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Consensus-based recommendations for the use of 
biosimilars to treat rheumatological diseases
Jonathan Kay,1 Monika M Schoels,2 Thomas Dörner,3 Paul Emery,4 Tore K Kvien,5 
Josef S Smolen,2,6 Ferdinand C Breedveld,7 on behalf of the Task Force on the Use of 
Biosimilars to Treat Rheumatological Diseases

AbstRAct
The study aimed to develop evidence-based 
recommendations regarding the evaluation and use 
of biosimilars to treat rheumatological diseases. The 
task force comprised an expert group of specialists 
in rheumatology, dermatology and gastroenterology, 
and pharmacologists, patients and a regulator from 
ten countries. Four key topics regarding biosimilars 
were identified through a process of discussion and 
consensus. Using a Delphi process, specific questions 
were then formulated to guide a systematic literature 
review. Relevant English-language publications 
through November 2016 were searched systematically 
for each topic using Medline; selected papers and 
pertinent reviews were examined for additional relevant 
references; and abstracts presented at the 2015 and 
2016 American College of Rheumatology (ACR) and 
European League Against Rheumatism (EULAR) annual 
scientific meetings were searched for those about 
biosimilars. The experts used evidence obtained from 
these studies to develop a set of overarching principles 
and consensus recommendations. The level of evidence 
and grade of recommendation were determined for 
each. By the search strategy, 490 references were 
identified. Of these, 29 full-text papers were included 
in the systematic review. Additionally, 20 abstracts 
were retrieved from the ACR and EULAR conference 
abstract databases. Five overarching principles and 
eight consensus recommendations were generated, 
encompassing considerations regarding clinical trials, 
immunogenicity, extrapolation of indications, switching 
between bio-originators and biosimilars and among 
biosimilars, and cost. The level of evidence and grade of 
recommendation for each varied according to available 
published evidence. Five overarching principles and eight 
consensus recommendations regarding the evaluation 
and use of biosimilars to treat rheumatological diseases 
were developed using research-based evidence and 
expert opinion.

IntRoductIon
Treatment with biological agents (biologics) has 
dramatically improved the outcome for patients 
with inflammatory diseases. However, the high cost 
of these medications has limited access for many 
patients.1 To make effective biologics more widely 
available, biosimilars of products that no longer are 
protected by patent have been developed and have 
been made available to patients at costs lower than 
those of the bio-originator. In the European Union 
(EU), the USA, Japan and other countries, biosim-
ilars of adalimumab, etanercept, infliximab and 

rituximab have been approved, and those for which 
the bio-originator no longer is protected by patent 
have been marketed.

Over the past decade, several publications have 
examined the scientific, legal and regulatory aspects 
of biosimilar development.1–6 However, little has 
been published to guide healthcare providers in 
critically evaluating and differentiating the scientific 
data available for each of these molecules. Thus, a 
multidisciplinary group was convened to develop 
consensus, at an international level, among patients 
and physicians regarding the evaluation and use of 
biosimilars to treat rheumatological diseases.

Methods
Participants
An international multidisciplinary task force on 
biosimilars was convened in 2016, consisting of 25 
experts from eight European countries, Japan and 
the USA (17 rheumatologists, 1 rheumatologist/
regulator, 1 dermatologist, 1 gastroenterologist, 2 
pharmacologists, 2 patients with rheumatic diseases 
as patients’ representatives and 1 research fellow). 
The objective was to develop an evidence-based and 
consensus-based statement about the use of biosim-
ilars to treat inflammatory diseases by identifying 
and critically appraising evidence in the literature. 
This statement was intended both to guide clini-
cians and to serve as a framework for future educa-
tional efforts.

experts’ consensus
In August 2016, a steering committee consisting 
of six rheumatologists and one research fellow, all 
of whom were members of this task force, held a 
preliminary meeting in Vienna, Austria. At this 
meeting, they identified four key topics for further 
discussion by the task force: issues related to clinical 
trials of biosimilars, extrapolation of indications, 
immunogenicity of biosimilars compared with their 
bio-originators, and switching between bio-origina-
tors and biosimilars and among biosimilars. Using a 
Delphi process, specific questions were formulated 
about these subjects to guide a systematic literature 
review (SLR), which was then performed to identify 
relevant publications through November 2016.

The Medline database was searched for 
English-language publications about biosimilars; 
selected papers and pertinent reviews were exam-
ined for additional relevant references. Abstracts 
presented at the 2015 and 2016 American College 
of Rheumatology (ACR) and European League 
Against Rheumatism (EULAR) annual scientific 
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meetings were searched for those about biosimilars. The Euro-
pean public assessment reports for human medicines, published 
by the European Medicines Agency (EMA) and the US Food and 
Drug Administration (FDA) publications (Drugs@FDA), were 
reviewed to identify those about biosimilars approved by the 
EMA and/or the FDA to treat rheumatological diseases, as of 
December 2016 (online supplementary table S1). The EU clin-
ical trials register and  ClinicalTrials. gov databases were queried 
to identify clinical trials in which a biosimilar was studied in 
patients with an inflammatory disease. We included publica-
tions on biosimilars that were approved to treat rheumatolog-
ical diseases. During the initial search process, no quality criteria 
were applied for inclusion, but all relevant studies were later 
rated using the Oxford Centre for Evidence-Based Medicine 
Levels of Evidence 1.7

The findings of the SLR were communicated to the steering 
committee members, augmented by two pharmacologists and a 
rheumatologist/regulator, at a second meeting that was held in 
Leiden, the Netherlands, in December 2016. Additional presen-
tations were made about the relative immunogenicity of biosimi-
lars to their bio-originators and about regulatory issues related to 
approval of biosimilars by the EMA. Group discussion followed 
these talks, during which overarching principles and consensus 
statements were developed to propose to the entire task force.

On the following day, a consensus conference took place, at 
which all but two members of the full task force were in atten-
dance. At this face-to-face meeting, a summary of the evidence 

obtained through the SLR was presented to the entire task force. 
Subsequently, the proposed overarching principles and consensus 
statements that had been developed by the augmented steering 
committee were presented. The task force members deliber-
ated on each statement and modified the wording, if necessary. 
Each statement was then voted on and high-level agreement was 
achieved for all statements. The two members of the task force 
who were absent from the Leiden meeting subsequently voted 
on each statement by email and their votes were combined with 
those of the other task force members (table 1). Overarching 
principles and recommendations were accepted when ≥80% of 
the experts agreed.

Results
systematic literature review
The initial search strategy (online supplementary table S2) iden-
tified 490 publications in Medline, as of December 2016. After 
the selection process had been applied, 29 full-text papers were 
included. From the ACR and EULAR conference abstract data-
bases, 20 abstracts were retrieved (online supplementary figure 
S1).

experts’ opinion approach
After discussing the results of the SLR, the consensus process was 
initiated. The full task force agreed on five overarching princi-
ples and eight consensus recommendations (table 1).

table 1 Overarching principles (A–E) and consensus recommendations (1–8) for biosimilars

Agreement* (%)
level of 
evidence†

Grade of 
recommendation‡

Overarching principles

A. Treatment of rheumatic diseases is based on a shared decision-making process between patients and their 
rheumatologists.

100 5 D

B. The contextual aspects of the healthcare system should be taken into consideration when treatment decisions 
are made.

100 5 D

C. A biosimilar, as approved by authorities in a highly regulated area, is neither better nor worse in efficacy and 
not inferior in safety to its bio-originator.

88 5 D

D. Patients and healthcare providers should be informed about the nature of biosimilars, their approval process, 
and their safety and efficacy.

96 5 D

E. Harmonised methods should be established to obtain reliable pharmacovigilance data, including traceability, 
about both biosimilars and bio-originators.

100 5 D

Consensus recommendations

1. The availability of biosimilars must significantly lower the cost of treating an individual patient and increase 
access to optimal therapy for all patients with rheumatic diseases.

100 5 D

2. Approved biosimilars can be used to treat appropriate patients in the same way as their bio-originators. 100 1b A

3. As no clinically significant differences in immunogenicity between biosimilars and their bio-originators have 
been detected, antidrug antibodies to biosimilars need not be measured in clinical practice.

100 2b B

4. Relevant preclinical and phase I data on a biosimilar should be available when phase III data are published. 100 5 D

5. Since the biosimilar is equivalent to the bio-originator in its physicochemical, functional and pharmacokinetic 
properties, confirmation of efficacy and safety in a single indication is sufficient for extrapolation to other 
diseases for which the bio-originator has been approved.

100 5 D

6. Currently available evidence indicates that a single switch from a bio-originator to one of its biosimilars is 
safe and effective; there is no scientific rationale to expect that switching among biosimilars of the same bio-
originator would result in a different clinical outcome but patient perspectives must be considered.

96 1b A

7. Multiple switching between biosimilars and their bio-originators or other biosimilars should be assessed in 
registries.

100 5 D

8. No switch to or among biosimilars should be initiated without the prior awareness of the patient and the 
treating healthcare provider.

91 5 D

*Agreement indicates percentage of experts who approved the recommendation during the final voting round of the consensus meeting.
†1a: systematic review of randomised clinical trials (RCTs); 1b: individual RCT; 2a: systematic review of cohort studies; 2b: individual cohort study (including low-quality RCT; 
eg, <80% follow-up); 3a: systematic review of case–control studies; 3b: individual case–control study; 4: case-series (and poor quality cohort and case–control studies); 5: expert 
opinion without explicit critical appraisal, or based on physiology, bench research or ‘first principles’.
‡A: based on consistent level 1 evidence; B: based on consistent level 2 or 3 evidence or extrapolations from level 1 evidence; C: based on level 4 evidence or extrapolations from 
level 2 or 3 evidence; D: based on level 5 evidence or on troublingly inconsistent or inconclusive studies of any level.
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RecoMMendAtIons
Five main topics related to biosimilars were identified: consid-
erations regarding clinical trials, immunogenicity, extrapolation 
of indications, switching between bio-originators and biosimilars 
and among biosimilars, and cost. Within each of these areas, key 
issues were identified that form the basis for the overarching 
principles and consensus recommendations described here 
(table 1). We present the overarching principles and consensus 
statements in the sequence listed in table 1, followed by an 
explanatory discussion of each.

overarching principles
Treatment of rheumatic diseases is based on a shared decision-
making process between patients and their rheumatologists
A fundamental principle underlying the treatment of all diseases 
is that informed patients share in making decisions about therapy 
with their healthcare providers. For the rheumatic diseases, the 
rheumatologist is obliged to educate the patient both about the 
disease process and about appropriate treatment options. Once 
informed, the patient can then engage the healthcare provider 
in a dialogue in which personal preferences, treatment goals, 
and the potential risks and benefits of each treatment option are 
discussed and evaluated relative to one another. Such a discus-
sion should result in optimal treatment of the disease process 
and empower patients to remain in control of their health.

The contextual aspects of the healthcare system should be taken 
into consideration when treatment decisions are made
The structure of healthcare systems varies in different coun-
tries. In some countries, the government oversees the healthcare 
system and serves as a single payer to cover the costs of medical 
treatment for its citizens. In other countries, such as the USA, a 
variety of systems are in place to support access to healthcare: 
some patients are covered by government-supported insurance 
plans, others purchase private insurance coverage, and some have 
no health insurance coverage at all. In single-payer systems, the 
payer often supports the cost of medications. However, in coun-
tries in which coverage for healthcare expenses is provided by a 
variety of systems, there often is a similar range of approaches to 
subsidise the cost of medications. Among those individuals who 
have prescription coverage, the proportion of the drug acquisi-
tion cost that is subsidised varies. Although only a small mone-
tary copayment is required of some patients, others are expected 
to pay 20% or more of the cost of medications. This can place a 
significant burden on some individuals and may make necessary 
treatment inaccessible to some. These contextual aspects must be 
considered when choosing appropriate drug therapy for a given 
patient, since lower drug costs increase affordability.

A biosimilar, as approved by authorities in a highly regulated area, 
is neither better nor worse in efficacy and not inferior in safety to its 
bio-originator
A biosimilar is a replica of a biopharmaceutical that has met 
criteria for biosimilarity, according to a defined pathway estab-
lished to demonstrate equivalent pharmacokinetics (PK), phar-
macodynamics (PD) and efficacy and comparable safety and 
immunogenicity, and has been reviewed and approved by a regu-
latory authority in a highly regulated area. Many such regulatory 
agencies are members or observers of the International Council 
for Harmonisation of Technical Requirements for Pharmaceuti-
cals for Human Use (ICH).8 ICH aims to recommend guidelines 
and requirements for approval of pharmaceutical products to 
achieve harmonisation among regulatory agencies worldwide.

The EMA defines a biosimilar as ‘a biological medicinal 
product that contains a version of the active substance of an 
already authorised’ bio-originator, for which ‘similarity to the 
reference product in terms of quality characteristics, biolog-
ical activity, safety and efficacy’ has been demonstrated.9 In 
the USA, a biosimilar is defined in the Biologics Price Competi-
tion and Innovation Act of 2009 as a biological product that is 
‘highly similar to the reference product notwithstanding minor 
differences in clinically inactive components’ and that ‘there 
are no clinically meaningful differences between the reference 
product and the biologic product in terms of the safety, purity 
and potency of the product’.10 In 2005, the EMA proposed a 
pathway by which to approve similar biological products.11 
Five years later, the US Congress established a pathway for the 
approval of biological products that are ‘highly similar’ to their 
bio-originators.10

The regulatory pathways for approval of a biosimilar differ 
slightly between the EMA and the US FDA, but both follow 
a ‘stepwise approach’ and require extensive analytical studies 
followed by clinical studies comparing PK and PD parameters, 
immunogenicity, efficacy and safety of the proposed biosimilar 
to its bio-originator to confirm that there are ‘no clinical mean-
ingful differences’ between the bio-originator and the biosim-
ilar. The US FDA has articulated a ‘totality of the evidence’ 
approach to evaluating the accumulated data, in which all of 
the information is considered in its entirety without giving 
greater importance to any one aspect.12 The EMA follows a 
similar process.13 Many other countries have conformed to 
this approach and established comparable pathways to approve 
biosimilars.3

Biosimilarity is established, following a stepwise approach, by 
a series of comparative studies with high face validity. Analyses 
must demonstrate that the biosimilar and its bio-originator have 
the same primary amino acid sequence. Comparing multiple 
batches of a biosimilar candidate with many batches of its 
bio-originator, acquired over time, there must be no significant 
differences in charge isoforms, glycosylation, other post-trans-
lational modifications or impurities. There may be minor 
differences, but these must not affect critical quality attributes 
of the biologic. For therapeutic monoclonal antibodies, essen-
tial functional properties include Fc receptor binding, comple-
ment-dependent cytotoxicity and antibody-dependent cellular 
cytotoxicity, on which their mechanism of action may depend. 
Subsequent clinical studies must demonstrate PK and PD equiva-
lence and equivalent efficacy in at least one disease for which the 
bio-originator is approved, as well as comparable safety and no 
greater immunogenicity of the biosimilar.

Because a biosimilar can rely on data generated for approval 
of its bio-originator, the clinical data required by regulatory 
pathways for biosimilar approval in the EU, the USA and most 
other countries are abbreviated, contrasted to those required 
for approval of bio-originators. PK typically is studied by 
comparing single doses of a biosimilar and its bio-originator in 
healthy subjects14–20; multiple dosing is subsequently assessed in 
patients.21–24 Most regulatory agencies define PK equivalence of 
a biosimilar to its bio-originator as when the 90% CIs for the 
ratio of geometric means for area under the curve and maximal 
concentration between the biosimilar and its bio-originator fall 
within the log-transformed range of 80%–125% (±20%).5 6 In 
published PK studies of approved biosimilar tumour necrosis 
factor (TNF) inhibitors, serum concentration time profiles of 
the biosimilar and its bio-originator have overlapped closely, and 
variability of the ratio of geometric means for PK parameters has 
been much less than that allowed by regulatory requirements.7–12
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Phase III randomised controlled trials (RCTs) comparing the 
efficacy of a candidate biosimilar with its bio-originator should 
be conducted in a disease that is sensitive for detecting potential 
differences in efficacy between the biosimilar and its bio-origi-
nator. However, the same condition may not be the most sensi-
tive in which to detect potential differences in safety, including 
immunogenicity. RCTs comparing a candidate biosimilar with 
its bio-originator should be of adequate duration to assess 
durability of response, safety and immunogenicity. These trials 
should use endpoints that are sensitive to detecting potential 
differences between a biosimilar and its bio-originator. Assess-
ment of an outcome measure at early time points, during the 
rapid rise phase of the time–response curve, provides additional 
information.25 Assessing response to treatment during the first 
3 months allows comparison of the rapidity of onset. These 
issues must be taken into consideration when designing phase III 
RCTs comparing biosimilar with their bio-originators.

Since a phase III RCT comparing a biosimilar with its bio-orig-
inator is designed to demonstrate equivalence and aims to prove 
the null hypothesis, the primary analysis should be performed 
on the per protocol set.26 Although an intention-to-treat analysis 
would bias towards the null hypothesis concluding that the two 
drugs are equivalent, secondary analyses should be performed on 
each endpoint using the intention-to-treat approach to account 
for possible differential dropout in the two treatment arms. 
The equivalence margin for RCTs comparing the efficacy of a 
biosimilar with its bio-originator is derived from a meta-anal-
ysis of the therapeutic effect of the bio-originator in the orig-
inal placebo-controlled RCTs, calculated as the risk difference 
in the endpoint of interest between active drug and placebo. To 
preserve a proportion of the therapeutic effect of the bio-orig-
inator, the equivalence margin used in a comparative effective-
ness RCT is usually half or less of the mean absolute difference 
derived in the meta-analysis.19 Equivalence margins should 
be standardised for each bio-originator.27 The EMA defines 
two-sided therapeutic equivalence in RCTs comparing a biosim-
ilar with its bio-originator as when the 95% CI for the mean 
absolute difference in the primary endpoint between the biosim-
ilar and its bio-originator falls within the predefined equivalence 
margin.13 However, the US FDA prefers use of the narrower 
90% CI to demonstrate therapeutic equivalence.14

A biosimilar that has satisfied the requirements of a dedicated 
pathway for regulatory approval will be neither better nor worse 
in efficacy and not inferior in safety to the various batches of the 
bio-originator. Since the processes for manufacturing biologics, 
including highly sensitive methods to assess quality, have 
matured over the past decades, major changes in the manufac-
turing process of the bio-originator are not likely and its efficacy 
and safety are unlikely to drift. Thus, efficacy and safety of a 
biosimilar can be expected to remain highly comparable to those 
of its bio-originator over time.

Patients and healthcare providers should be informed about the 
nature of biosimilars, their approval process, and their safety and 
efficacy
Given that biosimilars have only recently become available, 
many patients and healthcare providers are unfamiliar with this 
concept. Since biosimilars are usually marketed at a price lower 
than that of their bio-originators, some presume that biosimi-
lars are of lesser quality. This misconception can and must be 
corrected by informing patients and healthcare providers about 
the nature of biosimilars, the rigorous approval process to which 
they are subjected by regulatory agencies, and the equivalent 

efficacy and comparable safety of approved biosimilars to their 
bio-originators.

Harmonised methods should be established to obtain reliable 
pharmacovigilance data, including traceability, about both 
biosimilars and bio-originators
During the development of a pharmaceutical product, a limited 
number of patients receive treatment with the investigational 
drug. Thus, it is important to gather safety and efficacy data 
after a drug has been approved and is commercially available. 
Especially since the clinical part of the development process for 
biosimilars is abbreviated relative to that for bio-originators, it 
is critical that postmarketing pharmacovigilance be conducted 
to confirm the efficacy and safety of a biosimilar over time in a 
much larger number of patients than were studied in RCTs.

Traceability is an issue for all drugs, not only for biosimilars. 
To facilitate postmarketing pharmacovigilance, the non-propri-
etary name of a biosimilar must be readily distinguishable from 
that of its bio-originator. In 2012, the WHO proposed that a 
unique four-letter ‘biological qualifier’ code be appended as a 
suffix to the core name. This nomenclature system would be 
applied retrospectively to the bio-originator and prospectively 
to designate biosimilars.28 The US FDA has followed these WHO 
recommendations and, in 2017, issued guidance regarding 
non-proprietary naming of biological products, in which it spec-
ifies that the ‘biological qualifier’ code suffix consists of four 
lower-case letters and that it is unique and ‘devoid of meaning’.29 
The five biosimilars approved in the USA to treat inflammatory 
diseases have been designated as adalimumab-adbm, adalimum-
ab-atto, etanercept-szzs, infliximab-abda, and infliximab-dyyb. 
Similarly, a ‘biological qualifier’ code suffix will be appended 
retroactively to the core name of each bio-originator, so that 
these may be distinguished from biosimilars. This naming 
convention for biologics should facilitate traceability and allow 
effective postmarketing surveillance of the safety and efficacy of 
both biosimilars and their bio-originators. Within the European 
medicines regulatory network, pharmacovigilance is organised 
primarily at a national level in the Member States of the EU 
and the European Economic Area using brand names for post-
marketing surveillance of both biosimilars and bio-originators. 
An advantage of using brand names is that these can be easily 
recalled and reported by both patients and their healthcare 
providers. Suspected adverse events are submitted to the Eudra-
Vigilance database, which allows monitoring safety of medica-
tions across the entire network. However, it is unfortunate that 
there has not yet been global agreement on nomenclature for all 
biologics. Regardless of the method used to distinguish among 
biosimilars and bio-originators, batch numbers are essential for 
tracing potential problems. However, although recorded by the 
dispensing pharmacist, batch numbers are infrequently noted by 
patients or healthcare providers and may be difficult to obtain 
when an adverse event occurs.

consensus recommendations
The availability of biosimilars must significantly lower the cost of 
treating an individual patient and increase access to optimal therapy 
for all patients with rheumatic diseases
As the prevalence of chronic disease increases in both high-in-
come and lower-income countries, pharmaceutical consumption 
must shift to lower cost products so as to improve access to all 
who need these medications.30 An approved biosimilar should 
provide patients with an equivalent biologic at a cost lower than 
that of the bio-originator. Unlike a new medication, a biosimilar 

group.bmj.com on January 18, 2018 - Published by http://ard.bmj.com/Downloaded from 

http://ard.bmj.com/
http://group.bmj.com
cristian.diaz
PDF Creator Trial



169Kay J, et al. Ann Rheum Dis 2018;77:165–174. doi:10.1136/annrheumdis-2017-211937

Recommendation

of equivalent efficacy and comparable safety has no attribute 
other than price to distinguish it from its bio-originator.

The expenses associated with developing a biosimilar are but a 
fraction of those incurred during the development of a bio-orig-
inator. Thus, once patents for bio-originators have expired, 
the use of less expensive biosimilars should help to offset the 
necessary expense of using other medications to fulfil unmet 
therapeutic needs. Regardless, payers must transfer the savings 
realised from the reduced cost of developing a biosimilar back to 
the patient by improving access to treatment with lower copay-
ments for medications or by lowering insurance premiums.31

A 2014 RAND Corporation study estimated the potential cost 
savings of biosimilars in the US market to be $44.2 billion over 
the subsequent decade, of which TNF inhibitors would account 
for 21% ($9.3 billion).32 This study assumed that market compe-
tition would result in the price of a biosimilar being 35% lower 
than that of its bio-originator. However, at the time of the launch 
in September 2015 of filgrastim-sndz (Zarxio), the first biosim-
ilar approved in the USA, its wholesale acquisition cost (WAC) 
was only 15% lower than that of bio-originator filgrastim.33 
Similarly, at the time of its launch in November 2016, the WAC 
of infliximab-dyyb (Inflectra) in the USA was only 15% lower 
than that of bio-originator infliximab.34 However, discounts and 
ex-post rebates provided to third-party payers and pharmacy 
benefit management companies by bio-originator manufacturers 
might reduce or even eliminate the price differential between 
a biosimilar and its bio-originator. Small price differentials 
between biosimilars and bio-originators likely will decrease the 
market penetration of biosimilars and further reduce direct cost 
savings. A price discounted only 15% below that of the bio-origi-
nator may not be sufficient to motivate use of a biosimilar. Thus, 
to ensure market uptake of biosimilars, it is important that they 
be priced considerably lower than bio-originators.

In other countries, the price of biosimilars is lowest where 
market competition is greatest. In Canada, at the time of its 
launch in March 2015, the price of Inflectra was 34% lower 
than that of bio-originator infliximab.35 The prices of biosimi-
lars in the EU typically have been 20%–40% lower than those 
of the corresponding bio-originators, but this is much less than 
the 80% price reduction realised with generic small molecule 
drugs.36 However, in Norway, where the national hospital system 
has a competitive tender process for the exclusive contracts to 
supply medications that are administered in-hospital, the tender 
accepted for Remsima in 2014 was 39% lower than that offered 
for bio-originator infliximab and that accepted in 2015 was 69% 
lower.37 As expected, the market share of biosimilar infliximab is 
much larger in those countries where the price of the biosimilar 
is much lower than that of bio-originator infliximab.38 The use 
of a tender system has important implications for maintaining a 
competitive environment and is likely to reduce both the price 
of biologics that no longer are protected by patent and that of 
biosimilars. However, such a system may also pose a threat to the 
level of market competition over the long term and might ulti-
mately result in a market in which only one version of a biologics 
(biosimilar or bio-originator) is available (ie, ‘winner-take-all’).

In the EU5 (France, Germany, Italy, Spain and the UK), using 
a conservative budget impact model, the introduction of an 
etanercept biosimilar priced 10%–25% lower than bio-origi-
nator etanercept could yield net savings of €286 to €728 million 
over the subsequent 5 years.39 Such savings could fund treatment 
with the biosimilar for many more patients. Presumably, the 
proportion of the cost of a biosimilar that is shared by the patient 
will be lower than that shared for a bio-originator. Thus, with 
more affordable drugs, patients may be more likely to adhere to 

their prescribed medication regimens. Moreover, in developing 
markets in which access to biologics is restricted by cost, the 
availability of a lower cost biosimilar might allow a patient to 
receive a treatment that previously was more difficult to obtain 
or unavailable. Thus, biosimilars should increase global access to 
effective treatments for inflammatory diseases.

Approved biosimilars can be used to treat appropriate patients in 
the same way as their bio-originators
Once a biosimilar has demonstrated high structural similarity 
and clinical equivalence to its bio-originator in a sensitive popu-
lation and has been granted marketing authorisation, it can be 
considered to be essentially the same biologic as a new batch of 
the bio-originator. The finding of biosimilarity justifies use of an 
approved biosimilar in all the indications for which the bio-orig-
inator is authorised.

As no clinically significant differences in immunogenicity between 
biosimilars and their bio-originators have been detected, antidrug 
antibodies to biosimilars need not be measured in clinical practice
Antidrug antibodies (ADAs) typically develop in patients who 
are treated protractedly with biologics. Virtually all mono-
clonal antibodies induce an immune response with production 
of ADAs, often to the antigen-combining region (anti-idiotype 
antibodies).40 ADAs bound to therapeutic monoclonal anti-
bodies may form immune complexes which, when cleared by the 
reticuloendothelial system, result in lower trough drug concen-
trations and potentially decreased efficacy.41 When the titre 
and affinity of ADAs for the biologic are high, the therapeutic 
effect is neutralised. Neutralising ADAs may be detected within 
6 months after initial exposure to the biologic.42

Assays to detect ADAs have evolved over time to become more 
sensitive and specific.41 Early studies of therapeutic monoclonal 
anti-TNF antibodies, using a bridging ELISA, identified ADAs 
in a small proportion of patients.43 Subsequent studies have 
used assays that are less sensitive to drug interference, such as 
the homogeneous mobility shift assay method or the pH-shift 
anti-idiotype antigen-binding test, in which acid dissociation of 
drug–ADA complexes allows detection both of free ADAs and of 
those bound to drug.44 45 In recent clinical trials, ADAs have been 
detected in a larger proportion of patients using the sensitive 
electrochemiluminescence bridging immunoassay.46 However, 
the clinical relevance of ADAs, especially as to how they might 
differentiate biosimilars from their reference drugs, remains 
unclear.

The immunogenicity of a candidate biosimilar is best compared 
with that of its bio-originator in a clinical trial conducted in treat-
ment-naïve patients.12 47 These trials often have included a single 
crossover from the bio-originator to the candidate biosimilar. 
Thus far, such switches have not induced ADA formation. The 
proportion of subjects that develop ADAs to a biosimilar and 
to its bio-originator should be similar. Since neutralising ADAs 
are more clinically relevant, proportion of subjects developing 
these should also be reported.48 If immunogenicity findings are 
to be extrapolated from a clinical trial in one disease to other 
indications, the patient population chosen for study should be 
that which is most likely to develop an immune response to 
the biologic.12 Accordingly, patients not receiving concomitant 
immunosuppressive medications are preferred. However, in the 
clinical trials comparing the infliximab biosimilar CT-P13 with 
bio-originator infliximab, the prevalence of ADAs was higher in 
patients with rheumatoid arthritis receiving infliximab 3 mg/kg 
intravenously with concomitant methotrexate than in patients 
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with ankylosing spondylitis receiving infliximab 5 mg/kg as 
monotherapy.21 46 Thus, genetic factors, the underlying disease 
process and the dose of the biologic administered may be more 
important than concomitant immunosuppressive medications in 
determining the predisposition to develop ADAs.

Although not typically measured in clinical practice by 
rheumatologists, trough drug concentrations provide a more 
relevant, indirect comparative assessment of immunogenicity 
between a biosimilar and its bio-originator than does detection 
of ADAs. As no clinically significant differences in immunoge-
nicity between biosimilars and their bio-originators have been 
detected, ADAs to biosimilars need not be measured in clinical 
practice.49 50 However, the assessment of immunogenicity should 
not be dismissed completely, as it is a useful measure for active 
pharmacovigilance. Evaluating comparative immunogenicity 
data, acquired in both clinical and postmarketing studies of 
biosimilars, should help to increase confidence in using biosimi-
lars among healthcare providers.51

Relevant preclinical and phase I data on a biosimilar should be 
available when phase III data are published
As substantial emphasis has been placed on analytical and PK 
comparisons in the development of biosimilars, preclinical 
analytical data and phase 1 PK data should be available in peer-re-
viewed journals when data from phase III RCTs are published. 
Data from relevant physicochemical, in vitro functional and PK 
studies of a biosimilar should be published before or simultane-
ously with those from the phase III comparative effectiveness 
RCT. Physicochemical and in vitro functional data comparing the 
biosimilar with its bio-originator have been published in peer-re-
viewed journals for the infliximab biosimilar SB2, the etanercept 
biosimilars SB4 and GP 2015, and the adalimumab biosimilar 
ABP 501.52–56 For the infliximab biosimilar CT-P13, selected 
physicochemical and in vitro functional data were published as 
supplementary data in appendices to the primary publications 
reporting the results of the phase I and phase III studies that 
compared CT-P13 with bio-originator infliximab.21 46

Phase I PK data comparing biosimilars with their bio-origi-
nators have usually been published in a peer-reviewed journal 
before or simultaneously with publication of the results of the 
phase III study in manuscript form. Results of the phase I PK 
study comparing ABP 501 with bio-originator adalimumab were 
published before publication of a manuscript reporting the phase 
III data.18 57 Similarly, results of the phase I PK study comparing 
SB2 with bio-originator infliximab were published before the 
phase III study was published,17 58 and results of the phase I 
PK study comparing SB4 with bio-originator etanercept were 
published before the phase III study was published.19 59 The phase 
I and phase III studies comparing CT-P13 with bio-originator 
infliximab,21 46 and those comparing GP2015 with bio-origi-
nator etanercept both were published simultaneously.20 60 The 
availability of this information, when the phase III RCT data 
are published, facilitates assessment of biosimilarity based on a 
‘totality-of-the-evidence’ approach.61

Since the biosimilar is equivalent to the bio-originator in its 
physicochemical, functional and pharmacokinetic properties, 
confirmation of efficacy and safety in a single indication is sufficient 
for extrapolation to other diseases for which the bio-originator has 
been approved
Based on the extensive historical clinical experience with the 
bio-originator in each of its licensed indications, regulatory 
agencies allow efficacy and safety data for a biosimilar to be 

extrapolated from one approved indication to others in which the 
biosimilar has not been studied, if the mechanism of action of the 
bio-originator is considered to be the same in each disease.62 63 
The comprehensive preclinical comparison of the biosimilar to 
its bio-originator, in which their similarity is confirmed by many 
different analytical and functional assays, forms the basis for this 
‘extrapolation of indications.’ Thus, after having demonstrated 
efficacy and safety equivalent to its bio-originator in at least one 
RCT conducted in patients with a disease for which the bio-orig-
inator is authorised, a biosimilar may apply for approval in any 
or all indications for which its bio-originator already has been 
authorised without an RCT in each indication.

By this process, biosimilars have usually been granted 
marketing authorisation in all indications for which the bio-orig-
inator has been approved but in which the biosimilar has not 
been studied. In this context, experts from national and inter-
national organisations have argued that convincing data from 
RCTs are needed for each individual indication.64–72 However, 
biosimilars have always demonstrated efficacy equivalent to that 
of their bio-originators when studied in more than one indica-
tion.21 46 73 74 Also, the biosimilar infliximab, CT-P13, has exhib-
ited efficacy and safety comparable to bio-originator infliximab 
in several small, prospective case series of patients with indica-
tions for which approval had been based on extrapolation of data 
from the RCTs.75–78 Although Health Canada initially denied the 
biosimilar infliximab CT-P13 extrapolation of data from clin-
ical trials conducted in patients with rheumatoid arthritis and 
ankylosing spondylitis to inflammatory bowel diseases, this deci-
sion was ultimately reversed by the same regulatory authority.79 
Nonetheless, biosimilars have demonstrated efficacy and safety 
when used in clinical practice to treat approved indications 
in which they had not been studied in comparison to their 
bio-originators.78

Currently available evidence indicates that a single switch from a 
bio-originator to one of its biosimilars is safe and effective; there is 
no scientific rationale to expect that switching among biosimilars of 
the same bio-originator would result in a different clinical outcome 
but patient perspectives must be considered
Switching patients from bio-originators to their biosimilars 
and from one biosimilar to another should be evidence-based. 
Current data suggest that treating a patient with an approved 
biosimilar should yield results comparable to those achieved 
when the patient is treated with the bio-originator. However, 
no study to date has evaluated the efficacy or safety of switching 
between different biosimilars of the same bio-originator.

Ideally, the consequences of switching from a bio-originator 
to a biosimilar should be compared with that of continued treat-
ment with the bio-originator in an RCT, conducted in patients 
who are receiving stable treatment with the bio-originator. 
Extensions to phase III RCTs of several biosimilars, in which 
subjects treated initially with the bio-originator were switched 
to the biosimilar, have been published.80–84 Observing no loss of 
efficacy and no increase in the rate of adverse events following 
this single switch supports making this switch in clinical practice, 
only if the biosimilar costs less than the bio-originator. However, 
if a patient has failed to respond to a specific biologic, a biosim-
ilar of that product should not subsequently be prescribed.

An RCT was conducted in Norway to assess the effect of 
switching from bio-originator infliximab (Remicade) to the 
biosimilar infliximab CT-P13 on efficacy and safety in the various 
indications for which both had been approved. NOR-SWITCH 
was a 52-week, double blind, non-inferiority, phase IV RCT that 
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enrolled 482 patients with a variety of diseases: Crohn’s disease 
(n=155), ulcerative colitis (n=93), spondyloarthritis (n=91), 
rheumatoid arthritis (n=78), psoriasis (n=35) and psoriatic 
arthritis (n=30), each of whom had been on stable treatment 
with bio-originator infliximab for at least 6 months.78 The 
primary endpoint was worsening in disease-specific composite 
measures and/or agreement between the investigator and the 
patient that increased disease activity required a change in 
treatment by week 52. This study demonstrated non-inferiority 
of switching from the bio-originator to the biosimilar, using a 
non-inferiority margin of 15%, as compared with continuation 
of treatment with the bio-originator for the aggregate of subjects 
with the various diseases enrolled. However, NOR-SWITCH 
was not powered to compare these two treatment strategies 
in subjects with any individual disease. Similar proportions of 
patients in each group developed treatment-emergent adverse 
events (TEAEs), serious adverse events and TEAEs resulting in 
study drug discontinuation, and the prevalence and incidence 
of ADAs, as well as trough drugs levels, were similar between 
the two groups. Thus, NOR-SWITCH supports the practice of 
switching patients with stable disease activity from bio-originator 
infliximab to the biosimilar CT-P13. However, these results 
cannot be generalised to other biologics and their biosimilars 
or to frequent switching back-and-forth between bio-originator 
and biosimilar. For each new biosimilar and application device, 
an RCT should be conducted to evaluate safety and continued 
efficacy after switching from the bio-originator or to another 
biosimilar. However, once sufficient experience has been gained, 
additional switching studies may no longer be necessary.

Even if data from RCTs support the practice of switching from 
a bio-originator to its biosimilar or between biosimilars, patients 
must feel comfortable receiving the treatment that they have 
been prescribed. To achieve this, rheumatologists should inform 
patients about the rigorous development process during which 
biosimilars have been assessed and shown to be highly similar 
to their bio-originators. Patient perspectives must be taken into 
account. Patients should understand that an approved biosim-
ilar may be like another batch of its bio-originator and should 
provide similar therapeutic benefit with comparable safety. They 
also should be informed about the economic implications of 
switching, which should allow more patients to benefit from 
treatment with biologics. However, if some patients remain 
uneasy about switching from the bio-originator to a biosimilar, 
even with this information, their preferences must be considered 
when making a therapeutic decision.

Multiple switching between biosimilars and their bio-originators or 
other biosimilars should be assessed in registries
Substitution, in which a biosimilar is prescribed in place of its 
bio-originator, must be distinguished from interchangeability, 
wherein someone other than the prescribing healthcare provider 
initiates the switch from bio-originator to biosimilar or between 
two biosimilars. Of note, in the EU, the term ‘substitution’ 
implies what is considered in the USA to be ‘interchange’. Thus, 
terminology must be harmonised worldwide. In the EU, the 
EMA does not have the authority to designate a biosimilar as 
being interchangeable; rather, this judgement must be made by 
regulatory agencies in each Member State.85

To support the designation of interchangeability, an RCT that 
incorporates multiple switches between the two biologics must 
be conducted. The US FDA has issued draft guidance on demon-
strating interchangeability of a biosimilar with its bio-originator, 
in which it suggests that postmarketing pharmacovigilance data 

should be combined with data from at least one prospective RCT 
that compares repeated switching between the bio-originator 
and the biosimilar to continuous treatment with the bio-origi-
nator.86 Subjects in the ‘switching arm’ of such a study switch 
at least three times between the bio-originator and the biosim-
ilar, whereas subjects in the ‘non-switching arm’ continue treat-
ment with only the bio-originator. After the last switch from the 
bio-originator to the biosimilar, subjects in the ‘switching arm’ 
should remain on the biosimilar. The primary endpoints for such 
a study should be PK parameters; secondary endpoints should 
evaluate efficacy, safety and immunogenicity. However, to date, 
no biosimilar has been evaluated according to this study design.

Systematic postmarketing pharmacovigilance should be carried 
out using biologics registries and by conducting long-term, 
observational cohort studies to which data are reported regu-
larly by prescribing healthcare providers and patients who are 
treated with specific products. Biologics registries in many coun-
tries have provided insight into the short-term and long-term 
safety of biologics.87–93 Data collected about the use of biosim-
ilars should be integrated into these existing biologics regis-
tries. Pertinent standardised data must be collected to address 
any remaining uncertainty regarding the safety of biosimilars. 
Although not designed primarily to assess efficacy, the durability 
or potential loss of efficacy after switching from a bio-originator 
to its biosimilar might become evident in such a registry.

No switch to or among biosimilars should be initiated without the 
prior awareness of the patient and the treating healthcare provider
Patients with rheumatological diseases may be reluctant to switch 
medications, even when their disease remains active, because of 
fear of disease worsening or of developing an adverse effect on 
a new medication.94 However, the concern that therapeutic effi-
cacy might be lost after switching from a bio-originator to its 
biosimilar has not been supported by currently available data.

In the EU, the introduction of infliximab and etanercept 
biosimilars has generated market competition, which has 
resulted in price reductions for their reference products and 
for the other bio-originator TNF inhibitors.38 Patients and their 
healthcare providers share the responsibility to consider equity 
when choosing a course of treatment and must consider cost 
in the decision-making process. However, in some countries, 
the choice of biologic is often imposed by payers rather than 
being made by either the patient or his or her treating healthcare 
provider.

Transparency is of utmost importance in the therapeutic rela-
tionship between a patient and his or her healthcare provider. 
Therapeutic decisions must be made jointly by the patient in 
consultation with the healthcare provider. As with all changes in 
treatment, the patient and the healthcare provider should be fully 
aware of any change and should agree with its implementation.

conclusIon
The differing opinions about biosimilars that have been published 
by various national and international medical subspecialty organi-
sations illustrate the lack of confidence shared by many clinicians 
regarding the appropriate use of biosimilars.64–72 95–98 However, 
a rapidly growing body of evidence has begun to reduce residual 
uncertainty about their use. This consensus statement aims to 
raise awareness about biosimilars and to discuss the key issues 
that healthcare providers must consider when using biosimi-
lars to treat their patients. The assembled group of experts and 
patients achieved a high level of agreement about the evaluation 
of biosimilars and their use to treat rheumatological diseases. 
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The participants were confident that biosimilars approved by 
authorities in a highly regulated area are unlikely to differ from 
their bio-originators in clinically meaningful ways. Nevertheless, 
given the complex nature of all biopharmaceuticals, the treating 
clinician must be the only one to decide whether to prescribe a 
biosimilar in place of a bio-originator on a case-by-case basis with 
full awareness of the patient. The group believed that adequate 
evidence exists to support the decision to switch from a biologic, 
which no longer is protected by patent, to its biosimilar. In 
addition, the group concluded that there is sufficient evidence 
about safety and efficacy of biosimilars to allow for extrapo-
lation of indications. However, there remained concern about 
switching between two biosimilars or between a bio-originator 
and its biosimilar on multiple occasions because adequate studies 
have not yet been conducted to assess these circumstances. To 
facilitate making informed decisions about therapeutic substi-
tution with biosimilars, healthcare providers are encouraged to 
gather pharmacovigilance data in registries about the outcome 
of such switches made in the context of clinical practice. Data 
available as of December 2016 support the use of biosimilars 
by rheumatologists to encourage a fair and competitive market 
for biologics. Biosimilars now provide an opportunity to expand 
access to effective but expensive medications, increasing the 
number of available treatment choices and helping to control 
rapidly increasing drug expenditures.
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ABSTRACT
Objectives Since the 2007 recommendations for the
management of early arthritis have been presented,
considerable research has been published in the field of
early arthritis, mandating an update of the 2007
European League Against Rheumatism (EULAR)
recommendations for management of early arthritis.
Methods In accordance with the 2014 EULAR
Standardised Operating Procedures, the expert
committee pursued an approach that was based on
evidence in the literature and on expert opinion. The
committee involved 20 rheumatologists, 2 patients and
1 healthcare professional representing 12 European
countries. The group defined the focus of the expert
committee and target population, formulated a definition
of ‘management’ and selected the research questions.
A systematic literature research (SLR) was performed by
two fellows with the help of a skilled librarian. A set of
draft recommendations was proposed on the basis of the
research questions and the results of the SLR. For each
recommendation, the categories of evidence were
identified, the strength of recommendations was derived
and the level of agreement was determined through a
voting process.
Results The updated recommendations comprise 3
overarching principles and 12 recommendations for
managing early arthritis. The selected statements involve
the recognition of arthritis, referral, diagnosis,
prognostication, treatment (information, education,
pharmacological and non-pharmacological interventions),
monitoring and strategy. Eighteen items were identified
as relevant for future research.
Conclusions These recommendations provide
rheumatologists, general practitioners, healthcare
professionals, patients and other stakeholders with an
updated EULAR consensus on the entire management of
early arthritis.

Peripheral inflammatory arthritis is among the most
common features with which patients present in
clinical rheumatology. Identifying the underlying
disease can be difficult, particularly at an early
stage. In clinical practice, early inflammatory arth-
ritis is frequently undifferentiated.1 Early arthritis
can develop into established rheumatoid arthritis
(RA) or another definite arthropathy, can resolve
spontaneously, or may remain undifferentiated for
indefinite periods. To better evaluate diagnosis and

outcome in arthritis, it has been proposed to first
recognise inflammatory arthritis; then search for a
definite diagnosis (eg, peripheral or axial spondy-
loarthritis; psoriatic arthritis (PsA); systemic lupus
erythematosus, etc), and finally estimate the risk of
developing persistent and/or erosive arthritis and
propose an optimal therapeutic strategy.2 3

Although the prognosis of early arthritis is still dif-
ficult to define, a combination of clinical, labora-
tory and radiographic parameters may help to
predict patients’ outcomes with acceptable
accuracy.
The management of early arthritis has changed

considerably in the past few years under the influence
of new concepts for diagnosis and new effective ther-
apies. Conventional synthetic disease-modifying anti-
rheumatic drugs (csDMARDs) have been shown to
slow disease progression in chronic inflammatory
arthritides such as RA and PsA.4–6 Furthermore, bio-
logical (b) DMARDs have demonstrated rapid and
sustained disease control associated with an arrest of
joint destruction.7 8 A large body of evidence points
to the usefulness of very early DMARD-start for
early chronic inflammatory arthritis, preferably
before the onset of erosions, in order to reduce or
even prevent the risk of (further) joint damage and
disability.5 9 10 Also, the assessment and tight moni-
toring of patients with early arthritis serves to better
adapt therapeutic strategies.9 11 Beyond doubt, the
treatment goal of early arthritis should now be clin-
ical remission and prevention of joint destruction.
Patients with early arthritis should be identified

and referred to rheumatologists to confirm the
presence of arthritis, the (potential) diagnosis and
its prognosis and initiate appropriate treatment
strategies based on these findings. Furthermore,
management of early arthritis should include more
than drug treatment alone, with education, shared
decision making and the role of allied healthcare
professionals as important themes.
A set of recommendations for the management

of arthritis should address all these different
aspects.
The European League Against Rheumatism

(EULAR) recommendations for the management of
early arthritis have been published in 2007.9 In
2010, EULAR presented recommendations for the
management of RA with synthetic and biological
DMARDs, which have been updated in 2013 and
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2016;12 13 in addition, recommendations for the management
of PsA were recently published.6 While the latter recommenda-
tions focused on the pharmacological treatments of PsA and RA,
both in advanced and in early disease, the 2007 recommenda-
tions for the management of early arthritis covered the entire
spectrum of management of early arthritis, including the recog-
nition of arthritis, referral, diagnosis, prognosis, classification,
information, education, non-pharmacological interventions and
monitoring of the disease process as well as pharmacological
treatment. The systematic literature review (SLR) that has
guided the 2007 EULAR recommendations included publica-
tions up to January 2005.9 Between 2005 and 2015, research in
early arthritis has been a major focus, and many studies have
appeared in the peer-reviewed literature. This literature includes
—but is not limited to—topics such as diagnosis and classifica-
tion criteria, window of opportunity, imaging, prognostication,
treatments and therapeutic strategies.

These developments mandated an update of the existing
EULAR recommendations on early arthritis, which is reported
here.

METHODS
The update of the EULAR recommendations for the manage-
ment of early arthritis has followed the 2014 EULAR
Standardised Operating Procedures.14 The definitions (eg, man-
agement and early arthritis) of and the target populations (rheu-
matologists, general practitioners, medical students, healthcare
professionals, patients) addressed by the 2007 expert commit-
tee9 were considered. Briefly, the term ‘management’ was
defined as ‘all organisational, diagnostic, medical and educa-
tional procedures related to patients seeking help for arthritis of
a peripheral joint’ and ‘early arthritis’ was restricted to ‘early
inflammatory joint disease’.

The expert committee
The expert committee comprised 20 rheumatologists, including
2 research fellows (CID and CH), 1 healthcare professional and
2 patients, from 12 European countries.

Fifteen research questions derived from the 2007 process
were proposed by the convenor (BC) and the methodologist
(RL), and subsequently amended and approved by the whole
committee. The selected topics included recognition of arthritis,
referral, diagnosis, prognostics, classification, information, edu-
cation, non-pharmacological interventions, pharmacological
treatments, monitoring of the disease process, strategy and
prevention.

Evidence-based approach
The research questions were adjusted for further literature
research if appropriate, and structured according to the
Patients-Intervention-Comparator-Outcome systematic by four
of the authors (CID, CH, BC, RL). Eligible study types were
also defined.

A systematic search of PubMed, Medline, Embase, CINAHL
and the Cochrane library was performed, with the help of a
skilled librarian (Louise Falzon, Columbia University Medical
Centre, USA). All articles published in English up to December
2015 were included. Abstracts from the 2014 and 2015 EULAR
and American College of Rheumatology (ACR) conferences
were also considered. The search was completed by a hand
search and by questioning experts for additional references. The
SLR process is reported in detail in two separate articles.15 16

Expert opinion approach
Each member of the expert committee obtained insight into the
results of the literature search and the accompanying levels of
evidence before a meeting in January 2016. During the
meeting, the results of the SLR were presented to the committee
in aggregated format. Three break-out groups, chaired by one
expert, were formed to amend the 2007 recommendations (1–
4; 5–8 and 9–12) and to propose new recommendations if con-
sidered appropriate. Each group then reported its proposals and
wording to the entire committee for discussion and consensus,
and the final formulation of the recommendations was obtained
after a vote with at least 85% agreement for each item’s final
wording.

After the meeting the recommendations were circulated by
email to all expert committee members for further minor
amendments if necessary. Categories of evidence and grades of
recommendations were then determined (by CID, CH, RL, BC)
according to the standards of the Oxford Centre for
Evidence-Based Medicine.17 To determine the level of agree-
ment with recommendations, an anonymised email-based voting
on a 0–10 scale was performed, a vote of 0 indicating complete
disagreement with a particular recommendation and 10 indicat-
ing complete agreement. The means and SDs for scores from
the whole group were calculated. The recommendations are pre-
sented in box 1 and figure 1.

RESULTS
The discussions of the expert committee resulted in 3 overarch-
ing principles and 12 recommendations (box 1) (in 2007, 12
recommendations were formulated).

Overarching principles
The expert committee considered that some of the principles on
the care of patients with early arthritis are generic and should be
stated first and separated from individual recommendations on
diagnosis, prognosis and treatment. The committee decided unani-
mously on the following three overarching principles (box 1).
Principle A:
Management of early arthritis should aim at the best care and
must be based on a shared decision between the patient and
the rheumatologist.
The term ‘best care’ is obviously a major principle in medi-

cine. The wording ‘shared decision between the patient and the
rheumatologist’ is more than informing the patient; it rather
refers to the comprehensive process of communication, knowl-
edge exchange and achieving consensus that should lead to a
treatment decision, that is, optimal from the perspectives of
both patient and clinical care provider.
Principle B:
Rheumatologists are the specialists who should primarily care
for patients with early arthritis.
This statement, which was part of recommendation 1 in the

2007 recommendations, was also highlighted in the EULAR
recommendations for the management of RA14 and PsA.6 Its
basis is evidence that patients with chronic arthritis under rheu-
matologists’ care receive an earlier diagnosis, start treatment
earlier and have better outcomes, in particular with respect to
joint damage and physical function.18–20 Rheumatologists have
the expertise to establish an accurate diagnosis of early arthritis,
are familiar with monitoring disease activity and with the poten-
tial severity of the disease in their patients with inflammatory
arthritis and are well aware of the indications, contraindications
and adverse effects of specific therapies.
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However, the expert committee intentionally added the term
‘primarily’ to this statement for three reasons: (1) the manage-
ment of patients with early arthritis includes the care by
primary care physicians and other healthcare professionals in a
multidisciplinary approach; (2) in some places care by rheuma-
tologists is not always available and accessible. Some countries
have a shortage of rheumatologists, and in such situations
patients should receive treatment from other healthcare provi-
ders with experience in the care of patients with inflammatory
arthritis; (3) in some countries, task shifting from rheumatolo-
gists to other healthcare professionals is actively supported in
order to facilitate early access and optimal quality of care, and
to make care cheaper. Such care is still primarily under the
responsibility and supervision of rheumatologists, but may be
provided by other care providers.
Principle C:
A definite diagnosis in a patient with early arthritis should
only be made after a careful history taking and clinical exam-
ination, which should also guide laboratory testing and add-
itional procedures.

In the 2007 recommendations, this important statement was
included as bullet point 3. It was considered that ‘good clinical
practice’ and a ‘high level of training’ suffices an opinion that
was entirely expert-based. The expert group was of the unani-
mous opinion that the statement is so generic that it represents
an overarching principle rather than a recommendation. To
establish a definite diagnosis in a patient with early arthritis, the
group proposed that the minimum diagnostic procedures should
include careful history taking and clinical examination, keeping
the different possible causes of inflammatory arthritis in mind.
After excluding other causes of joint swelling and pain (eg,
septic arthritis, trauma, osteoarthritis, gout), particular attention
should be paid to age, geographical area and travel history,
number and pattern of involved joints, axial/entheseal involve-
ment and extra-articular features (eg, eye, skin, genitourinal and
gastrointestinal symptoms), including recent infections.1 A
minimal laboratory testing panel was proposed in the 2007
recommendations and should include testing for C reactive
protein (CRP)/erythrocyte sedimentation rate (ESR), full blood
cell count, transaminase levels, renal function and urine analysis,

Box 1 2016 update of the EULAR recommendations for management of early arthritis: final recommendations based on
evidence and expert opinion

Overarching principles
A. Management of early arthritis should aim at the best care and must be based on a shared decision between the patient and the

rheumatologist
B. Rheumatologists are the specialists who should primarily care for patients with early arthritis
C. A definitive diagnosis in a patient with early arthritis should only be made after a careful history taking and clinical examination,

which should also guide laboratory testing and additional procedures
Recommendations

1. Patients presenting arthritis (any joint swelling, associated with pain or stiffness) should be referred to, and seen by, a
rheumatologist, within 6 weeks after the onset of symptoms

2. Clinical examination is the method of choice for detecting arthritis, which may be confirmed by ultrasonography
3. If a definite diagnosis cannot be reached and the patient has early undifferentiated arthritis, risk factors for persistent and/or erosive

disease, including number of swollen joints, acute phase reactants, rheumatoid factor, ACPA and imaging findings, should be
considered in management decisions

4. Patients at risk of persistent arthritis should be started on DMARDs as early as possible (ideally within 3 months), even if they do
not fulfil classification criteria for an inflammatory rheumatologic disease

5. Among the DMARDs, methotrexate is considered to be the anchor drug and, unless contraindicated, should be part of the first
treatment strategy in patients at risk of persistent disease

6. NSAIDs are effective symptomatic therapies but should be used at the minimum effective dose for the shortest time possible, after
evaluation of gastrointestinal, renal and cardiovascular risks

7. Systemic glucocorticoids reduce pain, swelling and structural progression, but in view of their cumulative side effects, they should be
used at the lowest dose necessary as temporary (<6 months) adjunctive treatment. Intra-articular glucocorticoid injections should be
considered for the relief of local symptoms of inflammation

8. The main goal of DMARD treatment is to achieve clinical remission, and regular monitoring of disease activity, adverse events and
comorbidities should guide decisions on choice and changes in treatment strategies to reach this target

9. Monitoring of disease activity should include tender and swollen joint counts, patient and physician global assessments, ESR and
CRP, usually by applying a composite measure. Arthritis activity should be assessed at 1-month to 3-month intervals until the
treatment target has been reached. Radiographic and patient-reported outcome measures, such as functional assessments, can be
used to complement disease activity monitoring

10. Non-pharmacological interventions, such as dynamic exercises and occupational therapy, should be considered as adjuncts to drug
treatment in patients with early arthritis

11. In patients with early arthritis smoking cessation, dental care, weight control, assessment of vaccination status and management of
comorbidities should be part of overall patient care

12. Patient information concerning the disease, its outcome (including comorbidities) and its treatment is important. Education
programmes aimed at coping with pain, disability, maintenance of ability to work and social participation may be used as adjunct
interventions

ACPA, anticitrullinated peptide antibodies; CRP, C reactive protein; DMARD, disease-modifying antirheumatic drug; ESR, erythrocyte
sedimentation rate; EULAR, European League Against Rheumatism; NSAIDs, non-steroidal anti-inflammatory drugs.
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rheumatoid factor (RF), anticitrullinated peptide antibodies
(ACPA) and antinuclear antibodies. In addition, the diagnostic
procedure may be expanded with microbiology and/or sero-
logical tests (reactive arthritis, synovial fluid microbial culture,
Lyme disease, parvovirus infection, hepatitis B or C), uric acid
testing, synovial fluid analysis (cell count and polarised light
microscopy if needed), chest and joint radiographs, but depend-
ent on the context and the country.

Recommendations
The discussions of the expert committee culminated into 12
recommendations (box 1). In comparison with 2007, the previ-
ous recommendation 3 was transformed into overarching prin-
ciple C, while a recommendation for prevention (no. 11) was
added. In addition, the order of the bullet points was slightly
amended in order to better assure a logical sequence (and not
for reasons of prioritisation). Table 1 displays the levels of evi-
dence and grades for the following recommendations based on
the Oxford Levels of Evidence assessment as well as level of
agreement after anonymised voting by the expert committee.
Recommendation 1:
Patients presenting with arthritis (any joint swelling, asso-
ciated with pain or stiffness) should be referred to, and seen
by, a rheumatologist, within 6 weeks after the onset of
symptoms.
This recommendation is almost identical to its 2007 counter-

part, but with subtle changes in the wording. After 2005, two
studies have confirmed that patients with inflammatory arthritis
in general, and those with suspected RA in particular, should be
referred to rheumatologists as early as possible.19 20 A delay in
referral is one of the most important causes of late diagnosis
and late start of effective treatment. Patients with early arthritis
referred to a specialist within 3 months show better outcomes in
terms of drug-free remission, radiographic damage and (less)
need for orthopaedic surgery than those with late referral.15

This is also fully in line with standards of care developed for
patients with RA and quality indicators as established by
European Expert committees.21 On the basis of these data as
well as the clinical experience of the committee members, it was
recommended that diagnosis and start of treatment, both by a
rheumatologist, should be established within a relatively short

period after the onset of complaints which justifies the wording
‘within 6 weeks’ in this recommendation.

Joint swelling not due to trauma or bony swelling suggests
early inflammatory arthritis, especially if associated with pain
and morning stiffness >30 min.22 Several referral questionnaires
evaluating swelling, pain and stiffness have been developed to
aid in the detection of early arthritis.15 These questionnaires
have a good sensitivity (86%–90%) and specificity (90%), but
have been tested only in small patient samples and lack confirm-
ation in independent validation cohorts. The committee was of
the opinion that an appropriately validated tool to help general
practitioners in adequately diagnosing and referring patients

Figure 1 Algorithms based on the 2016 update of the European League Against Rheumatism recommendations for management of early arthritis.
(A) Diagnosis and prognosis. (B) Treatment and strategy. &Combination with glucocorticoids preferred. *Low disease activity could be an alternative
target in rare occasions. **Should also include weight loss, smoking cessation, dental care and vaccination. ACPA, anticitrullinated peptide
antibodies; DMARD, disease-modifying antirheumatic drug; NSAID, non-steroidal anti-inflammatory drug, RF, rheumatoid factor.

Table 1 Updated EULAR recommendations for management
of early arthritis, with LoE, GoR and LoA

LoE* GoR* LoA*

A. Shared decision na na 9.87±0.46

B. Rheumatologists na na 9.78±0.67

C. Diagnosis na na 9.78±0.67

1. Early referral Ib B 9.43±1.16

2. Clinical examination IIb C 9.48±0.99

3. Prognosis IIb C 9.83±0.49

4. Early treatment start Ia A 9.35±1.07

5. MTX, the anchor drug Ia A 9.52±0.99

6. NSAIDs IV D 9.00±1.13

7. Glucocorticoids Ia A 9.00±1.28

8. Remission and treatment strategies Ib, IV† A, D 9.52±0.9

9. Regular monitoring Ia, IV A, D‡ 9.13±1.06

10. Non-pharmaceutical interventions Ia B 8.96±1.26

11. Prevention IIb, IV C, D‡ 8.96±1.19

12. Patient information Ia, Ib B 9.35±0.98

*LoE and GoR are based on the recommendations of the Oxford Centre for
Evidence-Based Medicine. LoA was based on an anonymised email voting system with a
0–10 scale by all members of the expert committee (data are mean±SD; 100% of
voters).
†The general statement is evidence-based.
‡The place in the treatment algorithm is based on expert consensus.
EULAR, European League Against Rheumatism; GoR, grade of recommendation; LoA,
level of agreement; LoE, level of evidence; MTX, methotrexate; na, not applicable;
NSAIDs, non-steroidal anti-inflammatory drugs.
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with early arthritis is currently lacking. The strength of this rec-
ommendation was considered ‘good’ (category B) (table 1).
Recommendation 2:
Clinical examination is the method of choice for detecting
arthritis, which may be confirmed by ultrasonography (US).
The expert committee unanimously appreciated the pivotal

role of clinical examination. Clinical examination is still the
cornerstone of detecting synovitis. This appreciation does not
preclude that imaging modalities may be more sensitive in the
detection of synovitis. US, including power Doppler techniques,
may suggest synovitis by showing thickening of the synovial
membrane, bursae and/or tendon sheaths with enhanced vascu-
larity.15 Several controlled studies have suggested a greater sensi-
tivity of US than clinical examination in detecting synovitis in
the knee and in small joints. US has been evaluated in detail in
the ‘EULAR recommendations for the use of imaging of the
joints in the clinical management of rheumatoid arthritis’.23 The
expert committee did not recommend a more prominent role
for US in the detection of synovitis, since it was broadly felt that
potentially decreased specificity and lack of knowledge regard-
ing the long-term consequences of positive US in individual
patients did not currently justify a more prominent position for
US. Furthermore, wording specifically referring to power
Doppler was deleted, because the group considered that power
Doppler should be part of every US joint examination anyway.

MRI has also been suggested to be more sensitive than clinical
examination in the early detection of synovitis,23–25 but may
face a lack of specificity as suggested by the prevalence of MRI
abnormalities in the normal population.26 In contrast with US,
which is now a common tool in many rheumatologist practices,
the long scanning time, limited access and the relatively high
costs limit the widespread use of MRI. Therefore, the expert
committee considered that MRI should be proposed only in
very difficult cases or in patients with specific forms of arthritis,
and that further research is needed to better determine the place
of this imaging modality in the diagnosis of patients with early
arthritis. MRI was part of the 2007 recommendations but was
deleted from the current set.
Recommendation 3:
If a definite diagnosis cannot be reached and the patient has
early undifferentiated arthritis, risk factors for persistent
and/or erosive disease, including number of swollen joints,
acute-phase reactants, RF, ACPA and imaging findings, should
be considered in management decisions.
This recommendation was slightly rephrased because the

group wanted to highlight that early undifferentiated arthritis
should be clearly differentiated from early RA. In addition,
‘imaging’ was used instead of ‘radiographic’ to show that
imaging modalities other than plain radiographs may provide
prognostic information. For patients with early arthritis, after
the exclusion of specific forms of arthritis, the working diagno-
sis is often undifferentiated arthritis. The next step in the diag-
nostic procedure is to evaluate the risk of persistent and/or
erosive arthritis, usually corresponding to the definition of RA,
in an individual patient.27 This prognostic typing is now consid-
ered crucial to guide the optimal therapeutic strategy.

Since the 2007 exercise, many observational studies have eval-
uated the prognostic value of laboratory and imaging procedures
for early arthritis. Most prognostic factors were analysed in a
multivariate manner in these studies, to test their independent
contribution. Commonly tested dependent variables were per-
sistence, erosiveness or radiographic progression.

In most of the studies, ACPA and RF positivity and ACPA and
RF levels have shown some predictive value for the

development of persistent and erosive arthritis. This observation
was clearly highlighted by EULAR and ACR since ACPAs, in
addition to RF, have obtained an important weight in the 2010
ACR/EULAR classification criteria for RA.27 28 In addition,
several recent studies have confirmed the independent associ-
ation of ACPAs with a diagnosis of RA as well as with radio-
graphic progression in patients with early arthritis.29–33 RF has
been assigned a similar weight as ACPAs in the 2010 ACR/
EULAR classification criteria for RA, although recent publica-
tions stemming from early arthritis cohorts and observational
studies have suggested a lower predictive and diagnostic value of
RF compared with ACPAs but RF has a stronger association
with disease activity independent of the presence of ACPA.15

The combination of RF and ACPAs does not provide additional
value to RF or ACPAs alone.28 In addition to ACPA, the number
of swollen joints and the level of CRP and ESR are independent
contributory factors.

Early erosion typical of RA is still a major prognostic factor in
early arthritis and automatically leads to a classification of
RA.27 34 Synovitis and erosion detected by MRI or US may
predict further joint damage in early arthritis, but false positivity
has been reported.26 35 MRI-detected bone marrow oedema
and osteitis are independent predictors of radiographic progres-
sion in early RA,23 24 but data are limited in early arthritis.
Finally, two recent studies have shown that hand flexor or exten-
sor tenosynovitis on US36 or MRI25 may be a specific—although
not very sensitive—marker for RA classification.

Several combinations of diagnostic markers have been evalu-
ated, but no one has been formally validated.15 In addition,
multibiomarker tests have been proposed to evaluate disease
activity, prognosis and response to therapy, but current data are
not convincing and further research is warranted.15 Finally, it
has been reported that substituting MRI for clinical examination
in the 2010 ACR/EULAR criteria increases the sensitivity but
decreases the specificity for a diagnosis of RA.15 MRI is there-
fore of limited value in making a diagnosis of RA and is not
recommended as a standard procedure.
Recommendation 4:
Patients at risk of persistent arthritis should be started on
DMARDs as early as possible (ideally within 3 months), even
if they do not fulfil classification criteria for an inflammatory
rheumatologic disease.
This recommendation was slightly reworded and reiterates

the unanimous opinion of the committee that an early treatment
start is pivotal in the management of patients with early chronic
arthritis such as early RA, early PsA or those at risk to develop
persistent and erosive disease. The wording ‘RA’ is not used in
this statement, but the implicit meaning is that persistent and/or
erosive disease is factually synonymous to RA (see previous
item) and justifies an early start with DMARDs. A new element
is the maximum delay of 3 months after the onset of symptoms
before starting the first DMARD. The expert committee was of
the opinion that this time frame constitutes a ‘window of oppor-
tunity’ that should be considered to provide an optimal
outcome in the patients at risk. Eight recent studies have
endorsed an early treatment start. Four studies showed that
introducing DMARDs within 3 months after the onset of symp-
toms leads to better outcome (remission, response to treatment,
Health Assessment Questionnaire disability score or radio-
graphic progression).37–40 Very recently, van Nies et al41 have
suggested, based on data in the Etude et Suivi des Polyarthrites
Indifferenciées Recentes (ESPOIR) and Leiden early arthritis
cohorts, that 12–14 weeks represent an appropriate window
within which therapy should be started in order to prevent
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arthritis persistence. In addition, disease duration at the time of
DMARD initiation was the most important determinant of
response to DMARD therapy in another study.15 This statement
may raise questions about the best definition for ‘early RA’. A
duration of 3 months after the onset of symptoms may be the
longest allowable delay in prescribing the first DMARD.
However, this maximum delay is still difficult to meet in daily
practice, while most of the recent ‘early RA cohorts’ allowed a
delay of 6 months from the onset of symptoms ( joint swelling
usually) for inclusion.28 29 41 A delay of not more than
6 months was also proposed in recent RA guidelines.42 A delay
of more than 1 year from symptom onset must not be consid-
ered ‘early’ anymore.
Recommendation 5:
Among the DMARDs, methotrexate (MTX) is considered the
anchor drug and unless contraindicated, should be part of the
first treatment strategy in patients at risk of persistent disease.
This recommendation (previously no. 9) remains almost

unchanged. Previous SLRs have confirmed the clinical and struc-
tural efficacy as well as the good safety profile of MTX.4 43 44

An important argument to consider MTX an anchor drug as
part of the first treatment strategy in patients at risk of persistent
arthritis (eg, at risk of RA) is its good efficacy in early RA, and
its ‘practicability’, both as monotherapy and in combination
with glucocorticoids (GC), other csDMARDs and
bDMARDs.4 13 45 Recent trials in early DMARD-naïve patients
with RA have evaluated MTX monotherapy versus csDMARDs
combined with different dosages and routes of administration of
GC. Verschueren et al46 have recently reported similar 16-week
remission rates in high-risk patients with early RA receiving
MTX monotherapy, MTX plus sulfasalazine (SSZ) or MTX
plus leflunomide (LEF), all in combination with high-dose pred-
nisone bridging strategies. In another trial, MTX plus temporary
high-dose prednisone was not less effective than MTX plus SSZ
plus temporary high-dose prednisone after 26 weeks.47 The
Treatment in the Rotterdam Early Arthritis CoHort (tREACH)
trial suggested short-lived superiority of MTX combined with
SSZ, hydroxychloroquine and GC versus MTX and GC, but
this superiority was not seen in all aspects, was not clinically
meaningful and did ultimately not sustain after 1 year.48 The
Treatment of Early Aggressive Rheumatoid Arthritis (TEAR)
trial did not support a benefit of an intensive csDMARDs com-
bination regimen over MTX monotherapy either.49 In the
absence of clear signals for superiority of a csDMARDs combin-
ation regimen, and guided by a trend towards lower tolerability
for csDMARD combination,16 the committee was of the
opinion that the first treatment strategy should be MTX mono-
therapy with or without short-term high-dose GC as bridging
therapy for most patients. In that regard, dose optimisation is
an important aspect of first-line DMARD strategy, as previously
reported4 45 (MTX should be titrated rapidly to 20–30 mg/
week, depending on clinical response and tolerability; parenteral
administration should be considered in case of inadequate clin-
ical response or intolerance).

The superiority of bDMARDs plus MTX over MTX mono-
therapy has been proven in many randomised controlled trials
(RCTs) and was confirmed by eight recent studies in the current
SLR.16 In addition, two targeted synthetic DMARDs have
recently demonstrated superiority to MTX, both used as mono-
therapy, in patients with early RA.50 51 Nevertheless, because
the benefit-to-risk ratio of these biological and targeted synthetic
DMARDs was not convincingly favourable in patients with
early disease, because tight monitoring is anyway part of the
current treatment strategy to identify those in need of adding

biologics and also because of their high cost, the expert commit-
tee considered their use as a first treatment strategy inappropri-
ate, except in rare situations.

Recent RCTs comparing other csDMARDs with MTX were
lacking. The clinical efficacy of LEF, and to a lesser extent SSZ,
is similar to MTX in established and recent RA.9 LEF is as
effective as MTX in slowing radiographic damage, and its thera-
peutic maintenance is similar to that of MTX.9 In contrast, SSZ
may be inferior to LEF and MTX in the long term. Although
formal evidence prioritising MTX over other csDMARDs as the
first DMARD used in early arthritis and/or early RA is lacking,
the expert committee does recommend MTX as first-choice
treatment (unless contraindicated) in patients at risk of persist-
ent disease. LEF and (to a lesser extent) SSZ are considered the
best alternatives. Of note, SSZ is considered safe during preg-
nancy in contrast to MTX and LEF. Finally, the committee is of
the opinion that antimalarial drugs, which have shown less clin-
ical efficacy and may not retard radiographic progression in
patients with RA but may have positive metabolic effects, can be
considered as partner in combination therapy or as DMARD
monotherapy in patients with mild disease and comorbidities or
with persistent arthritis other than RA.52

Recommendation 6:
Non-steroidal anti-inflammatory drugs (NSAIDs) are effective
symptomatic therapies, but should be used at the minimum
effective dose for the shortest time possible, after evaluation
of gastrointestinal, renal and cardiovascular risks.
The SLR did not yield new data on NSAIDs in patients with

early arthritis. The expert committee felt that symptomatic
therapy with NSAIDs is still of value in patients presenting
with early arthritis, but only after a careful consideration of
gastrointestinal, renal and cardiovascular contraindications. In
addition to the previous item no. 7 about NSAIDs, the group
now reinforces the need to follow the US Food and Drug
Administration and European Medicines Agency guidelines
about NSAIDs, which includes wording about the shortest pos-
sible treatment duration, the minimum effective dose and the
contraindications for patients at risk (http://www.fda.gov; http://
www.ema.europa.eu).
Recommendation 7:
Systemic GC reduce pain, swelling and structural progression,
but in view of their cumulative side effects, they should be
used at the lowest dose necessary as temporary (<6 months)
adjunctive treatment. Intra-articular glucocorticoid injections
should be considered for the relief of local symptoms of
inflammation.
The expert committee has intensively debated the role of GC

in the management of early arthritis. This discussion was based
on expert opinion and on new information obtained by the
SLR.16 Recently, one meta-analysis of 14 RCTs in patients with
RA and 2 RCTs in patients with ‘early RA’ has confirmed that
systemic GC improve clinical and radiographic outcomes.16 53 54

Preferably, therapy with systemic GC is temporary because of the
risk of side effects, including weight gain, hypertension, diabetes,
cataracts and osteoporosis, which justify careful monitoring and
appropriate prevention. New data stemming from registries,
observational studies and extensions of RCTs have also suggested
an increased risk of severe infections, cardiovascular events and
mortality.16 55–60 In addition, there is evidence that
intra-articular steroids may be an effective adjunct to DMARDs
in relieving joint symptoms in patients presenting with early
arthritis and may improve disease activity up to 24 months.16

The committee has reworded this item (no. 8 in the previous
recommendations) in order to highlight the effectiveness of

953Combe B, et al. Ann Rheum Dis 2017;76:948–959. doi:10.1136/annrheumdis-2016-210602

Recommendation

group.bmj.com on May 18, 2017 - Published by http://ard.bmj.com/Downloaded from 

http://www.fda.gov
http://www.fda.gov
http://www.ema.europa.eu
http://www.ema.europa.eu
http://www.ema.europa.eu
arvinth
Sticky Note
None set by arvinth

arvinth
Sticky Note
MigrationNone set by arvinth

arvinth
Sticky Note
Unmarked set by arvinth

arvinth
Sticky Note
None set by arvinth

arvinth
Sticky Note
MigrationNone set by arvinth

arvinth
Sticky Note
Unmarked set by arvinth

http://ard.bmj.com/
http://group.bmj.com
cristian.diaz
PDF Creator Trial



systemic GC for relieving symptoms and disease progression but
also in order to point to the risks of cumulative side effects in
the medium to long term. The committee is of the opinion that
GC can only be justified if used at the lowest possible cumulative
dose, for the shortest possible duration and exclusively as
adjunct (or bridge) therapy to csDMARDs. GC monotherapy
may mask disease activity before a diagnosis has been established
and should be avoided in patients with early arthritis, in order to
expedite a proper diagnosis, and secure an adequate prognosis
and a prompt DMARD treatment start. Despite a fierce debate,
this recommendation was finally approved by 95% of the
members and obtained a high level of agreement (mean of 9.00
±1.28) with anonymous voting. The wording ‘low dose’ and
the optimal regimen (low daily dose or high dose then step-
down or parenteral boosts) in early arthritis are still under
debate and will be mentioned in the research agenda (box 2).
Recommendation 8:
The main goal of DMARD treatment is to achieve clinical
remission, and regular monitoring of disease activity, adverse
events and comorbidities should guide decisions on choice
and changes in treatment strategies to reach this target.
The 2007 recommendations for patients with early arthritis

were among the first guidelines to highlight clinical remission as
the main objective in the care of these patients. In the past
10 years, accumulating data have supported this as a major goal
for the treatment of RA and other inflammatory
arthritides.6 9 11 13 61

The expert committee has decided to keep the wording of
the previous recommendation no. 10 unchanged. A few new
studies have confirmed that achieving clinical remission as early
as possible results in better clinical outcomes and quality of life,
and helps to prevent further structural damage, functional dis-
ability and job loss in patients with early arthritis and early
RA.62 Which particular remission criteria should be used in
practice remains unclear. Composite scores (disease activity
score (DAS), DAS28, Clinical Disease Activity Index, Simplified
Disease Activity Index (SDAI)) should be used, and the
ACR-EULAR remission criteria (Boolean or SDAI) is likely the
most stringent.63 An interesting definition for daily practice is
‘the absence of signs and symptoms of significant inflammatory
disease activity’.11 Recent evidence has suggested that remission
leads to a better outcome than low disease activity
(LDA),62 64 65 and the committee was of the opinion that clin-
ical remission according to the ACR-EULAR Boolean or index-
based definition is the target for every patient presenting with
early arthritis. A LDA state could be an appropriate alternative
goal only in cases in which remission is considered unfeasible.
In this respect, factors such as comorbidities, age or adverse
events must be considered, and may determine the desired treat-
ment target, which will form the basis for the process of shared
decision making with the patient.

The expert committee also discussed whether imaging remis-
sion should be included in the target, as suggested by some
recent recommendations.23 Studies have suggested that ongoing
inflammation seen by US, and to a lesser extent by MRI, in
patients with clinical remission may predict structural progres-
sion. However, the significance thereof and its clinical utility are
questionable and is associated with significant overtreatment
and thus potential waste of societal resources;66 the SLR did not
yield new information.15 16 Therefore, the expert committee
suggested that the value of imaging remission should be part of
the research agenda.

Finally, the committee felt that disease activity should be
closely monitored in order to allow a timely change in DMARD

therapy when necessary. The benefits of the treat-to-target
approach have now amply been shown in patients with RA and
PsA11 67 and there is no reason to assume that the situation is
different for early arthritis.
Recommendation 9:
Monitoring of disease activity should include tender and
swollen joint counts, patient’s and physician’s global assess-
ments, ESR and CRP, usually by applying a composite
measure. Arthritis activity should be assessed at 1-month to
3-month intervals until the treatment target has been reached.

Box 2 Research agenda for management of early
arthritis

Diagnosis and prognosis
1. Which tools could help general practitioners to diagnose

early arthritis and prioritise referral?
2. Can we better define the diagnostic and prognostic value of

ultrasonography in early arthritis?
3. Can we better define the diagnostic and prognostic value of

MRI in early arthritis?
4. What is the diagnostic value of the systematic screening of

antinuclear antibodies in early arthritis?
5. Which new biomarkers/multibiomarkers may help to better

evaluate disease activity, the prognosis and treatment
response in early arthritis?
Treatment and outcome

1. Can we develop prediction models to better define the
therapeutic strategy in early arthritis?

2. Can we define at what level of risk (for developing
persistent arthritis) different pharmacological interventions
have a favourable benefit-to-risk ratios?

3. Do combinations of csDMARDs provide a better benefit-to-
risk ratio than csDMARD monotherapy in early arthritis?

4. Can we better define ‘low dose’ and ‘short term’ use of
glucocorticoids for an optimal medium-term to long-term
benefit-to-risk ratio?

5. What is the optimal regimen (low daily dosage or high
dose then step-down, or parenteral boosts) of
glucocorticoids for better outcome in early arthritis?

6. Does imaging remission have an added benefit to clinical
remission in treatment decisions?

7. What is the optimal interval at which to monitor
radiographic progression in early chronic inflammatory
arthritis?

8. What is the effectiveness of different non-pharmacological
interventions in early arthritis?

9. Can physical activity/exercise reduce cardiovascular risk in
early chronic arthritis?

10. Which study designs can best be used to investigate the
comparative effectiveness and cost-effectiveness of different
therapeutic strategies?

11. Is smoking cessation, oral hygiene, diets or psychological
interventions beneficial for the outcome of patients with
early arthritis?

12. What are the most efficient and effective information and
education interventions and exercise programmes for early
arthritis?

csDMARDs, conventional synthetic disease-modifying
anti-rheumatic drugs; DMARD, disease-modifying antirheumatic
drug.
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Radiographic and patient-reported outcome measures, such as
functional assessments can be used to complement disease
activity monitoring.
In every patient with active arthritis, closely monitoring

disease activity is now considered of particular importance in
the therapeutic strategy to provide a good outcome and this is
highlighted by all of themost recent recommendations.6 9 11 13 42 61

Monitoring disease activity should be as frequent as the level of
disease activity mandates, usually every 1–3 months, then poten-
tially less frequently (such as every 6–12 months) once the treat-
ment target has been achieved.

Nevertheless, three changes were proposed to this item (pre-
viously no. 12). First, a composite measure was recommended
as the method of choice to monitor disease activity; second, a
specific time frame for monitoring structural damage was delib-
erately left out and third, patient-reported outcomes were
expanded beyond functional assessments.

Swollen joint count and progression of joint damage have
been consistently found to be associated.68 69 In addition, many
trials have supported the use of a tight control of disease activity
assessed via composite measures that include joint count evalu-
ation.11 16 67 70 Although it is difficult to formally investigate,
the expert committee was of the opinion that monitoring the
occurrence of radiographic progression is useful in view of one
of the key objectives of managing early arthritis: the prevention
of joint destruction. The determination of an optimal window
for monitoring progression was added as an item for the
research agenda (box 2).

Finally, patient-reported outcomes such as quality of life,
fatigue and physical function are key to evaluate outcome71 72

and the committee has mandated them as part of disease
monitoring.
Recommendation 10:
Non-pharmacological interventions, such as dynamic exer-
cises and occupational therapy, should be considered as
adjuncts to drug treatment in patients with early arthritis.
This recommendation has remained almost unchanged. The

efficacy of non-pharmacological therapy has not been investi-
gated in early arthritis and can only be extrapolated from the
results of several RCTs in established RA. Hydrotherapy in
patients with RA has been evaluated in some studies,73 74 but
with insufficient evidence to support a strong recommendation;
consequently, hydrotherapy was not included in the current
statement but may be considered at the individual patient level.
Previous RCTs have shown that joint-specific dynamic exercises
may improve strength and physical function in RA, but the
current SLR identified some controversial effects on disease
activity.16 74 Occupational therapy may improve functional
ability and self-management but does not have a positive effect
on disease activity; recent studies were not found.75

Finally, psychological counselling can be considered in selected
patients, but trials investigating the efficacy of psychological
interventions are lacking, and the committee did not include
counselling in the statement. Furthermore, the SLR did not iden-
tify appropriate trials that evaluated the effectiveness of diets.

Since dynamic exercises, occupational therapy and to a lesser
extent hydrotherapy have been associated with symptom relief
in patients with established RA, the expert committee has
decided to include them as adjunct therapies to pharmaceutical
therapies in patients with early arthritis.
Recommendation 11:
In patients with early arthritis, smoking cessation, dental care,
weight control, assessment of vaccination status and manage-
ment of comorbidities should be part of overall patient care.

This recommendation is new and largely based on expert
opinion. The expert committee felt that during the last decade
evidence has accumulated that highlights the importance of the
management of comorbidities (eg, cardiovascular diseases, meta-
bolic conditions (eg, hyperlipidaemia, diabetes), lung diseases,
infections, malignancies, osteoporosis and depression) in the
context of the management of early arthritis.76–82

Comorbidities may affect life expectancy and outcomes (phys-
ical function, quality of life) independently of disease activity in
patients with inflammatory arthritis. In addition, coexisting dis-
eases may affect the efficacy and safety of antirheumatic therap-
ies.82 Obesity and smoking may affect the response to treatment
in inflammatory arthritis.80 Prevention is now considered key in
the management of chronic inflammatory rheumatic diseases,
but comorbidities are still not optimally managed.76 Smoking is
the best-established modifiable risk factor in the development of
RA and spondyloarthritis.83 84 Furthermore, tobacco use has
been associated with the presence of extra-articular manifesta-
tions such as rheumatoid nodules and also serum RF and
ACPAs. While smoking does not seem to be associated with the
perpetuation of disease activity or progression of RA,85 it may
affect the outcome of spondyloarthritis.84

RA is associated with periodontal disease, although the direc-
tion of the relationship still remains unclear.86 The microbiome
may play a role in chronic arthritis risk and progression, and
Porphyromonas gingivalis infection could promote aberrant
citrullination and a local breach of tolerance to citrullinated
peptides. The potentially beneficial contribution of oral hygiene
has been put on the research agenda.

Although current data do not prove that risk-factor modifica-
tion is beneficial to patients, the modifiable risk factors identi-
fied in the SLR are so generic in nature that the committee was
unanimously of the opinion that a recommendation aiming at
abolishing their potential influence on arthritis (and general
health) would not harm patients and may convey some benefits.

In addition, the expert committee noted that fewer patients
with chronic arthritis than recommended are currently vacci-
nated,87 and that this should be specifically mentioned.
Recommendation 12:
Patient information concerning the disease, its outcome
(including comorbidities) and its treatment is important.
Education programmes aimed at coping with pain, disability,
maintenance of ability to work and social participation may
be used as adjunct interventions.
This recommendation was very similar to the previous item

no. 6. Obviously, full transparency about the disease and its
treatment options should be an integral part of the management
of any chronic disease, and constitutes the core of overarching
principle A. Other healthcare providers share the responsibility
in the provision of information. Studies have suggested that
adherence to treatment is dependent on the quality of informa-
tion exchange and the quality of the interaction between the
patient and healthcare professionals, including
rheumatologists.16

EULAR has recently recommended that ‘people with inflam-
matory arthritis should have access to and be offered patient
education throughout the course of their disease, including as a
minimum, at diagnosis, at pharmacological treatment change
and when required by the patient’s physical or psychological
condition’.88 The content and delivery of patient education
should be individually tailored, with individual and group ses-
sions representing different approaches to delivery. It is impos-
sible to prioritise a single educational intervention since all
tested interventions have only short-term benefits and feature
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cross-national and cultural variations.16 Improved quality of life
is a major aim for patients and the committee proposed to add
‘social participation’ as one of the objectives of these education
programmes. The expert committee also felt that patients
should be aware that comorbidities may affect the outcome and
treatment of inflammatory arthritis, and that their screening and
management should be part of the global management of early
arthritis.

DISCUSSION
The update of the EULAR recommendations for the manage-
ment of early arthritis followed the 2014 EULAR Standardised
Operating Procedures.14 The committee has proposed an import-
ant revision of the items, but obviously most major recommenda-
tions have remained intact. These updated recommendations for
management of early arthritis contain 3 overarching principles,
12 recommendations and 2 algorithms that integrate all the
recent developments in the management of early arthritis. The
definition of the term ‘management’ was unchanged and includes
all spectra of management of early arthritis, including referral,
diagnosis, prognosis, classification, information, education, non-
pharmacological interventions and pharmacological treatments
and monitoring of the disease. The term ‘early arthritis’ was
restricted to ‘early inflammatory arthritis’ and mainly, but not
only, focused on the risk of chronic arthritis.

The expert committee had to face a limitation in that most of
the published data on treatment and strategy on which they
could build their recommendations involved studies in patients
with early RA or established RA, rather than specific studies of
early arthritis. Despite this limitation, the committee considered
much of the data for early RA sufficiently robust and relevant
for extrapolating to ‘early arthritis with a certain propensity to
become persistent.’ The scope was different compared with the
EULAR recommendations for the management of RA,13 which
focussed on the use of DMARDs in both early and established
disease. However, there are overlaps with regard to the first-line
therapy for early arthritis at risk of persistence (figure 1) and for
early RA (DMARD-naïve and usually <6 months disease dur-
ation). Not surprisingly, the two sets of recommendations are
very congruent on these specific points.

These recommendations have important strengths including
the composition of the expert committee comprising 20 rheu-
matologists, including 2 research fellows, from 12 European
countries and new addition of 1 healthcare professional and 2
patient representatives. The committee chose to grade the level
of evidence provided by every study, which was based on the
methodology of the study, and took this grading into consider-
ation when discussing the content and the strength of the
recommendations. An important consideration in the discus-
sions was always whether the type of study fitted the content of
the research question that was at the basis of the literature
search. The recommendations were based on the most recent
evidence and on expert opinion. For example, the expert com-
mittee felt that evidence supported comorbidities as possibly
affecting the outcome of arthritis and also treatment efficacy
and safety and should be considered in the management of all
early arthritis cases. Despite the sparse evidence, the expert
committee also wanted to indicate that smoking cessation and
dental care could be proposed to patients with early arthritis,
and that both patients and healthcare professionals should be
aware of the importance to improve vaccination coverage. In
this respect, a new recommendation on prevention was added
(item no. 11). Of note, the level of agreement among the
experts was high for each item (means of 9.0–9.9), which

support the appropriateness and validity of the
recommendations.

In light of the current literature and despite important recent
advances, the committee felt that further development of new
tools is needed for early and accurate diagnosis and prognosis,
including new biomarkers, better understanding of the added
value of US and MRI and creation of prediction algorithms for
long-term outcome (box 2). Finally, the expert committee felt that
the comparative effectiveness and cost-effectiveness of the differ-
ent strategic modalities in early arthritis, including the effectiveness
of non-pharmacological interventions, need additional research.

While these ‘recommendations’ are deliberately not called
‘guidelines’, they do reflect a strong view of many European
experts including patient representatives. They should provide
rheumatologists, general practitioners, medical students, health-
care professionals, health authorities and patients a practical
approach to the management of early arthritis, even though
each healthcare professional should choose the most appropriate
management strategy for each individual patient. To that end, it
is hoped that the recommendations will be widely disseminated
and discussed within the community of rheumatologists and
other healthcare professionals caring for patients with early
arthritis and that they will help improve the standard of care for
patients with arthritis across different healthcare systems.
Obviously, these recommendations will probably need amend-
ment after about 5 years to incorporate new scientific evidence.
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Correction notice This article has been corrected since it published Online First.
The legend for figure 1 has been updated.
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Scope and purpose of the guideline

Background

SLE (or lupus for short) is a multisystem, autoimmune

disease, involving complex pathogenetic mechanisms

that can present at any age. It most commonly presents

in women in the reproductive age group, although lupus

is increasingly recognized after the age of 40 years, par-

ticularly in Europeans [1�3]. Lupus affected nearly 1 in

1000 of the population in the UK in 2012 [4] and was
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most frequently observed in people of African-

Caribbean and South Asian descent [4�6]. The age-stan-

dardized incidence in the UK according to the Clinical

Practice Research Datalink is 8.3/100 000/year for fe-

males and 1.4/100 000/year for males [4], and the high-

est incidence rates are seen in those of African-

Caribbean descent: 31.4/100 000/year, compared with

6.7/100 000/year for those of white European descent.

The mean age at diagnosis is 48.9 years [4], but it is

lower in those of African ancestry in the UK [4�6] and

North America [2, 7].

The disease is prone to relapses and remissions, result-

ing in considerable morbidity due to flares of disease ac-

tivity and accumulated damage, and an increased risk of

premature death, mostly due to infection or cardiovascu-

lar disease [2, 8�14]. Death from active lupus is rare in the

UK [15, 16]; however, a 10% mortality over 20 years and a

mean age of death of 53.7 years was recently reported

[16]. About one-third of SLE patients in the UK develop

LN [16�18]. Patients of African ancestry tend to present

young with LN in the UK, as in the USA and elsewhere

[2, 17, 19], and are at considerable risk of developing end-

stage renal disease (ESRD) and of dying prematurely. In

another UK cohort, ESRD occurred in 20% of LN patients

within 10 years of diagnosis, and the mean age at death in

LN patients was 40.3 years, with an average of 7.5 years

between development of LN and death [18].

The mainstay of therapy for active lupus until recently

has been NSAIDs, CSs, antimalarials such as HCQ, and

immunosuppressants such as AZA and CYC, although

only prednisolone and HCQ are licensed for lupus

[8, 20]. With the exception of LN, there were relatively

few trials until the last 15 years, and in 2011, belimumab

became the first drug to be licensed for the treatment of

active lupus for over 50 years [20]. New therapies that will

reduce the need for CSs to control lupus activity and to

reduce the development of damage and infection are

needed to improve outcome [10�12, 16, 21]. In the mean-

time it is important to manage patients optimally with the

treatment strategies that are available.

Need for the guideline

Despite some improvement in survival data over the last

40 years [2, 13], lupus patients still die on average 25 years

earlier than the mean for women and men in the UK [16].

The disease can present with slowly or rapidly progressive

active disease at any age and can be associated with

the rapid accumulation of damage if not promptly diag-

nosed, appropriately treated and regularly monitored

[2, 8, 14, 19, 20]. An up-to-date comprehensive guideline

to optimize these aspects of management that is consist-

ent with current evidence and National Health Service

(NHS) practice is warranted to improve the outcome of

this variable and potentially life-threatening disease that

TABLE 1 Levels of evidence and grades of recommendation for diagnosis, assessment and monitoring of non-renal SLE

Statement/item
Number

of studies

Overall
SIGN level of

evidence
Grade of

recommendation

Selected references
covering items

discussed in text

Diagnosis from clinical and
serological features

Prognostic value of:

Clinical features
ANA
Anti-dsDNA antibodies
Low C3/C4 levels
Anti-Ro/La antibodies
aPLs

29
8
17
13
4
12

2 ++
2 ++
2 ++
2+
2+
2 ++

B
B
B
C
C
B

[7, 10, 26�35]
[26�29, 34, 36�38]
[26�29, 37, 39, 40]
[27, 41�46]
[10, 27�29, 37]
[26, 27, 29, 47]

Assessment and monitoring of SLE
disease activity and damage
Clinical flare 6 2+ C [48, 49]

Good diagnostic utility of:
clinical and laboratory monitoring
anti-dsDNA and C3/C4 levels
aPL repeat
anti-Ro/La for neonatal lupus

CRP low or normal unless infection

28
14
�
6
4

2 ++
2 ++
�
1+
2 ++

B
B
D
A
B

[11, 16, 21, 32, 50�57]
[40, 43, 44, 46, 49, 58�60, 61�63]
[47]
[64, 65]
[66�69]

ESR correlates with active lupus 2 2+ C [69, 70]

Prognostic value of lupus disease
activity and damage indices

>60 2 ++ B Reviewed in [12, 71]
[11, 14�16, 32, 72, 73]

Monitoring and treating cardiovascular
risk factors in SLE patients

6 2+ C Reviewed in [22, 71, 74�76]

Frequency of monitoring SLE:
For active disease, every 1�3 months

after diagnosis or flare
Low/no disease activity, stable

treatment: 6- to 12-monthly

2

�

2+

�

C

D

[72, 77]

Expert opinion

Monitoring for drug toxicity/levels 2 2+ C [78, 79]

SIGN: Scottish Intercollegiate Guidelines Network
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causes considerable morbidity. There have been no previ-

ous UK-based guidelines for lupus. The European (EULAR)

recommendations for the management of lupus in general

were not very detailed and were published in 2008 [22],

although more specific recommendations were published

for neuropsychiatric lupus in 2010 [23], and joint EULAR

and European Renal Association�European Dialysis and

Transplant Association (EULAR/ERA-EDTA) recommenda-

tions for LN were published in 2012 [24], as well as ACR

guidelines for the management of LN in 2012 [25].

Objectives of the guideline

The aim of this guideline was to produce recommenda-

tions for the management of adult lupus patients in the UK

that cover the diagnosis, assessment and monitoring of

lupus and the treatment of mild, moderate and severe

active lupus disease, but which do not imply a legal obli-

gation. The resulting recommendations are based on an

extensive review of the literature up to June 2015 to pro-

duce evidence-based guidelines, particularly for the treat-

ment of non-renal lupus, supplemented as necessary by

expert opinion and consensus agreement (Tables 1 and

2). The guideline development group recommended that

patients with LN are managed according to the EULAR/

ERA-EDTA recommendations for LN [24] and provide their

strengths of agreement (SOAs) with a summary of the

most important items in those recommendations (Table 3).

Target population, target audience and stakeholder
involvement

The guidelines address the management of adult patients

only and have been developed by a multidisciplinary

guideline development group set up by the British

Society for Rheumatology (BSR) and led by C.G., consist-

ing of academic (C.G., I.N.B., D.D.C., M.K., D.I.) and NHS

consultants in rheumatology (M.A., B.G.) and nephrology

(D.J., L.L.), rheumatology trainees (M.G., K.S.), a GP

(B.E.), a clinical nurse specialist (S.B.), a patient represen-

tative (Y.N.) and a lay member (P.N.). All participants

declared any conflicts of interest and these are listed at

the end of this article. The target audience includes

rheumatologists and other clinicians such as nephrolo-

gists, immunologists and dermatologists, trainees in

these specialties and emergency medicine, GPs, clinical

nurse specialists and other allied health professionals

involved in the care of adult lupus patients. Opinions of

other key stakeholders such as other consultant members

of the BSR, additional trainees, podiatrists, nurse special-

ists and representatives of Lupus UK were sought during

the preparation of these guidelines.

Areas that the guideline does not cover

This guideline does not cover the evidence for topical or

systemic therapy for isolated cutaneous lupus, nor does it

discuss paediatric lupus, as there is relatively little litera-

ture on paediatric lupus. As the disease tends to come on

after puberty, most of the recommendations are likely to

be appropriate for children/adolescents, with suitable

dose modifications. We provide only summary advice

about the use of drugs in the management of pregnant

lupus patients, and refer to the extensive review of drugs

used in pregnancy and breast-feeding that have been re-

cently published [239, 240]. The management of compli-

cations of lupus, including chronic fatigue, cardiovascular

risk, osteoporosis, infection and cancer risk are not dis-

cussed in detail, as these issues should be managed as

for other patients with similar risk factors according to

national and international guidelines. Management of

thrombosis will depend on whether or not the criteria for

APS are met [241].

Rigor of development

Selection of questions for the literature review, and
statement of extent of previous National Institute for
Health and Care Excellence, Royal College of
Physicians, and Scottish Intercollegiate Guidelines
Network guidelines

A multidisciplinary guideline development group was

formed and followed the BSR Protocol for Guidelines

and EULAR standardized operating procedures to define

the focus of the work, the target population and the target

audience. Discussions were supplemented by consensus-

building strategies, including a modified Delphi technique,

in order to reduce and clearly define the list of research

questions to be addressed by the literature search (see

supplementary data section Search strategy, available at

Rheumatology Online). There are no BSR, Royal College

of Physicians (RCP), National Institute for Health and Care

Excellence (NICE) or Scottish Intercollegiate Guidelines

Network (SIGN) guidelines or recommendations for the

management of lupus in the UK to help improve the out-

come of this variable and potentially life-threatening dis-

ease, but lupus has been included in the on-line resource

Map of Medicine.

Literature review: eligibility criteria and limitations of
the search

A systematic search of MEDLINE (PubMed) and the

Cochrane Database of Systematic Reviews was per-

formed, and all publications in peer-reviewed English lan-

guage journals up to June 2015 were considered. A

detailed search was performed using an array of relevant

terms (see supplementary data section Search strategy

and supplementary Table S1, available at Rheumatology

Online), and papers were screened for eligibility based on

their title, abstract and/or full content. Studies were eli-

gible if they had studied at least 50 patients for prevalence

and prognosis of manifestations, 10 patients for diagnosis

and monitoring, or 5 patients for therapy.

Studies on animals, children, review articles, commen-

taries, conference abstracts or statements, and expert

opinion statements were excluded. Narrative review art-

icles and existing guidelines were checked for references,

but only meta-analyses and systematic reviews were

included, together with original research articles, in the

analysis. Over 8000 articles were identified during the lit-

erature search, and over 600 were deemed eligible for
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detailed review by at least two members of the group.

There was considerable overlap in the topics covered by

the papers, which were reviewed by various members of

the group.

Development of the guideline: levels of evidence and
consensus agreement

The recommendations were developed in line with the

BSR’s Guidelines Protocol, using RCP, SIGN and AGREE

II methodology to assess the level of evidence (LOE) and

grade of recommendation (GOR). Papers selected for

review and the evidence obtained from them were categor-

ized by at least two members of the group, according to the

study design, using the SIGN methodology (supplementary

Table S2, available at Rheumatology Online), and the level

of the evidence was graded by combining information on

the design and validity of the available research studies to

provide the GOR for each component of each statement.

The results of the literature search were summarized,

aggregated and distributed to the expert committee by

three of us (C.G., M.G., M.A.), and the GOR for each item

was ratified by the expert committee. Draft recommen-

dations were discussed and rephrased at a face-to-face

meeting and subsequently by email, following an

updated literature review. The LOEs and the GORs for

the data supporting the guideline recommendations are

shown in Tables 1 and 2. Finally, the six recommenda-

tions for the management of SLE and the main items in

the EULAR/ERA-EDTA recommendations for LN [24]

(Table 3) were voted on by clinical members of the guide-

line development group. For each recommendation, the

SOA of all clinical members of the group was sought on a

scale of 1 (no agreement) to 10 (complete agreement);

the mean percentage agreement was calculated and is

shown after each recommendation (all >90% and sup-

ported by other members of the group). The guideline will

be reviewed in 5 years’ time.

The guideline

Eligibility criteria

This guideline is designed to cover the management of

adult patients with SLE by healthcare professionals.

These recommendations are based on the literature

review covering the diagnosis, assessment, monitoring

and treatment of mild, moderate and severe lupus, includ-

ing neuropsychiatric (NP) disease. The focus of the

literature review was on non-renal disease, as the

EULAR/ERA-EDTA recommendations for LN (see below)

were published [24] close to the time that we started work

on this guideline.

Exclusion criteria

Management of paediatric lupus, renal lupus, topical

treatment for cutaneous lupus, and drug treatment in

pregnancy have been excluded from our literature

search and guideline development. BSR guidelines on

the use of drugs in pregnant patients with rheumatic

diseases (including lupus) have been developed in parallel

with this guideline.

Introduction to the recommendations and supporting
evidence

For each question addressed by the literature review (sup-

plementary data section Search strategy, available at

Rheumatology Online), we provide first the recommenda-

tions and the overall LOE, GOR and SOA for each, fol-

lowed by the rationale. The rationale consists of a

summary of the evidence supporting the statements

(including cautions in the case of drug therapy). It is

organized by topic and includes some key points

about the studies leading to the recommendations and

a conclusion for each topic discussed. The number

of studies and types of studies (with references)

leading to the LOE and GOR are summarized in Table 1

for the items contributing to the recommendations

on diagnosis, assessment and monitoring of lupus,

and in Table 2 for those relating to the treatment and pre-

vention of mild, moderate and severe non-renal lupus. In

Table 3 we provide our SOA with key points of the EULAR/

ERA-EDTA recommendations for the management of LN

[24], so that the management of the most important as-

pects of lupus are covered by this guideline in a single

document.

Recommendations for clinical and
serological features prompting
consideration of a diagnosis of SLE

(i) SLE is a multisystem autoimmune disorder. The

diagnosis requires a combination of clinical features

and the presence of at least one relevant immuno-

logical abnormality. If there is a clinical suspicion of

lupus, blood tests (including serological marker

tests) should be checked (LOE 2 ++, GOR B, SOA

98%).

(ii) ANAs are present in �95% of SLE patients. If the

test is negative, there is a low clinical probability of

the patient having SLE. A positive ANA test occurs

in �5% of the adult population, and alone it has

poor diagnostic value in the absence of clinical fea-

tures of autoimmune rheumatic disease (2 ++/B,

SOA 96%).

(iii) The presence of anti-dsDNA antibodies (2 ++/B),

low complement levels (2+/C) or anti-Smith (Sm)

antibodies (2+/C) are highly predictive of a diagno-

sis of SLE in patients with relevant clinical features.

Anti-Ro/La and anti-RNP antibodies are less-spe-

cific markers of SLE (2+/C) as they are found in

other autoimmune rheumatic disorders as well as

SLE (2+/C) (SOA 95%).

(iv) aPLs should be tested in all lupus patients at base-

line, especially in those with an adverse pregnancy

history or arterial/venous thrombotic events (2 ++/

B). Confirmatory tests for APS are positive LA,

aCL (IgG, IgM) and/or anti-beta-2 glycoprotein-1
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(IgG, IgM) on two occasions at least 12 weeks apart

(2 ++/B) (SOA 97%).

Rationale

Clinical manifestations

SLE is a multisystem autoimmune disease [1, 8] with con-

siderable heterogeneity. This makes the diagnosis, as-

sessment and monitoring a challenging process

[10, 26�28, 41]. Delays in diagnosis are well recognized

and remain a concern [242]. Some of the most typical

features and their cumulative incidence are shown in sup-

plementary Table S3, available at Rheumatology Online

[7, 10, 26�29]. It is important to ensure that the diagnosis

of lupus is appropriate before considering treatment

[41, 243]. Given the variety of clinical manifestations that

can occur, lupus should be considered in the differential

diagnosis of many acute and sub-acute presentations,

particularly, but not exclusively, in individuals at increased

risk of the disease, such as women from African, South

Asian or Chinese backgrounds [2, 244]. Lupus can also

affect men, resulting in severe disease, including renal

involvement and greater risk of damage compared with

women in some but not all reports [15, 16, 30, 31].

Renal and neurological involvement are major causes

for morbidity and mortality in SLE [2, 7, 15, 16, 32, 33].

Renal disease is clinically silent and must be actively

sought to prevent renal damage as discussed below. A

working party of the ACR distinguished 19 NP manifest-

ations that may occur in SLE patients [245]. Not all are

directly attributable to the SLE disease process, and the

true incidence of these manifestations is hard to ascertain

as most of them are uncommon [23, 246]. Gastrointestinal

and hepatic features occur in 39�67% of patients [42, 247]

and are often not recognized as being due to lupus. As

with cardiorespiratory features, they must be distin-

guished carefully from infection, adverse events from

drugs and co-morbid conditions. Ophthalmic manifest-

ations of lupus are rare, but potentially sight-threatening,

and need careful evaluation by an experienced ophthal-

mologist [248�250].

Serological (immunological) manifestations

The clinical features of acute lupus are mostly due to in-

flammatory processes triggered by the formation of

immune complexes involving autoantibodies and comple-

ment consumption, although thrombosis associated with

aPLs may contribute to the pathogenesis in some patients

[1, 8, 10]. With a clinical suspicion of SLE, an initial auto-

antibody screen should be performed. Approximately

95% of lupus patients are ANA positive, and 98% of pa-

tients will have positive ANA and/or anti-dsDNA antibo-

dies [26, 36, 37]. ANA tests, although sensitive, are not

specific for the diagnosis of lupus, and ANAs can occur in

a variety of other conditions, including SS, SSc, DM, viral

infections (e.g. infectious mononucleosis) and malignancy

[36, 41]. The ANA test can increase in titre over time or can

become negative in treated patients, and the results can

vary with different assays [34, 37].

If patients have a strong clinical likelihood of having

lupus, anti-dsDNA antibody testing should be done [38].

Anti-dsDNA and anti-Sm antibodies are much more spe-

cific for lupus, being very rare in other conditions [36] but

they are less sensitive than ANA (supplementary Table S3,

available at Rheumatology Online) [10, 26�29, 251]. Both

the Farr and the ELISA methods are acceptable for mea-

suring anti-dsDNA antibodies, with the former yielding

higher sensitivity and specificity rates [24, 39, 40]. The

Crithidia luciliae immunofluorescence test also has a

high specificity for SLE. Additional routine serological

tests are the complement C3 and C4 levels [43]. C3 gen-

erally has a higher sensitivity than serum C4 for active LN,

but both tests have modest specificity and their clinical

utility lies in their high negative predictive value (>90%) to

exclude active disease, especially renal disease [24,

44�46].

Anti-Ro (SSA), anti-La (SSB) and anti-RNP antibodies

are less specific markers for the presence of SLE, as

they are found in other autoimmune rheumatic disorders

[41]. Anti-Ro and anti-La are most strongly associated

with primary SS but do occur in lupus patients, especially

those with photosensitivity and subacute cutaneous

lupus. Anti-Ro and anti-La antibodies can cause neonatal

lupus syndrome including congenital heart block (CHB) in

children born to mothers with these antibodies (see

Recommendations for monitoring of SLE section)

[64, 65]. Anti-RNP antibodies are found in overlap condi-

tions such as MCTD [41].

All lupus patients should be tested for aPLs because

their presence indicates a group at increased risk of ar-

terial/venous thrombotic events and adverse pregnancy

outcomes [241, 252, 253]. As APS and SLE often overlap,

and APS sometimes evolves in to SLE, the presence

of APS should also prompt assessment for lupus.

Confirmatory tests for APS are positive LA, aCL (IgG,

IgM), and/or anti-beta-2 glycoprotein-1(IgG, IgM) antibo-

dies on two occasions at least 12 weeks apart [241, 252].

The LA test is the most specific of the three tests and is

associated with a higher positive predictive value. The

most high-risk aPL profile (triple positivity including posi-

tive LA, aCL and anti-b2-glycoprotein-I antibody) is asso-

ciated with a cumulative incidence of thrombosis after

10 years of 37.1% [254].

Classification criteria for lupus

Based on the ACR (previously the American Rheumatism

Association) revised criteria for SLE published in 1982

[255] and the 1997 modification [256], a patient may be

classified as having SLE if they have 4 or more of 11

criteria present (Table 4). However, not all patients who

meet these criteria have lupus, and not all patients

diagnosed clinically with lupus have four or more of

these criteria, which may appear or disappear over time

[7, 33, 35, 257]. There has been a tendency to consider

patients who meet the ACR classification criteria for lupus

to have the disease, even if they only have certain clinical

features without evidence of one or more of the immunolo-

gical abnormalities that are the hallmark of this autoimmune
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disease. Conversely, sometimes the disease has been

diagnosed on the basis of auto-antibodies and haemato-

logical features, without consideration of whether the

whole clinical and serological picture is consistent with

lupus being the most likely diagnosis.

To address these and some other issues, the SLICC

group devised alternative classification criteria for lupus

[258]. These criteria introduced a requirement for at least

one clinical and one immunological criterion and two

others from an expanded list of items (Table 5) compared

with the ACR criteria (Table 4) [256]. They also allowed

biopsy-proven LN in the presence of ANA or anti-dsDNA

antibodies to be classified as lupus, without the need for

other criteria [258]. The serological criteria include low

complement (C3 and/or C4), as this item reflects comple-

ment consumption due to the formation of immune com-

plexes in active lupus disease.

These revised SLICC lupus criteria have been accepted

by the European Medicines Agency, the US Food and

Drug Administration and NHS England as being suitable

for the inclusion of patients in clinical trials and in the

commissioning policy for rituximab. They are more

intuitive than the previous ACR classification criteria

when considering a diagnosis of lupus, and allow a

larger number of patients to meet criteria; however, diag-

nosis should not be restricted to patients who meet the

classification criteria, as they can encompass other mani-

festations in the appropriate serological context [259]. The

SLICC criteria have been tested in a number of cohorts

and in most studies have shown an increase in sensitivity

and reduced specificity, so care is needed if features are

better explained by an alternative diagnosis [260�263].

Conclusions

When considering a patient with a possible diagnosis of

lupus, a detailed clinical history and examination is required

in order to identify relevant clinical features, including as-

sessment of haematological and renal parameters. The

diagnosis should not be made without evidence of at

least one autoantibody or low complement levels to sup-

port the diagnosis of this autoimmune disease, consistent

with the SLICC classification criteria. The ACR (Table 4) and

SLICC (Table 5) classification criteria are not diagnostic

criteria but may be helpful when considering the diagnosis;

TABLE 4 The ACR criteria for classification of SLEa

Criterion Definition

Malar rash Fixed erythema, flat or raised, over the malar eminences, tending to spare the nasolabial folds

Discoid rash Erythematous raised patches with adherent keratotic scaling and follicular plugging; atrophic scarring may
occur in older lesions

Photosensitivity Skin rash as a result of unusual reaction to sunlight, by patient history or physician observation

Oral ulcers Oral or nasopharyngeal ulceration, usually painless, observed by a physician
Arthritis Non-erosive arthritis involving two or more peripheral joints, characterized by tenderness, swelling or

effusion
Serositis Pleuritis: convincing history of pleuritic pain or rub heard by a physician or evidence of pleural effusion OR

Pericarditis: documented by ECG or rub or evidence of pericardial effusion
Renal disorder Persistent proteinuria >0.5 g/day or> 3+ if quantitation not performed OR

Cellular casts: may be red cell, haemoglobin, granular, tubular or mixed

Neurologic
disorder

Seizures: in the absence of offending drugs or known metabolic derangements; e.g. uremia, ketoacidosis
or electrolyte imbalance OR

Psychosis: in the absence of offending drugs or known metabolic derangements, e.g. uremia, ketoacidosis
or electrolyte imbalance

Haematologic
disorder

Haemolytic anaemia with reticulocytosis OR

Leukopenia <4000/mm3 total on two or more occasions OR

Lymphopenia <1500/mm3 on two or more occasions OR

Thrombocytopenia <100 000/mm3 in the absence of offending drugs
Immunologic

disorder
Anti-DNA: antibody to native DNA in abnormal titre OR

Anti-Sm: presence of antibody to Sm nuclear antigen OR

Positive finding of aPLs on:
an abnormal serum level of IgG or IgM aCL; a positive test result for LA using a standard method, or; a

false positive test result for at least 6 months confirmed by Treponema pallidum immobilization or the
fluorescent treponemal antibody absorption test

ANA An abnormal titre of ANA by immunofluorescence, or an equivalent assay at any point in time and in the
absence of drugs known to be associated with drug-induced lupus syndrome

aThe proposed classification is based on 11 criteria. For the purpose of identifying patients in clinical studies, a person shall be
said to have SLE if any 4 or more of the 11 criteria are present, serially or simultaneously, during any interval of observation.

Adapted from Tan EM et al. The 1982 revised criteria for the classification of systemic lupus erythematosus. Arthritis Rheum

25:1271�7, copyright 1982 [255]; and Hochberg MC. Updating the American College of Rheumatology revised criteria for the

classification of systemic lupus erythematosus. Arthritis Rheum 40:1725, copyright 1997 [256], with permission from John
Wiley & Sons. Anti-Sm: anti-Smith antibody.
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however, they do not cover all the clinical manifestations of

lupus. The LOEs and GORs for parameters supporting the

diagnosis of lupus are shown in Table 1.

Recommendations for the assessment of
SLE patients

(i) Clinical manifestations in SLE patients may be due

to disease activity, damage, drug toxicity or the

presence of co-morbidity. In the case of disease

activity, it is important to ascertain whether this is

due to active inflammation or thrombosis, as this

will define treatment strategies (LOE 2 ++, GOR B,

SOA 97%).

(ii) Clinical assessment of a lupus patient should in-

clude a thorough history and review of systems,

full clinical examination and monitoring of vital

signs, urinalysis, laboratory tests, assessment of

TABLE 5 Clinical and Immunologic Criteria Used in the SLICC Classification Criteria for SLEa

Clinical Criteria

Acute cutaneous lupus including:

lupus malar rash (do not count if malar discoid), bullous lupus, toxic epidermal necrolysis variant of SLE, maculopapular
lupus rash, photosensitive lupus rash, (in the absence of dermatomyositis), or subacute cutaneous lupus, nonindurated
psoriaform and/or annular polycyclic lesions that resolve without scarring, although occasionally with postinflammatory
dyspigmentation or telangiectasias)

Chronic cutaneous lupus including:

classical discoid rash, localized (above the neck), generalized (above and below the neck), hypertrophic, (verrucous) lupus,
lupus panniculitis (profundus), mucosal lupus, lupus erythematosus tumidus, chilblains lupus, discoid lupus/lichen planus
overlap

Oral ulcers:

Palate, buccal, tongue, or nasal ulcers (in the absence of other causes, such as vasculitis, Behcet’s disease, infection
(herpes viruses), inflammatory bowel disease, reactive arthritis, acidic foods)

Nonscarring alopecia:
diffuse thinning or hair fragility with visible broken hairs (in the absence of other causes such as alopecia areata, drugs, iron
deficiency and androgenic alopecia)

Synovitis involving two or more joints:

characterized by swelling or effusion or tenderness in 2 or more joints and thirty minutes or more of morning stiffness.

Serositis:

typical pleurisy for > 1 day or pleural effusions or pleural rub or typical pericardial pain (pain with recumbency improved by
sitting forward) for > 1 day or pericardial effusion or pericardial rub or pericarditis by EKG (in the absence of other causes,
such as infection, uremia, and Dressler’s pericarditis)

Renal:
Urine protein:creatinine ratio (or 24 hr urine protein) representing 500 mg of protein/24 hr or red blood cell casts

Neurologic:

seizures, psychosis, mononeuritis multiplex (in the absence of other known causes such as primary vasculitis), myelitis,
peripheral or cranial neuropathy (in the absence of other known causes such as primary vasculitis, infection, and diabetes
mellitus), acute confusional state (in the absence of other causes, including toxic-metabolic, uremia, drugs)

Hemolytic anemia

Leukopenia: < 4000/mm3 at least once (in the absence of other known causes such as Felty’s, drugs, portal hypertension)
OR

Lymphopenia: < 1000/mm3 at least once (in the absence of other known causes such as corticosteroids, drugs and infection)

Thrombocytopenia: <100,000/mm3 at least once (in the absence of other known causes such as drugs, portal hypertension, TTP)

Immunologic Criteria

ANA level above laboratory reference range

Anti-dsDNA antibody level above laboratory reference range (or> 2 fold the laboratory reference range if tested by ELISA)

Anti-Sm
Antiphospholipid antibody:

any of the following: lupus anticoagulant, false-positive rapid plasma regain (RPR), medium or high titer, nticardiolipin
antibody level (IgG, IgM or IgA), anti-b2 glycoprotein I (IgG, IgM or IgA)

Low complement:

low C3, low C4, low CH50

Direct Coombs’ test (in the absence of hemolytic anemia)

aPatients can be classified as having SLE if they satisfy four of the clinical and immunological criteria, including at least one

clinical criterion and one immunologic criterion, OR if they have biopsy-proven nephritis compatible with SLE in the presence of

ANAs or anti-dsDNA antibodies. Reproduced from Petri M et al. Derivation and validation of the Systemic Lupus International
Collaborating Clinics classification criteria for systemic lupus erythematosus. Arthritis Rheum 64:2677�86. Copyright 2012. With

permission from John Wiley & Sons [258]. TTP: thrombocytopaenic purpura; anti-Sm: anti-Smith antibodies.
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health status and quality of life, and measurement

of disease activity and damage using standardized

SLE assessment tools (2 ++/B). Imaging (4/D), renal

(2 ++/B) and other biopsies (4/D) should be per-

formed where indicated (SOA 100%).

(iii) Disease activity is categorized into mild, moderate

and severe, with the occurrence of flares (2+/C).

Mild disease activity is clinically stable lupus with

no life-threatening organ involvement, mainly mani-

festing as arthritis, mucocutaneous lesions and mild

pleuritis. Patients with moderate disease activity

have more serious manifestations, and severe dis-

ease is defined as organ- or life-threatening (4/D)

(SOA 93%).

Rationale

Assessment of lupus

A systematic approach should be taken because of the

diversity and complexity of clinical and laboratory manifest-

ations (supplementary Table S3, available at Rheumatology

Online) [264�266]. Clinical manifestations may be due to

one or any combination of the following: disease activity

from active inflammation or thrombosis, acute drug toxicity,

chronic damage due to the effects of the disease or its

treatment (such as lung fibrosis or atherosclerosis), or co-

morbidity (e.g. infection). It is important to take a detailed

history and to perform a clinical examination, including vital

signs and urinalysis, to establish the likely differential diag-

noses and then to organize the relevant investigations as

suggested in Table 6, depending on the circumstances. In

addition, when assessing disease activity with a view to

planning treatment, it is necessary to determine the circum-

stances that may have led to a lupus flare (such as expos-

ure to sunlight, concurrent or recent infection, hormonal

changes, or timing of previous disease-related therapeutic

change) as this will guide further investigation, treatment

change (including non-drug measures) and disease moni-

toring required thereafter.

Validated instruments for the assessment of lupus

The most reliable way of assessing disease activity is to

use a defined instrument for this purpose that has been

validated and is available with an appropriate glossary

and scoring instructions [265, 266]. For example, the

NHS England Interim Clinical Commissioning Policy

Statement for rituximab in lupus published in 2013 [267]

recommended the use of two lupus-specific disease ac-

tivity indices: the BILAG index and the SLEDAI. For such

purposes, the currently recommended revised versions

are the BILAG-2004 index [268, 269] (for BILAG-2004

index data collection form, glossary and scoring see sup-

plementary data, available at Rheumatology Online) and

SLEDAI-2K [270] or the SELENA-SLEDAI [271, 272] (see

supplementary data, available at Rheumatology Online,

for SLEDAI-2K and SELENA-SLEDAI index data collection

forms). Modifications have been made for use in preg-

nancy [273, 274]. For optimal performance, training in

the use of these instruments is advised. It is essential

that only manifestations/items due to SLE disease activity

are recorded and that the data collection forms are used

in conjunction with the appropriate glossary and scoring

rules. There is one validated instrument for assessing

damage, the SLICC/ACR Damage Index (SDI) [275]. It is

recommended that patients’ assessment of their disease

be captured using health status or quality of life question-

naires such as the generic Short-form36 (SF-36), which

has been validated for use in lupus patients [276], or a

lupus-specific questionnaire such as the Lupus Quality

of Life (LupusQoL) [277]. There is agreement that for

best practice these instruments should be used [74,

278], although there are no data confirming that their

use improves the outcomes for patients. Better outcomes

are achieved if lupus in-patients are managed in centres

with experience in managing lupus [279�282].

Definitions of mild, moderate and severe lupus

For the purpose of planning appropriate treatment, dis-

ease activity has been broadly categorized as mild, mod-

erate or severe [8], and worsening disease activity is

termed flare, which can be similarly categorized as mild,

moderate or severe [283, 284]. Examples are shown in

Table 7. The term mild disease activity reflects clinically

stable disease with no life-threatening organ involvement

and that is not likely to cause significant scarring or

damage. Examples of scores for such patients when

using formal assessment tools would include a SLEDAI-

2K score of <6 [270] and/or one BILAG B score [269].

Patients with moderate disease have more serious mani-

festations, which if left untreated would cause significant

chronic scarring. Examples of scores for such patients

when using formal assessment tools would include a

SLEDAI-2K score in the range of 6�12 [270] and/or two

or more BILAG B scores [269]. Severe disease is defined

as organ or life threatening and reflects the most serious

form of systemic disease that requires potent immuno-

suppression. Examples of scores for such patients when

using formal assessment tools would include a SLEDAI-

2K score of >12 [270] and/or at least one BILAG A score

[269].

Conclusions

The assessment of a patient with lupus, as with making

the initial diagnosis, is dependent on a careful history

and examination of the patient, with relevant haematolo-

gical, biochemical and immunological testing as well as

other investigations as necessary (shown in Table 6) to

establish the degree of disease activity and accumulation

of chronic damage, and to identify other complications or

co-morbid conditions that will influence the treatment

plan. The LOEs and GORs for the components of the

assessment and monitoring of lupus disease are shown

in Table 1.

Recommendations for monitoring of SLE

(i) Patients with lupus should be monitored on a regu-

lar basis for disease manifestations, drug toxicity

and co-morbidities (LOE 2 ++, GOR B, SOA 99%).
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TABLE 6 Assessment and monitoring of SLE in lupus patients

Item
Initial

assessment
Assessment

(active disease)
Monitoring

(stable disease) Pregnancy
Patients with

active disease
should be reviewed

at least every
1�3 months

Patients with
stable/low disease
activity should be

reviewed every
6�12 months

Pregnancy
counselling

and follow-up

History and examination

Detailed history X focused history focused history obstetric history

Clinical examination X X Xa X

Vital signs (Blood pressure, heart rate, weight) X X X X

Drug review including vaccination status X X X X

Bloods

Full blood count X X X X

Other tests for anaemia Xa Xa Xa Xa

Renal function X X X X

Bone profile X Xa Xa X

Liver function tests X Xa Xa X

Creatine kinase X Xa Xa Xa

CRP X Xa Xa Xa

Vitamin D3 X Xa Annually X

Thyroid function X Xa Xa X

Immunology

ANA X � � Xa

Anti-dsDNA titre, C3/C4 level X X X X

aPL (LA, aCL, anti-beta2-glycoptroteinI) X Xa Xa Repeat if negative
in the past

Anti-Ro/La, anti-RNP and anti-Sm antibodies X � � Repeat if negative
in the past

Immunoglobulins X Xa Annuallya Xa

Direct Coombs’ test X Xa Xa Xa

Urine

Urinalysis (screen for proteinuria, haematuria,
leucocyturia and nitrites to exclude infection)

X X X X

Urine random protein:creatinine ratio
Or 24-h urine collection for protein

Xa Xa Xa Xa

Urine microscopy (and culture) Xa Xa Xa Xa

Other investigations

Microbiology (other) Xa Xa Xa Xa

Biopsy (e.g. skin, kidney) Xa Xa Xa Xb

Lung function tests Xa Xa Xa Xa

Neurophysiology Xa Xa Xa Xa

ECG X Xa Xa Xa

Imaging

Chest X-ray X Xa Xa Xb

Other imaging (US, CT, MRI) Xa Xa Xa Xb

Modifiable cardiovascular risk factors

Hypertension X Xa Annually X

Dyslipidaemia X Xa Annually Xa

Diabetes mellitus X Xa Annually X

High BMI X Xa Annually X

Smoking X Xa Annually X

Disease activity and damage scores

BILAG (BILAG 2004 index) or X Xa Annually BILAG2004Pc

SLEDAI (SLEDAI�2K or SELENA SLEDAI) X Xa Annually SLEPDAId

SLICC/ACR Damage Index X Xa Annually X

Quality of life questionnaires

Short-form 36 or LupusQoL X Xa Annually Xa

aWhen indicated; bwhen indicated and benefit> risks; cBILAG2004 pregnancy version; dSLEDAI pregnancy version. Anti-Sm

antibodies: anti-Smith antibodies.
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(ii) Those with active disease should be reviewed at

least every 1�3 months (2+, C/D), with blood pres-

sure (1+/A), urinalysis (1+/A), renal function (1+/A),

anti-dsDNA antibodies (2 ++/B), complement levels

(2+/C), CRP (2+/C), full blood count (3/C), and liver

function tests (4/D) forming part of the assessment,

and further tests as necessary (4/D). Patients with

stable low disease activity or in remission can be

reviewed less frequently, for example, 6�12 monthly

(4/D) (SOA 99%).

(iii) The presence of aPLs is associated with thrombotic

events, damage, and adverse outcomes in preg-

nancy (2 ++/B). If previously negative, they should

be re-evaluated prior to pregnancy or surgery, or in

the presence of a new severe manifestation or vas-

cular event (4/D) (SOA 96%).

(iv) Anti-Ro and anti-La antibodies are associated with

neonatal lupus (including CHB) and should be

checked prior to pregnancy (1+/A) (SOA 100%).

(v) Patients with lupus are at increased risk of co-

morbidities, such as atherosclerotic disease,

osteoporosis, avascular necrosis, malignancy

and infection (2+/C). Management of modifiable

risk factors, including hypertension, dyslipidae-

mia, diabetes, high BMI and smoking, should be

reviewed at baseline and at least annually (4/D)

(SOA 98%).

(vi) Immunosuppressive therapy may lead to toxicities.

Close monitoring of drugs by regular laboratory

tests and clinical assessment should be performed

in accordance with drug monitoring guidelines (4/D)

(SOA 98%).

Rationale

Frequency of monitoring lupus/follow-up visits

There are no randomized controlled trials (RCTs) compar-

ing different monitoring strategies in terms of frequency

and details of assessments performed; however, data

from various cohort studies have informed our expert opin-

ion and previous guidelines in this respect [22, 71, 74, 278].

Patients should be told to report to clinicians if they develop

any new or significant worsening of clinical manifestations.

In most patients with active clinical disease, clinic visits

should be approximately every 4 weeks initially, reducing

gradually down to about 3-monthly reviews as the disease

comes under control. There remains a significant risk of

flare and the development of damage, even for patients

who achieve early remission [72]. For most patients with

mild features, including those who are clinically quiet but

serologically active, 3-monthly visits are adequate [77].

Review should become more frequent if the disease be-

comes more active, especially if there is renal involvement,

TABLE 7 SLE treatment strategies for examples of mild, moderate and severe lupus

Item

Mild activity/flare
BILAG C scores or single B

score; SLEDAI <6

Moderate activity/flare
BILAG 2 or more systems with

B scores, SLEDAI 6�12

Severe activity/flare
(non-renal) BILAG 1 or more A

scores; SLEDAI >12

Typical manifest-
ations attributed
to lupus

Fatigue, malar rash, diffuse
alopecia, mouth ulcers, arth-
ralgia, myalgia, platelets
50�149 � 109/l

Fever, lupus-related rash up to
2/9 body surface area, cuta-
neous vasculitis, alopecia
with scalp inflammation, arth-
ritis, pleurisy, pericarditis,
hepatitis, platelets 25�49 �
109/l

Rash involving >2/9 body
surface area, myositis,
severe pleurisy and/or peri-
carditis with effusion, asci-
tes, enteritis, myelopathy,
psychosis, acute confusion,
optic neuritis, platelets <25
� 109/l

Initial typical
drugs and target
doses if no
contra-
indications

CSsa: topical preferred or oral
prednisolone 420 mg daily
for 1�2 weeks or I.m. or IA
methyl-prednisolone
80�120 mg

and HCQ 46.5 mg/kg/day
and/or MTX 7.5�15 mg/week
and/or NSAIDs (for days to few

weeks only)

Prednisolonea 40.5 mg/day
or i.v. methyl- prednisolone

4250 mg � 1�3
or i.m. methyl-prednisolone

80�120 mg
and AZA 1.5�2.0 mg/kg/day

or MTX 10�25 mg/week
or MMF 2�3 g/day or
ciclosporin 42.0 mg/kg/day

and HCQ 46.5 mg/kg/day

Prednisolonea 40.5 mg/day
and/or i.v. methyl-prednisolone

500 mg � 1�3
or prednisolone 40.75�1 mg/

kg/day
and AZA 2�3 mg/kg/day or

MMF 2�3 g/day or
CYC i.v. or ciclosporin
42.5 mg/kg/day

and HCQ 46.5mg/kg/day

Aiming for typical
maintenance
drugs/doses
providing no
contra-
indications

Prednisolonea 4 7.5 mg/day
and HCQ 200 mg/day
and/or MTX 10 mg/week

Prednisolonea 47.5 mg/day
and AZA 50�100 mg/day
or MTX 10 mg/week
or MMF 1 g/day
or ciclosporin 50�100 mg/day
and HCQ 200 mg/day;

Prednisolonea 47.5 mg/day
and MMF 1.0�1.5 g/day
or AZA 50�100 mg/day
or ciclosporin 50�100 mg/day
and HCQ 200 mg/day;

Aim to reduce and stop drugs
except HCQ eventually when
in stable remission

Aim to reduce and stop drugs
except HCQ eventually when
in stable remission

Aim to reduce and stop drugs
except HCQ eventually
when in stable remission

aThe lowest effective dose of prednisolone or other CSs should be used at all times.

www.rheumatology.oxfordjournals.org 13

Guidelines

Downloaded from https://academic.oup.com/rheumatology/article-abstract/doi/10.1093/rheumatology/kex286/4318863/The-British-Society-for-Rheumatology-guideline-for
by University of Birmingham user
on 06 October 2017

Deleted Text: -
Deleted Text: , and
Deleted Text: eg 
Deleted Text:  to 
Deleted Text: .
Deleted Text: antiphospholipid antibodies
Deleted Text: and 
Deleted Text: .
Deleted Text: congenital heart block
Deleted Text: .
Deleted Text: body mass index
Deleted Text: .
Deleted Text: .
Deleted Text: ,
Deleted Text: (
Deleted Text: , 
Deleted Text: 96). 
Deleted Text: ]
Deleted Text:  
Deleted Text: (
Deleted Text: 97
Deleted Text: ). 
Deleted Text: ]
Deleted Text: three 
Deleted Text:  
Deleted Text: (
Deleted Text: 98
Deleted Text: ). 
Deleted Text: ]
cristian.diaz
PDF Creator Trial



as the patients will require clinical, renal and serological

evaluation (see below) [285]. For patients with inactive dis-

ease, without previous renal involvement or organ damage

(that can predict increased risk of further active disease

and damage), review may be less frequent, for example

every 6 months providing treatment is stable and suitable

drug monitoring is in place [74]. Patients should be seen

more regularly, however, if treatment is being withdrawn or

has been stopped, due to the risk of disease flare, even if

they appear to be in remission [72].

Reasons for clinical monitoring in lupus patients

Regular monitoring of clinical and laboratory features of

active disease should take place, with additional investiga-

tions as necessary (Table 6), to assess and monitor changes

in disease activity, the development of chronic damage,

and to detect the presence of (and changes in) co-morbid

conditions that may be confused with lupus (such as FM,

hypothyroidism, iron deficiency anaemia, infection), and

drug-induced conditions [22, 74, 265]. LOEs for the labora-

tory parameters are shown in Table 1. Proteinuria (and renal

function in particular [24]), high DAS [16, 48, 73, 286], new

and different types of cutaneous lesions [50], arthritis [72],

NP disease [16, 51] and cytopenias [52, 53] have been

shown to correlate with disease severity and can predict

future flares and the development of damage [11, 32, 49,

54, 55]. Only measurement of proteinuria and renal function

have been shown to have strong predictive value for out-

come [22, 24, 56]. Chest X-ray, ECG and other specific tests

such as lung function, echocardiography and neurophysi-

ology should be repeated during the course of the disease

as necessary. When major organs are involved, additional

imaging (such as brain MRI) and pathology (renal/skin

biopsy) can add significant prognostic information, particu-

larly renal biopsy, and may need to be repeated to assess

response to treatment [22�24, 287, 288].

Interpretation of haematological, renal and other bio-
chemical parameters

Lymphopenia is a common manifestation of lupus (sup-

plementary Table S3, available at Rheumatology Online),

and some patients will have leucopenia and neutropenia

regularly with active disease [53]. This needs to be re-

membered when monitoring patients on cytotoxic ther-

apy, as a fall in cell counts may signify the need to

increase therapy for lupus rather than reduce or discon-

tinue therapy if drug toxicity is suspected. It also means

that the usual drug-monitoring limits of tolerance may

need to be reviewed and personalized in the context of

an individual with SLE. Thrombocytopenia may be acute

and indicative of a disease flare, or low grade and chronic

as part of of lupus and/or associated with APS [57].

ESR is often raised in active SLE [70], but can also re-

flect persistent polyclonal hypergammaglobulinaemia,

and is not a reliable marker of disease activity. CRP is

usually normal [66�68] or slightly elevated in the presence

of serositis or arthritis [69]. A significantly raised CRP is

more likely to indicate infection, and patients with raised

CRP will need therefore to be thoroughly screened for

infection, given that infection is the commonest cause of

death in lupus patients. In contrast, a raised ESR does not

discriminate between active lupus and infection [69].

Immune complexes of CRP and anti-CRP antibodies

may form in lupus patients, possibly explaining the low

levels of CRP observed with active disease [67].

Proteinuria should be quantified using the urine pro-

tein:creatinine ratio or 24-h urine collection. Microscopic

examination of the urine to look for red cells and red cell

casts is useful for identifying active renal disease and

renal flares, but the assessment of casts is now rarely

done [24, 289, 290]. When assessing haematuria, it is im-

portant to exclude infection, menstrual blood loss and

calculi. White cells in the urine are most often due to

urine or vaginal infection and can be hard to interpret,

but as an otherwise unexplained finding, are associated

with active tubulointerstitial inflammation.

Serum immunoglobulins should be measured prior to

starting drugs such as MMF, CYC and rituximab which

have the most risk of inducing immunoglobulin deficiency

that might increase the risk of infection. The initial repeat

measurement of the serum immunoglobulins should take

place about 3�6 months later and can then be spaced out

to annual checks [74, 199, 291, 292, 293]. Specific anti-

bodies, for example, pneumococcal antibodies, may be

assessed (if tests are available) to assess the need for and

response to immunization. Screening for chronic infec-

tions (such as TB, hepatitis B and C, HIV, HPV) is recom-

mended before starting immunosuppressants and

repeated if reactivation of infection is suspected.

It is important to measure creatinine kinase at baseline and to

continue to follow it in patients with myositis or myalgias that

might be due to lupus or statins used to prevent atherosclerosis

[75]. Monitoring of cholesterol and of other lipids, and remaining

vigilant for and treating the development of diabetes mellitus and

features of the metabolic syndrome (which may increase car-

diovascular risk, particularly in patients on glucocorticoids), are

important and should be as successful as in the general popu-

lation [71, 74, 76]. Additional monitoring investigations should

include Vitamin D3, which is often low as a consequence of

sun avoidance and/or chronic kidney disease [294]. Vitamin D

is required for optimal bone health, especially in patients on

chronic glucocorticoid therapy and/or following the menopause

[295]. Clinicians should have a low threshold for assessing thy-

roid function, as hypothyroidism can present with similar fea-

tures to lupus; it co-exists with lupus in �7% of patients, and

thyroid antibodies are found in 14% [296�298].

Monitoring of lupus autoantibodies and complement

Serial anti-dsDNA antibodies and C3 and C4 levels are

useful because rising, high anti-dsDNA antibodies and

falling, low complement levels are associated with flare

[49, 58], particularly in patients with LN [24]. In general,

concomitantly rising anti-dsDNA titres [39, 43, 46, 49, 59,

60] and decreasing C3 and/or C4 levels [43�46] are more

important predictors of current or impending flares than

the absolute levels, and levels of anti-dsDNA antibodies

may actually fall at the time of flare [299].
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It can be helpful to combine a sensitive but less specific

anti-dsDNA antibody assay (e.g. ELISA) with one that only

measures more specific, high affinity or high avidity anti-

bodies (such as Farr radioimmunoassay or the Crithidia

test), because only tests measuring high affinity and high

avidity antibodies are strongly associated with renal dis-

ease; however, other ELISAs can be used to monitor dis-

ease activity [40]. Stable active serology without clinical

features does not necessarily warrant therapy [71], but

patients need to be followed closely, with individual care

decisions made to prevent over- or undertreatment. Many

physicians would avoid reducing therapy in this situation

as patients may develop renal disease [300], but the sero-

logical tests do not always predict flare [61, 62, 71]. About

40% of lupus patients do not have anti-dsDNA antibodies,

so for this group of patients, they are not useful for moni-

toring disease activity [63]. Some patients are heterozy-

gous for the C4 allele and due to a null allele have a

persistently low C4 level (at about 50% of normal), without

having active disease, but C4 levels can still fluctuate with

disease activity.

ANA, anti-Sm and anti-RNP antibodies tests should be

carried out at baseline and do not need to be repeated at

each visit, as levels do not fluctuate with disease activity.

Anti-Ro and anti-La antibodies should be measured in

women planning pregnancy or in early pregnancy, as

they may be transferred across the placenta and are asso-

ciated with CHB in �1�2% of babies [64, 65]. Fetal heart-

rate monitoring should be instituted from week 16 of

pregnancy and continued throughout pregnancy in

women with either of these antibodies. Neonatal lupus

rash develops in �10% of babies born to mothers with

these antibodies (especially if exposed to UV light), and

laboratory abnormalities (cytopenias and abnormal liver

function tests) have also been observed in babies

exposed to these antibodies [64].

aPLs should be assessed at baseline and, if previously

negative, they should be re-evaluated in the presence of a

new vascular event, adverse pregnancy outcome or other

new manifestation that might have a thrombotic compo-

nent, as well as prior to a planned pregnancy [47, 241,

252, 253]. Positive tests for APS include LA, aCL (IgG,

IgM) and/or anti-beta-2 glycoprotein 1(IgG, IgM), and

these tests should be repeated after 12 weeks to confirm

positivity [241, 252], although LA cannot be evaluated if

anticoagulation has been started, as this would interfere

with the assay.

Monitoring for the development of co-morbidities

Patients with lupus are at increased risk of co-morbidities

[71, 74], such as infection, premature cardiovascular and

peripheral vascular disease, osteoporosis, avascular ne-

crosis and some malignancies (non-Hodgkin’s lymphoma,

cervical, vulval, lung and thyroid cancer [301, 302]). The

management of these issues is beyond the scope of this

guideline and should follow national/international guide-

lines for each condition and include appropriate vaccin-

ations [22, 71, 74, 278]. Nevertheless, screening for and

managing these conditions is an integral part of the

assessment and regular monitoring of lupus patients, as

described in the EULAR recommendations for monitoring

patients with SLE in clinical practice and in observational

studies [74]. A preventative approach should be adopted,

since the commonest causes of death in lupus patients in

the UK are infection and cardiovascular disease, followed

by malignancy [15, 16, 18]. Modifiable risk factors for co-

morbidities to address include vaccination status, hyper-

tension, dyslipidaemia, diabetes, high BMI and smoking.

These should be reviewed at baseline and at least annu-

ally thereafter [22, 24, 71, 74]. These co-morbidities may

occur at a younger age than in the normal population, and

clinicians should screen regularly for them, even though

there are no RCTs to suggest that more intense screening

than that applied in the general population improves out-

come in lupus patients [22, 24, 71, 74]. Routine cancer

screening (particularly for cervical cancer, given the

increased risk of HPV infection in lupus patients [303])

should not be forgotten due to emphasis on lupus disease

management [304].

Monitoring of drugs

This should be similar to that for drugs used in other rheum-

atic diseases, but due to the occurrence of cytopenias and

abnormal renal and liver function possibly caused by lupus

disease itself, monitoring tests may need to be undertaken

more frequently, and the interpretation of laboratory results

is more difficult. Adherence to drugs may be confirmed by

measuring drug levels (e.g. of ciclosporin, tacrolimus,

mycophenolate [171] and HCQ [80]), but these tests are

not widely available (except that for tacrolimus, which is

tested in order to guide optimal dosing and to prevent

renal toxicity). There is little lupus-specific data about

target drug levels, and detailed discussion is beyond the

scope of these recommendations, but this topic has been

reviewed for rheumatic diseases in general [78] as well as

for lupus [305]. It should be noted that, like other chronic

conditions, adherence levels are suboptimal in lupus, and

therefore specific consideration of this issue is needed in

patients showing poor response to therapy [79].

Conclusions

It is important to monitor lupus patients regularly to assess

and monitor changes in disease activity, chronic damage,

and in drug-induced and co-morbid conditions that may

be confused with lupus and that are associated with an

increased risk of death. The LOEs and GORs for the main

components of monitoring of lupus patients are shown

together in Table 1, and a suggested protocol is shown

in Table 6.

Recommendations for the management
of mild SLE

(i) Treatments to be considered for the management

of mild non�organ-threatening disease include the

disease-modifying drugs HCQ (1 ++/A) and MTX

(1+/A), and short courses of NSAIDs (3/D) for symp-

tomatic control. These drugs allow for the avoid-

ance of or dose reduction of CSs (SOA 94%).
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(ii) Prednisolone treatment at a low dose of 47.5 mg/

day may be required for maintenance therapy (2+/

C). Topical preparations may be used for cutaneous

manifestations, and IA injections for arthritis (4/D)

(SOA 93%).

(iii) High�Sun Protection Factor (SPF) UV-A and UV-B

sunscreen are important in the management and pre-

vention of UV radiation�induced skin lesions (2 ++/B).

Patients must also be advised about sun avoidance

and the use of protective clothing (4/D) (SOA 97%).

Rationale

Overview of treatment of mild lupus

Mild lupus features (Table 7) are distressing for patients

and warrant treatment to relieve symptoms and signs.

Such treatment may prevent progression to severe mani-

festations requiring more intense immunosuppression.

These manifestations can be managed with CSs, HCQ

and other antimalarials, MTX, NSAIDs and sunscreens.

The LOEs and GORs for the drugs used to treat lupus

disease are summarized in Table 2, and the SOAs with

the recommendations are above. There are little data to

support the use of topical therapies, dapsone, retinoids,

thalidomide or danazol in the treatment of refractory cu-

taneous lupus rashes and vasculitis, and as these drugs

are not used for other systemic features of lupus, they are

not discussed here but have been reviewed [287, 288].

CSs for mild lupus

Summary

Topical preparations should be used initially for cutaneous

manifestations, and intra-articular (IA) or intramuscular (i.m.)

injections of CSs for arthritis. Short courses of oral prednis-

olone (up to 20 mg/day) are used for short periods of time (up

to 14 days and reduced rapidly) to induce remission in some

cases of mild lupus where local treatment is not sufficient or

practical (evidence discussed below in moderate lupus).

Prednisolone can be used in women who are trying to con-

ceive, are pregnant or are breast-feeding [239].

Evidence

There are no RCTs comparing different types of CS ad-

ministration, such as skin creams and ointments, intrale-

sional, IA and i.m. injections, and oral CS drugs (usually

prednisolone in the UK). CSs contribute to the develop-

ment of chronic damage and co-morbidities such as cata-

racts, osteoporotic fractures, diabetes, atherosclerosis

and infection [12, 14]. It has been shown that a 1 mg/

day increase in maintenance prednisone dose is asso-

ciated with a 2.8% increase in the risk of new organ

damage, and that prednisolone dosing of 47.5 mg/day

is associated with less risk of cataracts, osteoporotic frac-

tures and cardiovascular damage than higher doses [306].

Conclusions

The lowest possible dose/amount of CSs should be used

due to their side effects, including the risk of contributing

to chronic damage and infection. Prednisolone treatment

at a low dose of 47.5 mg/day may be required for main-

tenance therapy and has less risk of side effects than

higher doses (2+/C).

HCQ and other anti-malarial agents

Summary

There is good evidence (Table 2) for the efficacy and safety

of HCQ, the most commonly prescribed anti-malarial agent

and one of the few licensed drugs for lupus. Providing that

the patient has normal renal and liver function, HCQ can be

used at doses of up to 6.5 mg/kg/day and is compatible

with pregnancy and breast-feeding. It is used (Table 7) for

skin and joint involvement, myalgia, fever, fatigue, pleurisy,

to reduce the development of renal disease and chronic

damage [14, 121] and for its steroid-sparing properties

(even in patients with more severe disease) [71].

Chloroquine is used if HCQ is not available or not tolerated;

however, there is less evidence for benefit and it has a

greater risk of retinal toxicity than HCQ [121]. Mepacrine

(quinacrine) is used predominantly for cutaneous lupus and

has the least risk of ocular toxicity [287, 307�309].

Evidence

The benefits of anti-malarials on lupus activity were reported

in four RCTs [81�84], five prospective cohort studies [87�91],

three retrospective cohort studies [92�94] and an open-label

extension of the first RCT [95]. There have been two other

double-blind RCTs confirming that lupus rashes significantly

improve with HCQ [85] and chloroquine [86]. The cohort

studies have shown that response often takes 3�4 months

[94], but at 6months only 60% of patients with discoid rash

show some response [94]. Another study showed that 20%

of patients with an adequate response lose it within 2 years

and need other therapies [310]. Higher drug levels were

associated with increased cutaneous response in a pro-

spective study [311]. In a double-blind RCT [80], low drug

levels were associated with increased disease activity.

Systemic features and smoking are also associated with

an increased risk of poor response [94, 96, 122].

Many of the studies showing increased flare rates in

patients who discontinued HCQ involved pregnant pa-

tients. A RCT in lupus patients [84] and two prospective

[87, 90] cohort studies support the use of this drug before

conception and in pregnancy to reduce flares in the

mother. Although HCQ can cross the placenta, exposure

is not associated with significant adverse effects on the

fetus [87, 90, 97�100]. HCQ has anti-thrombotic as well as

anti-inflammatory properties and by reducing disease ac-

tivity in the mother may improve the outcome for the child

by improving placental function [101, 102]. There is

increasing evidence that HCQ reduces the risk of CHB

in babies born to mothers with anti-Ro antibodies [103,

312, 313]. Further evidence supporting the use of HCQ in

pregnant women as well as in those planning pregnancy

and breast-feeding is reviewed in the BSR Guidelines on

drugs in pregnancy in the rheumatic diseases [239].

There is further evidence from high-quality prospective

and retrospective cohort studies that patients treated with

anti-malarials (particularly HCQ) not only have lower levels
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of overall lupus activity and reduced rates of flare [80, 81,

84, 89, 90, 95], but can be managed with lower doses of

CSs [83, 84, 90, 104]. The patients are more likely to stay

clinically quiescent if HCQ is continued when the disease

goes in to remission [105]. Patients on MMF are more

likely to achieve renal remission if treated with HCQ [93].

Patients on HCQ are less likely to develop serious renal

disease and have delayed time to renal damage [104],

lower frequency of seizures [106] and less NP damage

[107], greater delay in integument damage [108], less

overall damage [109, 110] and, most importantly, im-

proved survival [111, 112]. Some of the benefits on sur-

vival may be mediated by the beneficial effects of anti-

malarials on total cholesterol, LDL-cholesterol, triglycer-

ides, glucose [113] and/or by the prevention of thrombosis

[101, 102, 121] and atherosclerotic plaque formation [114].

Patients take HCQ on average for about 6 years

[115�118]. In general HCQ is well tolerated and better tol-

erated than chloroquine [86, 115, 116, 121]. The common-

est adverse effects of anti-malarials are gastrointestinal, but

a few patients stop because of headache, dizziness, itch-

ing, rash, non-retinal eye problems, hearing loss, myopathy

or other rare neuromuscular side effects [121, 287]. The

most serious adverse events are cardiac (which are very

rare) [119] and retinopathy (which is more common with

chloroquine than HCQ) [121, 314]. Retinopathy is unpre-

dictable but unlikely with <7 years treatment with HCQ. It

is more common thereafter [120] and with doses of HCQ

above 6.5 mg/kg/day, or renal or liver impairment. It re-

quires active screening to detect it early when it is asymp-

tomatic and is most likely to be reversible [120, 314].

Policies on screening for ocular toxicity vary between coun-

tries and local guidelines should be followed [314, 315]. In

general in the UK, baseline and yearly optician eye tests are

recommended initially, with more detailed ophthalmological

screening after 5 years of therapy [316].

Conclusions

There are good data from two systematic reviews and a

meta-analysis including 7 RCTs and 36 cohort studies

supporting the use of HCQ in lupus patients to reduce

disease activity and as a steroid-sparing agent: overall

LOE 1 ++, GOR A. HCQ should be given to all patients

with mild lupus to prevent flares, the development of

damage and to improve survival. It is recommended that

HCQ be continued or started, even in those developing

disease severe enough to warrant immunosuppressive

therapies, including LN [22, 24, 25]. However patients

with renal or liver dysfunction should have the dose

reduced [314]. It is compatible with conception, preg-

nancy and breast-feeding. Unfortunately, it has a long

half-life and takes at least 2 months to be effective [287,

309]. Patients need to be warned about this or they may

discontinue the drug prematurely.

MTX in mild SLE

Summary

Although not licensed for the treatment of lupus, low-dose

weekly MTX (425 mg/week) has been used to reduce

mild and moderate disease activity in lupus, particularly

to control inflammatory arthritis and lupus skin rashes,

originally on the basis of a variety of case series and

cohort studies [317, 318]. MTX was originally used in pa-

tients who had failed HCQ and low-dose CSs, but it can

be used with HCQ to avoid CSs or to promote CS dose

reduction. Caution has been advised on the use of MTX in

patients with LN, particularly as those with renal impair-

ment will be at increased risk of MTX toxicity [317]. It is

contra-indicated in women trying to conceive or pregnant

as it is teratogenic. For these patients AZA would be more

suitable (see section on moderate lupus for evidence).

Evidence

A systematic review by Sakthiswary and Suresh [319] sum-

marizes the data from three controlled trials (two double-

blind, placebo-controlled trials [123, 124], and a controlled

open-label trial comparing MTX and chloroquine [125]) and

five observational studies (two open-label prospective

studies [126, 127]; a cross-sectional study [128]; a retro-

spective case�control cohort study [129]; and an open-

label controlled study [130]). Another systematic review

[133] includes two additional case series [131, 132].

These studies support the use of MTX to reduce mild and

moderate lupus disease activity, and some demonstrated

steroid-sparing properties. Some of these studies showed

benefit specifically in treating lupus arthritis, rashes, vascu-

litis, serositis, myositis and constitutional symptoms, but

there was little change in ESR, anti-dsDNA antibodies, C3

or C4 levels, except in a study with longer duration than

previous studies [130]. The reduction in SLEDAI in the five

controlled studies reporting these data included in the sys-

tematic review [319] was calculated to have an odds ratio =

0.444 (95% CI: 0.279, 0.707; P = 0.001). The analysis of the

four controlled studies reporting steroid-sparing properties

for MTX provided an odds ratio = 0.335 (95% CI: 0.202,

0.558; P = 0.001). Side effects led to discontinuation in

�10% of patients but were not serious. It is teratogenic

and should not be used in women within 3 months of plan-

ning to conceive, or who are pregnant or breast-feeding

[239], nor in patients with renal impairment, because

reduced renal function increases the risk of adverse

events, particularly bone marrow suppression.

Conclusions

There are good data from two systematic reviews includ-

ing three RCTs and seven cohort studies supporting the

use of MTX in lupus to reduce disease activity and as a

steroid-sparing agent: overall LOE 1+, GOR A.

NSAIDs in mild SLE

Summary

There are no RCTs of NSAIDs in SLE. Publications support

the cautious use of NSAIDs for short periods of time for

symptom control in SLE (inflammatory arthralgia, myalgia,

chest pain and fever) where potential benefit outweighs the

known risks of NSAIDs and paracetamol has been insuffi-

cient or not tolerated. The risk of NSAID-induced acute

renal failure is increased in patients with LN, so NSAIDs

www.rheumatology.oxfordjournals.org 17
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should be avoided in patients with renal involvement.

NSAID-induced allergic reactions, aseptic meningitis, cuta-

neous reactions and hepatotoxicity are increased in SLE

patients. Caution is required in pregnancy [240].

Evidence

A review of the literature on non-selective Cox inhibitors

and selective Cox-2 inhibitors [320] highlighted the poten-

tial increased risk of renal, hepatic and neurological tox-

icity in lupus patients. A retrospective case series

assessing celecoxib, with a detailed literature review of

NSAIDs [321] and a more comprehensive systematic

review addressing the risk�benefit ratio of non-selective

and selective inhibitors of cyclooxygenases in SLE pa-

tients, were published subsequently [134]. More recently

it has become clear that NSAIDs (except possibly na-

proxen) can predispose to acute myocardial infarction in

individuals with coronary heart disease [322], which is an

additional reason for caution in lupus patients.

Conclusions

Based on one systematic review of the evidence from

case series and case reports, the overall LOE for

NSAIDs in non-renal mild lupus is three and GOR is D.

High-SPF UV-A and UV-B sunblock in SLE

Summary

There is clear evidence that ultraviolet radiation (UV-A and

UV-B) can induce various forms of cutaneous lupus [287].

Patients with systemic lupus without cutaneous features

have also been found to have an abnormal reaction to UV

irradiation [323].

Evidence

Sunscreens were shown to prevent discoid and subacute

cutaneous lupus rashes in a case series [141] and to reduce

systemic features such as renal disease, thrombocytopenia

and hospitalization in a cohort study [136]. Three open-label

controlled trials [137�139], a retrospective case series [140]

and a double-blind, controlled trial [135] have shown that

sunscreens that block UV-A and UV-B can reduce UV ra-

diation�induced lesions of cutaneous lupus.

Conclusions

Lupus patients should be advised about avoidance of sun

and other sources of UV irradiation, and about the use of

sunscreens (UV-A protection five stars and UV-B protec-

tion from SPF factors 30 to 50 products, which can be

prescribed on the NHS) and protective clothing. Overall,

the LOE is 2++ for sunscreens (one small RCT and six

other studies) in lupus patients to prevent cutaneous le-

sions, and the GOR is B.

Recommendations for the management
of moderate SLE

(i) The management of moderate SLE involves higher

doses of prednisolone (up to 0.5 mg/kg/day) (2+/C),

or the use of i.m. (4/D) or i.v. doses of methylpred-

nisolone (MP) (2+/C). Immunosuppressive agents

are often required to control active disease and

are steroid-sparing agents (2+/C). They can also

reduce the risk of long-term damage accrual (4/D)

(SOA 98%).

(ii) MTX (1+/A), AZA (2+/C), MMF (2 ++/B), ciclosporin

(2+/C) and other calcineurin inhibitors (3/D) should

be considered in cases of arthritis, cutaneous dis-

ease, serositis, vasculitis or cytopaenias if HCQ is

insufficient (SOA 97%).

(iii) For refractory cases, belimumab (1+/B) or rituximab

(2+/C) may be considered (SOA 98%).

Rationale

Overview of the management of moderate lupus

Immunosuppressive cytotoxic agents should be used with

CSs, while continuing anti-malarials and avoidance of UV

radiation, to reduce disease activity in moderate lupus

(Table 7), prevent the risk of further flares and lower the

risk of damage accrual due to disease and CSs, because

they act as steroid-sparing agents. Despite their wide-

spread use in clinical practice and as background stand-

ard of care therapy in clinical trials, there are only a few

RCTs demonstrating the efficacy of CSs and other im-

munosuppressive agents for the management of moder-

ate lupus. Additional drugs should be considered if HCQ is

insufficient or not tolerated and can be used in addition to

HCQ. The evidence supporting the use of MTX has been

discussed above, and the evidence supporting the use of

CSs, AZA, MMF, calcineurin inhibitors (ciclosporin and

tacrolimus) and LEF are discussed in this section. For pa-

tients who do not respond to these drugs, the biologic

drugs rituximab and belimumab may be considered. It

should be noted that there is a specific NHS England

2013 Interim Clinical Commissioning Policy Statement

for rituximab in adult SLE patients [267], and NICE guid-

ance for the use of belimumab in active autoantibody-

positive SLE in adults has been published in 2016 [324].

Patients being considered for these drugs should be dis-

cussed with and/or seen by a specialist lupus centre with

experience in using these drugs. The patients should meet

specific criteria and be entered in to the BILAG Biologics

Register (see below and Fig. 1). For patients not requiring

biologics, suggested initial target dosing regimens for

active disease (as used in most studies) and lower main-

tenance dosing regimens to prevent recurrence of disease

once patients are stable are shown in Table 7. The actual

regimen used for individual patients will depend on the

clinical picture and the treatment history. It is important

to increase the dose and/or change treatment if patients

fail to respond in the expected time frame. The LOEs and

GORs for all the drugs used to treat lupus are summarized

in Table 2.

CSs for moderate lupus

Summary

Higher doses of oral CSs are required initially than are

required for mild lupus, for example prednisolone at up
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to 0.5 mg/kg/day, and intermittent treatment with i.m.

80�120 mg MP or even i.v. doses of MP (up to 250 mg)

are used as well as, or instead of, oral prednisolone to

promote a quicker response with less total CS exposure.

Prednisolone dosing should be reduced, as disease ac-

tivity improves, to the lowest possible maintenance dose

and stopped, if possible, as other immunosuppressive

agents take effect over several weeks or months.

Evidence

There are no data comparing different oral CS regimens

for the treatment of moderate lupus. Two controlled stu-

dies have shown that treating patients who are clinically

stable but showing serological deterioration with a short

course of moderate-dose CSs (e.g. 30 mg/day) can pre-

vent more flares than placebo and lead to improvement in

serological markers [46, 60]. However, there is a risk of

treating patients that will not flare, and this approach is not

recommended due to the side effects of CSs.

There are some data supporting the use of 100 mg i.v.

MP pulses in non-renal lupus as an alternative to 1000 mg

pulses [143], and for 1000 mg pulses on three occasions

in patients with moderate or severe lupus, with very little

oral prednisolone [146]. The data supporting the use of i.v.

pulses of 500 or 1000 mg are discussed further below in

the section on the management of severe lupus [148,

326]. There is one open-label RCT [142] comparing triam-

cinolone 100 mg given as an i.m. injection with a short

course of oral MP tapered over 1 week. Overall, there

was little difference between the regimens but some im-

provement was seen more quickly with the triamcinolone

injection.

FIG. 1 Summary of NICE and NHS England guidance for the use of belimumab and rituximab in patients with SLE

Belimumab is licensed and NICE-approved (Belimumab for active autoantibody-positive systemic lupus erythematosus:

TA397, published June 2016) and should be considered first [324]. Rituximab is not licensed and should only be used

according to the NHS England Interim Clinical Commissioning Policy Statement: rituximab for the treatment of systemic

lupus erythematosus in adults: published September 2013 A13/PS/a [267]. All patients receiving either drug must be

enrolled in the BILAG Biologics Register and be managed at or in collaboration with a specialized centre.
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Conclusions

Overall the LOE for CSs by i.m. or i.v. injection in non-renal

moderate lupus is 2+ and GOR is C.

AZA for moderate lupus (non-renal disease)

Summary

AZA is not licensed for the treatment of lupus, but has

been used for over 40 years, and it is the most frequently

used cytotoxic agent [327] in lupus. AZA treatment

(1�2.5 mg/kg/day orally) has been associated with preven-

tion of flares and a reduction in CS dosage (see below and

Table 2). It is usually started in patients with moderate

lupus activity (Table 7) in conjunction with CSs, as it can

take up to 3 months to be effective. It is also used for

maintenance therapy after remission or significant re-

sponse has been achieved with other agents used to

treat severe lupus (such as CYC) that are less suitable

for long-term therapy, particularly in women desiring preg-

nancy, or who are pregnant or breast-feeding [24, 25, 239,

328]. Most of the evidence (and the only double-blind

RCTs) supporting its use relate to the management of

LN [24, 25]. Only papers discussing the management of

non-renal lupus with AZA are discussed here, although in

some cases the studies included renal and non-renal pa-

tients. There is no evidence that it prevents atheroscler-

osis or other forms of damage [12, 329].

Evidence

The first reports of AZA being used for renal and non-renal

manifestations of lupus with CSs appeared in the late

1960s and 1970s [149�151, 153, 330, 331]. Reduction in

disease activity and flare rate and steroid-sparing effects

were demonstrated in most of these open-label, con-

trolled studies and in a case series [158]. AZA 200 mg

daily was associated with an increased risk of significant

liver dysfunction. There was no increased risk of infection,

even starting at 3�4 mg/kg/day, but subsequent studies

have used 2�2.5 mg/kg/day.

A prospective longitudinal open-label study [154] invol-

ving 17 SLE patients showed that AZA reduced lupus ac-

tivity and anti-dsDNA antibody levels. Subsequently, in a

retrospective study [155] with 61 SLE patients, suppres-

sion of anti-dsDNA antibodies by AZA (2 mg/kg/day) and

low-dose prednisolone (7�12 mg/day) was associated

with efficacy and better long-term outcome. However,

the presence of renal disease, persistence of anti-

dsDNA antibodies for at least 1 year after the beginning

of treatment and reduction in AZA dosage to below 2 mg/

kg/day predicted flares and was associated with a higher

rate of lupus-related death.

An open-label, multicentre, RCT study of 89 SLE pa-

tients requiring 15 mg or more of prednisolone compared

AZA (mean dose 2.1 mg/kg/day) with ciclosporin (mean

dose 2.2 mg/kg/day) for its steroid-sparing properties

[152]. The absolute mean change in prednisolone dose

at 12 months, adjusted for baseline prednisolone dose,

was not significantly different: 9.0 mg for ciclosporin

(95% CI: 7.2, 10.8) and 10.7 mg for AZA (95% CI: 8.8,

12.7). There was no difference between groups in

change in disease activity or number of flares, develop-

ment of new damage, change in quality of life or numbers

of patients discontinuing study drugs due to adverse

events or lack of efficacy [152]. The conclusion was that

both drugs can be used in lupus for their steroid-sparing

properties, with appropriate monitoring.

AZA is usually well tolerated [332]. The main adverse

events are nausea and vomiting, diarrhoea, flu-like illness

with fever, rash, leucopenia and hepatotoxicity [156, 157,

332�334]. Side effects can occur soon after starting AZA

and may require drug withdrawal [156, 335]. Hepatic

veno-occlusive disease is a rare adverse event, but auto-

immune hepatitis can improve on AZA, so this is not a

contra-indication to its use [157]. AZA is not excreted by

the kidney, and it can be used in patients with renal im-

pairment. Managing patients with lupus-related leuco-

penia with AZA can be difficult [332, 336]. The enzyme

thiopurine S-methyltransferase (TPMT) catalyses the in-

activation of AZA. It is worth testing patients for TPMT

[334] before starting AZA, as the very low level phenotype

(homozygous deficiency that occurs in 0.3% Caucasians)

is associated with potentially life-threatening bone marrow

toxicity; otherwise, weekly full blood counts are required

as the dose is increased over several weeks [337, 338].

Those patients with intermediate TPMT levels due to a

heterozygous state have an increased risk of leucopenia

as well, and such testing does not remove the need for

monitoring the effects of the drug on the full blood count

[156, 332] and liver function according to national or local

guidelines [337, 338].

AZA does not cause infertility and has not been found to

be teratogenic in clinical practice, despite theoretical con-

cerns [339, 340]; thus, it can be used in women planning

conception and is compatible with pregnancy and breast-

feeding [24, 98, 239]. It may reduce the response to some

immunizations [341�344], but this is not a contra-indica-

tion to immunization except with live viruses [74, 292].

There is no evidence that AZA increases the risk of ma-

lignancy in lupus patients [301, 345], but it may increase

the risk of cervical dysplasia [346].

Conclusions

Although the data for AZA in non-renal lupus are much

weaker than the data supporting its use in LN (see

below), there are four open-label RCTs, three prospective

cohort studies, two retrospective cohort studies and one

case series supporting the use of AZA for non-renal lupus:

overall LOE 2+, GOR C.

MMF for moderate lupus (non-renal disease)

Summary

There are increasing data showing that MMF in combin-

ation with CSs reduces moderate and severe lupus dis-

ease activity, reduces renal and non-renal flares, is

associated with CS-sparing properties and is tolerated

well (see Tables 2 and 7 for suggested treatment strate-

gies). However, there are no placebo-controlled double-

blind RCTs specifically designed to assess the use of

MMF in non-renal lupus. It is teratogenic and is contra-
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indicated in women trying to conceive, or who are preg-

nant or breast-feeding.

Evidence

The first systematic review of MMF (2�3 g daily) in non-

renal lupus was published by Mok in 2007 [170] and re-

viewed 20 papers in terms of the response of specific

clinical features (up to 2006) and steroid-sparing proper-

ties. This systematic review included patients mostly re-

fractory to other therapies who were treated with MMF in

uncontrolled studies for arthritis, renal, haematological

and cutaneous manifestations, and a few with neuropsy-

chiatric manifestations, and also covered the use of

MMF in prevention of flare in a small prospective study

of patients with rising anti-dsDNA antibody levels

[162�164, 347].

A later systematic review [133] with a literature search

up to end of October 2011 provided further evidence that

MMF treatment is associated with reductions in disease

activity, flare rate and prednisone dose and included data

from five cohort studies [162�166] and from the Aspreva

Lupus Management Study (ALMS) trial in LN that specif-

ically reported on non-renal lupus manifestations (see

below) [159]. Further supporting evidence for MMF

comes from a small case series [169] and a study [348]

showing that mycophenolic acid (MPA) levels vary be-

tween patients and that higher trough levels were asso-

ciated with less risk of disease flare. MPA levels were

more closely associated with efficacy and safety than

the dose of MMF. This test is available in some hospitals,

but the target trough level of 3.5�4.5 mg/l was recom-

mended to be tested in a controlled trial before being

widely applied.

The beneficial effects of MMF on non-renal disease ac-

tivity [159] were demonstrated in a 6-month open-label

RCT (ALMS) that compared oral MMF (target dose 3 g/

day, median exposure 2.6 g/day) with pulses of i.v. CYC

(0.5�1.0 g/month) as induction treatment for biopsy-

proven LN [349]. All patients received prednisone starting

at 60 mg/day that was tapered to 10 mg/day. There was

induction of remission in >80% of patients treated with

MMF for active disease at baseline in mucocutaneous,

musculoskeletal, cardiorespiratory and vasculitis systems

in addition to renal response in 56% (the primary end

point) [349]. There were no flares in the patients on

MMF, and complement levels and titres of anti-dsDNA

antibodies normalized. Very similar renal and non-renal

responses were seen in those given CYC [159].

However, more Black and Hispanic patients responded

to MMF than i.v. CYC, and further trials are required to

assess the role of race, ethnicity and geographical region

on treatment response [350].

In the maintenance phase of ALMS [160], 227 patients

from the 6-month induction study who met the renal clin-

ical response criteria were randomized again to MMF (2 g/

day) or AZA (2 mg/kg/day) in a 36-month, double-blind,

double-dummy, phase III RCT [160]. Prednisolone

410 mg/day or its equivalent was allowed and was

taken by 90% of the MMF group (n = 116) and 87% of

the AZA group (n = 111). Secondary end points included

an analysis of non-renal severe flare. Severe non-renal

flare rates did not differ between groups: 6.9% for the

MMF group and 6.3% for the AZA group. There were no

significant differences in the changes in anti-dsDNA anti-

bodies or complement levels between groups. However,

MMF was superior to AZA in various renal parameters

related to maintaining a renal response and in preventing

renal relapse in these LN patients, irrespective of which

induction treatment had led to their initial response, race

and geographical region [160]. Adverse events were

common in both groups (>95%) (mostly minor infections

and gastrointestinal disorders). Serious adverse events

occurred in 24% of the MMF group and 33% of the AZA

group (P = 0.11). The rate of withdrawal due to adverse

events was lower with MMF than AZA (25% vs 40%,

P = 0.02).

Another randomized open-label controlled trial [161], in

Caucasians predominantly, compared MMF (mean 2 g/

day) and AZA (mean 124 mg/day) for maintenance therapy

over 36 months, starting at week 12 after induction with a

short course of i.v. CYC (6 � 500 mg over 10 weeks) for

the management of biopsy-proven proliferative LN. All pa-

tients initially received three i.v. pulses of MP and were

tapered from 0.5 mg/kg/day prednisone down to 5 mg/day

at week 52 and then tapered further and stopped if pos-

sible. Both regimens were well tolerated, and there was

comparable improvement in renal end points and non-

renal parameters, including disease activity indices and

C3 levels in both groups. There were less renal flares

and less haematological adverse events with MMF than

AZA (though this was not statistically significant in this

study).

Since the systematic review [133], further studies re-

porting reduction in disease activity included a retrospect-

ive review of patients treated with MMF that found a

significant reduction in mean weekly steroid dosage

(from about 12.5 to 3 mg/day prednisone) [167]. A sin-

gle-centre retrospective cohort study [168] involving 135

patients with SLE (50% with renal disease) and 43 pa-

tients with systemic vasculitis treated with MMF reported

good responses in 46% of patients, and the mean pred-

nisolone dosage was significantly reduced from 22 to

8 mg/day at 12 months. These and other studies have

shown that adverse events occur in up to 44% of patients

over 5 years: mostly mild gastrointestinal intolerance and

infections, with leucopenia and hospitalization rare. In one

study most patients tolerated the drug well, with 73% of

patients on the drug at 12 months, and there was no re-

lationship between adverse events and dose (250 mg to

3 g daily) [351]. However, there have been increasing re-

ports of teratogenicity, and it should be stopped at least

6 weeks before a planned pregnancy, and MMF should

not be taken by women who are pregnant or breast-

feeding [239].

Yahya et al. [172] reported on a small open-label pro-

spective study of 14 non-renal lupus patients randomized

to mycophenolate sodium (MS) or standard care and

showed that MS treatment was safe and was associated

with reduced disease activity. A randomized open-label
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trial [171] of 40 patients with primary systemic vasculitis or

SLE compared MMF (2000 mg/day) and enteric-coated

MS (1440 mg/day). The composite primary end point

was treatment failure and/or drug intolerance over

12 months. MS was anticipated to be tolerated better,

but no difference in tolerance was observed. Although

MS was associated with slightly better efficacy, this may

have been due to imbalance in factors affecting remission

and relapse, despite randomization with minimization.

This study did not support the use of MS as a better

tolerated and efficacious alternative to MMF for routine

use, but MS could be considered in patients with gastroin-

testinal side effects from MMF.

Conclusions

The evidence that MMF reduces disease activity, lupus

flare and has steroid-sparing properties in non-renal

lupus comes from two systematic reviews, three open-

label RCTs in LN and seven cohort studies: LOE 2 ++,

GOR B. MPA/sodium (MS) may be considered in patients

intolerant of MMF based on two studies (LOE three, GOR

D).

Ciclosporin and tacrolimus for moderate lupus (non-
renal disease)

Summary

Ciclosporin and tacrolimus do not cause myelosuppres-

sion and have the ability to reduce moderate disease ac-

tivity (Tables 2 and 7). There is more evidence for

ciclosporin in non-renal lupus, and it has been particularly

helpful in the treatment of cytopenias, where there is likely

to be difficulty distinguishing cytopenias due to lupus from

cytopenias due to drugs such as AZA, MTX and MMF.

Both ciclosporin and tacrolimus can be used (at the

lowest possible dose) in women planning pregnancy,

and in those who are pregnant or breast-feeding [239].

Evidence

There are two open-label RCTs [152, 173] and eight non-

renal cohort studies supporting the use of ciclosporin at

doses of 42.5 mg/kg/day in patients with normal renal

function, although a systematic review [133] that included

details of two open-label RCTs and a brief summary of six

of the cohort studies reported that there was not much

evidence supporting the use of ciclosporin in lupus be-

cause there were no double-blind, placebo-controlled

RCTs.

Nevertheless, the open-label RCTs suggested that

ciclosporin reduced disease activity as well as AZA did

[152] and better than CSs alone [173], and that ciclosporin

treatment was associated with significant CS-sparing

properties in both RCTs, equivalent to that of AZA in

one trial [152] as reported previously by the cohort stu-

dies. These included two prospective cohort studies [174,

175] that showed significant reduction in disease activity

at 6 months, with most benefit in patients with renal and/or

haematological manifestations, and response maintained

to 24 months in one study [175]. Three retrospective

studies [176�178] reported a reduction in disease activity

and/or flares (particularly haematological manifestations

such as thrombocytopenia), and significant steroid-spar-

ing properties were reported in two of these studies [175,

177].

In the first of two additional studies not mentioned in the

systematic review, ciclosporin was shown to treat

thrombocytopenia in six patients [179], three of whom

were able to stop CSs. In the second study [180], a retro-

spective cohort study, ciclosporin was used to manage 40

refractory lupus patients, including 11 patients with neuro-

logical conditions and 7 with overlap syndromes, as well

as 18 with LN. The study showed reduction in disease

activity and only mild transient adverse events not requir-

ing discontinuation.

Adverse events were the focus of another study [181]

with doses up to 5 mg/kg/day, so it was not surprising that

adverse events were reported in 63%, but these led to

discontinuation in only 16% and were reversible within

3 months of stopping the drug, consistent with many

other reports. Ciclosporin treatment can cause hypertri-

chosis, gum hypertrophy, hypertension, paresthesiae,

tremor, gastrointestinal symptoms and impaired renal

function, especially at higher doses (>3 mg/kg/day). It is

best used at lower doses (42.5 mg/kg/day) as that is

more tolerable and rarely causes permanent nephrotox-

icity if carefully monitored. In the open-label RCT [152],

there were no unexpected adverse events, and with ap-

propriate monitoring of renal function and blood pressure,

it was not discontinued due to adverse events or ineffi-

cacy more often than AZA.

There are two reports of tacrolimus in non-renal lupus

and they were included in the systematic review [133].

The first was a small retrospective cohort study [182] with

10 non-renal patients showing significant reductions in

SLEDAI and prednisolone over 1 year on 1�3 mg daily.

The second was an open-label prospective study [183]

with 21 mostly non-renal patients showing reduction in

SLEDAI score over 6 months and no serious side effects,

but 29% withdrew due to inefficacy and 10% due to ad-

verse events.

Conclusions

Overall, the LOE for ciclosporin in non-renal lupus from

two open-label RCTs, eight non-renal cohort studies and

one systematic review is 2+ and GOR is C.

The LOE for tacrolimus from two studies in non-renal

lupus and one systematic review is three and GOR is D.

LEF in moderate lupus

Summary

The systematic review [133] and our search found little evi-

dence for efficacy and safety of LEF in lupus patients, with

only two small studies in the literature. This drug can be

considered in patients refractory to, not suitable for or in-

tolerant of MTX, AZA, MMF and calcineurin inhibitors, for

whom CYC, rituximab and belimumab are not suitable or

not available. It is not suitable for women considering preg-

nancy, and a cholestyramine washout is required if preg-

nancy is desired or occurs while it is being taken [239].
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Evidence

There was a randomized, double-blind, placebo-

controlled trial in moderate SLE patients, with only six

patients in each group [184]. A significant reduction in

SLEDAI and prednisone occurred in both groups over

24 weeks. The LEF group showed significantly greater

mean reduction in SLEDAI score, but there was no differ-

ence in steroid reduction between the groups. Side

effects included transiently abnormal alanine aminotrans-

ferase (ALT), leucopenia and hypertension. There was a

retrospective analysis of 18 patients who received LEF

[185], but 4 patients withdrew (3 due to adverse events,

including 1 with rash), and only 9/14 achieved lower

SLEDAI scores after 2�3 months of therapy.

Conclusions

Overall the LOE for LEF for reducing non-renal lupus dis-

ease activity from two studies is three and the GOR is D.

Caution is advised about its use in those with pre-existing

subacute cutaneous lupus, as this may worsen as

observed in other non-lupus studies.

Rituximab for refractory moderate lupus

Summary

Rituximab can be prescribed and reimbursed in the UK

currently according to the NHS England 2013 Interim

Clinical Commissioning Policy Statement for rituximab in

adult SLE patients [267] who have two or more systems

with BILAG B scores; or have severe BILAG A level dis-

ease activity, using the BILAG-2004 index [268, 269]; or

have a SLEDAI-2 K score [270] >6 if they have failed two

or more immunosuppressive agents (due to inefficacy or

intolerance), at least one of which must be MMF or CYC;

or need unacceptably high doses of steroids to achieve

lower level of disease activity.

The patients must be managed in conjunction with a

specialist centre for lupus and be entered in to the

BILAG Biologics Register for standardized reporting of

outcome (see Fig. 1 flowchart for eligibility and response

criteria). This is essential for providing more open-label

data in a prospective study with control patients treated

with other immunosuppressive therapies, given the failure

of the international double-blind, placebo-controlled lupus

trials to meet their primary end points, as discussed below

(EXPLORER for active non-renal disease [190, 191] and

LUNAR for LN [352]). This policy was agreed as a result of

the increasing published evidence supporting the efficacy

of rituximab in refractory lupus patients, who are likely to

differ from those recruited to trials where there was no

requirement to have failed conventional therapy.

Pregnancy should be avoided for at least 6 months after

exposure to rituximab [239].

Evidence

The current evidence supporting the efficacy and safety of

rituximab in non-renal lupus was most recently reported in

a systematic review [200] in 2014 by Cobo-Ibanez with

a literature search up to June 2013. This included the

non-renal RCT EXPLORER [190] and its exploratory ana-

lysis [191], 2 open-label phase I/II trials [192, 193] and 22

cohort studies which analysed 1231 patients in total [200].

The 2 open-label trials [192, 193] and 5 of the cohort

studies had been discussed in a previous systematic

review summarizing off-label use in 188 cases (including

non-renal and renal patients in 9 cohort studies and 26

case series/reports published up to December 2007)

[202].

The non-renal patients discussed in the systematic

review by Cobo-Ibáñez et al. [200] were heterogeneous,

but in general had active lupus disease unresponsive to

steroids and/or immunosuppressants prior to treatment

with rituximab. Treatment with rituximab was associated

with a reduction in global disease activity over

3�9 months, with 64�91% achieving response, including

patients with a reduction in complement and anti-dsDNA

antibody levels, arthritis and thrombocytopenia. Evidence

for a steroid-sparing effect was based on the 2 open-label

trials and 10 of the cohort studies [200]. There were few

significant adverse events in the RCT, 2 open-label stu-

dies and 20 cohort studies [200]. Relapses/flares did

occur at variable times (3.7�18 months), although in the

RCT there were numerically fewer severe BILAG A flares

and longer time to these flares in the rituximab group

compared with the placebo group, and this almost

achieved statistical significance (hazard ratio = 0.61, P =

0.052) [191]. Better clinical response after a second

course was observed in 2 of the cohorts that studied

retreatment [200], and a further report supported this ob-

servation and that steroid reduction occurred after each of

two courses of rituximab [199]. The evidence for rituximab

treating mucocutaneous involvement was deemed weak

[200], and this may be explained by a recent report [353]

specifically addressing 26 SLE patients with various sub-

types of lupus rash, which observed that acute lupus rash

responded whereas chronic cutaneous lupus (such as dis-

coid rash) did not respond to rituximab and that new le-

sions with typical histology may appear despite confirmed

B cell depletion.

Rituximab treatment early in the course of lupus dis-

ease, followed by AZA, was tried by Ezeonyeji et al.

[194] specifically for its steroid-sparing effect in a pilot

study with 8 SLE patients whose results were compared

with 23 matched historical control patients treated con-

ventionally [194]. Reduction in disease activity, a fall in

anti-dsDNA antibodies and complement, and significant

lower cumulative prednisolone at 6 months compared

with controls was observed. There is also an open-label

LN study suggesting that early rituximab with i.v. MP fol-

lowed by MMF may avoid the use of oral CSs, and this

regimen is currently being tested in a controlled

randomized RCT called RITUXILUP [354].

The Duxbury systematic review and meta-analysis [201]

reported response rates for various disease activity meas-

ures for patients in the open-label studies of refractory

lupus treated with rituximab also reviewed by Cobo-

Ibáñez et al. [200]. The Duxbury review and meta-analysis
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did include a section on LN (not discussed here) and

included a few non-renal studies not in the Cobo-Ibáñez

review, although the latter also included a few not in the

Duxbury review. The BILAG index was used in 188 pa-

tients treated with rituximab in 8 open-label studies (3

prospective, 4 retrospective and 1 small case�control)

[201]. The pooled global response in seven of these stu-

dies was 83%. The complete response rate was 47% and

the partial response rate was 38% in six studies. A sig-

nificant reduction in anti-dsDNA antibodies was observed

in 6 of the 8 studies and a significant rise in complement

was observed in 5 of 6 studies. Various versions of the

SLEDAI were used in 513 patients treated with rituximab

in 12 open-label studies: 5 prospective, 6 retrospective

and 1 open-label randomized trial, only 1 of which also

analysed BILAG response. With SLEDAI the global re-

sponse was 77% in 11 studies. In 6 studies the complete

response rate was 57% and the partial response rate was

31%. Anti-dsDNA levels fell in 3 of 3 studies and comple-

ment rose in 2 of 3 studies [201].

Publications from cohorts in Germany [195], Italy [196]

and Japan [197] have confirmed similar levels of efficacy

with various disease activity measures and provided

further safety data in another 264 patients. Long-term

follow-up of 98 SLE patients treated with rituximab over

a 12-year period has shown in a retrospective analysis

that the group with longer duration of depletion

(512 months) was associated with a better response

(greater decrease in BILAG score at 6 and 12 months)

than those with shorter period of B cell depletion [198].

The results of these open-label studies are much better

than the response rates observed in the EXPLORER RCT

(for rituximab vs placebo: complete 12% vs 16%, partial

17% vs 13%) [190]. However, EXPLORER used more strin-

gent BILAG response criteria than used in any other study

[201], but did observe a reduced rate and time to severe

BILAG A flare [191]. High-dose CSs and background im-

munosuppression were used in both arms of the

EXPLORER trial and may have reduced the ability to dis-

criminate benefit from rituximab [201]. Patients on MTX as

the background immunosuppressant derived more benefit

from rituximab in a post hoc analysis than those in the pla-

cebo group [190], and in contrast to those on background

AZA or MMF [190]. Patients of Afro-American or Hispanic

origin were also shown to benefit from rituximab in the RCT,

in contrast to Caucasians [190].

However, two case series reports have suggested that

repeat courses of rituximab may increase the risk of hypo-

gammaglobulinaemia and infection [199, 293]. Progressive

multifocal leukoencephalopathy (PML) has been reported in

17 SLE patients, of whom 5 had been treated with rituxi-

mab. It seems likely that immunosuppression, however it is

achieved, is the key factor in the development of PML.

Lupus patients may be at increased risk of developing

PML compared with other rheumatic diseases [355]. The

risk of rituximab causing PML in rheumatic diseases,

including RA and SLE, has been estimated at 5/100 000,

which is less than the risk observed with some other im-

munosuppressants in other diseases [356].

Conclusions

There is now considerable evidence for the ability of ritux-

imab to reduce disease activity in refractory non-renal

SLE of moderate and severe severity, albeit mostly from

cohort studies. There have been relatively few concerns in

the individual reports and systematic reviews about ad-

verse events, including infections, in lupus patients on

rituximab. There is increasing evidence that rituximab

has steroid-sparing properties, but further evidence for

its use early in the disease course is needed. Overall,

the LOE for rituximab from 3 systematic reviews (including

a meta-analysis and 30 studies, including 1 RCT and 3

open-label trials for reducing disease activity and for ster-

oid-sparing properties) is 2+ and the GOR is C.

Belimumab for refractory moderate lupus

Summary

There have been two large phase III RCTs [203, 204]

investigating the use of belimumab in moderate�severe

seropositive lupus (mostly musculoskeletal and cutaneous

disease; as severe active renal and NPSLE disease were

exclusions). All patients received steroids, HCQ and/or

immunosuppressive drugs, with specific criteria for

dosing changes allowed or contra-indicated in the proto-

col. Both trials showed a significantly increased propor-

tion of responders to belimumab at a 10 mg/kg dose in

addition to standard care. A variety of secondary end

points were met, and there were no significant differences

in adverse events, leading to the drug being approved and

licensed by the US Food and Drug Administration and the

European Medicines Agency. NICE guidance for use of

belimumab in active autoantibody-positive SLE in adults

has been published [324] and is summarized in Fig. 1.

Patients must have positive anti-dsDNA antibodies, low

complement and a SELENA-SLEDAI score 510 despite

standard therapy. Patients should be recruited to the

BILAG Biologics Register so that outcomes can be re-

corded, and treatment with belimumab should not be

continued for >24 weeks unless the SELENA-SLEDAI

score has improved by 4 points or more. Pregnancy

should not occur while on belimumab, but first trimester

exposure is unlikely to be harmful [239].

Evidence

In the BLISS52 trial [203], at week 52 the response rate

with placebo was 44%, with belimumab 1 mg/kg it was

51% (P = 0.013) and with 10 mg/kg it was 58% (P = 0.001).

In the BLISS76 trial [204], the placebo response rate at

week 52 was 34%, with belimumab 1 mg/kg it was 41%

(P = 0.089) and with 10 mg/kg it was 43% (P = 0.017). The

response rates at week 76 were a little lower in all groups.

A meta-analysis of the response at 52 weeks in the phase

II trial of belimumab [205] as well as BLISS 52 and BLISS

76 trials showed benefit for belimumab, with an odds ratio

of 1.63 (95% CI: 1.27, 2.09) [209]. Safety data from the

phase II trial and its open-label extension have not shown

any significant concerns and continued benefit for up to

7 years [207, 208]. The most common side effects have

been upper respiratory tract and urinary tract infections,
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arthralgia, headaches, fatigue and nausea. Serious infu-

sion reactions and infections have been rare [207, 208].

There have been two case reports of progressive multi-

focal leukoencephalopathy [357, 358], but there is no evi-

dence that belimumab increases the risk more than other

immunosuppressive regimens in SLE patients [356].

Further post hoc analyses [359, 360] on the pooled

datasets from BLISS 52 and BLISS 76 trials have demon-

strated that belimumab therapy was associated with sig-

nificantly more patients showing improvements than with

placebo in the most commonly affected musculoskeletal

and mucocutaneous systems, and more immunological

abnormalities normalized than with placebo [359].

Improvement was reported less consistently in other sys-

tems that were less often affected [359]. There was less

worsening in haematological, immunological and renal

parameters in those patients on belimumab than in

those on placebo [359], but as with improvement, effects

were not always dose related. Serological improvements

(reduction in anti-dsDNA antibodies and increase in C3/

C4 levels, without reduction in memory T or B cell num-

bers or levels of anti-pneumococcal or anti-tetanus toxoid

antibodies) have been reported [361]. This is consistent

with the low rate of serious infections in the long-term

open-label study of belimumab [207, 208].

Another pooled analysis of BLISS 52 and BLISS 76 trials

identified that belimumab had most therapeutic benefit

compared with standard therapy alone in patients with

higher disease activity (SELENA-SLEDAI 510), positive

anti-dsDNA antibodies, low complement, or CS treatment

at baseline [206]. Week 52 response rates in the low com-

plement/anti-dsDNA�positive subgroup were 32% for pla-

cebo, 42% for belimumab 1 mg/kg (P = 0.002) and 52%

for belimumab 10 mg/kg groups (P< 0.001). For the

SELENA-SLEDAI510 subgroup, the response rates

were 44%, 58% (P< 0.001) and 63% (P< 0.001), re-

spectively. Belimumab was also shown to reduce severe

flares and CS use and to improve health-related quality of

life most in these more severe subgroups [206]. These

analyses contributed to the decision by the European

Medicines Agency to limit the market authorization for

belimumab (Benlysta) to add-on therapy in adult patients

with active autoantibody-positive SLE with a high degree

of disease activity (e.g. positive anti-dsDNA and low com-

plement) despite standard therapy [362].

Conclusions

Treatment with belimumab in addition to standard therapy

in autoantibody-positive SLE patients was associated with

some improvements in clinical, laboratory and patient-re-

ported outcome measures (compared with placebo in add-

ition to standard therapy) and had a low risk of serious side

effects. Based on the results of the two RCTs and the post

hoc analyses, belimumab is considered by NICE to be

cost-effective in the UK only for patients who meet the

specific criteria [324] (see summary above and Fig. 1), so

availability is limited. The drug is being used in other coun-

tries, particularly in the USA, where the licence covers pa-

tients with moderate disease activity and only specifies that

patients must have active, autoantibody-positive lupus and

be receiving standard therapy (such as CSs, antimalarials,

immunosuppressives and NSAIDs) [363]. Overall, the LOE

for belimumab in non-renal lupus from a meta-analysis, one

phase II study, two phase III RCTs, their open-label exten-

sion study and post hoc analyses combining the data from

the two RCTs is 1+ and the GOR is B.

Recommendations for the management
of severe SLE

(i) Patients who present with severe SLE, including

renal and NP manifestations, need thorough inves-

tigation to exclude other aetiologies, including in-

fection (4/D). Treatment is dependent on the

underlying aetiology (inflammatory and/or throm-

botic), and patients should be treated accordingly

with immunosuppression and/or anticoagulation, re-

spectively (4/D) (SOA 98%).

(ii) Immunosuppressive regimens for severe active SLE

involve i.v. MP (2+/C) or high-dose oral prednisol-

one (up to 1 mg/kg/day) (4/D) to induce remission,

either on their own or more often as part of a treat-

ment protocol with another immunosuppressive

drug (4/D) (SOA 98%).

(iii) MMF or CYC are used for most cases of LN and for re-

fractory, severe non-renal disease (2 ++/B) (SOA 98%).

(iv) Biologic therapies belimumab (1+/B) or rituximab

(2+/C) may be considered, on a case-by-case

basis, where patients have failed to respond to

other immunosuppressive drugs, due to inefficacy

or intolerance (SOA 98%).

(v) IVIG (2�/D) and plasmapheresis (3/D) may be con-

sidered in patients with refractory cytopaenias,

thrombotic thrombocytopaenic purpura (TTP) (1+/

B), rapidly deteriorating acute confusional state

and the catastrophic variant of APS (SOA 93%).

Rationale

Overview of the management of severe lupus

Patients who have serious manifestations with organ- or

life-threatening disease require treatment with intensive

immunosuppression followed by a prolonged period of

less aggressive maintenance therapy to prevent relapse

(summarized with suggested dosing regimens in Table 7).

In some cases there may be a thrombotic component to

the clinical features that requires anticoagulation, for ex-

ample in patients with APS as well as lupus. There is most

evidence for the management of LN, less for neuropsychi-

atric disease and very little for other organ-specific

manifestations.

The authors of this guideline have not reviewed the evi-

dence for the management of LN as they suggest that the

EULAR/ERA-EDTA recommendations for the manage-

ment of adult and paediatric LN [24] are followed. The

main recommendations and SOAs with them are shown

in Table 3. Further details about these recommendations

and the evidence for them have been published [24].
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For the management of severe non-renal SLE, the evi-

dence for treatment with high-dose CSs, AZA, CYC, MMF,

rituximab, IVIG and plasma exchange (plasmapheresis) is

discussed below. The evidence for use of belimumab and

of the calcineurin inhibitors ciclosporin and tacrolimus,

particularly for cytopenias due to lupus, has already

been reviewed above. Suggested initial target dosing regi-

mens and lower maintenance regimens to prevent flares

once patients are stable are shown in Table 7. The actual

regimen used for individual patients will depend on the

clinical picture and the treatment history. Patients with

refractory disease, especially those being considered for

belimumab and rituximab, should be discussed with and/

or seen by a specialist lupus centre (see Fig. 1 flowchart

for eligibility and response criteria). It is important to

review the response regularly and to increase the dose

and/or change the treatment if patients fail to respond.

CSs for severe SLE

Summary

The emphasis in the last 10 years has been on finding

steroid-sparing regimens to treat severe lupus, using

other immunosuppressants in conjunction with CSs

(either orally, intravenously or both), to induce and main-

tain response with the least risk of adverse events, par-

ticularly infection. In general, there is an increasing

tendency to use oral prednisolone at a dose of 0.5 mg/

kg/day with i.v. MP pulses (3 � 500�750 mg) rather than

higher doses of i.v. MP pulses and/or higher dose of oral

prednisolone (e.g. 0.75�1 mg/kg/day) as done in the past

for all severe manifestations of lupus.

Evidence

I.v. MP pulses as an alternative to, or in addition to, high-

dose oral prednisolone was first reported as a treatment

for LN [24, 325, 326]. I.v. MP pulses were introduced for

the management of non-renal lupus in the early 1980s

[147]. An open-label cohort study [146] and an open-

label trial [145] using i.v. MP pulses followed by alternate

day oral CSs found that pulse therapy led to rapid im-

provement in clinical symptoms and anti-dsDNA and C3

levels, but that an alternate day oral regimen was asso-

ciated with relapses. A small double-blind, placebo-

controlled RCT with mostly non-renal SLE patients [144]

found that 3 i.v. MP pulses resulted in faster and more

complete improvement in the first 2 weeks in 12 patients

with SLE, but there was no significant difference in effi-

cacy or safety parameters at 4 weeks or 6 months com-

pared with the placebo group; however, all patients

received 40�60 mg of oral prednisolone daily [144].

A double-blind RCT [143] comparing three daily i.v. MP

pulses of either 1000 or 100 mg in 21 patients with SLE

causing fever, cardiorespiratory, renal or NP manifest-

ations (with individualized outcomes based on entry mani-

festations) suggested no difference in efficacy between

the regimens. A retrospective study compared low-dose

i.v. MP pulses (41500 mg over 3 days) with high-dose

pulses (3�5 g over 3�5 days) for the treatment of severe

flares [148]. This study suggested that the lower dose was

sufficient and safer for controlling SLE flares than the high-

dose regimen, which was associated with an increased

number of infections [148].

Conclusions

There is limited evidence for any particular CS regimen for

specific manifestations of severe non-renal lupus. Overall

the LOE for i.v. MP pulses and oral prednisolone in non-

renal severe lupus is 2+ and the GOR is C.

AZA in severe SLE

Summary

AZA (2�3 mg/kg/day) is sometimes used as first-line ther-

apy with CSs in severe non-renal lupus (see Table 7),

based on the evidence discussed in the section on the

use of AZA for the management of moderate lupus. It is

most often used in women planning pregnancy or preg-

nant, as it is much safer in pregnancy than CYC or MMF,

which are contra-indicated in such situations [239].

Evidence

There was only one open-label controlled trial, with 24

patients with severe (life-threatening) multisystem mani-

festations of lupus [151], which showed no definite benefit

from the addition of AZA compared with 40�60 mg pred-

nisone alone for 6 months, before tapering over the next

18 months, although there was some steroid-sparing

benefits seen at 12 months. It has been used as primary

treatment at a dose of 2 mg/kg/day as an alternative to

MMF or CYC in low-risk renal patients without adverse

prognostic factors and when these drugs are contra-indi-

cated, not tolerated or unavailable [24].

AZA has been used more often as maintenance ther-

apy after a course of CYC for severe lupus, based on the

evidence from studies undertaken in patients with LN

[24, 25]. The rate of major extra-renal flares in the main-

tenance phase of the Aspreva Lupus Management Study

(ALMS) study was low in the AZA group at 6.3% (7/111)

and similar to the frequency of 6.9% (8/116) in the MMF

group [160]. There is some evidence that AZA may be

less effective at preventing renal flare in patients in this

LN study than MMF, as discussed in the section on MMF

[160]. However in a predominantly Caucasian LN popu-

lation, in the MAINTAIN study, no difference in number or

time of severe systemic flares in the AZA group (4/43)

compared with the MMF group (3/53) was observed

[161]. There are no trials or controlled studies addressing

AZA as a primary treatment for neuropsychiatric lupus or

any other specific serious non-renal manifestations of

lupus, but it has been used after CYC for the treatment

and prevention of recurrence of lupus psychosis in 13

patients [328].

The systematic review of non-biologic immunosuppres-

sants in non-renal SLE by Pego-Reigosa et al. [133] only

considered the unblinded RCT (showing no benefit) from

1975 [151] and a cohort study (showing a reduced rate of

flare [155] in patients on AZA) and concluded that there

was little evidence to support the use of AZA in non-renal

lupus.
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Conclusions

Overall, the LOE for AZA in non-renal severe lupus is 2+

and the GOR is C.

CYC in severe SLE including LN and neuropsychiatric
lupus

Summary

CYC, although not licensed for lupus, has been used for

the treatment of severe lupus, particularly LN and organ-

or life-threatening non-renal disease, since the late 1960s,

with the first open-label trial in LN reported in 1971 [364].

Oral CYC is associated with an increased risk of bladder

cancer and has been replaced by i.v. CYC pulses in the

management of severe lupus. There is most experience

with i.v. CYC pulses in LN and NPSLE (Tables 3 and 7).

CYC is teratogenic and is contra-indicated in women

trying to conceive, or who are pregnant or breast-feeding.

It is gonadotoxic and can cause infertility, and men should

not father children while on CYC [239].

Evidence

The first controlled trial comparing prednisone with CYC in

LN, non-renal lupus and PM was reported in 1973 [365],

and a similar design was used to compare oral CYC and

AZA in lupus not responsive to 15 mg prednisolone [366],

but numbers were small and the aim of matching individ-

ual patients and comparing their outcomes was unsuc-

cessful. Since then, studies have used different trial

designs and evidence supporting the use of various

doses of oral and later i.v. pulse CYC regimens to

reduce disease activity and prednisolone dosage and to

improve outcomes in patients with LN and non-renal lupus

have been reported. The best-known regimens are based

on the National Institutes for Health i.v. CYC protocol

(monthly i.v. CYC at 500�1000 mg/m2 body surface area

for 6 months, followed by 3 monthly i.v. CYC for 2 years)

[367] and the Euro-Lupus protocol, which uses lower

doses (500 mg fixed dose i.v. CYC 2-weekly for a total

of 6 doses, followed by oral AZA) [368] and appears to

be as effective and safer for LN in Europe than high-dose

regimens [369]. In recent years, the 3-monthly i.v. CYC

maintenance pulses for 2 years in the National Institutes

for Health protocol have been replaced by oral MMF or

AZA [25, 370].

I.v. CYC pulses were the most widely used regimes for

all but the mildest cases of acute proliferative glomerulo-

nephritis until MMF was found to be comparable in effi-

cacy and safer [24, 25]. It should be noted that neither of

these drugs is licensed for the treatment of LN, but both

are supported as appropriate treatment for the manage-

ment of LN in the EULAR/ERA-EDTA recommendations

for the management of adult and paediatric LN [24]

(Table 3) and the ACR guidelines for screening, treatment

and management of LN [25].

Treatment regimens tested in LN have often been

applied to severe non-renal lupus disease as there are

fewer non-renal studies and they include heterogeneous

patient populations. A systematic review [133] evaluated

29 studies, including 4 unblinded RCTs in which 3742

patients with non-renal lupus were treated with a variety

of CYC regimens. There are more data on the efficacy and

safety of using CYC to treat non-renal lupus than of any

other drug treatment; however, there are fewer high-qual-

ity studies than for LN, and diverse end points have been

used, making it hard to compare the studies.

Data from the ALMS RCT comparing i.v. CYC

(0.5�1.0 g/m2 monthly � 6) and MMF (target 3.0 g/day)

as induction therapy for LN [159] showed that i.v. CYC

therapy was associated with almost 95% response in all

of the non-renal systems, apart from the haematology,

which was confounded by drug-induced cytopenias and

anaemia of uncertain cause. There was no difference in

response between i.v. CYC or MMF in any of the systems

studied, including renal.

Some of the best evidence supports the use of pulse i.v.

CYC in NP lupus, with one small RCT favouring an i.v.

CYC regimen over i.v. MP alone [186]. That trial used

more CSs than we would recommend now and was

based on a previous retrospective cohort study that sug-

gested that i.v. CYC was useful in the management of

NPSLE [371]. The RCT [186] recruited 32 SLE patients

with active severe NP manifestations without thrombosis

(such as seizures, optic neuritis, peripheral or cranial neur-

opathy, coma, brainstem disease or transverse myelitis)

that had developed within the previous 15 days. All of the

patients received oral prednisolone 1mg/kg/day for up to

3 months and then tapered depending on response and

1 g of i.v. MP daily for 3 days. One group received further

1 g of i.v. MP daily for 3 days repeated monthly for 4

months then bimonthly for 6 months and finally 3 monthly

for one year. The other group received i.v. CYC 0.75g/m2

body surface monthly for 12 months then this dose was

repeated every 3 months for another year. The primary

end point was at least 20% improvement from baseline

using clinical, laboratory or specific neurological criteria

and was met in 18/19 (95%) receiving CYC and 6/13

(46%) receiving MP [186]. A Cochrane systematic review

of the treatment of NPSLE [372] calculated a relative risk

of 2.05 (95% CI: 1.13, 3.73) for 20% response at

24 months with CYC therapy, but most patients re-

sponded by 5 months. CYC treatment was also asso-

ciated with greater improvement in other lupus

manifestations, a significant reduction in SLEDAI score

at 6 and 12 months, greater reduction in prednisolone

dosage and more patients completing the protocol com-

pared with the MP group. There was no difference in ad-

verse events, including infections and deaths.

Recruitment to the study was stopped early due to the

higher failure rate of the MP arm. Although the RCT is

not of high quality [372] due to the small number of pa-

tients studied, the heterogeneity of the NP events, the

variable outcome measures used for their assessment,

and potential confounding by variable oral CS dosing, it

is clear that the i.v. MP regimen was not sufficient and that

CYC was better at controlling active NPSLE and prevent-

ing relapse.

Further evidence for the use of CYC in NPSLE comes

from a previous open-label, controlled pilot study on the
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use of low-dose i.v. CYC, with a mean dose of 21 mg/day

oral prednisone in 37 NPSLE patients, compared with oral

prednisone alone in 23 patients (mean dose 21 mg/day)

[187], and a cohort study [373] in which a low-dose regi-

men of i.v. CYC was used in 25 patients with NPSLE with

benefit and a low risk of adverse events. A case series

[328] found that treating 13 patients with lupus psychosis

with oral prednisolone starting at 1 mg/kg/day for 8 weeks

and oral CYC (1�2 mg/kg/day) for 6 months followed by

oral AZA (1�2 mg/kg/day) led to improvement within a

mean of 44 days and only one relapse with psychosis

after 2 years; however, 23% developed other NP features

and 38% had non-NP flares over the mean follow-up of

7 years. Anti-psychotic agents were used in nine patients

for a mean of 6 months. Evidence for CYC and other treat-

ments in neuro-ophthalmic manifestations of lupus have

been reviewed in a systematic review [374], but the data

on treatment is mostly based on case reports and small

case series, for example cases with neuromyelitis optica

treated with or without CYC [374].

In contrast to the studies assessing low-dose regimens,

high-dose CYC has been studied as well in the hope of

achieving better responses in severe lupus. An open-

label, uncontrolled study [375] reported the initial safety

and efficacy of high-dose CYC (50 mg/kg � 4 days) with-

out stem cell transplantation in 14 patients with refractory

moderate to severe SLE despite CSs and at least one

immunosuppressant. A prospective RCT [188] was de-

signed to compare the efficacy and safety of a widely

used standard i.v. CYC regimen (monthly i.v. CYC at

750 mg/m2 body surface area for 6 months, followed by

3 monthly i.v. CYC for 2 years) with this high-dose i.v. CYC

regimen. Entry criteria included moderate-to-severe lupus

with renal (22 patients), neurologic (14 patients) or other

organ system involvement (11 patients). There was no evi-

dence that response differed between the regimens, but

non-responders to monthly i.v. CYC could be rescued

with high-dose i.v. CYC. There was no difference in ser-

ious adverse events, infections, premature ovarian failure

or deaths between the two groups. Leuprolide (a

gonadotropin-releasing hormone analogue) was not

used to protect against ovarian failure [376]. This should

be considered with i.v. CYC moderate- and high-dose

regimens [188], as amenorrhoea and ovarian failure are

dose- and age-related adverse events of CYC [370,

377], but are rare with the European low-dose i.v. CYC

regimen (500 mg 2-weekly for 3 months only) recom-

mended for LN [24].

The remaining data [133] supporting the use of CYC for

other serious non-renal manifestations of lupus are ob-

tained predominantly from a variety of cohort studies,

small case series and case reports, including 5 patients

with systemic lupus vasculitis [378], 11 patients with myo-

carditis [379] and 5 patients with heart failure due to myo-

carditis [380]. There is one open-label RCT comparing i.v.

CYC with enalapril for 6 months in the treatment of pul-

monary hypertension, which showed greater benefit from

CYC but an increased risk of infection and gastrointestinal

side effects [189].

Conclusions

There is considerable evidence supporting the use of i.v.

CYC to reduce disease activity and CS usage in severe

lupus, for both renal and non-renal disease, including

NPSLE. There is no evidence that CYC prevents chronic

damage, and all regimens are teratogenic, but there is less

risk with the Euro-Lupus regimen of adverse events (such

gastrointestinal side effects, alopecia, infection, amenor-

rhoea and infertility due to ovarian failure) than with higher

dose regimens [12, 16, 24, 25, 133, 372]. Overall, the LOE

for the use of CYC in non-renal severe lupus, including

NPSLE, from 1 systematic review including 29 studies

and 1 systematic Cochrane review of NPSLE is 2 ++,

and the GOR is B.

MMF in severe SLE

Summary

There is considerable evidence supporting the use of MMF

in the management of LN, and this has been discussed in

the Joint EULAR/ERA-EDTA recommendations for the

management of adult and paediatric LN [24] (Table 3) and

the ACR guidelines for screening, treatment and manage-

ment of LN [25]. The mean SOA of all of the authors of this

guideline with each of the main EULAR/ERA-EDTA recom-

mendations for the management of LN is shown in Table 3.

There is very little evidence for the use of MMF in NPSLE,

but it is being used to reduce other types of moderate and

severe non-renal lupus disease activity (Table 7), to prevent

flare and for its steroid-sparing properties, as an alternative

to CYC or AZA, especially in cases where inefficacy, drug

intolerance and concerns about toxicity arose. It is not

compatible with conception, pregnancy or breast-feeding

[239].

Evidence

As mentioned in the section on moderate lupus, there is a

systematic review of non-biologic immunosuppressants in

non-renal SLE [133] that summarizes the data from 8

papers (covering 768 patients with moderate/severe

lupus), which assessed the efficacy and safety of MMF

in the treatment of non-renal SLE, including the ALMS

RCT comparing the use of MMF with that of CYC as in-

duction therapy for LN [159], and 7 cohort studies includ-

ing 6 discussed above [162�166, 351] and an abstract that

does not meet the criteria for this guideline.

Conclusions

Overall, the LOE for MMF in non-renal lupus from 2 sys-

tematic reviews, 2 open-label RCTs in LN and 7 cohort

studies is 2 ++, and the GOR is B.

Rituximab in severe SLE

Summary

According to the NHS England Interim Commissioning

Policy Statement for rituximab in SLE [267], rituximab

may be considered in patients with severe or moderate

SLE (BILAG system category A or 52B system scores, or

SLEDAI >6) who fail treatment with MMF or CYC, either

because of lack of effect or due to adverse events,
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providing they have already failed another immunosup-

pressant or it would be contra-indicated, or who require

unacceptably high long-term CS dosing to control their

lupus activity (see Fig. 1 flowchart for eligibility and re-

sponse criteria).

Evidence

Clinical examples of severe lupus are shown in Table 7,

and the evidence for rituximab is summarized in Table 2.

The systematic reviews by Duxbury et al. [201] and Cobo-

Ibáñez et al. [200] provide evidence supporting the use of

rituximab for non-renal severe manifestations of lupus,

such as NP involvement (5 cohort studies [381�385]),

haematological manifestations (6 cohort studies [383,

385�389]) and at least 10 other cohort studies [382, 383,

385, 387, 390�395]). The data for improvement in NPSLE

are still limited and uncontrolled, but showed 73�100%

response in small numbers of patients. There is some evi-

dence for improvement (50�100%) in mostly refractory

lupus patients and idiopathic autoimmune thrombocyto-

penia and haemolytic anaemia. There are some specific

reports on the use of rituximab in neuro-ophthalmological

cases in a systematic review of these conditions [374],

and pooled data from European cohorts [396] on the ef-

fects of rituximab in LN, as mentioned in the EULAR/ERA-

EDTA recommendations for the management of adult and

paediatric LN [24]. There are insufficient data to comment

on other specific severe lupus manifestations at present,

but rituximab is accepted as having steroid-sparing prop-

erties (three open-label studies [192, 193, 199]).

Conclusions

Overall, the LOE for rituximab from 3 systematic reviews

and 30 studies, including 1RCT and 3 open-label trials for

reducing lupus disease activity and for steroid-sparing

properties, is 2+, and the GOR is C.

IVIG in severe SLE

Summary

IVIG has been used most in patients with refractory cyto-

paenias, thrombotic TTP and the catastrophic variant of

APS. It can be used in pregnancy (but does not prevent

heart block or fetal loss) and in patients with infection. It is

rarely indicated as there is not much evidence for its use

(Table 2).

Evidence

Much of the initial data are from case reports or small case

series reporting treatment of acute events in small num-

bers of patients [223�226]. A systematic review and meta-

analysis covering 3 controlled and 10 observational stu-

dies in SLE concluded that IVIG led to a reduction in SLE

disease activity scores and a rise in complement levels in

31% of patients (P = 0.001, 95% CI: 22.1, 41.3) . There

were insufficient data to assess response using other out-

come measures, although serious adverse events were

rare and mild [227]. The observational studies often did

not report concomitant medication and used a variety of

outcome measures and treatment regimens, as discussed

below.

IVIG at a dose of 400 mg/kg/day for 5 consecutive days

was used monthly for 6�24 months with some benefit in an

open-label, uncontrolled trial with 12 refractory SLE pa-

tients [210]. Another open-label study [213] assessed 13

female SLE patients with a flare who received 0.4 g/kg

body weight IVIG daily for 5 days. Short-term benefit

was seen irrespective of concomitant therapy.

IVIG�related adverse effects were mild and rare, and

there was no worsening of renal function [213].

Low-dose IVIG was used to treat histologically con-

firmed cutaneous lupus in 12 patients starting with

doses of 1 g/kg � 2, followed by 400 mg/kg monthly

until disease remission or for 6 months [214]. Five patients

showed complete or almost complete (>75%) clearing of

their skin lesions, two had partial improvement (>50%)

and three had poor responses (<50%). There were few

side effects in this study, but renal patients were avoided

because nephrotoxicity has been reported in other studies

[397].

A retrospective chart review of 62 patients treated with

low-dose IVIG (�0.5 g/kg) on average every 5 weeks for a

mean of 6 courses showed a steady reduction in SLEDAI

score over 8 months [215]. Patients with fever, rash, mu-

cosal ulcers, pleurisy, pericarditis, urinary casts and urin-

ary red cells responded in over 50% of cases, but only

30% of arthritis cases responded. Patients with thrombo-

cytopenia, vasculitis and alopecia did not respond.

Another group also found a disappointing response to

IVIG in thrombocytopenia [216] in a retrospective analysis

of 59 patients with immune-mediated severe thrombo-

cytopenia, 44 of whom had definite lupus. A transient re-

sponse to IVIG was reported in three patients with

haemolytic anaemia in another study [217].

The effect of high-dose IVIG (30 g of sulfonated IVIG on

days 1�4 and 21�24) in 12 mild to moderate active lupus

patients [218] was only temporary in most patients. High-

dose IVIG treatment in 17/20 (85%) SLE patients given

1�8 treatment courses consisting of 2 g/kg monthly

given over 5 days [219] led to some improvement in arth-

ritis, fever, thrombocytopenia and NP lupus [219]. A retro-

spective chart review of 17 patients (including 11 with

SLE), with a mean follow-up of 30 months and long-term

high-dose IVIG treatment monthly for 6 months then every

2�3 months [220], found that there was a significant re-

duction in the SLEDAI score with significant steroid-spar-

ing effects, and remission was achieved in 12 patients

[220].

A case�control study [221] compared 12 pregnant SLE

patients with a history of recurrent spontaneous abortions

who were on high-dose IVIG (0.5 g/kg every 3�33 weeks)

with 12 similar patients treated with prednisolone and

NSAIDs. Patients in the IVIG group stopped prednisolone

(n = 4) and NSAIDs (n = 9). Disease activity decreased by

the end of pregnancy (P< 0.0001) and there was a reduc-

tion in autoantibodies and normalization of complement

levels in the IVIG group. Such improvements were not

seen in the control group, and there were three fetal

losses due to spontaneous abortion in this group com-

pared with none in the IVIG group. However, other studies
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have not confirmed that IVIG can prevent fetal loss [239],

and it is possible that NSAIDs contributed to fetal loss in

the control group [240].

A multicentre, prospective, open-label study of preg-

nant women with anti-SSA/Ro antibodies in the mother

and birth of a previous child with CHB/neonatal lupus

rash was undertaken to determine whether IVIG

(400 mg/kg) given every 3 weeks from weeks 12 to 24 of

gestation could prevent the development of CHB [211].

CHB was detected at 19, 20 and 25 weeks in 3 babies

at a stage when 20 mothers had completed the IVIG

protocol before the trial was stopped. An additional child

without CHB developed a transient rash consistent with

neonatal lupus [211]. Another European prospective study

showed similar results [212].

A large retrospective, single-centre cohort study was

published by Camara in 2014 [222], which included 52

SLE patients with predominantly cutaneous, haematolo-

gical, NP and cardiac manifestations who received at

least one cycle of IVIG (400 mg/kg/day for 5 days). IVIG

was given to 27 patients with infection and active lupus

disease, and 17 (63%) patients showed some response.

In 18 (69%) of 26 patients with refractory active disease

without infection, some response was seen also. This

study was too recent to be included in the comprehensive

review on the use of IVIG in rheumatic diseases [228] that

covered the case�control study in pregnancy by Perricone

et al. [221], 4 prospective open-label studies [210, 213,

215, 218, 219], a retrospective cohort study [220] in

lupus and a small RCT in LN not discussed here [228].

Conclusions

IVIG, particularly the high-dose regimen, can have some

beneficial effects in the short term on disease activity, but

has to be continued with intermittent courses for sus-

tained benefit to be seen and only then has steroid-

sparing properties. It has a low rate of adverse events in

non-renal patients, but can cause nephrotoxicity, espe-

cially with pre-existing renal disease. The evidence sup-

porting its use is weak compared with that of other

treatments that are cheaper and easier to administer, so

it should be reserved for patients in whom other treat-

ments are contra-indicated or have failed. Overall, the

LOE for IVIG in non-renal severe lupus from 2 systematic

reviews (including a meta-analysis, 3 open-label trials, 10

cohort studies and 4 case series) is 2�, and the GOR is D.

Plasma exchange (plasmapharesis) for severe SLE

Summary

Plasma exchange in SLE has been used in small numbers

of patients with conflicting results since the late 1970s. A

systematic review was published while this paper was in

preparation [238]. It is rarely indicated, because there is

inadequate data to support its use except in thrombotic

TTP (Table 2).

Evidence

The evidence supporting treatment with plasma ex-

change, which is expensive and often difficult to organize,

remains poor except for thrombotic TTP [229, 398], the

catastrophic variant of APS [238] and refractory neuropsy-

chiatric, haematological and renal lupus [238]. Even for

rapidly progressive glomerulonephritis, the evidence is

limited [399].

Studies have shown that plasmapheresis can reduce

immune complexes and anti-dsDNA antibodies, but

there is a rapid rebound of complexes and antibodies to

pre-treatment levels, as shown originally in 5/8 patients

[230]. Marked improvement after plasma exchange was

seen in 7/11 (64%) SLE patients in another study [231]

lasting up to 3 years, but one (9%) patient with a severe

relapse died, and plasma exchange was ineffective in 3

(27%) patients. In another small study of nine patients, 5

(56%) improved, 2 (22%) progressed to end-stage renal

failure, and 2 (22%) died due to complications of severe

SLE [232].

There was less support for the use of plasma exchange

in SLE after a trial comparing plasma exchange in com-

bination with CYC and CSs with standard therapy re-

vealed no benefit from the plasma exchange for 40

patients with severe LN [400]. However, to avoid the re-

bound increase in autoantibodies after plasma exchange,

a synchronized protocol was developed by the Lupus

Plasmapharesis Study Group, consisting of plasmapher-

esis (3 � 60 ml/kg) followed by high-dose pulse CYC

(36 mg/kg) then 6 months of oral immunosuppression.

This treatment led to rapid improvement in disease activity

in the initial 14 patients with various severe SLE manifest-

ations, sufficient for immunosuppressants including CSs

to be withdrawn in 12 (86%) patients at 6 months.

Treatment-free clinical remission was sustained in 8

(57%) patients for a mean of 5.6 years [233]. However,

there has been concern that improvements seen in this

and 2 other uncontrolled studies [234, 235] with 23 pa-

tients may have been due to the concomitant immunosup-

pressants. It is notable that the Lupus Plasmapharesis

Study Group never reported on the final disappointing re-

sults of a randomized international multicentre trial com-

paring their synchronized protocol [233] with the

administration of pulse CYC alone.

The evidence for treating patients who have diffuse al-

veolar haemorrhage, thrombotic TTP or catastrophic APS

with lupus is predominantly from case reports and small

case series [229, 236, 237]. Given the high mortality in TTP

in general, but especially with lupus [229, 398], it is essen-

tial that patients with TTP are referred early for plasma

exchange and specialist care [398, 401]. Further details

about the experience with and potential use of plasma

exchange and immunoadsorption in lupus and APS,

including LN, are covered by the systematic review [238].

Conclusions

There remains a need for further research to better define

the patients who are most likely to benefit from plasma

exchange, but in general they are considered to be those

who have TTP, severe refractory disease or contra-indi-

cations to conventional treatment (such as pregnancy).

Overall, the LOE for plasma exchange for the treatment

of non-renal severe lupus from one systematic review and
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nine studies is weak [3], and the GOR is D, but for TTP it is

strongly recommended (grade B), as for non-lupus pa-

tients with TTP.

Applicability and utility

Implementation

Diagnosis and assessment of lupus can be difficult due to

multisystem involvement and variable laboratory and

serological test results. These guidelines will increase

knowledge and raise the standard of care for patients

with lupus. Only HCQ, CSs and belimumab are licensed

treatments for lupus. The evidence for the treatment op-

tions discussed in this guideline, which reflect current best

practice, has increased considerably in the last 10 years,

although there is still relatively little evidence from high-

quality RCTs. There should be no barriers to implementa-

tion, apart from limitations on the funding for rituximab

and belimumab discussed in the relevant sections. The

guidelines will be widely presented at local, regional and

national meetings for health professionals and patients,

carers and supporters of relevant charities.

Key standards of care

Lupus patients should be referred to a physician with ex-

perience in managing lupus who can confirm the diagnosis,

assess the level of disease activity and provide advice on

treatment and monitoring of the disease, its complications

and side effects of therapy. Managing immunosuppressive

therapies and their potential toxicities in patients with lupus

can be a considerable challenge due to the risk of infection,

difficulties with attribution of cytopenias to lupus or cyto-

toxic drugs, and difficulties in distinguishing manifestations

of lupus disease activity from damage and co-morbid con-

ditions. Input from a multidisciplinary team including nurse

specialists and physiotherapists is usually required, and

management may involve a variety of specialists, including

rheumatologists, nephrologists, dermatologists, haema-

tologists, cardiologists, chest physicians, neurologists, ob-

stetricians, podiatrists and occupational therapists working

as part of collaborative clinical networks involving regional

specialist centres, local hospitals and GPs.

It is important to get patients to a low level of disease

activity, if not remission, using HCQ, immunosuppres-

sants and the least amount of CSs possible, in order to

reduce cumulative damage from the disease and its treat-

ment with CSs [71]. If drug treatment is not working within

the expected time frame, it is important to consider ad-

herence to treatment and adjusting the therapy to reduce

the accumulation of chronic damage.

Patients need personalized advice, written information

and education about the disease and its drug treatment

from members of the multidisciplinary team, including

specialist nurses and an individual to contact in the

event of new symptoms. Additional topics covered

should include sun avoidance, adequate vitamin D

intake, weight control, exercise, not smoking and other

measures to reduce atherosclerotic risk factors, as well

as cancer screening, contraception and pregnancy plan-

ning when the disease is under good control on appropri-

ate treatment for conception.

Future research agenda

There is a need for more evidence to support decision-

making in the management of lupus patients. The guide-

line development group identified certain priorities for

research into lupus to help address this issue, and these

are shown in Table 8.

Mechanism for audit of the guideline

To assess compliance with these guidelines, an audit pro-

forma is available on the British Society for Rheumatology

website.

Funding: No specific funding was received from any fund-

ing bodies in the public, commercial or not-for-profit sec-

tors to carry out the work described in these guidelines.

Disclosure statement: D.D.’C. has undertaken consultan-

cies and received honoraria from GlaxoSmithKline/Human

Genome Sciences and Roche, has been a member of the

speakers’ bureau for GlaxoSmithKline/Human Genome

Sciences, Union Chimique Belge (UCB) and Eli Lilly and

has received research grant support from Aspreva/Vifor

TABLE 8 Research priorities to improve the management of lupus patients

Analysis of the BILAG Biologics Register data is needed to assess the efficacy and safety of using rituximab for treating
refractory lupus disease, administered according to the NHS England Interim Clinical Commissioning Policy Statement.

Analysis of the BILAG Biologics Register should also provide some data on the use of MMF in non-renal lupus patients; this is
needed to support data from previous renal trials.

More research into stratified and personalised medicine and the cost-effectiveness of immunosuppressive drugs in lupus
patients is warranted to help identify which drug will be most suitable for an individual.

Trials of immunosuppressive regimens and biologic therapies that will significantly reduce the need for CSs are needed in
renal and non-renal lupus patients.

The cost-effectiveness and value of monitoring drug levels in order to improve adherence/compliance with drug therapy and
improve the outcome in terms of reduced disease activity, damage and steroid usage should be investigated (e.g. for HCQ, MMF).

The role of IVIG and plasma exchange in the management of lupus patients requires further evaluation.

More data are required on the long-term outcome for children born to mothers with lupus who were exposed to drugs used
pre-conception, while pregnant and/or while breast-feeding.

NHS: National Health Service.
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Pharma. C.G. has undertaken consultancies and received

honoraria from Bristol-Myers Squibb, Eli-Lilly,

GlaxoSmithKline, MedImmune, Merck Serono, Parexel,

Roche and UCB, has been a member of the speakers’

bureau for GlaxoSmithKline, UCB and Lilly and has

received research grant support from Aspreva/Vifor

Pharma in the past and UCB currently. Y.N. has received

funding to attend scientific meetings and received honor-

aria from UCB and GlaxoSmithKline. P.N. has received

funding to attend scientific meetings and received honor-

aria from UCB. I.N.B. has undertaken consultancies and

received honoraria from AstraZeneca, GlaxoSmithKline,

MedImmune, Merck Serono, Pfizer, Roche and UCB,

has been a member of the speakers’ bureau for

GlaxoSmithKline, UCB and Pfizer and has received re-

search grant income from Genzyme Sanofi,

GlaxoSmithKline, UCB and Roche. B.G. has received hon-

oraria from Pfizer. M.K. has received funding to attend sci-

entific meetings and honoraria from AstraZeneca,

MedImmune, GlaxoSmithKline, INOVA Diagnostics and

UCB. S.B. has received honoraria from Actelion INB to

attend scientific meetings, has undertaken

consultancies and received honoraria from AstraZeneca,

GlaxoSmithKline, MedImmune, Merck Serono, Pfizer,

Roche and UCB and has been a member of the speakers’

bureau for GlaxoSmithKline, UCB and Pfizer. M.G. has

received funding to support scientific meetings from

Roche, Abbvie and Bristol-Myers Squibb. D.J. has received

research grants, honoraria and consulting fees from Roche/

Genentech, consulting fees from Boehringer Ingelheim,

Chemocentryx, GlaxoSmithKline and Medimmune and is

a Board member of Aurinia Pharmaceuticals. D.I. has con-

sulted for Merck Serono, Eli Lilly, Celegene, UCB, XTLBio,

Anthera and Baxalta; the honoraria received have been

passed on to a local arthritis charity. L.L. has received re-

search funding in grants/in kind from Roche and Genen-

tech, has acted as an advisor to Genentech, Medimmune

and Rigel and has received honoraria/travel grants from

Genentech, Roche and UCB. K.S. received funding to

attend a scientific meeting from Daiichi Sankyo. All other

authors have declared no conflicts of interest.

Supplementary data

Supplementary data are available at Rheumatology Online.
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Objective: Early diagnosis and initiation of treatment for inflammatory arthritis can greatly 

improve patient outcome. We aimed to provide standardized and validated criteria for use 

by primary care physicians (PCPs) in the identification of individuals requiring referral to a 

rheumatologist.

Patients and methods: We analyzed the predictive value of a wide variety of demographic 

variables, patient-reported complaints, physical examination results, and biomarkers in order 

to identify the most useful factors for indicating a requirement for referral. Patients for this 

cross-sectional study were enrolled from various centers of the city of Jeddah, Saudi Arabia, if 

they were ≥18 years of age and presented to a PCP with small joint pain that had been present 

for more than 6 weeks. A total of 203 patients were enrolled, as indicated by the sample size 

calculation. Each patient underwent a standardized physical examination, which was subsequently 

compared to ultrasound findings. Biomarker analysis and a patient interview were also carried 

out. Results were then correlated with the final diagnosis made by a rheumatologist.

Results: A total of 9 variables were identified as having high specificity and good predictive 

value: loss of appetite, swelling of metacarpophalangeal joint 2 or 5, swelling of proximal inter-

phalangeal joint 2 or 3, wrist swelling, wrist tenderness, a positive test for rheumatoid factor, 

and a positive test for anti-citrullinated protein antibodies.

Conclusion: Nine variables should be the basis of early referral criteria. It should aid PCPs in 

making appropriate early referrals of patients with suspected inflammatory arthritis, accelerating 

diagnosis and initiation of treatment.

Keywords: inflammatory arthritis, rheumatoid, diagnosis, primary care, early referral criteria

Introduction
Early diagnosis of inflammatory arthritis is essential for achieving the best possible 

outcome for patients.1,2 It is known that initiation of pharmacological treatment at the 

earliest opportunity can significantly reduce disease progression.3–5 

A primary care physician (PCP) is usually the first point of contact for a patient 

experiencing joint pain; however, it is generally a rheumatologist who provides the 

final diagnosis.6,7 Therefore, there is a need to optimize the process of transition from 

the primary care center to the specialist in order to achieve a timely diagnosis.7,8 Whilst 

previous studies have outlined potential criteria that could aid a PCP in identifying 

patients who require early referral to a rheumatology service, these have been based 
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on literature searches and discussions among specialists.2,9 

There are currently no criteria that have been identified and 

validated using a population of arthritis patients.

A further shortcoming of previously established criteria is 

the lack of standardization of examination techniques. While 

ultrasound and magnetic resonance imaging is increasingly 

used to diagnose inflammatory arthritis, these are often 

not available in the primary care setting.10 Therefore, the 

ability of a PCP to carry out an accurate musculoskeletal 

examination is essential for achieving a prompt referral to a 

rheumatologist. It has been shown that skills in this area are 

lacking in physicians, with improvements in training being 

necessary.11–13 The introduction of standardized techniques 

would help in overcoming these issues.

In response to this need, a recent study defined and vali-

dated an approach to perform an effective musculoskeletal 

examination of the hand and wrist joints for diagnosis of 

inflammatory arthritis.14 They reported that these standard-

ized techniques could achieve sensitivities in the range of 

approximately 70–80% for detection of arthritis, with ultra-

sound used for validation. Building on these results, we here 

aimed to produce a set of guidelines using these standardized 

techniques, in addition to blood analysis, which could be 

the basis of criteria used by PCPs to aid the identification of 

patients requiring early referral to a rheumatologist.

Patients and methods
Study design
This study was conducted to find out sensitivity and specific-

ity of variables that can be included in early referral criteria 

for the diagnosis of arthritis, with a hypothesis that training 

of PCPs regarding the criteria for early diagnosis of arthritis 

will increase the early referral of patients to rheumatolo-

gist; hence, estimation of sample size was essential to apply 

tools of statistics, given the sensitivity (80%), specificity 

(70%), and prevalence of the disease as 60%. We consulted 

a professional biostatistician, who helped us in sample size 

calculation and data analysis. We considered the value of 

design effects as 2 to calculate sample size, based on design 

effects and intraclass correlations.

Potential comprehensive referral criteria were decided 

upon by a committee consisting of 3 rheumatologists, an 

expert epidemiologist, and researchers after a thorough 

search of the literature. The help of biostatistician was 

sought to calculate sample size and analysis of result to 

accommodate loss of variability due to sampling technique. 

These criteria were then used by the PCP when considering 

a rheumatology referral (Patient Referral Form A) (Figure 

1). On attendance at the rheumatology clinic, each patient 

underwent musculoskeletal examination by a rheumatolo-

gist (Patient Referral Form B) and ultrasonography by a 

trained sonographer (Patient Referral Form C), with each 

examiner blinded to the findings of the other and to those 

of the PCP. Patients also underwent blood testing at both a 

regional laboratory and Fakeeh Hospital. A final diagnosis 

was made by the rheumatologist after reviewing the findings 

documented on the referral forms and those of the blood 

work. The association of each variable in the comprehen-

sive referral criteria with an arthritis diagnosis was then 

determined using statistical analysis. A final set of variables 

highly correlated with the final diagnosis of arthritis was then 

established. These should be the basis of validated referral 

criteria. The question of how to use these variables by a PCP 

is not addressed in this paper.

Setting and patients
This cross-sectional study was conducted at primary health 

care centers (PHC) under the auspices of the Administration 

of Public Health within the Ministry of Health in Jeddah 

(Saudi Arabia).

Jeddah is second largest city of KSA and the largest 

sea port at Red Sea with a population of about 3.4 million. 

There are total of 39 PHC centers in four regions of Jeddah. 

At first stage, four PHC centers were selected by adopting 

simple random sampling technique among the total 39 PHC 

centers, one from each region, followed by selection of all 

those patients who met eligibility criteria. There were 3 rheu-

matologists and 40 PCPs enrolled in the study to find out the 

sensitivity and specificity of early referral criteria. There was 

only one ultrasonography (US), who did ultrosonology on 

all patients. US data were not used for the referral variables 

but helped in reaching final diagnosis and were part of four 

categories of variables used to conclude about the state of 

arthritis, which were as follows:

1. data from ultrasound examination, 

2. findings of rheumatologist,

3. laboratory findings 

4. findings of PCP.

Patients were enrolled if they were ≥18 years of age and 

presented to a PCP with small joint pain that had been present 

for more than 6 weeks. Patients were excluded if they had an 

established rheumatological diagnosis or had osteoarthritis 

of the hands, which was either previously diagnosed or pre-

sented as bony swellings over the distal inter-phalangeal or 
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Figure 1 Study design.
Abbreviations: CPR, C-reactive protein; RF, rheumatoid factor; ESR, erythrocyte sedimentation rate; Hep, hepatitis; ANA, antinuclear antibody; AST, aspartate 
aminotransferase; ALT, alanine aminotransferase; ACPA, anti-citrullinated protein antibodies; US, ultrasonography.

Primary care clinic
General referral criteria

(Patient assessment Form-A)

Nurse
Blood work

US screening
(Form-C)

Rheumatology clinic
Patient re-assessment

(Form-B)

Rheumatologist
Diagnosis confirmation

Generation of the
new referral criteria

Patients

Regional
laboratory
(Form-D) CRP, RF, ESR

(HepB, HepC
ANA, AST,
ALT, ACPA
creatinine)

Fakeeh
Hospital
(Form-E)

proximal inter-phalangeal (PIP) joints. A history of hand and/

or wrist fracture was a further exclusion criterion.

All included patients provided written informed consent, 

and the study received ethical approval from the institutional 

review boards of each participating center (Dr. Soliman 

Fakeeh Hospital and King Abdulaziz University Hospital), 

as well as the Research Administration of the Directorate of 

Health Affairs at the Ministry of Health. Furthermore, the 

study was conducted in accordance with the Declaration of 

Helsinki and its amendments. Consent for publishing this 

study was obtained from all the authors.

Examinations performed by PCPs
A standard approach for musculoskeletal examination was 

used by both the PCP and the rheumatologist (Figure 2). Two-

days of training were conducted for every PCP, this was com-

pleted 1 week prior to initiation of the study. It was made sure 

by the rheumatologists, before concluding the training session, 

that PCPs were applying correct technique to detect musculo-

skeletal disorders. Ultrasonography was performed on the PIP, 

metacarpophalangeal (MCP), and wrist joints. Blood analysis 

performed at the regional laboratory consisted of assessment 

of levels of C-reactive protein (CRP) and  rheumatoid factor 
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(RF), in addition to determination of erythrocyte sedimenta-

tion rate. Further tests at Fakeeh Hospital investigated hepatitis 

B and C, and levels of antinuclear antibody (ANA), aspartate 

aminotransferase, alanine aminotransferase, creatinine, and 

anti-citrullinated protein antibodies (ACPA).

A systematic multi-planar grayscale and power Doppler 

US examination of the PIP, MCP, and two wrist joints were 

performed. Ultrasonography was performed using LPGIQ 9 

scanner (GE Healthcare, Milwaukee, WI, USA) with a high 

frequency linear array 12-MHz transducer. A standardized 

acquisition protocol was used in the scanning techniques 

and definition of pathology. Both dorsal and volar aspects 

of the joints were scanned. The scanning was done in three 

positions for each hand. The scanning was done in two posi-

tions of each hand and wrist joints. The first position was the 

wrist MCP and PIP joints in a posterior (dorsal) longitudinal 

position in relation to the probe of the US. The second posi-

tion was with the wrist, MCP and PIP joints in an anterior 

(volar) longitudinal position in relation to the probe of the 

US. This test helped to reach the final diagnosis in addition 

to the rheumatologist findings and laboratory results.

Statistical analysis
As the objectives of the study were to find a screening tool for 

inflammatory arthritis that can be included in early referral 

criteria, the sample size was calculated based on an expected 

sensitivity of 80%, specificity of 70%, and prevalence of 

60%, with a precision of 10% and a confidence interval of 

95%.15 An adequate sample was essential to have reasonable 

power of study to determine the association. To minimize the 

decrease variability due to sampling technique, we increased 

the design effect (DEFF) (which helps in direct estimation of 

confidence interval) to 2. This provided a sample size of 203 

patients who were referred to the rheumatologist. The associa-

tion between variables and a positive diagnosis of inflamma-

tory arthritis was evaluated using chi-square test, or Fisher’s 

exact test for the assessment of swelling of the right PIP 5, 

which did not fulfil chi-square criteria. These analyses were 

carried out using SPSS v.20 (IBM Corporation, Armonk, NY, 

USA). Variables that showed a significant association with 

diagnosis were subjected to further evaluation using the Epi 3 

software (Centre of Disease Control,  Atlanta, GA, USA ) for 

analysis of data to determine sensitivity, specificity, positive 

predictive value (PPV), negative predictive value, diagnostic 

accuracy, and likelihood ratios. The Wilson score was used 

to give 95% confidence intervals. Finally, the variables that 

should form the basis of referral criteria were finalized using 

logistic regression. 

Results
Of the 203 patients enrolled in the study, data from 1 were 

excluded owing to incomplete information. Of the remaining 

Figure 2 Standardized musculoskeletal examination procedures.
Note: The described techniques for physical examination should be performed by a trained clinician.
Abbreviations: MCP, metacarpophalangeal; PIP, proximal inter-phalangeal.

Metacarpophalangeal joint assessment – scissor technique
a

b

Proximal inter-phalangeal joint assessment – four-finger technique

A scissor-like shape is made with the fingers (a).•
•
•
•

The patient’s hand is held from the sides at the MCP level (b).
The MCPs are flexed to 90 degrees (b).
The thumbs are used to palpate the joint – one to apply pressure to the
joint, the other to assess for effusion, swelling, and/or tenderness (b).

•
•

Each PIP is held by the thumb and index finger of one hand of the examiner.

Wrist paIpitation – two-thumb technique
• The examiner’s thumb should follow the 3rd metacarpal bone on the dorsal

aspect of the hand until a dimple is reached at the capitate level.

Pressure is applied until the distal finger becomes whitened due to low blood
supply.

•
•

Continuous pressure is exerted by the thumb.
The other thumb is used to intermittently apply pressure approximately half
an inch away on the wrist joint in order to identify swelling and/or tenderness.

• The thumb and index finger of the examiner’s other hand are used palpate the
joint to identify effusion, swelling, and/or tenderness.
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202 patients, 63.4% were aged 40 years or older, and 81.7% 

were females. No associations were found between age and 

sex with a positive inflammatory arthritis diagnosis (Table 1). 

However, in terms of patient-reported complaints, loss of 

appetite (p = 0.04), stiffness (p = 0.02), and a family history 

of uveitis (p = 0.01) were significantly associated (Table 1). 

A number of the musculoskeletal examination parameters 

were also found to be linked to diagnosis (Table 2), as were 

CRP, RF, and ACPA (Table 3).

Subsequent analysis of the variables that showed an 

association with a positive diagnosis indicated that 13 had a 

specificity greater than 90% in combination with a good PPV 

and likelihood ratio (Table 4). We selected a set of variables to 

form the basis of referral criteria. These variables were defines 

by applying logistic regression: loss of appetite, swelling of 

MCP 2 or MCP 5, swelling of PIP 2 or PIP 3, wrist swelling, 

wrist tenderness, RF positivity, and ACPA positivity (Table 5). 

We calculated percent agreement for the 6 identified referral 

criteria, examined by both rheumatologist and PHP, which 

included; MCP 2, MCP 5, PIP 2, PIP 3, wrist swelling, and 

wrist tenderness by applying kappa statistics and found the 

values as 0.229 (p-value = 0.001), 0.261 (p-value = 0.000), 

0.38 (p-value = 0.000), 0.187 (p-value = 0.008), 0.425 (p-value 

= 0.000), and 0.479 (p-value = 0.000), respectively.

Discussion
The progressive nature of inflammatory arthritis means that 

a delay in diagnosis and initiation of treatment can result 

in a significantly poorer outcome for patients.2,4,5,7 The time 

between symptom onset and diagnosis of rheumatoid arthritis 

by a rheumatologist in Saudi Arabia has been reported to 

be as high as 30 months.16 In comparison, a French study 

calculated an average of 53 days between PCP visit and 

rheumatologist assessment.17 In a multicenter European study, 

a rheumatologist found that the lag time between symptom 

Table 1 Demographic and patient-reported variables with their 
association to positive diagnosis of inflammatory arthritis

N Disease status p-value*

Yes No
Demographics

Sex
Male 37 24 13 0.496
Female 165 104 61

Age
<40 years 74 52 22 0.081

≥40 years 128 76 52
Patient-reported

Loss of appetite
Yes 31 25 6 0.04
No 171 103 68

Stiffness
Yes 93 51 42 0.02
No 109 77 32

Family history of uveitis
Yes 7 1 6 0.01
No 195 127 68

Note: *Chi-square test.

Table 2 Musculoskeletal parameters significantly associated with 
a positive diagnosis of inflammatory arthritis

N Disease status p-value
Yes No

Metacarpophalangeal joints
Swelling of MCP 2 (right)

Yes 26 21 5 0.048
No 176 107 69

Swelling of MCP 2 (left)
Yes 27 23 4 0.008
No 175 105 70

Swelling of MCP 5 (right)
Yes 7 7 0 0.036
No 195 121 74

Swelling of MCP 3 (left)
Yes 26 21 5 0.036
No 176 107 69

Tenderness of MCP 1 (right)
Yes 57 42 15 0.038
No 145 86 59

Tenderness of MCP 1 (left)
Yes 61 47 14 0.006
No 141 81 60

Tenderness of MCP 2 (left)
Yes 73 53 20 0.028
No 129 75 54

Proximal inter-phalangeal joints
Swelling of PIP 2 (right)

Yes 29 25 4 0.006
No 173 103 70

Swelling of PIP 2 (left)
Yes 29 25 4 0.006
No 173 103 70

Swelling of PIP 3 (right)
Yes 34 28 6 0.011
No 168 100 68

Swelling of PIP 3 (left)
Yes 32 26 6 0.027
No 170 102 68

Swelling of PIP 5 (right)
Yes 12 11 1 0.036*
No 190 117 73
Wrist

Swelling of the wrist (right)
Yes 42 37 5 0.001
No 160 91 69

Tenderness of the wrist (right)
Yes 42 36 6 0.001
No 160 92 68

Note: p-values calculated using the chi-square test, except *Fisher’s exact test.
Abbreviations: MCP, metacarpophalangeal; PIP, proximal inter-phalangeal.
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of arthritis by the PCP. This was in particular for techniques 

that were able to detect swellings not tenderness in the second 

MCP, fifth MCP, second PIP, third PIP, fifth PIP, and wrist 

joints. As expected, RF and ACPA positivity in early disease 

in our cohort of patients were significantly correlated with 

early detection. We found symptoms associated with arthri-

tis like fatigue and morning stiffness to be not specific and 

showed poor PPV for early detection of arthritis by a PCP. 

This is a step towards creating validated early referral criteria 

for inflammatory arthritis.

Previous attempts to produce a set of guidelines to be 

used in the primary care setting have been based on literature 

surveys and discussions among professionals.2,9 Emery et al 

specified 3 criteria, each of which indicated that a referral was 

appropriate for suspected rheumatoid arthritis: ≥3 swollen 

joints; a positive squeeze test, indicating MCP involvement; 

and morning stiffness of ≥30 minutes.2 Suresh et al addition-

ally specified fatigue or weight loss, raised inflammatory 

markers, and a positive test for RF as indicators for  referral.9 

However, there appears to be a distinct lack of studies evalu-

Table 3 Blood parameters significantly associated with a positive 
diagnosis of inflammatory arthritis

N Disease status p-value

Yes No

CRP
Positive 26 21 5 0.048
Negative 176 107 69

RF
Positive 28 24 4 0.008
Negative 166 99 67

ACPA
Positive 30 28 2 0.001
Negative 160 91 69

Abbreviations: CRP, C-reactive protein; RF, rheumatoid factor; ACPA, anti-
citrullinated protein antibodies.

Table 4 Analysis of variables showing an association with a positive diagnosis of inflammatory arthritis

Sensitivity Specificity PPV NPV Diagnostic 
accuracy

Likelihood 
ratio  
(positive)

Likelihood 
ratio 
(negative)

Loss of appetite 19.5% 
(13.6−27.2)

89.47% 
(80.6−94.6)

75.8% 
(59.0−87.2)

39.8% 
(32.7−47.3)

45.6% 
(39.0−52.4)

1.9 
(1.1−3.3)

0.90 
(0.88−0.92)

Swelling of MCP 2 (right) 16.4% 
(11.0−23.8)

93.2% 
(85.1−97.1)

80.8% 
(62.1−91.5)

39.2% 
(32.3−46.6)

44.6% 
(37.9−51.5)

2.5 
(1.0−5.8)

0.9 
(0.9−0.9)

Swelling of MCP 2 (left) 18.0% 
(12.3−25.5)

94.6% 
(86.9−97.9)

85.2% 
(67.5−94.1)

40.0% 
(33.0−47.4)

46.0%
(39.3−52.9)

3.3 
(1.4−8.0)

0.9 
(0.8−0.9)

Swelling of MCP 5 (right) 5.5% 
(2.7−10.9)

100.0% 
(95.1−100.0)

100.0% 
(64.6−100.0)

38.0% 
(31.4−44.9)

40.1% 
(33.6−47.0)

undefined 1.0 
(0.9−1.0)

Swelling of PIP 2 (right) 19.5% 
(13.6−27.2)

94.6% 
(86.9−97.9)

86.2% 
(69.4−94.5)

40.5% 
(33.4−47.9)

47.0% 
(40.3−53.9)

3.6 
(1.6−8.1)

0.9 
(0.8−0.9)

Swelling of PIP 2 (left) 18.0% 
(12.3−25.5)

91.9% 
(83.4−96.2)

79.3% 
(61.6−90.2)

39.3% 
(32.3−46.7)

45.1% 
(38.3−51.9)

2.2 
(1.1−4.5)

0.9 
(0.9−0.9)

Swelling of PIP 3 (right) 21.9% 
(15.6−29.8)

91.9% 
(83.4−96.2)

82.4% 
(66.5−91.7)

40.5% 
(33.4−48.0)

47.5% 
(40.8−54.4)

2.7 
(1.5−4.8)

0.9 
(0.8−0.9)

Swelling of PIP 3 (left) 20.3% 
(14.3−28.1)

91.9% 
(83.4−96.2)

81.3% 
(64.7−91.1)

40.0% 
(32.9−47.5)

46.5% 
(39.8−53.4)

2.5 
(1.3−4.7)

0.9 
(0.8−0.9)

Swelling of PIP 5 (right) 8.6%
(4.9−14.7)

98.7% 
(92.7−99.8)

91.7% 
(64.6−98.5)

38.4% 
(31.8−45.5)

41.6% 
(35.0−48.5)

6.4 
(0.1−300.4)

0.9 
(0.9−0.9)

Swelling of wrist (right) 28.9% 
(21.8−37.3)

93.2% 
(85.1−97.1)

88.1% 
(75.0−94.8)

43.1% 
(35.7−50.9)

52.5% 
(45.6−59.3)

4.3 
(2.5−7.2)

0.8 
(0.7−0.8)

Tenderness of wrist  
(right)

28.1% 
(21.1−36.5)

91.9% 
(83.4−96.2)

85.7% 
(72.2−93.3)

42.5% 
(35.1−50.3)

51.5% 
(44.6−58.3)

3.5 
(2.2−5.5)

0.8 
(0.8−0.8)

RF positive 19.5% 
(13.5−27.4)

94.4% 
(86.4−97.8)

85.7% 
(68.5−94.3)

40.4% 
(33.2−48.0)

46.9% 
(40.0−53.9)

3.5 
(1.5−7.9)

0.9 
(0.8−0.9)

ACPA positive 23.5% 
(16.8−31.9)

97.2% 
(90.3−99.2)

93.3% 
(78.7−98.2)

43.1% 
(35.7−50.9)

51.1% 
(44.0−58.1)

8.5 
(2.5−27.9)

0.8 
(0.8−0.8)

Note: 95% confidence intervals correspond to Wilson’s score intervals.
Abbreviations: PPV, positive predictive value; NPV, negative predictive value; MCP, metacarpophalangeal; PIP, proximal inter-phalangeal; RF, rheumatoid factor; ACPA, 
anti-citrullinated protein antibodies.

onset and assessment was approximately 24 weeks, and the  

time from PCP to specialist was between 2 and 10 weeks.18

In this study, we determined several MSK examination 

findings based on specified and validated techniques to be 

significantly associated with the early detection and referrals 
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ating the predictive ability of these referral criteria when 

used by a PCP. To address this deficiency in information, 

we assessed a large selection of potential indicators of early 

inflammatory arthritis, including demographic factors, 

patient-reported complaints, physical examination results, 

and blood analysis for patients referred to a rheumatologist 

by their PCP. While no demographic factors were found to 

be associated with a positive diagnosis, patient-reported loss 

of appetite, stiffness, and a family history of uveitis showed 

a statistically significant relationship. After further analysis, 

loss of appetite was demonstrated to have high specificity 

and a good PPV, indicating that it would be a useful indica-

tor when used with other similar variables of a need for a 

rheumatology referral for a patient with suspected inflam-

matory arthritis.

Using standardized musculoskeletal examination proce-

dures, the identification of swelling in certain joints was found 

to be indicative of inflammatory arthritis. Swelling of MCP 

Table 5 Suggested variables that should be included in a referral criteria (based on variables that showed >90% specificity and good 
positive predictive value and likelihood ratio)

No. Criteria How to assess 

1 Loss of appetite History taking
2 MCP 2 swelling either in  

right and/or left hand
MCP scissor technique:
The examiner should make a scissor-like shape with his/her fingers, joining the index and middle 
fingers together while joining the ring and little finger together, making a space in between. Then, 
the patient’s hand is held from the sides at the MCP level and  the MCPs are flexed to 90 degrees. 
Then, two free thumbs from both hands are used to palpate the joint line for every MCP joint. 
One thumb is pressed firmly for a power causing whitening of the distal thumb nail, while the 
other thumb is pushed intermittently in and out to assess for swelling (fluctuation of fluid).

3 MCP 5 swelling either in  
right and/or left hand

MCP scissor technique:
The examiner should make a scissor-like shape with his/her fingers, joining the index and middle 
fingers together while joining the ring and little finger together, making a space in between. Then, 
the patient’s hand is held from the sides at the MCP level and the MCPs are flexed to 90 degrees. 
Then, two free thumbs from both hands are used to palpate the joint line for every MCP joint. 
One thumb is pressed firmly for a power causing whitening of the distal thumb nail, while the 
other thumb is pushed intermittently in and out to assess for swelling (fluctuation of fluid).

4 PIP 2 swelling either in  
right and/or left hand

PIP 4-finger:
The examiner’s thumb and index finger of one hand should hold each PIP from the side and 
press firmly until the whitening of distal fingers from low blood supply is clear. With the 
thumb and index finger of the other hand, the examiner should hold the same PIP-joint from 
anteroposterior direction and push intermittently in and out to look for swelling (fluctuation of 
fluid).

5 PIP 3 swelling either in  
right and/or left hand

PIP 4-finger:
The examiner’s thumb and index finger of one hand should hold each PIP from the side and 
press firmly until the whitening of distal fingers from low blood supply is clear. With the 
thumb and index finger of the other hand, the examiner should hold the same PIP-joint from 
anteroposterior direction and push intermittently in and out to look for swelling (fluctuation of 
fluid).

6 Wrist swelling either in  
right and/or left hand

Wrist 2-thumbs:
The examiner thumb should follow the third metacarpal bone on the dorsal aspect of the hand 
until reaching a dimple at the capitate level. This thumb should exert a firm, continuous pressure 
on this point until the whitening of the distal thumb nail is clear, with the examiner’s other thumb 
pushing intermittently in and out just half an inch away from the other thumb on wrist joint line 
looking for swelling (fluctuation of fluid).

7 Wrist tenderness either  
in right and/or left hand

Wrist 2-thumbs:
The examiner thumb should follow the third metacarpal bone on the dorsal aspect of the hand 
until reaching a dimple at the capitate level. This thumb should exert a firm, continuous pressure 
on this point until the whitening of the distal thumb nail is clear, with the examiner’s other thumb 
pushing intermittently in and out just half an inch away from the other thumb on wrist joint line 
looking for tenderness (pain felt by the patient).

8 ACPA positivity Laboratory finding
9 Rheumatoid factor  

positivity
Laboratory finding

Notes: In adult patients ≥18 years of age who present with small joint pain to PCPs, these variables correlated with the final diagnosis of arthritis. Further research work is 
needed to determine how to use these variables in clinical practice.
Abbreviations: MCP, metacarpophalangeal; PIP, proximal inter-phalangeal; ACPA, anti-citrullinated protein antibodies; PCPs, primary care physicians.
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2 and 5, and PIP 2 and 3 showed high specificity with high 

PPVs, while joint tenderness was not found to be a useful 

factor. A previous study identified MCP 2 and 3, and PIP 3 

with the wrist as being the joints most frequently involved 

in arthritis.14 Furthermore, the authors reported that swelling 

resulted in superior sensitivity in comparison to tenderness, 

albeit with poorer specificity. The wrist joint has been also 

described as one of the most commonly involved joints.14 

In the present analysis, both swelling and tenderness of the 

wrist were significantly associated with a diagnosis of inflam-

matory arthritis, providing the highest sensitivities of all the 

variables investigated.

Out of the large number of factors investigated using blood 

analysis, RF and ACPA were identified as having the greatest 

predictive value. Both of these markers have previously been 

demonstrated to be indicative of rheumatoid arthritis, and have 

been linked to disease severity.19 ACPA has been demonstrated 

to be the more accurate of the two markers for identifying 

rheumatoid arthritis, and has been shown to be present much 

earlier than RF, even before clinical manifestations have 

become apparent.20,21 Our data demonstrate that routine testing 

for RF and ACPA should be carried out for patients suspected 

of having inflammatory arthritis, with a positive result being 

strongly predictive when used with other variables of a need 

for referral to a rheumatologist. ANA testing in this cohort of 

patients did not correlate with the final diagnosis of arthritis.

Future research work will assess in particular the validity of 

these 9 highly correlated variables (Table 5) when used by the 

PCP in routine clinical practice. It should be noted that the indi-

vidual variables in this current study were evaluated separately. 

The question of how many of these variables should be present 

in order to consider referring the patient to a rheumatologist is 

not answered here. Therefore, the presence of a single variable 

should alert the PCP to the potential for inflammatory arthritis, 

with the discovery of more than one variable indicating an even 

greater need for a rapid rheumatology referral. Loss of appetite 

by itself in a patient with small joint pain may not justify the 

early referral to a rheumatologist based on improper application 

of the findings of this study. These variables then need to be 

tested collectively in a separate study to determine how many 

of them should be present to justify early referral. It is then that 

the definitive criteria can be determined.

A recent systematic literature review identified areas 

of delay to care for patients with inflammatory arthritis 

and potential solutions for each.22 One of these areas was 

from primary care to rheumatology referral22 with several 

suggested solutions including patient self-administered 

 questionnaires23,24 and use of Gait, Arms, Legs and Spine 

screening examination by physical therapists to detect RA.25 

Other areas of delay were from rheumatology referral to 

rheumatology assessment with several solutions including 

triage of referrals, referral forms, triage clinics, rapid access 

services, and early arthritis clinics.22 In a multicenter retro-

spective cohort of RA patients, only 41% of patients with 

RA were started on therapy within 6 months of presumed 

onset of disease, and 78% of the delay was attributable to 

processes/events that occurred before the patients ever saw 

a rheumatologist.26

Another potential reason for extended referral delays is 

poor musculoskeletal examination technique in the primary 

care setting, with improved training during medical school 

and continuing education programs being advocated.11 Fur-

thermore, there is a lack of standardized methodology and 

defined competencies in MSK examination for use in the 

diagnosis of inflammatory arthritis.14,27,28 

We think this study is unique in its design as it was based 

on a strict methodology among group of patients attending 

primary care centers in Saudi Arabia. All PCPs received 

training in performing the specified techniques included in 

this study. The findings of this study can be utilized to create 

definitive criteria shortening the delay in referrals. Further 

efforts should be made by whatever approach determined by 

local health authorities to assure early rheumatology clinic 

evaluation. It is hoped that the dream of early referral and 

management of patients with arthritis could become a reality.29

There were some limitations in the study. Firstly, the final 

diagnoses of the patients were not specified; a larger population 

may have allowed for comparisons to be made between different 

inflammatory conditions. Secondly, the study was carried out in 

a single country, which limits the applicability of the data to a 

global population. This is particularly important when consider-

ing the differences in health care systems. In Saudi Arabia, the 

specialty of the physician first consulted is dependent on patient 

choice, while in other countries a PCP referral is necessary 

for a visit to a specialist. As in the former case, many patients 

choose to initially visit an orthopedic surgeon, the extension of 

the referral guidelines produced in the present study to clinics 

of other specialties may therefore be appropriate.16

Conclusion
It is widely acknowledged that early diagnosis and initiation 

of treatment for inflammatory arthritis significantly improve 

patient outcome. It is therefore essential that the time between 

symptom onset and rheumatologist assessment is minimized. 

In the present study, we addressed the lack of available cri-

teria for aiding the PCP in identification of the patients who 

require early referral to a specialist. Using extensive statisti-

cal analysis of data from a cohort of patients referred to a 

www.dovepress.com
www.dovepress.com
www.dovepress.com
cristian.diaz
PDF Creator Trial



Open Access Rheumatology: Research and Reviews 2017:9 submit your manuscript | www.dovepress.com

Dovepress 

Dovepress

89

Early referral criteria for inflammatory arthritis

rheumatology clinic, we have identified 9 variables with high 

specificity and predictive value for a diagnosis of inflamma-

tory arthritis: loss of appetite, swelling of MCP 2 or MCP 5, 

swelling of PIP 2 or PIP 3, wrist swelling, wrist tenderness, 

RF positivity, and ACPA positivity. Furthermore, the inclu-

sion of standardized physical examination techniques should 

greatly improve their accuracy when used by the PCP. Future 

research work should determine precisely validated criteria 

for early referral in a primary care setting.
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ABSTRACT
Objective The original European League Against
Rheumatism recommendations for managing
fibromyalgia assessed evidence up to 2005. The paucity
of studies meant that most recommendations were
‘expert opinion’.
Methods A multidisciplinary group from 12 countries
assessed evidence with a focus on systematic reviews
and meta-analyses concerned with pharmacological/non-
pharmacological management for fibromyalgia. A review,
in May 2015, identified eligible publications and key
outcomes assessed were pain, fatigue, sleep and daily
functioning. The Grading of Recommendations
Assessment, Development and Evaluation system was
used for making recommendations.
Results 2979 titles were identified: from these 275 full
papers were selected for review and 107 reviews (and/or
meta-analyses) evaluated as eligible. Based on meta-
analyses, the only ‘strong for’ therapy-based
recommendation in the guidelines was exercise. Based
on expert opinion, a graduated approach, the following
four main stages are suggested underpinned by shared
decision-making with patients. Initial management
should involve patient education and focus on non-
pharmacological therapies. In case of non-response,
further therapies (all of which were evaluated as ‘weak
for’ based on meta-analyses) should be tailored to the
specific needs of the individual and may involve
psychological therapies (for mood disorders and
unhelpful coping strategies), pharmacotherapy (for severe
pain or sleep disturbance) and/or a multimodal
rehabilitation programme (for severe disability).
Conclusions These recommendations are underpinned
by high-quality reviews and meta-analyses. The size of
effect for most treatments is relatively modest. We
propose research priorities clarifying who will benefit
from specific interventions, their effect in combination
and organisation of healthcare systems to optimise
outcome.

INTRODUCTION
Fibromyalgia is common with a prevalence of 2%
in the general population.1 2 However, its diagnosis
and management remain a challenge for patients
and healthcare professionals. It often takes >2 years
for a diagnosis to be made with an average of 3.7
consultations with different physicians.3 Referral to
specialists and investigations results in high health-
care use, for up to 10 years prior to diagnosis, com-
pared with persons who do not have fibromyalgia.4

Although pain is the dominant symptom in fibro-
myalgia, other symptoms such as fatigue, non-
refreshed sleep, mood disturbance and cognitive
impairment are common, but not universal, have an
important influence on quality of life and emphasise
that it is a heterogeneous and complex condition.5 6

The original European League Against Rheumatism
(EULAR) recommendations for the management
of fibromyalgia assessed evidence up to and in-
cluding 2005.7 Given the paucity of information
and poor quality of the studies available, it was
recommended that the guidelines be revised after a
period of 4 years. However, no subsequent revision
took place and thus a decade later we revisit the
recommendations with the aim of making them
more evidence based. In the time since the original
recommendations, there have been a considerable
number of individual trials examining pharmaco-
logical and non-pharmacological interventions and,
moreover, there have been systematic reviews con-
ducted for nearly all of the commonly used man-
agement strategies. Our aim therefore was, using
the systematic reviews conducted and taking into
account their quality, to make evidence-based recom-
mendations for the use of individual pharmacological
and non-pharmacological approaches, and how these
could be combined. Further, we aimed to identify
priority areas for future research.

METHODS
Working group membership
The working group included 18 members from 12
European countries: clinicians (representing rheuma-
tology, internal medicine, pain medicine and epidemi-
ology), non-clinical scientists (occupational health,
epidemiology), patient representatives and the allied
health professions (nursing).

Eligibility, search strategy and quality
assessment
We focused on systematic reviews (with or without
meta-analysis) concerned with the management of
fibromyalgia. Details of eligibility, review and quality
assessment are provided in online supplementary
text.

Evaluating evidence
We retained pain as one of the key outcomes of in-
terest, from the original guidelines, but also in-
cluded fatigue, sleep and daily functioning. The
committee considered the following in making a
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recommendation: number of trials, number of patients, out-
comes assessed, quality of reviews and the trials included within
the reviews, effect size (and 95% CI), adverse events and cost. We
used the Grading of Recommendations Assessment, Development
and Evaluation system for making recommendations.10 This is a
four-point scale: strong for/weak for/weak against/strong against;
or allowing a recommendation ‘use only for research’. The
strength of recommendation is based on the balance between
desirable and undesirable effects (considering values and prefer-
ences), confidence in the magnitude of effects and resource use.
A strong recommendation implies that, if presented with the
evidence, all or almost all informed persons would make the
recommendation for or against the therapy, while a weak recom-
mendation would imply that most people would, although a
substantial minority would not.11

Two subgroups considered the evidence for pharmacological
and non-pharmacological therapies and proposed a recommen-
dation. At a face-to-face meeting, after presentation of the evi-
dence and the preliminary recommendation, discussion resulted
in a ‘final recommendation’. In addition to the evidence on effi-
cacy/effectiveness, the committee also took into account safety.
All participants then voted on their level of agreement with the
recommendation on a scale from 0, ‘completely disagree’, to 10,
‘completely agree’. The percentage of the committee scoring at
least 7 was taken to indicate level of agreement.

RESULTS
In total, 2979 titles were identified. From these, 571 abstracts
and then 275 full papers were selected for review, and 107
reviews evaluated as eligible for consideration in making recom-
mendations for management (figure 1).

Information on the reviews informing these recommendations
on pharmacological therapy and on non-pharmacological and
complementary and alternative medicines/therapies is collated
in online supplementary tables A and B, respectively, while in-
formation from one review, for each medicine/therapy, selected
based on recency and quality is provided in tables 1 and 2,
respectively.

Evaluation of pharmacological medicines
Amitriptyline
Five reviews included up to 13 trials and a maximum of 919
subjects. Häuser et al12 reported that patients receiving amitrip-
tyline were more likely to achieve 30% pain reduction (risk
ratio (RR) 1.60, 95% CI 1.15 to 2.24), equivalent to a ‘number
needed to treat’ (NNT) of 3.54, 95% CI 2.74 to 5.01. There
was a moderate effect on sleep (standardised mean difference
(SMD) −0.56, 95% CI −0.78, to −0.34)i and small effect on
fatigue (−0.44; −0.71 to −0.16). There was no difference in dis-
continuation rates compared with patients receiving placebo.
Nishishinya et al13 in their high-quality review concluded that
25 mg/day improved pain, sleep and fatigue at 6–8 weeks of
treatment but not at 12 weeks while 50 mg/day did not demon-
strate efficacy. Amitriptyline evaluation: weak for, at low dose
(100% agreement).

Anticonvulsants
Nine reviews of pregabalin included up to seven studies and a
maximum of 3344 patients. A recent Cochrane review24

reported patients receiving active treatment were more likely to

have 30% pain reduction, RR 1.37, 95% CI 1.22 to 1.53, with
a ‘number needed to benefit’ (NNTB) over placebo of 9, 95%
CI 7 to 13. There was a very small effect on fatigue (−0.17;
−0.25 to −0.09) and small effect on sleep (−0.35; −0.43 to
−0.27) but no effect on disability (−0.01; −0.11 to 0.09).
A single, moderate quality, study of gabapentin in 150 subjects
(eg, in ref. 104) showed a significant effect on 30% pain reduc-
tion (RR 1.65, 95% CI 1.10 to 2.48), a small effect on sleep
(−0.71; −1.08 to −0.24) and a large effect on disability (−0.94;
−1.32 to −0.56). Anticonvulsant evaluation: pregabalin—weak
for (94% agreement); gabapentin—research only (100%
agreement).

Cyclobenzaprine
A single systematic review of five studies involving 312 patients
reported that of those taking cyclobenzaprine 85% experienced
side effects and only 71% completed the studies. They were
more likely to report themselves as ‘improved’ (NNT 4.8, 95%
CI 3.0 to 11.0). Only two studies reported an ‘intention-
to-treat’ (ITT) analysis. Sleep, but not pain, showed a significant,
very small, improvement relative to baseline at the longest outcome
considered (12 weeks: SMD 0.34) and patients on placebo showed
similar improvement (SMD 0.52).25 Cyclobenzaprine evaluation:
weak for (75% agreement).

Growth hormone
A single systematic review of two studies involving 74 patients
reported an effect size on pain of 1.36 (0.01 to 1.34).16 The
improvement in functional deficit was not statistically significant
(1.24; −0.36 to 2.84). There are concerns on safety (sleep
apnoea, carpal tunnel syndrome). The drug is not approved for
fibromyalgia (FM) or related disorders in Europe. Growth
hormone evaluation: strong against (94% agreement).

Monoamine oxidase inhibitors
Four reviews identified up to three studies and 241 patients.
Häuser et al26 reported a moderate effect on pain across the
studies (−0.54; −1.02, to −0.07), but the single studies that
evaluated fatigue and sleep showed no effect. There were no dif-
ferences in dropouts or adverse events compared with placebo.
There was no comparison between compounds. Life-threatening
interactions have been documented. Monoamine oxidase inhibi-
tors (MAOIs) evaluation: weak against (81% agreement).

NSAIDs
A single review21 identified two small trials with no evidence
of improved outcome compared with placebo. One low-quality
review was not considered. Non-steroidal anti-inflammatory
drugs (NSAIDs) evaluation: weak against (100% agreement).

Serotonin-noradrenalin reuptake inhibitors
Eight systematic reviews were identified, which presented data
separately for duloxetine. The largest review of 2249 subjects32

reported duloxetine, short term (up to 12 weeks) and long term
(up to 28 weeks), was more effective than placebo at reducing
pain (RR >30% pain, RR 1.38, 95% CI 1.22 to 1.56), although
there was no significant effect at 20–30 mg/day and no differ-
ence between doses of 60 and 120 mg/day. NNTB, based on
60 mg/day up to 12 weeks, was 6, 95% CI 3 to 12. A previous
review reported small effects on sleep (−0.24; −0.37, to −0.12)
and disability (−0.33; −0.43, to −0.24) but no effect on
fatigue.30 Seven systematic reviews were identified of milnaci-
pran, a recent one of which evaluated five trials.30 Patients
taking milnacipran were more likely, at the end of treatment, to

iAll effect sizes are expressed as SMD with 95% CI unless otherwise
stated.
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have 30% pain reduction (RR 1.38, 95% CI 1.25 to 1.51) but
there was only a small benefit on fatigue (−0.14; −0.19 to
−0.08), disability (−0.16; −0.23 to −0.10) and no effect on
sleep. Duloxetine and milnacipran evaluation: weak for (100%
agreement).

Selective serotonin reuptake inhibitors
Seven systematic reviews included up to 11 trials and a
maximum of 521 subjects. Given that reviews have not focused
on specific drugs or comparisons, drugs within this class were
considered together. A recent review of medium quality included
seven trials and reported a moderate effect on pain (−0.40;

−0.73, to −0.07), sleep (−0.31; −0.60 to −0.02) and no effect
on fatigue (−0.17; −0.46 to 0.11).36 Selective serotonin reuptake
inhibitor (SSRI) evaluation: weak against (94% agreement).

Sodium oxybate
A single systematic review of five studies including 1535 patients
reported small effects sizes on pain (0.44; 0.31 to 0.58), sleep
problems (0.47; 0.28 to 0.66) and fatigue (0.48; 0.35 to 0.60).
The European Medicines Agency and the US Food and Drug
Administration refused the approval for FM because of safety
concerns.16 The drug is only approved for narcolepsy. Sodium
oxybate evaluation: strong against (94% agreement).

Figure 1 Flow chart identifying
eligible reviews.
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Tramadol, a weak opioid with mild serotonin-noradrenalin
reuptake inhibitor (SNRI) activity was considered by two
reviews. Roskell et al22 identified a single study of tramadol
with paracetamol. Those in the active arm were more
likely to have 30% improvement in pain (RR 1.77, 95% CI
1.26 to 2.48). Tramadol evaluation: weak for (100%
agreement).

The literature search did not identify any reviews on corticos-
teroids, strong opioids, cannabinoids and antipsychotics. The
committee made a ‘strong against’ evaluation (100% agreement)
regarding the use of strong opioids and corticosteroids in
patients with fibromyalgia on the basis of lack of evidence of
efficacy and high risk of side effects/addiction reported in indi-
vidual trials.

Evaluation of non-pharmacological therapies;
complementary and alternative medicines and therapies
Acupuncture
Eight reviews included up to 16 trials and 1081 participants.
One high-quality review included nine trials, with 395 patients,
and demonstrated that acupuncture, added to standard therapy,
resulted in a 30% (21%, 39%) improvement in pain.70 Electric
acupuncture was also associated with improvements in pain
(22%; 4% to 41%) and fatigue (11%; 2% to 20%). Some
adverse events were reported, but these were commonly mild
and transient. There is little understanding of the active compo-
nent of acupuncture, and the evidence supporting the use of
real versus sham acupuncture was less consistent. Acupuncture
evaluation: weak for (93% agreement).

Table 1 Overview of results from selected systematic reviews of placebo-controlled pharmacological trials

Treatment
(review reference)

No. of trials
(no. of
participants)
Review quality Dosages; durations of treatment

Overall trial
quality* Safety and comments

Amitriptyline12 10 (767)
AMSTAR=6

10–50 mg/day; 8–24 weeks Low There was no analysis of safety but no difference in
discontinuation rates compared with patients on placebo
was reported.

Anticonvulsants—
pregabalin24

5 (3256)
AMSTAR=10

Three studies with fixed doses of 300, 450 and
600 mg/day; one with fixed doses of 150, 300 or
450 mg/day; one flexible dosing study of 300 or
450 mg/day; 8–14 weeks

High Increased likelihood of withdrawal due to adverse
events, RR 1.68, 95% CI 1.36 to 2.07; NNH 12 95% CI
9 to 17. No difference in likelihood of serious adverse
events.

Cyclobenzaprine25 5 (312)
AMSTAR=7

10–40 mg; 2–24 weeks Moderate There was no analysis of adverse outcomes in the trials
reviewed although dropout across trials was large
(cyclobenzaprine 29%, placebo 43%). Only two studies
conducted ITT.

Growth hormone16 2 (74)
AMSTAR=5

0.0125 mg/kg/day; adjusted to maintain IGF-1 level
of 250 ng/mL after first month, 0.0125 mg/kg/day;
9 months to 1 year

NE Safety concerns include sleep apnoea and carpal tunnel
syndrome.

MAOIs26 3 (241)
AMSTAR=9

Pirlindole 150 mg/day, moclobemide 150–300 mg/
day; 4–12 weeks

Low MAOIs are known to cause potentially fatal hypertensive
crises, serotonin syndrome and psychosis when they
interact with foods containing tyramine and medications
(many of which are commonly used in the treatment of
FM), including SSRIs, tricyclic antidepressants and
tramadol. The clinical trials had restrictions on
concomitant medications.

NSAIDs21 2 (242)
AMSTAR=7

Ibuprofen 600 mg four times a day, tenoxicam
20 mg/day; 6–8 weeks

Low The adverse event profile, although not considered in
this review, is well established for this class of drugs.

SNRIs—duloxetine31 6 (2249)
AMSTAR=10

20–120 mg/day; 12–28 weeks Moderate Dropout rates due to side effects across studies higher
than with placebo. No difference in serious adverse
events.

SNRIs—
milnacipran30

5 (4118)
AMSTAR=10

100 or 200 mg/day; 12–27 weeks High Dropout rates due to side effects across studies were
double compared with placebo, but there was no
difference in serious adverse events.

SSRIs36 7 (322)
AMSTAR=8

20–40 mg/day citalopram, 20–80 mg/day fluoxetine,
20–60 mg/day paroxetine; 6–16 weeks

Moderate to
high

Acceptability and tolerability were similar to placebo
NNH 40, 95% CI 19 to 66. Although several studies
excluded patients with depression/anxiety, Häuser et al26

showed a small effect of SSRIs in improving depressed
mood (SMD −0.37, 95% CI −0.66 to −0.07).

Sodium oxybate16 5 (1535)
AMSTAR=5

4.5–6 g/day; 8–14 weeks NE There is the potential for abuse and central nervous
system effects associated with abuse such as seizure,
respiratory depression and decreased levels of
consciousness.

Tramadol22 1 (313)
AMSTAR=3

37.5 mg tramadol/325 mg paracetamol 4×/day;
3 months

High No significant difference in discontinuation due to
adverse events (RR 1.62, 95% CI 0.94 to 2.80). A
high-quality review (AMSTAR score 7) identified a single
study, which, among persons who tolerated and
benefitted from tramadol, demonstrated a lower
discontinuation rate in a double-blind phase compared
with placebo.21

*According to the method of quality evaluation used in the review.
AMSTAR, Assessing the Methodological Quality of Systematic Reviews; FM, fibromyalgia; IGF, insulin growth factor; ITT, intention-to-treat; MAOIs, monoamine oxidase inhibitors; NE, not
evaluated; NNH, number needed to harm; NSAIDs, non-steroidal anti-inflammatory drugs; RR, risk ratio; SMD, standardised mean difference; SNRI, serotonin-noradrenalin reuptake
inhibitor; SSRI, selective serotonin reuptake inhibitor.
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Table 2 Overview of results from selected systematic reviews of non-pharmacological; complementary and alternative medicine and therapy trials

Treatment
(review reference)

No. of trials
(no. of participants*)
Review quality Dosages; durations of treatment

Overall trial
quality† Safety and comments

Acupuncture70 9 (395)
AMSTAR=11

Treatment sessions ranged from 3 to 13 weeks (median=4), with needle retention
ranging from 20 to 30 min. Only one study provided journal references for the
acupuncture point selection, and the description of the type of needle stimulation/
manipulation was clear in only three studies.

Moderate One in six people who had acupuncture, and one in three controls, reported adverse
events. Such events were minor and lasted less than one day. No serious adverse events
were reported in any trials.

Biofeedback92 7 (321)
AMSTAR=8

EMG biofeedback.
Individual sessions varied between 45 and 180 min, and the number of sessions varied
between 6 and 16.
EEG biofeedback.
20–22 sessions of (where reported) 30 min duration.

Poor Only two‡ trials reported adverse event data. 4% of patients in one trial receiving EMG
biofeedback reported stress. And 74% of patients in another, receiving EEG biofeedback
reported a variety of side effects, including: headache, fatigue and sleep problems.

Capsaicin94 2 (153)
AMSTAR=5

Topical application of Capsicum annuum L. cream, either
0.025% capsaicin for 4 weeks or 0.075% for 12 weeks.

Not reported Patients reported moderate, transient, burning or stinging.

Chiropractic89 3 (102)
AMSTAR=4

Little detail is given for any trials, but treatment elements included massage, stretching,
spinal manipulation, education and resistance training.

Low Around 50% of patients experience mild-to-moderate transient adverse effects after
spinal manipulation.§

CBT57 23 (2031)
AMSTAR=11

Median duration of therapy=10 weeks, with a median number of 10 sessions, and
median total hours=18 hours. All but two studies delivered therapy face to face. Median
follow-up (where this was performed 17/23 studies)=6 months.

Low The assessment of safety in most studies was insufficient.
Two studies reported dropout due to worsening of comorbid mental disorders. However,
CBT is generally considered safe.

Exercise41 34 (2276)
AMSTAR=9

Exercise programmes lasting 2.5–24 weeks. Aerobic exercise for ≥20 min, once a day (or
twice for ≥10 min), 2–3 days a week. Strength training with ≥8 repetitions per exercise,
2–3 times a week.

Moderate Although patients may initially notice a deterioration in symptoms, exercise is generally
considered safe, especially when practised under supervision.

Hydrotherapy/spa
therapy76

10 (446)
AMSTAR=9

Wide variation in precise treatment strategy between trials. Most consisted of water or
mud baths at body temperature 36–37°C, or slightly above (40–45°C), with a median
treatment time of 240 min (range 200–300), over several weeks.

Low Three studies reported no side effects of treatment; one reported slight flashes in 10% of
the patients. The remaining trials did not explicitly mention safety.

Hypnotherapy91 4 (152)
AMSTAR=11

Some variation between trials ranging (where reported) from 300 to 420 min, delivered
over 10–26 weeks.

Good Adverse events were not reported in any of the trials.

Massage63 9 (404)
AMSTAR=7

Massage therapy time lasted 25–90 min, with between 1 and 20 massage sessions in
total.

Low to moderate No adverse events were reported in any of the trials.

Meditative movement80 7 (362)
AMSTAR=9

Wide variation in treatments between trials, and included yoga, tai chi, qigong or body
awareness therapy. Median (range) duration of treatment=16 (6–24) hours, over
4–12 weeks.

Moderate Although no serious adverse events were reported, six participants (3.1%) withdrew from
the trials because of adverse events (increase of pain; muscle inflammation; chlorine
hypersensitivity). The review authors concluded that the acceptance and safety of all
types of meditative movement therapies were high.

Mindfulness/mind–body
therapy84

6 (674)
AMSTAR=9

Some variation between trials. Single 2–3.5 hours session per week, for 8–10 weeks.
Four out of six programmes also included daily home practice (30–45 min) plus a single
all-day retreat.

Low Safety was assessed and reported in none of the trials.

Multicomponent
therapy60

9 (1119)
AMSTAR=9

Enormous variation in treatment strategies between trials. Most included different
combinations of exercise (land and/or water based); education; relaxation; and/or some
other specific therapeutic component (eg, Tai Chi; or massage).

Moderate No adverse events were reported in any of the trials.

SAMe93 1 (44)
AMSTAR=6

400 mg tablet, twice a day, for 6 weeks. Moderate Mild adverse effects such as stomach upset and dizziness were reported.

Other: guided
imagery91

1 (48)
AMSTAR=9

Audiotape-led, individual, guided imagery: 30 min daily for 6 weeks recommended.
Median of 44 exercises (range 37–136).

Good Adverse events were not reported.

Other: homeopathy98 4 (163)
AMSTAR=7

Variation between trials. Two studied individualised homeopathic treatment, consisting of
an initial consultation (and treatment), plus follow-up interviews every 4–8 weeks. Two
studied Arnica montana, Bryonia alba or Rhus toxicodendron (potency 6c) daily for
between 1 and 3 months.

Low to moderate No information was provided on safety.

*Total number of persons randomised.
†According to the method of quality evaluation used in the review.
‡Elsewhere in the review, it reports that three studies reported on adverse events. However, in the table where these data are presented, it is only clear for two. However, in a third trial, there were no dropouts due to side effects.
§These data were not contained in this review. The initial recommendation for chiropractic was weak against. However, after discussion, this was downgraded to strong against due to potential safety concerns.
CBT, cognitive behavioural therapy; EMG, electromyographic; SAMe, S-adenosyl methionine.
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Biofeedback
Two reviews included up to seven trials and 307 participants.
Glombiewski et al92 reviewed seven studies, comprising 321
participants. Treatment sessions varied from 6 to 22; with
control therapy comprising sham biofeedback, attention control,
medication and treatment as usual. Biofeedback was effective in
reducing pain intensity (Hedges’ g=0.79; 0.22 to 1.36),
although all trials were poor quality. There was no evidence of
effectiveness in terms of fatigue or sleep and subgroup analysis
suggested that any effect was limited to electromyographic
(0.86; 0.11 to 1.62) rather than electroencephalographic bio-
feedback (0.71; −0.37 to 1.8). Biofeedback evaluation: weak
against (100% agreement).

Capsaicin
Two reviews included two trials and 153 participants. The most
recent review, a narrative review of two trials, considered data
on 153 patients.94 Both showed some evidence of positive
effect in terms of pain relief, although results were not consist-
ent for other outcomes. Capsaicin gel is generally considered
safe, although many users report a mild burning sensation when
applied to the skin. However, the number of patients and trials
was small and was therefore limited in the extent to which they
can provide evidence for toxicity. Capsaicin evaluation: weak
against (86% agreement).

Chiropractic
Three reviews included up to 13 trials and 102 participants.
The most recent review summarised three studies.89 One study
was an open pilot study, one quasi-randomised and in the third
no between-group differences were observed in terms of pain.
The studies were poor quality and lacked robust interpretable
data. Chiropractic evaluation: strong against (93% agreement).

Cognitive behavioural therapies
Five reviews included up to 30 trials and at least 2031 partici-
pants. One high-quality review included 23 trials, comprising
>2000 patients, although the quality of individual trials was
reported as generally poor.58 Cognitive behavioural therapies
(CBTs) were effective in reducing pain (−0.29; −0.49 to −0.17)
and disability (−0.30; −0.51 to −0.08) at the end of treatment
compared with a variety of controls groups, and results were
sustained long term. Behavioural therapy evaluation: weak for
(100% agreement).

Exercise
Twenty reviews included up to 34 trials and at least 2494 parti-
cipants.ii The largest, a Cochrane review, considered 47 different
exercise interventions.41 Aerobic exercise was associated with
improvements in pain (0.65; −0.09 to 1.39) and physical func-
tion (0.66; 0.41 to 0.92). Busch et al42 reviewed five trials
with 219 participants and concluded that resistance training
resulted in a significant improvement in pain (−3.3 cm on a
10 cm scale; −6.35 to −0.26) as well as function compared with
control. There is some consistency with regard to aerobic and
strengthening exercises, although insufficient evidence to suggest
superiority of one over the other; land and aquatic exercise
appear equally effective.56 Exercise therapy evaluation: strong for
(100% agreement).

Hydrotherapy/spa therapy
Four reviews included up to 21 trials and 1306 participants.
One high-quality review included 10 trials, 446 participants and
compared a median of 4-hour hydrotherapy (range 200–
300 min) against various comparators.76 There was a significant
improvement in pain (−0.78; −1.42 to −0.13) at the end of
therapy, maintained in the longer term (median 14 weeks),
although the review authors noted that no trials conducted an
ITT analysis. There was consistency with regard to the evidence
for hydrotherapy and balneotherapy, although little evidence to
suggest superiority of one over the other.77 Hydrotherapy evalu-
ation: weak for (93% agreement).

Hypnotherapy
One review included four trials, although the number of partici-
pants is unclear.91 Although six trials of hypnotherapy and/or
guided imagery were reviewed, only four examined hypnother-
apy in isolation. Median treatment duration (where reported)
was 360 min and hypnotherapy was compared with a variety of
control therapies: cognitive intervention, active control (phys-
ical therapy/massage/relaxation/autogenic training) and treat-
ment as usual. A meta-analysis is presented on all six trials, and
isolated data for hypnotherapy are not presented. Two of the
four hypnotherapy trials report some significant benefit in terms
of pain, the other two demonstrate null, non-significant results.
Hypnotherapy evaluation: weak against (86% agreement).

Massage
Six reviews have been reported and one meta-analysis with nine
trials and 404 patients63 with sessions lasting 25–90 min, and
treatment duration ranging from 1 to 24 weeks (median 5
weeks). Comparator treatments included transcutaneous elec-
trical nerve stimulation (TENS), standard care, guided relaxation
and acupuncture. Methodological problems were noted with all
of the studies, only four were at low risk of bias in terms of
random allocation and only two were analysed as ITT. Overall,
massage was not associated with a significant improvement in
pain (0.37; −0.19 to 0.93), and of the two ITT analyses, one
favoured massage and one favoured control (both significant).
A subgroup analysis revealed some evidence of a positive effect
with massage of ≥5 weeks duration, although this was based
solely on lower-quality trials. Massage evaluation: weak against
(86% agreement).

Meditative movement
Six reviews, including up to eight trials and 559 participants,
focused on qigong, yoga, tai chi or a combination of these ther-
apies. However, there was insufficient evidence to make in-
dividual recommendations. One review included seven trials,
with 362 participants randomised to tai chi, yoga, qigong or
body awareness therapy.80 Total treatment time ranged from 12
to 24 hours and was compared with a variety of controls,
including treatment as usual and active control groups (aerobics,
wellness education and stretching). At the end of therapy,
improvements were seen in sleep (−0.61; −0.95 to −0.27) and
fatigue (−0.66; −0.99 to −0.34) some of which were main-
tained in the longer term. Meditative movement evaluation:
weak for (71% agreement).

Mindfulness/mind–body therapy
Six reviews included up to 13 trials and 1209 participants. One
recent review, a meta-analysis of six trials, with 674 patients84

provided evidence that mindfulness-based stress reduction

iiIt is unclear from some of the reviews how many participants were
included. The number of participants represents the minimum about
which we can be confident.
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resulted in improvements in pain (−0.23; −0.46 to −0.01)
immediately post treatment compared with usual care and com-
pared with active control interventions (−0.44; −0.73 to
−0.16). However, these effects were not robust against bias.
Mindfulness/mind–body therapy evaluation: weak for (73%
agreement).

Multicomponent therapy
Two reviews including up to 27 trials and 2407 participants exam-
ined the additional benefit of combining therapies compared with
individual therapy. Häuser et al60 conducted a review of manage-
ment involving both educational or psychological therapies and
exercise. In a meta-analysis of nine trials and 1119 patients, multi-
component therapy was effective in reducing pain (−0.37; −0.62
to −0.13), and fatigue, immediately post treatment, compared
with waiting list, relaxation, treatment as usual and education.
However, effects were short-lived. Multicomponent therapy evalu-
ation: weak for (93% agreement).

S-Adenosyl methionine
Two reviews each included one trial with, in combination, 74
participants. De Silva et al93 reported that, after the end of
treatment, significant improvements were observed in pain and
fatigue compared with placebo. Sim and Adams52 reviewed a
trial comparing S-adenosyl methionine (SAMe) with TENS but
data on the main trial comparison are omitted. Side effects are
usually mild and infrequent. However, the number of patients
and trials was small and therefore cannot provide a robust
assessment of toxicity and safety. SAMe evaluation: weak against
(93% agreement).

Other complementary and alternative therapies
Three reviews of guided imagery included up to six trials and
357 participants. The highest quality, including only one trial,
provided some evidence that guided imagery may be effective in
reducing pain (−1.52; −2.17 to −0.87).90 Two reviews of hom-
eopathy included four trials and 163 participants.97 98 Both
contained a review including only four randomised trials, each
of which showed some benefit of homeopathy, on some out-
comes. However, none of the individual trials were without
serious flaws. Other complementary and alternative therapies
(guided imagery, homeopathy): strong against (93% agreement).

Reviews were identified that examined electrothermal and photo-
therapeutic therapy;99 phytothermotherapy;100 music therapy, jour-
naling/storytelling103 and static magnet therapy,101 although each
was insufficient to allow a recommendation. Marlow et al102

examined the effectiveness of transcranial magnetic and/or direct
current stimulation. Eight trials included 244 participants,
although not all were analysed by ITT, and appropriate group
comparisons were not presented for all studies. Overall, there
was little evidence to support either therapy, and several studies
reported an unacceptably high rate of adverse events and/or dis-
continuation due to headache.

EULAR revised recommendations
In terms of overall principles, we recommend, based on unani-
mous expert opinion, that optimal management requires prompt
diagnosis and providing the patient with information (including
written material) about the condition. There should be a compre-
hensive assessment of pain, function and the psychosocial
context. Management should take the form of a graduated
approach with the aim of improving health-related quality of life.
It should focus first on non-pharmacological modalities. This is
based on availability, cost, safety issues and patient preference.

We have used the evaluation of individual therapies (above) to
make 10 specific recommendations, all based on evidence from
systematic reviews and all but one from meta-analysis. The
recommendations are given in table 3, and a flow chart of how
these therapies may be used in management is shown in figure 2.

We were unanimous in providing a ‘strong for’ recommenda-
tion for the use of exercise, particularly given its effect on pain,
physical function and well-being, availability, relatively low cost
and lack of safety concerns. The available evidence did not
allow us to distinguish between the benefits of aerobic or
strengthening. We gave ‘weak for’ recommendations in relation
to meditative movement therapies (which improved sleep,
fatigue and quality of life) or mindfulness-based stress reduction
(which improved pain and quality of life); the physical therapies
acupuncture or hydrotherapy for which there was evidence that
they improved pain/fatigue and pain/quality of life, respectively.
The effects seen in pragmatic trials of such therapies will
include specific and non-specific effects, and it is not possible to
disentangle these. There were some non-pharmacological ther-
apies we did not recommend because of lack of effectiveness
and/or low study quality: biofeedback, capsaicin, hypnotherapy,
massage, SAMe and other complementary and alternative ther-
apies. We provided a ‘strong against’ evaluation for chiropractic
based on safety concerns.

In case of lack of effect of the above therapeutic approaches,
we recommend individualised treatment according to patient
need. Psychological therapies (‘weak for’) should be considered
for those with mood disorder or unhelpful coping strategies:
CBTwas effective at producing modest, long-term reductions in
pain, disability and improving mood. Pharmacological therapies
(all ‘weak for’) should be considered for those with severe pain
(duloxetine, pregabalin, tramadol) or sleep disturbance (amitrip-
tyline, cyclobenzaprine, pregabalin). Multimodal rehabilitation
(‘weak for’) programmes should be considered for those with
severe disability—in comparison to individual therapies, those
that were multimodal improved a range of short-term outcomes.
We did not recommend several pharmacological therapies
including NSAIDs, MAOIs and SSRIs because of lack of efficacy
and specifically gave a ‘strong against’ evaluation to growth
hormone, sodium oxybate, strong opioids and corticosteroids
based on lack of efficacy and high risk of side effects.

DISCUSSION
The previous EULAR recommendations provided an import-
ant milestone in the management of fibromyalgia. There were
nine recommendations, but only three were supported by
strong evidence from the scientific literature; most were based
on expert opinion. Since that time, there have been a consid-
erable number of trials published addressing issues in the
management of fibromyalgia. The availability of systematic
reviews and meta-analysis of randomised controlled trials
(RCTs) for all the most common approaches to management
allowed us to concentrate on these.

Comparison with 2007 EULAR recommendations
Despite the very large increase in the amount of trial data and
summarised in meta-analyses, there are no major changes to the
approach of managing patients with fibromyalgia, although we
provide new evidence in support for some additional non-
pharmacological therapies. In addition, all the recommendations
are now firmly evidence based. We now recommend that non-
pharmacological therapy should be first-line therapy and then if
there is a lack of effect that there should be individualised
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therapy according to patient need, which may include pharma-
cological therapy.

Comparison with other recommendation
There are three recent guidelines on the management of FM
from Canada, Israel and Germany that have been compared
with respect to their recommendations.105 These guidelines
and our EULAR recommendations are in agreement on the
principles of approach to management, the need for tailored
therapy to the individual and the first-line role of non-
pharmacological therapies. There are differences between our
guidelines and previous guidelines, which can partly be
explained by us using more recently available evidence. There
are differences in the strength of recommendations relating to
pharmacological therapies: anticonvulsants and SNRIs were
strongly recommended by the Canadian and Israeli guidelines
while the German and these EULAR guidelines provide a
weak recommendation. There are also differences in relation
to individual non-pharmacological therapies across guidelines
in terms of whether they were assessed. For example, medita-
tive movement is strongly recommended by the German
guidelines, but recommended only for a minority of patients
in Israel, while these EULAR guidelines provide a ‘weak for’
recommendation.

The committee recommended that an update is conducted
after 5 years in order to determine whether for those therapies
with relatively little current evidence further trials have been
conducted and, second, whether any new therapies have
emerged for the management of fibromyalgia.

Research priorities
In the course of discussion, we identified important questions in
terms of guiding management where there was either

insufficient (or often no) evidence base to guide decisions, that
is, ‘research gaps’. We discussed their relatively priority taking
into account their potential to guide management, the likeli-
hood that such studies could be conducted and were likely to be
funded. We identified five such priority questions:
▸ Which type of exercise is most effective: strength and/or

aerobic training?
▸ Are combined pharmacological and non-pharmacological

approaches to management more effective than single-
modality management?

▸ Are there characteristics of patients with fibromyalgia that
predict response to specific therapies?

▸ How should fibromyalgia be managed when it occurs as a
comorbidity to inflammatory arthritis?

▸ What aspects of a healthcare system optimise outcome for
patients (who is best for the management of FM patients)?
Some of these questions are best answered by RCTs. Given,

however, the expense of such studies and that they can take
almost 10 years from identifying the questions to be answered to
results being obtained, alternatives including registers and obser-
vational studies should be considered. These can be complemen-
ted by qualitative studies to determine the needs of patients.

Dissemination
These recommendations will be disseminated by the inter-
national working group through national rheumatology soci-
eties. This will include scientific meetings, newsletters and
continuing education programmes. We will produce a summary
of the recommendations suitable for dissemination through
EULAR-affiliated patient groups and through national patient
societies. We will investigate assessing agreement with the
recommendations in the target population.

Table 3 Recommendations

Recommendation
Level of
evidence Grade

Strength of
recommendation

Agreement
(%)*

Overarching principles

Optimal management requires prompt diagnosis. Full understanding of fibromyalgia requires comprehensive
assessment of pain, function and psychosocial context. It should be recognised as a complex and heterogeneous
condition where there is abnormal pain processing and other secondary features. In general, the management of
FM should take the form of a graduated approach.

IV D 100

Management of fibromyalgia should aim at improving health-related quality of life balancing benefit and risk of
treatment that often requires a multidisciplinary approach with a combination of non-pharmacological and
pharmacological treatment modalities tailored according to pain intensity, function, associated features (such as
depression), fatigue, sleep disturbance and patient preferences and comorbidities; by shared decision-making with
the patient. Initial management should focus on non-pharmacological therapies.

IV D 100

Specific recommendations

Non-pharmacological management

Aerobic and strengthening exercise Ia A Strong for 100

Cognitive behavioural therapies Ia A Weak for 100

Multicomponent therapies Ia A Weak for 93

Defined physical therapies: acupuncture or hydrotherapy Ia A Weak for 93

Meditative movement therapies (qigong, yoga, tai chi) and mindfulness-based stress reduction Ia A Weak for 71–73

Pharmacological management

Amitriptyline (at low dose) Ia A Weak for 100

Duloxetine or milnacipran Ia A Weak for 100

Tramadol Ib A Weak for 100

Pregabalin Ia A Weak for 94

Cyclobenzaprine Ia A Weak for 75

*Percentage of working group scoring at least 7 on 0–10 numerical rating scale assessing agreement.
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SUMMARY
In summary, these revised EULAR recommendations newly incorp-
orate a decade of evidence in relation to the pharmacological and
non-pharmacological management of fibromyalgia. They allow
EULAR to move from recommendations that are predominantly
based on expert opinion to ones that are firmly based on scien-
tific evidence from high-quality reviews and meta-analyses.
Despite this evidence, however, the size of effect for many treat-
ments is relatively modest. We propose focusing on the research

priorities we outline to address issues clarifying to whom certain
interventions may best be delivered, their effect in combination,
matching patients to therapies and the organisation of health-
care systems to optimise outcome.
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ABSTRACT
Objective The original European League Against
Rheumatism recommendations for managing
fibromyalgia assessed evidence up to 2005. The paucity
of studies meant that most recommendations were
‘expert opinion’.
Methods A multidisciplinary group from 12 countries
assessed evidence with a focus on systematic reviews
and meta-analyses concerned with pharmacological/non-
pharmacological management for fibromyalgia. A review,
in May 2015, identified eligible publications and key
outcomes assessed were pain, fatigue, sleep and daily
functioning. The Grading of Recommendations
Assessment, Development and Evaluation system was
used for making recommendations.
Results 2979 titles were identified: from these 275 full
papers were selected for review and 107 reviews (and/or
meta-analyses) evaluated as eligible. Based on meta-
analyses, the only ‘strong for’ therapy-based
recommendation in the guidelines was exercise. Based
on expert opinion, a graduated approach, the following
four main stages are suggested underpinned by shared
decision-making with patients. Initial management
should involve patient education and focus on non-
pharmacological therapies. In case of non-response,
further therapies (all of which were evaluated as ‘weak
for’ based on meta-analyses) should be tailored to the
specific needs of the individual and may involve
psychological therapies (for mood disorders and
unhelpful coping strategies), pharmacotherapy (for severe
pain or sleep disturbance) and/or a multimodal
rehabilitation programme (for severe disability).
Conclusions These recommendations are underpinned
by high-quality reviews and meta-analyses. The size of
effect for most treatments is relatively modest. We
propose research priorities clarifying who will benefit
from specific interventions, their effect in combination
and organisation of healthcare systems to optimise
outcome.

INTRODUCTION
Fibromyalgia is common with a prevalence of 2%
in the general population.1 2 However, its diagnosis
and management remain a challenge for patients
and healthcare professionals. It often takes >2 years
for a diagnosis to be made with an average of 3.7
consultations with different physicians.3 Referral to
specialists and investigations results in high health-
care use, for up to 10 years prior to diagnosis, com-
pared with persons who do not have fibromyalgia.4

Although pain is the dominant symptom in fibro-
myalgia, other symptoms such as fatigue, non-
refreshed sleep, mood disturbance and cognitive
impairment are common, but not universal, have an
important influence on quality of life and emphasise
that it is a heterogeneous and complex condition.5 6

The original European League Against Rheumatism
(EULAR) recommendations for the management
of fibromyalgia assessed evidence up to and in-
cluding 2005.7 Given the paucity of information
and poor quality of the studies available, it was
recommended that the guidelines be revised after a
period of 4 years. However, no subsequent revision
took place and thus a decade later we revisit the
recommendations with the aim of making them
more evidence based. In the time since the original
recommendations, there have been a considerable
number of individual trials examining pharmaco-
logical and non-pharmacological interventions and,
moreover, there have been systematic reviews con-
ducted for nearly all of the commonly used man-
agement strategies. Our aim therefore was, using
the systematic reviews conducted and taking into
account their quality, to make evidence-based recom-
mendations for the use of individual pharmacological
and non-pharmacological approaches, and how these
could be combined. Further, we aimed to identify
priority areas for future research.

METHODS
Working group membership
The working group included 18 members from 12
European countries: clinicians (representing rheuma-
tology, internal medicine, pain medicine and epidemi-
ology), non-clinical scientists (occupational health,
epidemiology), patient representatives and the allied
health professions (nursing).

Eligibility, search strategy and quality
assessment
We focused on systematic reviews (with or without
meta-analysis) concerned with the management of
fibromyalgia. Details of eligibility, review and quality
assessment are provided in online supplementary
text.

Evaluating evidence
We retained pain as one of the key outcomes of in-
terest, from the original guidelines, but also in-
cluded fatigue, sleep and daily functioning. The
committee considered the following in making a
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recommendation: number of trials, number of patients, out-
comes assessed, quality of reviews and the trials included within
the reviews, effect size (and 95% CI), adverse events and cost. We
used the Grading of Recommendations Assessment, Development
and Evaluation system for making recommendations.10 This is a
four-point scale: strong for/weak for/weak against/strong against;
or allowing a recommendation ‘use only for research’. The
strength of recommendation is based on the balance between
desirable and undesirable effects (considering values and prefer-
ences), confidence in the magnitude of effects and resource use.
A strong recommendation implies that, if presented with the
evidence, all or almost all informed persons would make the
recommendation for or against the therapy, while a weak recom-
mendation would imply that most people would, although a
substantial minority would not.11

Two subgroups considered the evidence for pharmacological
and non-pharmacological therapies and proposed a recommen-
dation. At a face-to-face meeting, after presentation of the evi-
dence and the preliminary recommendation, discussion resulted
in a ‘final recommendation’. In addition to the evidence on effi-
cacy/effectiveness, the committee also took into account safety.
All participants then voted on their level of agreement with the
recommendation on a scale from 0, ‘completely disagree’, to 10,
‘completely agree’. The percentage of the committee scoring at
least 7 was taken to indicate level of agreement.

RESULTS
In total, 2979 titles were identified. From these, 571 abstracts
and then 275 full papers were selected for review, and 107
reviews evaluated as eligible for consideration in making recom-
mendations for management (figure 1).

Information on the reviews informing these recommendations
on pharmacological therapy and on non-pharmacological and
complementary and alternative medicines/therapies is collated
in online supplementary tables A and B, respectively, while in-
formation from one review, for each medicine/therapy, selected
based on recency and quality is provided in tables 1 and 2,
respectively.

Evaluation of pharmacological medicines
Amitriptyline
Five reviews included up to 13 trials and a maximum of 919
subjects. Häuser et al12 reported that patients receiving amitrip-
tyline were more likely to achieve 30% pain reduction (risk
ratio (RR) 1.60, 95% CI 1.15 to 2.24), equivalent to a ‘number
needed to treat’ (NNT) of 3.54, 95% CI 2.74 to 5.01. There
was a moderate effect on sleep (standardised mean difference
(SMD) −0.56, 95% CI −0.78, to −0.34)i and small effect on
fatigue (−0.44; −0.71 to −0.16). There was no difference in dis-
continuation rates compared with patients receiving placebo.
Nishishinya et al13 in their high-quality review concluded that
25 mg/day improved pain, sleep and fatigue at 6–8 weeks of
treatment but not at 12 weeks while 50 mg/day did not demon-
strate efficacy. Amitriptyline evaluation: weak for, at low dose
(100% agreement).

Anticonvulsants
Nine reviews of pregabalin included up to seven studies and a
maximum of 3344 patients. A recent Cochrane review24

reported patients receiving active treatment were more likely to

have 30% pain reduction, RR 1.37, 95% CI 1.22 to 1.53, with
a ‘number needed to benefit’ (NNTB) over placebo of 9, 95%
CI 7 to 13. There was a very small effect on fatigue (−0.17;
−0.25 to −0.09) and small effect on sleep (−0.35; −0.43 to
−0.27) but no effect on disability (−0.01; −0.11 to 0.09).
A single, moderate quality, study of gabapentin in 150 subjects
(eg, in ref. 104) showed a significant effect on 30% pain reduc-
tion (RR 1.65, 95% CI 1.10 to 2.48), a small effect on sleep
(−0.71; −1.08 to −0.24) and a large effect on disability (−0.94;
−1.32 to −0.56). Anticonvulsant evaluation: pregabalin—weak
for (94% agreement); gabapentin—research only (100%
agreement).

Cyclobenzaprine
A single systematic review of five studies involving 312 patients
reported that of those taking cyclobenzaprine 85% experienced
side effects and only 71% completed the studies. They were
more likely to report themselves as ‘improved’ (NNT 4.8, 95%
CI 3.0 to 11.0). Only two studies reported an ‘intention-
to-treat’ (ITT) analysis. Sleep, but not pain, showed a significant,
very small, improvement relative to baseline at the longest outcome
considered (12 weeks: SMD 0.34) and patients on placebo showed
similar improvement (SMD 0.52).25 Cyclobenzaprine evaluation:
weak for (75% agreement).

Growth hormone
A single systematic review of two studies involving 74 patients
reported an effect size on pain of 1.36 (0.01 to 1.34).16 The
improvement in functional deficit was not statistically significant
(1.24; −0.36 to 2.84). There are concerns on safety (sleep
apnoea, carpal tunnel syndrome). The drug is not approved for
fibromyalgia (FM) or related disorders in Europe. Growth
hormone evaluation: strong against (94% agreement).

Monoamine oxidase inhibitors
Four reviews identified up to three studies and 241 patients.
Häuser et al26 reported a moderate effect on pain across the
studies (−0.54; −1.02, to −0.07), but the single studies that
evaluated fatigue and sleep showed no effect. There were no dif-
ferences in dropouts or adverse events compared with placebo.
There was no comparison between compounds. Life-threatening
interactions have been documented. Monoamine oxidase inhibi-
tors (MAOIs) evaluation: weak against (81% agreement).

NSAIDs
A single review21 identified two small trials with no evidence
of improved outcome compared with placebo. One low-quality
review was not considered. Non-steroidal anti-inflammatory
drugs (NSAIDs) evaluation: weak against (100% agreement).

Serotonin-noradrenalin reuptake inhibitors
Eight systematic reviews were identified, which presented data
separately for duloxetine. The largest review of 2249 subjects32

reported duloxetine, short term (up to 12 weeks) and long term
(up to 28 weeks), was more effective than placebo at reducing
pain (RR >30% pain, RR 1.38, 95% CI 1.22 to 1.56), although
there was no significant effect at 20–30 mg/day and no differ-
ence between doses of 60 and 120 mg/day. NNTB, based on
60 mg/day up to 12 weeks, was 6, 95% CI 3 to 12. A previous
review reported small effects on sleep (−0.24; −0.37, to −0.12)
and disability (−0.33; −0.43, to −0.24) but no effect on
fatigue.30 Seven systematic reviews were identified of milnaci-
pran, a recent one of which evaluated five trials.30 Patients
taking milnacipran were more likely, at the end of treatment, to

iAll effect sizes are expressed as SMD with 95% CI unless otherwise
stated.
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have 30% pain reduction (RR 1.38, 95% CI 1.25 to 1.51) but
there was only a small benefit on fatigue (−0.14; −0.19 to
−0.08), disability (−0.16; −0.23 to −0.10) and no effect on
sleep. Duloxetine and milnacipran evaluation: weak for (100%
agreement).

Selective serotonin reuptake inhibitors
Seven systematic reviews included up to 11 trials and a
maximum of 521 subjects. Given that reviews have not focused
on specific drugs or comparisons, drugs within this class were
considered together. A recent review of medium quality included
seven trials and reported a moderate effect on pain (−0.40;

−0.73, to −0.07), sleep (−0.31; −0.60 to −0.02) and no effect
on fatigue (−0.17; −0.46 to 0.11).36 Selective serotonin reuptake
inhibitor (SSRI) evaluation: weak against (94% agreement).

Sodium oxybate
A single systematic review of five studies including 1535 patients
reported small effects sizes on pain (0.44; 0.31 to 0.58), sleep
problems (0.47; 0.28 to 0.66) and fatigue (0.48; 0.35 to 0.60).
The European Medicines Agency and the US Food and Drug
Administration refused the approval for FM because of safety
concerns.16 The drug is only approved for narcolepsy. Sodium
oxybate evaluation: strong against (94% agreement).

Figure 1 Flow chart identifying
eligible reviews.
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Tramadol, a weak opioid with mild serotonin-noradrenalin
reuptake inhibitor (SNRI) activity was considered by two
reviews. Roskell et al22 identified a single study of tramadol
with paracetamol. Those in the active arm were more
likely to have 30% improvement in pain (RR 1.77, 95% CI
1.26 to 2.48). Tramadol evaluation: weak for (100%
agreement).

The literature search did not identify any reviews on corticos-
teroids, strong opioids, cannabinoids and antipsychotics. The
committee made a ‘strong against’ evaluation (100% agreement)
regarding the use of strong opioids and corticosteroids in
patients with fibromyalgia on the basis of lack of evidence of
efficacy and high risk of side effects/addiction reported in indi-
vidual trials.

Evaluation of non-pharmacological therapies;
complementary and alternative medicines and therapies
Acupuncture
Eight reviews included up to 16 trials and 1081 participants.
One high-quality review included nine trials, with 395 patients,
and demonstrated that acupuncture, added to standard therapy,
resulted in a 30% (21%, 39%) improvement in pain.70 Electric
acupuncture was also associated with improvements in pain
(22%; 4% to 41%) and fatigue (11%; 2% to 20%). Some
adverse events were reported, but these were commonly mild
and transient. There is little understanding of the active compo-
nent of acupuncture, and the evidence supporting the use of
real versus sham acupuncture was less consistent. Acupuncture
evaluation: weak for (93% agreement).

Table 1 Overview of results from selected systematic reviews of placebo-controlled pharmacological trials

Treatment
(review reference)

No. of trials
(no. of
participants)
Review quality Dosages; durations of treatment

Overall trial
quality* Safety and comments

Amitriptyline12 10 (767)
AMSTAR=6

10–50 mg/day; 8–24 weeks Low There was no analysis of safety but no difference in
discontinuation rates compared with patients on placebo
was reported.

Anticonvulsants—
pregabalin24

5 (3256)
AMSTAR=10

Three studies with fixed doses of 300, 450 and
600 mg/day; one with fixed doses of 150, 300 or
450 mg/day; one flexible dosing study of 300 or
450 mg/day; 8–14 weeks

High Increased likelihood of withdrawal due to adverse
events, RR 1.68, 95% CI 1.36 to 2.07; NNH 12 95% CI
9 to 17. No difference in likelihood of serious adverse
events.

Cyclobenzaprine25 5 (312)
AMSTAR=7

10–40 mg; 2–24 weeks Moderate There was no analysis of adverse outcomes in the trials
reviewed although dropout across trials was large
(cyclobenzaprine 29%, placebo 43%). Only two studies
conducted ITT.

Growth hormone16 2 (74)
AMSTAR=5

0.0125 mg/kg/day; adjusted to maintain IGF-1 level
of 250 ng/mL after first month, 0.0125 mg/kg/day;
9 months to 1 year

NE Safety concerns include sleep apnoea and carpal tunnel
syndrome.

MAOIs26 3 (241)
AMSTAR=9

Pirlindole 150 mg/day, moclobemide 150–300 mg/
day; 4–12 weeks

Low MAOIs are known to cause potentially fatal hypertensive
crises, serotonin syndrome and psychosis when they
interact with foods containing tyramine and medications
(many of which are commonly used in the treatment of
FM), including SSRIs, tricyclic antidepressants and
tramadol. The clinical trials had restrictions on
concomitant medications.

NSAIDs21 2 (242)
AMSTAR=7

Ibuprofen 600 mg four times a day, tenoxicam
20 mg/day; 6–8 weeks

Low The adverse event profile, although not considered in
this review, is well established for this class of drugs.

SNRIs—duloxetine31 6 (2249)
AMSTAR=10

20–120 mg/day; 12–28 weeks Moderate Dropout rates due to side effects across studies higher
than with placebo. No difference in serious adverse
events.

SNRIs—
milnacipran30

5 (4118)
AMSTAR=10

100 or 200 mg/day; 12–27 weeks High Dropout rates due to side effects across studies were
double compared with placebo, but there was no
difference in serious adverse events.

SSRIs36 7 (322)
AMSTAR=8

20–40 mg/day citalopram, 20–80 mg/day fluoxetine,
20–60 mg/day paroxetine; 6–16 weeks

Moderate to
high

Acceptability and tolerability were similar to placebo
NNH 40, 95% CI 19 to 66. Although several studies
excluded patients with depression/anxiety, Häuser et al26

showed a small effect of SSRIs in improving depressed
mood (SMD −0.37, 95% CI −0.66 to −0.07).

Sodium oxybate16 5 (1535)
AMSTAR=5

4.5–6 g/day; 8–14 weeks NE There is the potential for abuse and central nervous
system effects associated with abuse such as seizure,
respiratory depression and decreased levels of
consciousness.

Tramadol22 1 (313)
AMSTAR=3

37.5 mg tramadol/325 mg paracetamol 4×/day;
3 months

High No significant difference in discontinuation due to
adverse events (RR 1.62, 95% CI 0.94 to 2.80). A
high-quality review (AMSTAR score 7) identified a single
study, which, among persons who tolerated and
benefitted from tramadol, demonstrated a lower
discontinuation rate in a double-blind phase compared
with placebo.21

*According to the method of quality evaluation used in the review.
AMSTAR, Assessing the Methodological Quality of Systematic Reviews; FM, fibromyalgia; IGF, insulin growth factor; ITT, intention-to-treat; MAOIs, monoamine oxidase inhibitors; NE, not
evaluated; NNH, number needed to harm; NSAIDs, non-steroidal anti-inflammatory drugs; RR, risk ratio; SMD, standardised mean difference; SNRI, serotonin-noradrenalin reuptake
inhibitor; SSRI, selective serotonin reuptake inhibitor.
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Table 2 Overview of results from selected systematic reviews of non-pharmacological; complementary and alternative medicine and therapy trials

Treatment
(review reference)

No. of trials
(no. of participants*)
Review quality Dosages; durations of treatment

Overall trial
quality† Safety and comments

Acupuncture70 9 (395)
AMSTAR=11

Treatment sessions ranged from 3 to 13 weeks (median=4), with needle retention
ranging from 20 to 30 min. Only one study provided journal references for the
acupuncture point selection, and the description of the type of needle stimulation/
manipulation was clear in only three studies.

Moderate One in six people who had acupuncture, and one in three controls, reported adverse
events. Such events were minor and lasted less than one day. No serious adverse events
were reported in any trials.

Biofeedback92 7 (321)
AMSTAR=8

EMG biofeedback.
Individual sessions varied between 45 and 180 min, and the number of sessions varied
between 6 and 16.
EEG biofeedback.
20–22 sessions of (where reported) 30 min duration.

Poor Only two‡ trials reported adverse event data. 4% of patients in one trial receiving EMG
biofeedback reported stress. And 74% of patients in another, receiving EEG biofeedback
reported a variety of side effects, including: headache, fatigue and sleep problems.

Capsaicin94 2 (153)
AMSTAR=5

Topical application of Capsicum annuum L. cream, either
0.025% capsaicin for 4 weeks or 0.075% for 12 weeks.

Not reported Patients reported moderate, transient, burning or stinging.

Chiropractic89 3 (102)
AMSTAR=4

Little detail is given for any trials, but treatment elements included massage, stretching,
spinal manipulation, education and resistance training.

Low Around 50% of patients experience mild-to-moderate transient adverse effects after
spinal manipulation.§

CBT57 23 (2031)
AMSTAR=11

Median duration of therapy=10 weeks, with a median number of 10 sessions, and
median total hours=18 hours. All but two studies delivered therapy face to face. Median
follow-up (where this was performed 17/23 studies)=6 months.

Low The assessment of safety in most studies was insufficient.
Two studies reported dropout due to worsening of comorbid mental disorders. However,
CBT is generally considered safe.

Exercise41 34 (2276)
AMSTAR=9

Exercise programmes lasting 2.5–24 weeks. Aerobic exercise for ≥20 min, once a day (or
twice for ≥10 min), 2–3 days a week. Strength training with ≥8 repetitions per exercise,
2–3 times a week.

Moderate Although patients may initially notice a deterioration in symptoms, exercise is generally
considered safe, especially when practised under supervision.

Hydrotherapy/spa
therapy76

10 (446)
AMSTAR=9

Wide variation in precise treatment strategy between trials. Most consisted of water or
mud baths at body temperature 36–37°C, or slightly above (40–45°C), with a median
treatment time of 240 min (range 200–300), over several weeks.

Low Three studies reported no side effects of treatment; one reported slight flashes in 10% of
the patients. The remaining trials did not explicitly mention safety.

Hypnotherapy91 4 (152)
AMSTAR=11

Some variation between trials ranging (where reported) from 300 to 420 min, delivered
over 10–26 weeks.

Good Adverse events were not reported in any of the trials.

Massage63 9 (404)
AMSTAR=7

Massage therapy time lasted 25–90 min, with between 1 and 20 massage sessions in
total.

Low to moderate No adverse events were reported in any of the trials.

Meditative movement80 7 (362)
AMSTAR=9

Wide variation in treatments between trials, and included yoga, tai chi, qigong or body
awareness therapy. Median (range) duration of treatment=16 (6–24) hours, over
4–12 weeks.

Moderate Although no serious adverse events were reported, six participants (3.1%) withdrew from
the trials because of adverse events (increase of pain; muscle inflammation; chlorine
hypersensitivity). The review authors concluded that the acceptance and safety of all
types of meditative movement therapies were high.

Mindfulness/mind–body
therapy84

6 (674)
AMSTAR=9

Some variation between trials. Single 2–3.5 hours session per week, for 8–10 weeks.
Four out of six programmes also included daily home practice (30–45 min) plus a single
all-day retreat.

Low Safety was assessed and reported in none of the trials.

Multicomponent
therapy60

9 (1119)
AMSTAR=9

Enormous variation in treatment strategies between trials. Most included different
combinations of exercise (land and/or water based); education; relaxation; and/or some
other specific therapeutic component (eg, Tai Chi; or massage).

Moderate No adverse events were reported in any of the trials.

SAMe93 1 (44)
AMSTAR=6

400 mg tablet, twice a day, for 6 weeks. Moderate Mild adverse effects such as stomach upset and dizziness were reported.

Other: guided
imagery91

1 (48)
AMSTAR=9

Audiotape-led, individual, guided imagery: 30 min daily for 6 weeks recommended.
Median of 44 exercises (range 37–136).

Good Adverse events were not reported.

Other: homeopathy98 4 (163)
AMSTAR=7

Variation between trials. Two studied individualised homeopathic treatment, consisting of
an initial consultation (and treatment), plus follow-up interviews every 4–8 weeks. Two
studied Arnica montana, Bryonia alba or Rhus toxicodendron (potency 6c) daily for
between 1 and 3 months.

Low to moderate No information was provided on safety.

*Total number of persons randomised.
†According to the method of quality evaluation used in the review.
‡Elsewhere in the review, it reports that three studies reported on adverse events. However, in the table where these data are presented, it is only clear for two. However, in a third trial, there were no dropouts due to side effects.
§These data were not contained in this review. The initial recommendation for chiropractic was weak against. However, after discussion, this was downgraded to strong against due to potential safety concerns.
CBT, cognitive behavioural therapy; EMG, electromyographic; SAMe, S-adenosyl methionine.
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Biofeedback
Two reviews included up to seven trials and 307 participants.
Glombiewski et al92 reviewed seven studies, comprising 321
participants. Treatment sessions varied from 6 to 22; with
control therapy comprising sham biofeedback, attention control,
medication and treatment as usual. Biofeedback was effective in
reducing pain intensity (Hedges’ g=0.79; 0.22 to 1.36),
although all trials were poor quality. There was no evidence of
effectiveness in terms of fatigue or sleep and subgroup analysis
suggested that any effect was limited to electromyographic
(0.86; 0.11 to 1.62) rather than electroencephalographic bio-
feedback (0.71; −0.37 to 1.8). Biofeedback evaluation: weak
against (100% agreement).

Capsaicin
Two reviews included two trials and 153 participants. The most
recent review, a narrative review of two trials, considered data
on 153 patients.94 Both showed some evidence of positive
effect in terms of pain relief, although results were not consist-
ent for other outcomes. Capsaicin gel is generally considered
safe, although many users report a mild burning sensation when
applied to the skin. However, the number of patients and trials
was small and was therefore limited in the extent to which they
can provide evidence for toxicity. Capsaicin evaluation: weak
against (86% agreement).

Chiropractic
Three reviews included up to 13 trials and 102 participants.
The most recent review summarised three studies.89 One study
was an open pilot study, one quasi-randomised and in the third
no between-group differences were observed in terms of pain.
The studies were poor quality and lacked robust interpretable
data. Chiropractic evaluation: strong against (93% agreement).

Cognitive behavioural therapies
Five reviews included up to 30 trials and at least 2031 partici-
pants. One high-quality review included 23 trials, comprising
>2000 patients, although the quality of individual trials was
reported as generally poor.58 Cognitive behavioural therapies
(CBTs) were effective in reducing pain (−0.29; −0.49 to −0.17)
and disability (−0.30; −0.51 to −0.08) at the end of treatment
compared with a variety of controls groups, and results were
sustained long term. Behavioural therapy evaluation: weak for
(100% agreement).

Exercise
Twenty reviews included up to 34 trials and at least 2494 parti-
cipants.ii The largest, a Cochrane review, considered 47 different
exercise interventions.41 Aerobic exercise was associated with
improvements in pain (0.65; −0.09 to 1.39) and physical func-
tion (0.66; 0.41 to 0.92). Busch et al42 reviewed five trials
with 219 participants and concluded that resistance training
resulted in a significant improvement in pain (−3.3 cm on a
10 cm scale; −6.35 to −0.26) as well as function compared with
control. There is some consistency with regard to aerobic and
strengthening exercises, although insufficient evidence to suggest
superiority of one over the other; land and aquatic exercise
appear equally effective.56 Exercise therapy evaluation: strong for
(100% agreement).

Hydrotherapy/spa therapy
Four reviews included up to 21 trials and 1306 participants.
One high-quality review included 10 trials, 446 participants and
compared a median of 4-hour hydrotherapy (range 200–
300 min) against various comparators.76 There was a significant
improvement in pain (−0.78; −1.42 to −0.13) at the end of
therapy, maintained in the longer term (median 14 weeks),
although the review authors noted that no trials conducted an
ITT analysis. There was consistency with regard to the evidence
for hydrotherapy and balneotherapy, although little evidence to
suggest superiority of one over the other.77 Hydrotherapy evalu-
ation: weak for (93% agreement).

Hypnotherapy
One review included four trials, although the number of partici-
pants is unclear.91 Although six trials of hypnotherapy and/or
guided imagery were reviewed, only four examined hypnother-
apy in isolation. Median treatment duration (where reported)
was 360 min and hypnotherapy was compared with a variety of
control therapies: cognitive intervention, active control (phys-
ical therapy/massage/relaxation/autogenic training) and treat-
ment as usual. A meta-analysis is presented on all six trials, and
isolated data for hypnotherapy are not presented. Two of the
four hypnotherapy trials report some significant benefit in terms
of pain, the other two demonstrate null, non-significant results.
Hypnotherapy evaluation: weak against (86% agreement).

Massage
Six reviews have been reported and one meta-analysis with nine
trials and 404 patients63 with sessions lasting 25–90 min, and
treatment duration ranging from 1 to 24 weeks (median 5
weeks). Comparator treatments included transcutaneous elec-
trical nerve stimulation (TENS), standard care, guided relaxation
and acupuncture. Methodological problems were noted with all
of the studies, only four were at low risk of bias in terms of
random allocation and only two were analysed as ITT. Overall,
massage was not associated with a significant improvement in
pain (0.37; −0.19 to 0.93), and of the two ITT analyses, one
favoured massage and one favoured control (both significant).
A subgroup analysis revealed some evidence of a positive effect
with massage of ≥5 weeks duration, although this was based
solely on lower-quality trials. Massage evaluation: weak against
(86% agreement).

Meditative movement
Six reviews, including up to eight trials and 559 participants,
focused on qigong, yoga, tai chi or a combination of these ther-
apies. However, there was insufficient evidence to make in-
dividual recommendations. One review included seven trials,
with 362 participants randomised to tai chi, yoga, qigong or
body awareness therapy.80 Total treatment time ranged from 12
to 24 hours and was compared with a variety of controls,
including treatment as usual and active control groups (aerobics,
wellness education and stretching). At the end of therapy,
improvements were seen in sleep (−0.61; −0.95 to −0.27) and
fatigue (−0.66; −0.99 to −0.34) some of which were main-
tained in the longer term. Meditative movement evaluation:
weak for (71% agreement).

Mindfulness/mind–body therapy
Six reviews included up to 13 trials and 1209 participants. One
recent review, a meta-analysis of six trials, with 674 patients84

provided evidence that mindfulness-based stress reduction

iiIt is unclear from some of the reviews how many participants were
included. The number of participants represents the minimum about
which we can be confident.
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resulted in improvements in pain (−0.23; −0.46 to −0.01)
immediately post treatment compared with usual care and com-
pared with active control interventions (−0.44; −0.73 to
−0.16). However, these effects were not robust against bias.
Mindfulness/mind–body therapy evaluation: weak for (73%
agreement).

Multicomponent therapy
Two reviews including up to 27 trials and 2407 participants exam-
ined the additional benefit of combining therapies compared with
individual therapy. Häuser et al60 conducted a review of manage-
ment involving both educational or psychological therapies and
exercise. In a meta-analysis of nine trials and 1119 patients, multi-
component therapy was effective in reducing pain (−0.37; −0.62
to −0.13), and fatigue, immediately post treatment, compared
with waiting list, relaxation, treatment as usual and education.
However, effects were short-lived. Multicomponent therapy evalu-
ation: weak for (93% agreement).

S-Adenosyl methionine
Two reviews each included one trial with, in combination, 74
participants. De Silva et al93 reported that, after the end of
treatment, significant improvements were observed in pain and
fatigue compared with placebo. Sim and Adams52 reviewed a
trial comparing S-adenosyl methionine (SAMe) with TENS but
data on the main trial comparison are omitted. Side effects are
usually mild and infrequent. However, the number of patients
and trials was small and therefore cannot provide a robust
assessment of toxicity and safety. SAMe evaluation: weak against
(93% agreement).

Other complementary and alternative therapies
Three reviews of guided imagery included up to six trials and
357 participants. The highest quality, including only one trial,
provided some evidence that guided imagery may be effective in
reducing pain (−1.52; −2.17 to −0.87).90 Two reviews of hom-
eopathy included four trials and 163 participants.97 98 Both
contained a review including only four randomised trials, each
of which showed some benefit of homeopathy, on some out-
comes. However, none of the individual trials were without
serious flaws. Other complementary and alternative therapies
(guided imagery, homeopathy): strong against (93% agreement).

Reviews were identified that examined electrothermal and photo-
therapeutic therapy;99 phytothermotherapy;100 music therapy, jour-
naling/storytelling103 and static magnet therapy,101 although each
was insufficient to allow a recommendation. Marlow et al102

examined the effectiveness of transcranial magnetic and/or direct
current stimulation. Eight trials included 244 participants,
although not all were analysed by ITT, and appropriate group
comparisons were not presented for all studies. Overall, there
was little evidence to support either therapy, and several studies
reported an unacceptably high rate of adverse events and/or dis-
continuation due to headache.

EULAR revised recommendations
In terms of overall principles, we recommend, based on unani-
mous expert opinion, that optimal management requires prompt
diagnosis and providing the patient with information (including
written material) about the condition. There should be a compre-
hensive assessment of pain, function and the psychosocial
context. Management should take the form of a graduated
approach with the aim of improving health-related quality of life.
It should focus first on non-pharmacological modalities. This is
based on availability, cost, safety issues and patient preference.

We have used the evaluation of individual therapies (above) to
make 10 specific recommendations, all based on evidence from
systematic reviews and all but one from meta-analysis. The
recommendations are given in table 3, and a flow chart of how
these therapies may be used in management is shown in figure 2.

We were unanimous in providing a ‘strong for’ recommenda-
tion for the use of exercise, particularly given its effect on pain,
physical function and well-being, availability, relatively low cost
and lack of safety concerns. The available evidence did not
allow us to distinguish between the benefits of aerobic or
strengthening. We gave ‘weak for’ recommendations in relation
to meditative movement therapies (which improved sleep,
fatigue and quality of life) or mindfulness-based stress reduction
(which improved pain and quality of life); the physical therapies
acupuncture or hydrotherapy for which there was evidence that
they improved pain/fatigue and pain/quality of life, respectively.
The effects seen in pragmatic trials of such therapies will
include specific and non-specific effects, and it is not possible to
disentangle these. There were some non-pharmacological ther-
apies we did not recommend because of lack of effectiveness
and/or low study quality: biofeedback, capsaicin, hypnotherapy,
massage, SAMe and other complementary and alternative ther-
apies. We provided a ‘strong against’ evaluation for chiropractic
based on safety concerns.

In case of lack of effect of the above therapeutic approaches,
we recommend individualised treatment according to patient
need. Psychological therapies (‘weak for’) should be considered
for those with mood disorder or unhelpful coping strategies:
CBTwas effective at producing modest, long-term reductions in
pain, disability and improving mood. Pharmacological therapies
(all ‘weak for’) should be considered for those with severe pain
(duloxetine, pregabalin, tramadol) or sleep disturbance (amitrip-
tyline, cyclobenzaprine, pregabalin). Multimodal rehabilitation
(‘weak for’) programmes should be considered for those with
severe disability—in comparison to individual therapies, those
that were multimodal improved a range of short-term outcomes.
We did not recommend several pharmacological therapies
including NSAIDs, MAOIs and SSRIs because of lack of efficacy
and specifically gave a ‘strong against’ evaluation to growth
hormone, sodium oxybate, strong opioids and corticosteroids
based on lack of efficacy and high risk of side effects.

DISCUSSION
The previous EULAR recommendations provided an import-
ant milestone in the management of fibromyalgia. There were
nine recommendations, but only three were supported by
strong evidence from the scientific literature; most were based
on expert opinion. Since that time, there have been a consid-
erable number of trials published addressing issues in the
management of fibromyalgia. The availability of systematic
reviews and meta-analysis of randomised controlled trials
(RCTs) for all the most common approaches to management
allowed us to concentrate on these.

Comparison with 2007 EULAR recommendations
Despite the very large increase in the amount of trial data and
summarised in meta-analyses, there are no major changes to the
approach of managing patients with fibromyalgia, although we
provide new evidence in support for some additional non-
pharmacological therapies. In addition, all the recommendations
are now firmly evidence based. We now recommend that non-
pharmacological therapy should be first-line therapy and then if
there is a lack of effect that there should be individualised
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therapy according to patient need, which may include pharma-
cological therapy.

Comparison with other recommendation
There are three recent guidelines on the management of FM
from Canada, Israel and Germany that have been compared
with respect to their recommendations.105 These guidelines
and our EULAR recommendations are in agreement on the
principles of approach to management, the need for tailored
therapy to the individual and the first-line role of non-
pharmacological therapies. There are differences between our
guidelines and previous guidelines, which can partly be
explained by us using more recently available evidence. There
are differences in the strength of recommendations relating to
pharmacological therapies: anticonvulsants and SNRIs were
strongly recommended by the Canadian and Israeli guidelines
while the German and these EULAR guidelines provide a
weak recommendation. There are also differences in relation
to individual non-pharmacological therapies across guidelines
in terms of whether they were assessed. For example, medita-
tive movement is strongly recommended by the German
guidelines, but recommended only for a minority of patients
in Israel, while these EULAR guidelines provide a ‘weak for’
recommendation.

The committee recommended that an update is conducted
after 5 years in order to determine whether for those therapies
with relatively little current evidence further trials have been
conducted and, second, whether any new therapies have
emerged for the management of fibromyalgia.

Research priorities
In the course of discussion, we identified important questions in
terms of guiding management where there was either

insufficient (or often no) evidence base to guide decisions, that
is, ‘research gaps’. We discussed their relatively priority taking
into account their potential to guide management, the likeli-
hood that such studies could be conducted and were likely to be
funded. We identified five such priority questions:
▸ Which type of exercise is most effective: strength and/or

aerobic training?
▸ Are combined pharmacological and non-pharmacological

approaches to management more effective than single-
modality management?

▸ Are there characteristics of patients with fibromyalgia that
predict response to specific therapies?

▸ How should fibromyalgia be managed when it occurs as a
comorbidity to inflammatory arthritis?

▸ What aspects of a healthcare system optimise outcome for
patients (who is best for the management of FM patients)?
Some of these questions are best answered by RCTs. Given,

however, the expense of such studies and that they can take
almost 10 years from identifying the questions to be answered to
results being obtained, alternatives including registers and obser-
vational studies should be considered. These can be complemen-
ted by qualitative studies to determine the needs of patients.

Dissemination
These recommendations will be disseminated by the inter-
national working group through national rheumatology soci-
eties. This will include scientific meetings, newsletters and
continuing education programmes. We will produce a summary
of the recommendations suitable for dissemination through
EULAR-affiliated patient groups and through national patient
societies. We will investigate assessing agreement with the
recommendations in the target population.

Table 3 Recommendations

Recommendation
Level of
evidence Grade

Strength of
recommendation

Agreement
(%)*

Overarching principles

Optimal management requires prompt diagnosis. Full understanding of fibromyalgia requires comprehensive
assessment of pain, function and psychosocial context. It should be recognised as a complex and heterogeneous
condition where there is abnormal pain processing and other secondary features. In general, the management of
FM should take the form of a graduated approach.

IV D 100

Management of fibromyalgia should aim at improving health-related quality of life balancing benefit and risk of
treatment that often requires a multidisciplinary approach with a combination of non-pharmacological and
pharmacological treatment modalities tailored according to pain intensity, function, associated features (such as
depression), fatigue, sleep disturbance and patient preferences and comorbidities; by shared decision-making with
the patient. Initial management should focus on non-pharmacological therapies.

IV D 100

Specific recommendations

Non-pharmacological management

Aerobic and strengthening exercise Ia A Strong for 100

Cognitive behavioural therapies Ia A Weak for 100

Multicomponent therapies Ia A Weak for 93

Defined physical therapies: acupuncture or hydrotherapy Ia A Weak for 93

Meditative movement therapies (qigong, yoga, tai chi) and mindfulness-based stress reduction Ia A Weak for 71–73

Pharmacological management

Amitriptyline (at low dose) Ia A Weak for 100

Duloxetine or milnacipran Ia A Weak for 100

Tramadol Ib A Weak for 100

Pregabalin Ia A Weak for 94

Cyclobenzaprine Ia A Weak for 75

*Percentage of working group scoring at least 7 on 0–10 numerical rating scale assessing agreement.
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SUMMARY
In summary, these revised EULAR recommendations newly incorp-
orate a decade of evidence in relation to the pharmacological and
non-pharmacological management of fibromyalgia. They allow
EULAR to move from recommendations that are predominantly
based on expert opinion to ones that are firmly based on scien-
tific evidence from high-quality reviews and meta-analyses.
Despite this evidence, however, the size of effect for many treat-
ments is relatively modest. We propose focusing on the research

priorities we outline to address issues clarifying to whom certain
interventions may best be delivered, their effect in combination,
matching patients to therapies and the organisation of health-
care systems to optimise outcome.
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ABSTRACT
Background New drugs and new evidence concerning
the use of established treatments have become available
since the publication of the first European League
Against Rheumatism (EULAR) recommendations for the
management of gout, in 2006. This situation has
prompted a systematic review and update of the 2006
recommendations.
Methods The EULAR task force consisted of 15
rheumatologists, 1 radiologist, 2 general practitioners,
1 research fellow, 2 patients and 3 experts in
epidemiology/methodology from 12 European countries.
A systematic review of the literature concerning all
aspects of gout treatments was performed.
Subsequently, recommendations were formulated by use
of a Delphi consensus approach.
Results Three overarching principles and 11 key
recommendations were generated. For the treatment of
flare, colchicine, non-steroidal anti-inflammatory drugs
(NSAIDs), oral or intra-articular steroids or a combination
are recommended. In patients with frequent flare and
contraindications to colchicine, NSAIDs and
corticosteroids, an interleukin-1 blocker should be
considered. In addition to education and a non-
pharmacological management approach, urate-lowering
therapy (ULT) should be considered from the first
presentation of the disease, and serum uric acid (SUA)
levels should be maintained at<6 mg/dL (360 mmol/L)
and <5 mg/dL (300 mmol/L) in those with severe gout.
Allopurinol is recommended as first-line ULT and its
dosage should be adjusted according to renal function.
If the SUA target cannot be achieved with allopurinol,
then febuxostat, a uricosuric or combining a xanthine
oxidase inhibitor with a uricosuric should be considered.
For patients with refractory gout, pegloticase is
recommended.
Conclusions These recommendations aim to inform
physicians and patients about the non-pharmacological
and pharmacological treatments for gout and to provide
the best strategies to achieve the predefined urate target
to cure the disease.

INTRODUCTION
Gout is a disabling and common disease in Europe;
its prevalence ranges from 0.9% to 2.5% depend-
ing on the country.1–3 The prevalence and inci-
dence of the disease have increased steadily in
recent years, particularly in the UK.4 5 However,
despite effective treatments, gout is still often mis-
diagnosed and its management remains

suboptimal.3 6 7 This situation prompted the elab-
oration of the first European League Against
Rheumatism (EULAR) recommendations for the
management of gout, in 2006, which were based
on a systematic literature review (SLR) and expert
opinion.8

Since 2006, our knowledge of the pathophysi-
ology of the disease has improved greatly9 10 and
the field of gout management has advanced
quickly. When the first EULAR recommendations
were produced, the number of drugs available
for gout treatment was limited and the main urate-
lowering therapy (ULT) was allopurinol. Since
then, a number of new drugs have become available
or are in late-stage development (ie, febuxostat,
pegloticase, interleukin-1 (IL-1) blockers, lesi-
nurad).11 12 Moreover, additional data on estab-
lished drugs such as colchicine13 and allopurinol14–
16 have been published, and studies have repeatedly
identified increased cardiovascular mortality with
gout.17

Therefore, the indications for old and new drugs
need to be clarified and novel therapeutic strategies
recommended on the basis of their availability, the
patient profile, previous drug failure and benefit/
risk ratio as well as the cost of the various drugs
now available for the treatment of flare and for
lowering urate levels. For this purpose, a task force
was convened to update the 2006 EULAR recom-
mendations for the management of gout, with the
objective of addressing all overarching principles
and individual recommendations by a SLR and
expert and patient opinion.

METHODS
With the approval of the EULAR executive commit-
tee, the convenor (TB) along with two
co-convenors of the 2006 task force (MD and EP),
an epidemiologist (FT) and an academic rheuma-
tologist (PR) formed a steering group to update the
2006 EULAR recommendations for the manage-
ment of gout. The steering group prioritised the
research questions, drafted the methodology to be
used for these novel set of recommendations and
assembled a task force.
This EULAR task force comprised 15 rheumatol-

ogists, 1 musculoskeletal radiologist, 2 general
practitioners (GPs), 1 research fellow, 2 patients
and 3 experts in epidemiology/methodology from
12 European countries. The recommendations
were developed according to the standardised oper-
ating procedures for the elaboration, evaluation
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dissemination and implementation of recommendations
endorsed by the EULAR.18 19

The first step was to determine whether the 12 former
EULAR recommendations (2006) for the management of gout
should be retained, modified or abandoned. For this purpose,
members of the task force were sent a questionnaire and were
asked to rate each recommendation by using a 9-point numer-
ical rating scale (1, totally disagree; 9, fully agree). For each
item, participants indicated whether they would keep the same
recommendation (first question). If the answer was scored ≥5,
the participants were then asked if they would modify the rec-
ommendation (second question). It was explained that the
phrasing of the updated recommendations should not be a mere
clinical statement—as for most of the 2006 EULAR recommen-
dations—but wherever possible should take the form of a clear
active recommendation specific to a particular clinical situation,
as advised by the Appraisal of Guidelines for Research &
Evaluation (AGREE II).20 The steering group had predeter-
mined that an item from the 2006 recommendations would be
deleted if all scores from the participants for the first question
were <5 with a median ≤3.5. Conversely, the item would be
unchanged if all scores for to the first question were ≥5 with a
median ≥7 and when all scores for the second question were
<5 with a median ≤3.5. If not, the items had to be modified.
Members of the task force were also invited to indicate topics
they would like to address for additional recommendations.

Subsequently, one research fellow ( JC-S) with the help of an
expert in systematic review methodology (SG) performed an
SLR by searching for literature published since 1 January 2005
in MEDLINE, EMBASE and Cochrane Library databases in
June 2013. This process included both a general search and a
proposition-specific search. The general search strategy consisted
of two basic components: (1) gout in whatever possible terms in
the databases and (2) types of study design in the forms of sys-
tematic review/meta-analysis, randomised controlled trial
(RCT)/controlled trial, uncontrolled trial, cohort study, case–
control study, cross-sectional study. The two components were
combined to search for the current available research evidence
on gout. The quality of evidence and grades of recommendation
were determined according to the standards of the Oxford
Centre for Evidence-Based Medicine.19 The quality of evidence
was assessed by the GRADE method. Criteria for RCTs included
adequate randomisation and allocation concealment, prognostic
similarity between groups (in terms of the evaluated outcome),
equal follow-up of groups, adequate blinding, validation of out-
comes, application of intent-to-treat analysis, selective outcome
reporting, stopping early for benefit, α-risk control with mul-
tiple comparisons or multiple outcomes. Criteria for observa-
tional studies included choice of controls, measurement of both
exposures and outcomes, confounding factors, completeness of
data, magnitude of effect and dose–response gradient. Criteria
for meta-analysis included a priori-defined objectives and out-
comes of interest, description of the literature search, selection
criteria for included studies, assessment of quality of studies,
evaluation of publication bias and homogeneity of results.

In the next step, all task force members attended a 2-day
meeting during which results of the SLR were presented in an
aggregated form. The task force debated and evaluated the evi-
dence presented and formulated a preliminary set of new
recommendations. Then, the task force reached consensus
regarding the proposed recommendations by using the Delphi
sequential voting technique by email after the meeting.
Subsequently, the level of agreement for each recommendation
was graded. Each participant was asked to rate each

recommendation again by using the 9-point numerical rating
scale (1, totally disagree; 9, fully agree) and could propose a
reformulation of the recommendation.

Subsequently, this set of recommendations was externally
evaluated by GPs (n=8) and rheumatologists (n=5) mainly in
independent or private practice in Europe (the UK, The
Netherlands, Spain, France, Portugal and Italy). Each physician
was asked to rate each recommendation by using the abovemen-
tioned numerical rating scale. Finally, the task force set up a
research agenda to discuss and develop 14 proposals.

Finally, because the delay between the first SLR and the
writing of the present manuscript was longer than expected, we
conducted an additional SLR from June 2013 to May 2016.
Results from this updated SLR can be found in the online
supplementary material. The steering group discussed result of
this SLR and agreed that it did not impact the overall content of
the whole recommendations. Relevant references have been
inserted in the body of the manuscript.

RESULTS
The task force voted unanimously for a change in all items of
the 2006 recommendations (see online supplementary material).
Therefore, all the previous recommendations were amended to
reflect newly available evidence from the SLR. In total, 984
references were retrieved form the literature search, among
which 51 were analysed (see flow chart, online supplementary
material).

At the end of the 2-day meeting, a set of 14 preliminary new
recommendations was produced and three Delphi rounds by
email were needed to establish the final set of recommendations.
Because too many recommendations might result in a loss of
focus, the steering committee decided to move the first three
recommendations under the umbrella of ‘overarching princi-
ples’, for a final set of 11 novel recommendations that focus
more specifically on the treatment of flares and long-term man-
agement (tables 1 and 2). The external evaluation is provided as
online supplementary material, and the research agenda appears
in box 1.

Overarching principles
A. Every person with gout should be fully informed about

the pathophysiology of the disease, the existence of effec-
tive treatments, associated comorbidities and the principles
of managing acute attacks and eliminating urate crystals
through lifelong lowering of SUA below a target level.

Although gout is a curable disease, its management is still not
optimal in a large proportion of patients.6 Recent studies report
that less than half of the patients with gout receive ULT, and
that when prescribed, it is often at an insufficient dose to effect-
ively lower the SUA levels to target.21–24 Since the last 2006
recommendations, barriers to the effective treatment and cure
of gout have been identified and the importance of the lack of
knowledge of the disease and subsequent non-adherence to
treatment have been emphasised.25–27 Moreover, an observa-
tional study showed that full patient education increased adher-
ence to ULT, leading to a high rate (92%) of effectively treated
patients at 12 months.28

Education of patients was mentioned in the 2006 recommenda-
tion (item 2) together with general advice regarding lifestyle as
part of a global recommendation. With this first overarching prin-
ciple dedicated solely to education, the task force emphasises that
education is a key aspect of gout management. Also it introduces
the approach ‘treat to serum urate target,’ which has been found
effective in alleviating all features of the disease.28
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B. Every person with gout should receive advice regarding life-
style: weight loss if appropriate and avoidance of alcohol
(especially beer and spirits) and sugar-sweetened drinks,
heavy meals and excessive intake of meat and seafood.
Low-fat dairy products should be encouraged. Regular exer-
cise should be advised.

Since the previous recommendations (item 2), several studies
have confirmed that weight loss, achieved by dietary interven-
tion or bariatric surgery29–32 is effective in reducing SUA level.
Moreover, regular physical activity might decrease the excess
mortality associated with chronic hyperuricaemia.33

In addition, the association between excessive intake of meat
and alcohol with an increased risk of developing gout has been
confirmed29 34 35 as well as increased risk of gout attacks.36 37

Importantly, other modifiable risk factors have been identified
since 2006, specifically sugar-sweetened drinks, foods rich in
fructose and orange or apple juice.38–41 In contrast, according
to epidemiological studies, consumption of coffee,42–44 and
cherries is negatively associated with gout, and eating cherries
may reduce the frequency of acute gout flares.45 Studies found
an inverse association between dairy intake and urate levels, par-
ticularly with skimmed milk and low-calorie yoghurt.34 46 This

likely results from the uricosuric property of milk, as demon-
strated in an RCT.47 The benefit of dairy products, underlined
in the 2006 recommendation, was reported in a RCT, suggesting
that skimmed milk powder derivatives have anti-inflammatory
effects against acute gout flares.48 However, impact of lifestyle
and dietary modification has little effect on urate concentra-
tions.49 50 In addition, the task force recognises that the level of
evidence to support the effect of lifestyle modification on SUA
levels is low, and therefore, this overarching principle was
mainly based on expert opinion. However, given the high preva-
lence of cardiovascular comorbidities in patients with gout, life-
style modifications should also be implemented as part of
cardiovascular prevention.
C. Every person with gout should be systematically screened for

associated comorbidities and cardiovascular risk factors,
including renal impairment, coronary heart disease, heart
failure, stroke, peripheral arterial disease, obesity, hyperlipid-
aemia, hypertension, diabetes and smoking, which should be
addressed as an integral part of the management of gout.

The importance of screening and managing hypertension,
hyperglycaemia and obesity in patients with gout was addressed
in the previous recommendations (item 3). Since then, a

Table 1 Overarching principles and final set of 11 recommendations for the treatment of gout

Overarching principles

A Every person with gout should be fully informed about the pathophysiology of the disease, the existence of effective treatments, associated comorbidities and the
principles of managing acute attacks and eliminating urate crystals through lifelong lowering of SUA level below a target level.

B Every person with gout should receive advice regarding lifestyle: weight loss if appropriate and avoidance of alcohol (especially beer and spirits) and sugar-sweetened
drinks, heavy meals and excessive intake of meat and seafood. Low-fat dairy products should be encouraged. Regular exercise should be advised.

C Every person with gout should be systematically screened for associated comorbidities and cardiovascular risk factors, including renal impairment, coronary heart disease,
heart failure, stroke, peripheral arterial disease, obesity, hyperlipidaemia, hypertension, diabetes and smoking, which should be addressed as an integral part of the
management of gout.

Final set of 11 recommendations

1 Acute flares of gout should be treated as early as possible. Fully informed patients should be educated to self-medicate at the first warning symptoms. The choice of drug
(s) should be based on the presence of contraindications, the patient’s previous experience with treatments, time of initiation after flare onset and the number and type
of joint(s) involved.

2 Recommended first-line options for acute flares are colchicine (within 12 hours of flare onset) at a loading dose of 1 mg followed 1 hour later by 0.5 mg on day 1 and/or
an NSAID (plus proton pump inhibitors if appropriate), oral corticosteroid (30–35 mg/day of equivalent prednisolone for 3–5 days) or articular aspiration and injection of
corticosteroids. Colchicine and NSAIDs should be avoided in patients with severe renal impairment. Colchicine should not be given to patients receiving strong
P-glycoprotein and/or CYP3A4 inhibitors such as cyclosporin or clarithromycin.

3 In patients with frequent flares and contraindications to colchicine, NSAIDs and corticosteroid (oral and injectable), IL-1 blockers should be considered for treating flares.
Current infection is a contraindication to the use of IL-1 blockers. ULT should be adjusted to achieve the uricaemia target following an IL-1 blocker treatment for flare.

4 Prophylaxis against flares should be fully explained and discussed with the patient. Prophylaxis is recommended during the first 6 months of ULT. Recommended
prophylactic treatment is colchicine, 0.5–1 mg/day, a dose that should be reduced in patients with renal impairment. In cases of renal impairment or statin treatment,
patients and physicians should be aware of potential neurotoxicity and/or muscular toxicity with prophylactic colchicine. Co-prescription of colchicine with strong
P-glycoprotein and/or CYP3A4 inhibitors should be avoided. If colchicine is not tolerated or is contraindicated, prophylaxis with NSAIDs at low dosage, if not
contraindicated, should be considered.

5 ULT should be considered and discussed with every patient with a definite diagnosis of gout from the first presentation. ULT is indicated in all patients with recurrent
flares, tophi, urate arthropathy and/or renal stones. Initiation of ULT is recommended close to the time of first diagnosis in patients presenting at a young age (<40 years)
or with a very high SUA level (>8.0 mg/dL; 480 mmol/L) and/or comorbidities (renal impairment, hypertension, ischaemic heart disease, heart failure). Patients with gout
should receive full information and be fully involved in decision-making concerning the use of ULT.

6 For patients on ULT, SUA level should be monitored and maintained to <6 mg/dL (360 mmol/L). A lower SUA target (<5 mg/dL; 300 mmol/L) to facilitate faster dissolution
of crystals is recommended for patients with severe gout (tophi, chronic arthropathy, frequent attacks) until total crystal dissolution and resolution of gout. SUA level
<3 mg/dL is not recommended in the long term.

7 All ULTs should be started at a low dose and then titrated upwards until the SUA target is reached. SUA <6 mg/dL (360 mmol/L) should be maintained lifelong.

8 In patients with normal kidney function, allopurinol is recommended for first-line ULT, starting at a low dose (100 mg/day) and increasing by 100 mg increments every
2–4 weeks if required, to reach the uricaemia target. If the SUA target cannot be reached by an appropriate dose of allopurinol, allopurinol should be switched to
febuxostat or a uricosuric or combined with a uricosuric. Febuxostat or a uricosuric are also indicated if allopurinol cannot be tolerated.

9 In patients with renal impairment, the allopurinol maximum dosage should be adjusted to creatinine clearance. If the SUA target cannot be achieved at this dose, the
patient should be switched to febuxostat or given benzbromarone with or without allopurinol, except in patients with estimated glomerular filtration rate <30 mL/min.

10 In patients with crystal-proven, severe debilitating chronic tophaceous gout and poor quality of life, in whom the SUA target cannot be reached with any other available
drug at the maximal dosage (including combinations), pegloticase is indicated.

11 When gout occurs in a patient receiving loop or thiazide diuretics, substitute the diuretic if possible; for hypertension consider losartan or calcium channel blockers;
for hyperlipidaemia, consider a statin or fenofibrate.

IL, interleukin; NSAID, non-steroidal anti-inflammatory drug; SUA, serum uric acid; ULT, urate-lowering therapy.
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number of studies have demonstrated that both hyperuricaemia
and gout are associated with chronic kidney disease (CKD).51 52

In a US population-based study, the prevalence of CKD (stage
≥2) in patients with SUA level ≥10 mg/dL (594.9 μmol/L) and
in patients with gout was 86% and 53%, respectively. CKD
appears to be a major risk factor for gout and, conversely, gout
might cause renal dysfunction.53 54 The task force agreed that
identifying CKD in patients with gout was of major importance
because of the therapeutic implications, as discussed in items 1, 2,
4, 5, 8 and 9. Therefore, estimated glomerular filtration rate
(eGFR) should be calculated at the time of diagnosis for CKD
classification and monitored regularly in parallel with SUA
measurement. This item also emphasises the need to search for
other important associated comorbidities, especially coronary
heart disease, heart failure, stroke, peripheral arterial disease and
diabetes because large epidemiological studies have suggested that
hyperuricaemia and/or gout are independent risk factors for these
conditions55–63 and for death due to cardiovascular causes.17 58

Final set of 11 recommendations on treating patients
with gout
1. Acute flares of gout should be treated as early as possible.

Fully informed patients should be educated to self-medicate
at the first warning symptoms. The choice of drug(s) should
be based on the presence of contraindications, the patient’s
previous experience with treatments, time of initiation after
flare onset and the number and type of joint(s) involved.

This recommendation was mainly based on expert opinion and
derives from the first item of the 2006 recommendations.
Because of the recognised high frequency of comorbidities and
thus the high frequency of comedications in patients with gout,
the task force felt that a global recommendation regarding the
choice of drugs for flares based on the presence or absence of

contraindications was highly desirable. This item emphasises the
importance of searching for contraindications, often present in
patients with gout. One study found that more than 90% of
patients had at least one contraindication to non-steroidal anti-
inflammatory drugs (NSAIDs) and that about one-third of
patients who were prescribed colchicine had at least one major
contraindication.64 This item also underlines the importance to
treat as early as possible. Colchicine is effective when given
within 12 hours of symptoms onset13 and there was general
agreement that early initiation of any treatment for flare leads to
better effectiveness. Therefore, the task force recommends the
‘pill in the pocket’ approach to treat flare in fully informed
patients.
2. Recommended first-line options for acute flare are colchicine

(within 12 hours of flare onset) at a loading dose of 1 mg fol-
lowed 1 hour later by 0.5 mg on day 1 and/or an NSAID
(plus a proton pump inhibitor if appropriate), oral corticos-
teroids (30–35 mg/day of equivalent prednisolone for
3–5 days) or articular aspiration and injection of corticoster-
oids. Colchicine and NSAIDs should be avoided in patients
with severe renal impairment. Colchicine should not be given
to patients receiving strong P-glycoprotein and/or CYP3A4
inhibitors such as cyclosporin or clarithromycin.

This item amalgamates the 2006 items 4–6, which have been
amended in light of novel evidence. The main therapeutic
options for flare are colchicine, NSAIDs and corticosteroids.
The task force does not prioritise between these options
because of no direct comparative evidence, but unlike 2006
item 4, it recommends considering combination therapy, such as
colchicine and an NSAID or colchicine and corticosteroids,
which can be proposed for patients with particularly severe
acute gout (figure 1), for instance, when flares involve multiple

Table 2 Evidence, grade of recommendation and level
of agreement for each recommendation

Item
Category of
evidence

Grade of
recommendation

Level of agreement
(mean±SD)

A NA NA 8.9±0.3

B NA NA 8.4±1.1

C NA NA 8.5±0.9

1 1b*, 4 A, D 8.4±1.1

2 1b, 3† A, C 8.6±0.7

3 1b‡, 3§ A, C 8.1±0.9

4 2b B 8.1±0.9

5 1b A 8.2±0.9

6 3 C 8.8±0.5

7 3 C 8.6±0.7

8 1b¶, 2b** A, B 8.8±0.4

9 3 C 8.8±0.4

10 1b A 8.2±1.3

11 3 C 8.2±0.9

Ranking for category of evidence and grade of recommendation is provided in the
online supplementary material.
*For the evidence that colchicine should be given as early as possible, within 12 hours
of symptom onset.
†There are no randomised controlled trials of intra-articular corticosteroid injections for
flares.
‡Level of evidence for canakinumab.
§For ankinra.
¶Level of evidence for febuxostat and allopurinol.
**For uricosurics (probenecid or benzbromarone).
NA, not applicable.

Box 1 Proposals for future research

▸ Investigating the ability of low-dose NSAIDs or prednisone
to prevent ULT-induced flares.

▸ A head-to-head trial of anakinra versus a conventional
anti-inflammatory agent for the treatment of flares.

▸ A controlled trial of early low-dose colchicine versus early
NSAIDs or oral corticosteroids or potential new drugs for
flares over 1 week.

▸ The optimal combined therapy for treatment of an acute
attack.

▸ The optimal duration for prophylaxis of acute attacks when
starting ULT.

▸ Risk factors for flares when initiating ULT.
▸ The long-term impact of very low urate levels on the central

nervous system.
▸ The possible benefits of XO inhibition and/or lowering serum

uric acid levels for cardiovascular diseases.
▸ The impact of ULT on kidney function.
▸ The best strategy in patients with tophaceous gout.
▸ Direct comparison (efficacy, side effects, cost utility) between

emerging uricosurics and allopurinol or febuxostat.
▸ The cost-utility of HLA-B*58:01 determination before

initiating allopurinol in patients not of Asian descent.
▸ Imaging to visualise crystal dissolution during ULT.
▸ More research should be conducted in primary care.
NSAID, non-steroidal anti-inflammatory drug; ULT, urate-lowering
therapy.
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joints. In comparison to 2006 items 4 and 5, more evidence is
now available in terms of the effectiveness of colchicine,65

NSAIDs66–69 and oral corticosteroids.70–72 A double-blind, ran-
domised equivalence trial of crystal-proven gout from a primary
care source population found that prednisolone (35 mg/day for
5 days) was equivalent to naproxen (500 mg twice a day for
5 days) for treating flare.71 72 A recent trial also found that oral
prednisolone (30 mg/day for 5 days) had analgesic effectiveness
equivalent to that of indomethacin.70 The AGREE trial demon-
strated that when taken within 12 hours of flare onset, self-
administrated low-dose colchicine (1.8 mg) was as effective as
high-dose colchicine (4.8 mg) but with a safety profile compar-
able to that of a placebo.65 In Europe, colchicine is available in

1 mg tablets, so the task force recommends the use of 1 mg
colchicine followed 1 hour later by 0.5 mg for treating flare.
A pharmacokinetic study73 showed that strong P-glycoprotein
and/or CYP3A4 inhibitors such as cyclosporin, clarithromycin,
verapamil and ketoconazole when prescribed with colchicine
increased colchicine plasma concentration, thereby exposing
patients to risk of serious side effects. The safe use of colchicine
in patients with severe renal impairment (GFR <30 mL/min)
has not been established. Because colchicine clearance is
decreased in patients with severe renal impairment,74 75 the
group considered that it should be avoided in these patients,
because a reduced dosage73 might be a source of therapeutic
misuse. In addition, it should be noted that colchicine is

Figure 1 Management of acute flare according to the European League Against Rheumatism recommendations. Letters and numbers in
parentheses indicate the items of the recommendations presented in table 1. Strong P-glycoprotein or CYP3A4 inhibitors are cyclosporin,
clarithromycin, ketoconazole and ritonavir. IL, interleukin; NSAID, non-steroidal anti-inflammatory drug; PPI, proton pump inhibitor; ULT,
urate-lowering therapy.

Richette P, et al. Ann Rheum Dis 2017;76:29–42. doi:10.1136/annrheumdis-2016-209707 33

Recommendation

group.bmj.com on December 12, 2016 - Published by http://ard.bmj.com/Downloaded from 

http://ard.bmj.com/
http://group.bmj.com
cristian.diaz
PDF Creator Trial



contraindicated in some countries in patients with severe renal
failure. From data from two RCTs,71 72 the group also recom-
mends the use of oral prednisolone at 30–35 mg for 5 days for
treating flare. Finally, from data from an open trial76 77 and
expert opinion, the group considered that intra-articular injec-
tion of corticosteroids, which has a good safety profile, should
be considered particularly in patients with monoarthritis of an
easily accessible joint, although acknowledging that this may not
be practical in many primary care settings.
3. In patients with frequent flares and contraindications to col-

chicine, NSAIDs and corticosteroids (oral and injectable),
IL-1 blockers should be considered for treating flares. Current
infection is a contraindication to the use of IL-1 blockers.
ULT should be adjusted to achieve the uricaemia target fol-
lowing IL-1 blocker treatment for flare.
Since the last 2006 recommendations, IL-1β was found to

play a crucial role in monosodium urate (MSU) crystal-induced
inflammation.78 Two RCTs have reported that the anti-IL-1β
monoclonal antibody canakinumab (150 mg subcutaneously,
one dose) was superior to triamcinolone acetonide (40 mg sub-
cutaneously, one dose) in reducing pain in patients with flare
with contraindication, intolerance of or non-response to
NSAIDs and/or colchicine.79 These findings led to approval of
the drug in Europe solely in patients with contraindication to
colchicine, NSAIDs and steroids. Despite the lack of RCTs of
anakinra, a case series also suggest that this IL-1 receptor antag-
onist, administered subcutaneously at 100 mg for 3 days, could
be effective in reducing pain in patients with acute attacks.80–83

By contrast, an RCT demonstrated that one subcutaneous injec-
tion of rilonacept, 320 mg, a soluble receptor fusion protein
binding both IL-1α and IL-1β,84 provided no benefit over indo-
methacin (oral, 50 mg, three times a day for 3 days).85 Because
of the risk of sepsis in patients receiving IL-1 blockers,86 the
task force considered current infection a contraindication to the
use of anti-IL-1 biologics, which implies screening for occult
infections. Finally, in accordance with the European Medicines
Agency labelling of canakinumab, the group stressed the need to
effectively lower SUA level in these patients with severe gout
once the flare resolved following IL-1β blockade.
4. Prophylaxis against flares should be fully explained and dis-

cussed with the patient. Prophylaxis is recommended during
the first 6 months of ULT. Recommended prophylactic treat-
ment is colchicine, 0.5–1 mg/day, a dose that should be
reduced in patients with renal impairment. In cases of renal
impairment or statin treatment, patients and physicians
should be aware of potential neurotoxicity and/or muscular
toxicity with prophylactic colchicine. Co-prescription of col-
chicine with strong P-glycoprotein and/or CYP3A4 inhibitors
should be avoided. If colchicine is not tolerated or is contra-
indicated, prophylaxis with NSAIDs at a low dosage, if not
contraindicated, should be considered.
Dispersion of MSU crystals during the initial phase of deposit

dissolution may expose the patient to increased rate of acute
flare that can contribute to poor treatment adherence.87 The
2006 recommendations (item 11) mentioned that prophylactic
treatment should be given during the first months of ULT.
Since then, data from pivotal trials of febuxostat versus a fixed
dose of allopurinol (300 mg) found that flare prophylaxis with
low-dose colchicine (colchicine, 0.6 mg/day) or low-dose
NSAID (naproxen, 250 mg twice daily) for up to 6 months
appeared to provide greater benefit than flare prophylaxis for
8 weeks, with no increase in adverse events.88 However, the
task force felt that initiation of prophylaxis should be discussed
with every patient. Indeed, a study found that following patient

education and with slow upward titration of ULT, mostly allo-
purinol, many patients chose not to take prophylaxis and did
not experience a significantly greater flare rate.28 This recom-
mendation also explicitly underlines the need to search for renal
impairment before prescribing colchicine75 and co-prescription
with statins89 and P-glycoprotein and/or CYP3A4 inhibitors73 to
avoid serious side effects. Of note, two RCTs found that
low-dose colchicine in patients with a history of coronary heart
disease could reduce the incidence of major cardiovascular
events.90 91 Reports for several trials described the efficacy of
canakinumab and rilonacept,92–96 two IL-1 inhibitors, for pre-
venting flares during the initiation of allopurinol therapy.
However, none of them has been approved for prophylactic
treatment.
5. ULT should be considered and discussed with every patient

with a definite diagnosis of gout from the first presentation.
ULT is indicated in all patients with recurrent flare (≥2/year),
tophi, urate arthropathy and/or renal stones. Initiation of ULT
is recommended close to the time of first diagnosis in patients
presenting at a young age (<40 years), or with a very high
SUA level (>8 mg/dL; 480 mmol/L) and/or comorbidities
(renal impairment, hypertension, ischaemic heart disease,
heart failure). Patients with gout should receive full informa-
tion and be fully involved in decision-making concerning the
use of ULT.
ULT allows for dissolving crystal deposits and the disappear-

ance of gout features, as long as uricaemia is maintained to
target. Since 2006, large trials have shown that appropriate ULT
reduces the frequency of gout flare and once all crystals have
been dissolved, avoids their reoccurrence.97–99 In addition,
effective ULT reduces the size and number of tophi97 99 100 and
facilitates their disappearance, thereby improving the quality of
life of patients with gout,101 102 which can be seriously impaired
by the disease.103–106

Several studies concur in showing that gout is a risk factor for
mortality, in particular from cardiovascular causes,17 107 108 and
a risk factor for kidney impairment51 as discussed previously
(see the third overarching principle).

Unlike the 2006 guideline in which the group of experts
recommended starting ULT only for patients with certain severe
clinical features, including recurrent acute attacks and tophi
(item 7), the current task force recommends possible initiation
of ULT close to the first presentation (ie, in most cases, close to
the first attack). Indeed, the task force felt that delaying initi-
ation of ULT until the second or third attack would expose
patients to a higher crystal load, for difficulties in dissolution
and to longstanding hyperuricaemia, which may be deleterious
for the cardiovascular system and kidney.51 56 107–110 Therefore,
the recommendation to initiate ULTearlier was mainly based on
expert opinion but also took into account studies that suggest a
cardiovascular111 112 and renal benefit113–116 from xanthine
oxidase inhibitors (XOI). XO inhibition improved exercise
capacity in patients with chronic stable angina in a randomised
cross-over trial.117 Epidemiological studies suggested that allo-
purinol might decrease morbidity and mortality in patients
with congestive heart failure and a history of gout,118 119 a
benefit not confirmed in a recent randomised trial of patients
with heart failure and hyperuricaemia without gout.120 In add-
ition, pharmaco-epidemiological studies report that allopurinol
use is associated with an approximately 20% reduction in
myocardial infarction risk.121 122 However, the task force
acknowledged that additional well-conducted trials are war-
ranted in this field, as recent studies yielded conflicting
results.123 124
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Item 5 also underlines the need to start ULTearly, particularly
in patients with comorbidities and/or SUA level >8 mg/dL.
Encouragement to treat patients with high SUA level earlier is
based on studies showing an association of high uricaemia with
increased flare frequency.125–127 Similarly, early treatment in
patients with comorbidities is supported by a study of a large
cohort of gout patients finding hypertension, ischaemic heart
disease and CKD all associated with increased risk of recurrence
of flare.128 Young age at gout onset is also a marker of gout
severity129 and should also prompt earlier treatment. This rec-
ommendation underlines again the importance of providing full
information and involving the patient in the decision-making
process, to ensure adherence to ULTand optimal patient-centred
outcomes.

Finally, the task force did not give specific guidance on
whether urate-lowering drugs should be initiated during a flare
or whether a traditional 2 weeks delay from flare termination
should be observed. Two small trials have suggested that allopur-
inol initiation during an acute gout attack did not prolong the
duration of flares nor worsen its severity as compared with
delayed initiation.130 131 However, the task force considered
that the low number of patients (n=51 and n=31, respectively)
in these trials precluded any firm conclusions and that data
obtained with allopurinol 200–300 mg could not be generalised
to more potent urate-lowering drugs, such as febuxostat or a
combination of XOI and an uricosuric.
6. For patients on ULT, SUA level should be monitored and

maintained to <6 mg/dL (360 mmol/L). A lower SUA target
(<5 mg/dL; 300 mmol/L) to facilitate faster dissolution of
crystals is recommended for patients with severe gout (tophi,
chronic arthropathy, frequent attacks) until total crystal dissol-
ution and resolution of gout. SUA level <3 mg/dL is not
recommended in the long term.
As in 2006 (item 8), the task force recommends a

treat-to-target strategy for every patient with gout, to maintain
the SUA level <6 mg/dL, which is below the saturation point
for MSU132 to dissolve all crystal deposits.133 Because the velo-
city of crystal dissolution depends on the SUA level,134 135 the
task force also recommends reducing the SUA level to <5 mg/dL
for severe gout reflecting high crystal load until total crystal dis-
solution has occurred. The task force also agreed that once dissol-
ution of crystals is achieved, SUA level could be maintained
<6 mg/dL by a reduction in the dose of ULT to avoid new forma-
tion of urate crystals.

Some studies, but not all,136–138 have suggested that uric acid
might protect against various neurodegenerative diseases such as
Parkinson’s disease, Alzheimer’s disease or amyotrophic lateral
sclerosis.139–142 Given these data and the availability of ULT
that has the potency to greatly decrease SUA levels, the task
force does not recommend lowering continuously the SUA level
to <3 mg/dL in the long term that is, for several years.
7. All ULTs should be started at a low dose and then titrated

upward until the SUA target is reached. SUA <6 mg/dL
(360 mmol/L) should be maintained lifelong.
The task force recommends upward titration of ULT in every

patient when feasible. This approach, mentioned in 2006 (item 9),
might result in fewer episodes of acute flares during treatment
initiation28 and therefore improved adherence to ULT, which is
low according to several studies.27 143 144 Following complete
dissolution of MSU crystals, the SUA level should be maintained
at <6 mg/dL lifelong. Indeed, a study showed that about 40%
of successfully treated patients show recurrence of flare 5 years
after withdrawal of ULT.145 Therefore, determining SUA level
on a regular basis is a key aspect of treatment.

8. In patients with normal kidney function, allopurinol is
recommended for first-line ULT, starting at a low dose
(100 mg/day) and increasing by 100 mg increments every
2–4 weeks if required, to reach the uricaemic target. If the
SUA target cannot be reached by an appropriate dose of allo-
purinol, allopurinol should be switched to febuxostat or a
uricosuric, or combined with a uricosuric. Febuxostat or a
uricosuric are also indicated if allopurinol cannot be
tolerated.
As in 2006 (item 9), the task force recommends the use of

allopurinol as first-line therapy in patients with normal kidney
function. This recommendation takes into account the efficacy,
low cost and safety of this drug. Since 2006, two RCTs have
confirmed the superior urate-lowering efficacy of allopurinol
(300 mg/day) over placebo.97 130 Medico-economic studies of
ULT reported that a dose-escalation strategy with allopurinol as
first-line therapy was cost-effective.146 147 Allopurinol should be
started at a low dose (100 mg/day) to reduce early gout flare28

and because high starting doses might increase the risk of
serious cutaneous adverse reactions (SCARs).15 The most com-
monly used allopurinol dose of 300 mg/day does not achieve
the SUA target of 6 mg/dL (360 mmol/L) in about 30%–50% of
patients with normal kidney function.28 148 149 For those
patients, the task force recommends a dose-escalation strategy to
increase the dose in order to reach the predefined uricaemia
target. Treatment with allopurinol up to 600–800 mg/day had a
75%–80% success rate of achieving SUA levels of <6 mg/dL
(360 mmol/L).28 150

Febuxostat is a potent non-purine selective XOI approved at
daily doses of 80 and 120 mg in Europe. It is metabolised in the
liver and renal excretion is not a major route of elimination,
which allows for its use in patients with mild-to-moderate
kidney failure. A short-term phase II trial151 and three large
RCTs (see online supplementary material) showed superior
urate-lowering efficacy with febuxostat (80 or 120 mg) as com-
pared with the commonly used fixed daily dose of 300 mg allo-
purinol.97 98 149 Cutaneous reactions have been described in
pivotal trials with febuxostat.97 149 Despite case reports of
SCARs in patients receiving febuxostat,152 153 recent data do
not support any cross-reactivity between the two drugs.153 154

Therefore, the task force considered that a history of allergic
reaction to allopurinol was not a contraindication to febuxostat,
but underlined the need to carefully follow these patients.

Uricosurics are recommended, where available, alone or in
combination with allopurinol in patients without proper control
with allopurinol alone. Benzbromarone (50–200 mg/day) is a more
potent uricosuric as compared with probenecid (1–2 g/day).155 In
an RCT of patients without proper control with allopurinol,
300 mg/daily, 92% and 65% of patients reached a SUA target of
300 mmol/L (5 mg/dL) when switched to benzbromarone,
200 mg, or probenecid, 2 g daily, respectively.148 Finally, the
recommendation for combination therapy with allopurinol and
a uricosuric, not mentioned in 2006, is based on uncontrolled
trials that have suggested that probenecid-allopurinol156–158 or
benzbromarone-allopurinol135 was more effective than allopur-
inol alone. Furthermore, emerging uricosuric, such as lesi-
nurad,159 has shown promising results in a phase II trial when
combined with allopurinol.160

9. In patients with renal impairment, the allopurinol maximum
dosage should be adjusted to creatinine clearance. If the
SUA target cannot be achieved at this dose, the patient
should be switched to febuxostat or given benzbromarone
with or without allopurinol, except in patients with eGFR
<30 mL/min.
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This item retained the 2006 recommendation (item 9) to
adjust the allopurinol dosage according to the creatinine clearance.
The greatest concern with the use of allopurinol in patients with
renal failure is the development of SCARs, which includes drug
rash with eosinophilia and systemic symptoms, Stevens-Johnson
syndrome (SJS) and toxic epidermal necrosis. Since 2006, several
studies have further explored allopurinol-induced SCARs.
Allopurinol was found to be the most common drug associated
with SJS or toxic epidermal necrolysis in Europe.161

Allopurinol-induced SCARs are rare, the incidence rate being
about 0.7/1000 patient-years in allopurinol initiators in the
USA,162 but the mortality rate is high (25%–30%).163–165

Renal failure has been associated with an increased risk of
SCARs and poor outcome.163 164 Decreased renal function
results in decreased clearance and higher serum levels of oxy-
purinol,164 166 which could induce a cytotoxic T-cell response
and trigger hypersensitivity reactions in SCARs.167 In some
studies, dose escalation of allopurinol above the limit allowed
by creatinine clearance did not result in SCARs,14 168 but given
the very low incidence of SCARs and the limited number of
patients involved in these studies, the task force considered that
they probably lacked power to detect a potential association.

Therefore, given the extreme severity of SCARs and the possi-
bility of therapeutic alternatives such as febuxostat, the task
force retained the conservative approach to adjust the maximum
dose of allopurinol to the creatinine clearance169 in patients
with renal impairment, as required by most regulatory agencies.
Because the dose recommendations in renal disease may slightly
differ across countries, the task force recommends to follow the
local Summary of Product Characteristics.

Febuxostat has been found more effective in patients with
CKD than allopurinol given at doses adjusted to creatinine clear-
ance149 170 and therefore can be used in these patients. Finally,
benzbromarone is not recommended for use in patients with
eGFR <30 mL/min, but can be used in patients with moderate
renal impairment171 172 because it is predominately metabolised
by the liver.
10. In patients with crystal-proven severe debilitating chronic

tophaceous gout and poor quality of life, in whom the SUA
target cannot be reached with any other available drug at
the maximal dosage (including combinations), pegloticase is
indicated.

Since the last EULAR recommendation, pegloticase has
emerged as a powerful ULT for refractory gout. Pegloticase is a
pegylated uricase, produced by a genetically modified strain of
Escherichia coli that catalyses the oxidation of uric acid into
allantoin, a more soluble end product.173 Its efficacy has been
assessed in two replicate 6-month, randomised, double-blind,
placebo-controlled, phase III trials.99 100 In this study, the per-
centage of responders (SUA level <6 mg/dL) was 42%, on
average, in patients who received pegloticase, 8 mg, every
2 weeks and 0% in the placebo group. Allergic reactions, pos-
sibly related to the occurrence of antibody against pegloti-
case,174 were observed in about 25% of patients who received
pegloticase biweekly. Given the safety profile of pegloticase and
the demonstration of its efficacy in patients with refractory
gout, the task force recommends its use in patients with clinic-
ally severe crystal-proven gout that cannot be properly treated
with conventional ULT, including a combination of an XOI and
a uricosuric agent. There was no firm agreement with regards to
the duration of treatment with pegloticase. However, there was
a consensus to consider a switch, if feasible, toward an oral ULT
once all tophi had disappeared.

11. When gout occurs in a patient receiving loop or thiazide
diuretics, substitute the diuretic if possible; for hyperten-
sion, consider losartan or calcium channel blockers; for
hyperlipidaemia, consider a statin or fenofibrate.

This recommendation is similar to the 12th 2006 recom-
mendation. However, in addition to losartan, the task force
now recommends consideration of calcium blockers in patients
with gout. This recommendation is supported by a large
epidemiological study finding relative risks of incident gout
associated with the current use of calcium channel blockers
and losartan of 0.87 (95% CI 0.82 to 0.93) and 0.81 (95%
CI 0.70 to 0.94), respectively.175 Finally, the uricosuric prop-
erty of fenofibrate176 177 and statins has been further
documented.178 179

DISCUSSION
These updated EULAR recommendations aim to provide physi-
cians—rheumatologists, GPs and others—with the best prag-
matic strategies to manage hyperuricaemia and flare in patients
with gout (figures 1 and 2).

As first-line care providers, GPs have a predominant role in
gout treatment. Likewise, the involvement of patients in the
management of chronic diseases is crucial. Therefore, in contrast
to 2006, the current task force included two GPs and two
patients to broaden the involvement of stakeholders involved in
the disease. As mentioned previously, gout is mainly managed
by GPs, and the task force recognises that we lack trials con-
ducted in primary care; most of the RCTs analysed in this paper
were conducted in tertiary care. Overall, this set of recommen-
dations was well graded by external GPs and rheumatologists
(see online supplementary material).

Since 2006, the perception of gout has changed. The increase
in prevalence of gout in developed countries,1–3 180 the severity
of the arthritis itself,6 and the increasing evidence for an as-
sociation between gout with cardiovascular events, kidney
failure and mortality have heightened the realisation that gout
should never be neglected and should be treated properly.6

Furthermore, since 2006, the treatment armamentarium has
greatly expanded, with the approval of both febuxostat and
pegloticase, the demonstration of the efficacy of IL-1 blockers to
treat flare and the emergence of novel ULTs.11 12 181 As
expected, the task force modified all the previous 2006 recom-
mendation items to incorporate all these recent developments
and altered perspectives that have resulted from recent research
evidence.

As compared with 2006, the key differences in terms of the
therapeutic strategy for the management of hyperuricaemia are
the recommendations to titrate and initiate ULT very early in
the course of the disease, to combine an XOI and a uricosuric,
and for patients with severe gout to reach a target SUA level of
5 mg/dL (300 mmol/L) to hasten crystal dissolution. The task
force was convinced that treatment of hyperuricaemia should be
target-oriented and initiated without delay to avoid a further
longstanding period of silent urate deposits.182–184 In addition,
a ‘start low, go slow’ approach is recommended, because it prob-
ably results in fewer episodes of acute gout during treatment ini-
tiation and therefore might improve ULTadherence.

The task force was aware that not all ULTs mentioned in this
paper, especially the uricosurics, are readily available in all
European countries. However, it felt that these older drugs, in
the absence of available new ULTs, could benefit some patients
without adequate control with allopurinol or febuxostat alone.
Of note, the recommendation to combine benzbromarone or
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probenecid with an XOI is a novel strategy that should help
physicians manage severe gout that is not readily controlled by
single agents and not eligible for pegloticase. This recommenda-
tion was not strictly evidence-based and relied more on expert
opinion and on recent data from phase II trials showing the
potency to combine allopurinol or febuxostat with lesinurad, a
novel uricosuric targeting URAT1.11 160

These revised EULAR recommendations differ in some
aspects from the 2012 American College of Rheumatology
(ACR) guidelines.185 186 For instance, ACR recommends allo-
purinol or febuxostat as first-line therapy, whereas EULAR
recommends allopurinol first and then febuxostat with failure to

achieve the predetermined SUA target. As indicated previously,
this recommendation was not supported by efficacy data, but
rather took into account the cost and effectiveness of both
drugs at their optimal dosage as well as regulatory rules en-
dorsed in several European countries. Importantly, unlike the
ACR, the EULAR recommends adjusting the dosage of allopur-
inol to the creatinine clearance in patients with renal failure,
owing to an increased risk of SCARs in those patients,164 and
febuxostat as an alternative if the SUA target is not reached.

The ACR also recommended that ULT could be started during
an acute attack185 if anti-inflammatory treatment had been
introduced, a strategy not recommended in the present paper.

Figure 2 Management of hyperuricaemia in patients with gout according to the European League Against Rheumatism recommendations. Letters
and numbers in parentheses refer to the items of the recommendations presented in table 1. SUA, serum uric acid; ULT, urate-lowering therapy; XOI,
xanthine oxidase inhibitor. ¶At this stage, combined allopurinol and a uricosuric is also recommended.
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These recommendations also did not mention systematic
HLA-B*5801 screening before the initiation of allopurinol. This
haplotype is the strongest risk factor for allopurinol-induced
SCARs,187 and oxypurinol, the serum levels of which are
increased in patients with renal failure,164 can preferentially
bind to the peptide binding groove of HLA-B*58:01 and
dose-dependently activate T cells.188 189 The association
between carriage of this allele and increased risk of SCARs has
been mainly observed in certain ethnic populations, including
Han Chinese, Thai and Korean patients, showing high allele
frequency.187 By contrast, in Europe, where the allele frequency
is much lower, allopurinol-induced SCARs have been reported
also in the absence of this haplotype.190 Although studies
conducted in Asia found that screening for HLA-B*58:01 was
cost-effective191 192 and reduced the incidence of allopurinol-
induced SCARs,159 the task force felt that we lack sufficient data
to provide firm recommendations for cost-effective screening in
populations with low allele frequency, such as Europe.
Therefore, screening for this haplotype before initiating allopur-
inol is left to the discretion of the attending physician, who
should however be aware of the genetic risk of severe allergic
reaction conferred by HLA-B*58.01 carriage.

Recommendations for the treatment of flares have also mark-
edly evolved since 2006 in that use of colchicine should be tai-
lored according to current medications and comorbidities, oral
corticosteroids can be offered and a combination of anti-
inflammatory agents is now recommended depending on the
severity of flares. Items related to colchicine, NSAIDs and oral
corticosteroids are now predominantly evidence-based, whereas
those related to combined therapy and intra-articular cortico-
steroid injections rely on expert and patient opinion, which
highlights the need for further trials. The other main novelty
for treatment of flares is the recommendation for IL-1 blockade
in patients with frequent, poorly controlled flares. Given the
price and putative infection risk associated with IL-1 blockers,
the task force recommends their use in patients with contraindi-
cations to colchicine, NSAIDs and corticosteroids. Finally, the
need to educate patients and to promote a ‘pill-in-the-pocket’
approach is highlighted to provide rapid treatment of flares,
because the task force is convinced that patients must play a key
role and be fully involved in the management of their disease.

These novel EULAR recommendations will undoubtedly
require updating over the next few years. Indeed, we anticipate
that new data on existing drugs or emerging drugs, in particular
novel uricosurics, will be available soon. In addition, studies of
therapeutic strategies are likely to emerge. The task force sin-
cerely hopes that these pragmatic recommendations will
improve the current quality of gout care.
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YYour responsibilityour responsibility

The recommendations in this guideline represent the view of NICE, arrived at after careful

consideration of the evidence available. When exercising their judgement, professionals are

expected to take this guideline fully into account, alongside the individual needs, preferences and

values of their patients or service users. The application of the recommendations in this guideline

are not mandatory and the guideline does not override the responsibility of healthcare

professionals to make decisions appropriate to the circumstances of the individual patient, in

consultation with the patient and/or their carer or guardian.

Local commissioners and/or providers have a responsibility to enable the guideline to be applied

when individual health professionals and their patients or service users wish to use it. They should

do so in the context of local and national priorities for funding and developing services, and in light

of their duties to have due regard to the need to eliminate unlawful discrimination, to advance

equality of opportunity and to reduce health inequalities. Nothing in this guideline should be

interpreted in a way that would be inconsistent with compliance with those duties.

Commissioners and providers have a responsibility to promote an environmentally sustainable

health and care system and should assess and reduce the environmental impact of implementing

NICE recommendations wherever possible.
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OvOverviewerview

This guideline covers diagnosing and managing spondyloarthritis that is suspected or confirmed in

adults who are 16 years or older. It aims to raise awareness of the features of spondyloarthritis and

provide clear advice on what action to take when people with signs and symptoms first present in

healthcare settings. It also provides advice on the range of treatments available.

In June 2017, we updated recommendation 1.2.7 to clarify the advice on what imaging should be

done.

NICE has also produced guidelines on psoriasis and low back pain and sciatica in over 16s.

Who is it for?

Healthcare professionals

Commissioners and providers

People with spondyloarthritis and their families and carers
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RecommendationsRecommendations

People have the right to be involved in discussions and make informed decisions about their

care, as described in your care.

Making decisions using NICE guidelines explains how we use words to show the strength (or

certainty) of our recommendations, and has information about prescribing medicines

(including off-label use), professional guidelines, standards and laws (including on consent and

mental capacity), and safeguarding.

Spondyloarthritis is a group of inflammatory conditions that have a range of manifestations.

Spondyloarthritis may be predominantly:

axial:

radiographic axial spondyloarthritis (ankylosing spondylitis)

non-radiographic axial spondyloarthritis oror

peripheral:

psoriatic arthritis

reactive arthritis

enteropathic spondyloarthritis.

People with predominantly axial spondyloarthritis may have additional peripheral symptoms, and

vice versa.

Axial presentations of spondyloarthritis are often misdiagnosed as mechanical low back pain,

leading to delays in access to effective treatments. Peripheral presentations are often seen as

unrelated joint or tendon problems, and can be misdiagnosed because problems can move around

between joints.

1.1 Recognition and referral in non-specialist care settings

1.1.1 Do not rule out the possibility that a person has spondyloarthritis solely on the

presence or absence of any individual sign, symptom or test result.
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Suspecting spondyloarthritisSuspecting spondyloarthritis

1.1.2 Recognise that spondyloarthritis can have diverse symptoms and be difficult to

identify, which can lead to delayed or missed diagnoses. Signs and symptoms

may be musculoskeletal (for example, inflammatory back pain, enthesitis and

dactylitis) or extra-articular (for example, uveitis and psoriasis [including

psoriatic nail symptoms]). Risk factors include recent genitourinary infection

and a family history of spondyloarthritis or psoriasis.

1.1.3 Be aware that axial and peripheral spondyloarthritis may be missed, even if the

onset is associated with established comorbidities (for example, uveitis,

psoriasis, inflammatory bowel disease [Crohn's disease or ulcerative colitis], or a

gastrointestinal or genitourinary infection).

1.1.4 Be aware that axial spondyloarthritis:

affects a similar number of women as men

can occur in people who are human leukocyte antigen B27 (HLA-B27) negative

may be present despite no evidence of sacroiliitis on a plain film X-ray.

ReferrReferral for suspected axial spondyloarthritisal for suspected axial spondyloarthritis

1.1.5 If a person has low back pain that started before the age of 45 years and has

lasted for longer than 3 months, refer the person to a rheumatologist for a

spondyloarthritis assessment if 44 or moreor more of the following additional criteria are

also present:

low back pain that started before the age of 35 years (this further increases the

likelihood that back pain is due to spondyloarthritis compared with low back pain that

started between 35 and 44 years)

waking during the second half of the night because of symptoms

buttock pain

improvement with movement

improvement within 48 hours of taking non-steroidal anti-inflammatory drugs

(NSAIDs)
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a first-degree relative with spondyloarthritis

current or past arthritis

current or past enthesitis

current or past psoriasis.

If exactly 33 of the additional criteria are present, perform an HLA-B27 test. If the test is

positive, refer the person to a rheumatologist for a spondyloarthritis assessment.

1.1.6 If the person does not meet the criteria in recommendation 1.1.5 but clinical

suspicion of axial spondyloarthritis remains, advise the person to seek repeat

assessment if new signs, symptoms or risk factors listed in

recommendation 1.1.5 develop. This may be especially appropriate if the person

has current or past inflammatory bowel disease (Crohn's disease or ulcerative

colitis), psoriasis or uveitis (see recommendation 1.1.12 for guidance on referral

for immediate [same-day] ophthalmological assessment for people with acute

anterior uveitis).

ReferrReferral for suspected psoriatic arthritis and other peripheral for suspected psoriatic arthritis and other peripheral spondyloarthritidesal spondyloarthritides

1.1.7 For guidance on identifying spondyloarthritis in people with an existing

diagnosis of psoriasis, see assessment and referral for psoriatic arthritis in the

NICE guideline on psoriasis.

1.1.8 Urgently refer people with suspected new-onset inflammatory arthritis to a

rheumatologist for a spondyloarthritis assessment, unless rheumatoid arthritis,

gout or acute calcium pyrophosphate (CPP) arthritis ('pseudogout') is suspected.

If rheumatoid arthritis is suspected, see referral for specialist treatment in the

NICE guideline on rheumatoid arthritis in adults.

1.1.9 Refer people with dactylitis to a rheumatologist for a spondyloarthritis

assessment.

1.1.10 Refer people with enthesitis without apparent mechanical cause to a

rheumatologist for a spondyloarthritis assessment if:

it is persistent oror
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it is in multiple sites oror

any of the following are also present:

back pain without apparent mechanical cause

current or past uveitis (see recommendation 1.1.12 for guidance on immediate

[same-day] ophthalmological assessment for people with acute anterior uveitis)

current or past psoriasis

gastrointestinal or genitourinary infection

inflammatory bowel disease (Crohn's disease or ulcerative colitis)

a first-degree relative with spondyloarthritis or psoriasis.

Recognising psoriasisRecognising psoriasis

1.1.11 If a person with suspected spondyloarthritis has signs or symptoms of

undiagnosed psoriasis, follow the recommendations in the NICE guideline on

psoriasis.

ReferrReferral for suspected acute anterior uval for suspected acute anterior uveitiseitis

1.1.12 Refer people for an immediate (same-day) ophthalmological assessment if they

have symptoms of acute anterior uveitis (for example, eye pain, eye redness,

sensitivity to light or blurred vision).

Case-finding in people with acute anterior uvCase-finding in people with acute anterior uveitiseitis

1.1.13 Ophthalmologists should ask people with acute anterior uveitis whether they

have:

consulted their GP about joint pains oror

experienced low back pain that started before the age of 45 years and has lasted for

longer than 3 months.

1.1.14 If the person meets either of the criteria in recommendation 1.1.13, establish

whether they have psoriasis or skin complaints that appear psoriatic on physical

examination.
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If they do, refer the person to a rheumatologist for a spondyloarthritis assessment.

If they do not, perform an HLA-B27 test. If the test is positive, refer the person to a

rheumatologist for a spondyloarthritis assessment.

1.2 Diagnosing spondyloarthritis in specialist care settings

Diagnostic criteria for suspected spondyloarthritisDiagnostic criteria for suspected spondyloarthritis

1.2.1 In specialist care settings, consider using validated spondyloarthritis criteria to

guide clinical judgement when diagnosing spondyloarthritis. Examples include:

general spondyloarthritis criteria:

Amor

European Spondyloarthropathy Study Group (ESSG)

axial spondyloarthritis criteria:

Assessment of Spondyloarthritis International Society (ASAS; axial)

Berlin

Rome

modified New York

peripheral spondyloarthritis criteria:

ASAS (peripheral)

Classification of Psoriatic Arthritis (CASPAR)

French Society of Rheumatology (reactive arthritis).

1.2.2 Do not rule out a diagnosis of spondyloarthritis solely on the basis of a negative

HLA-B27 result.

1.2.3 Do not rule out a diagnosis of spondyloarthritis if a person's C-reactive protein

(CRP) and erythrocyte sedimentation rate (ESR) are normal.
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Imaging for suspected axial spondyloarthritisImaging for suspected axial spondyloarthritis

Initial inInitial invvestigation using Xestigation using X-r-rayay

1.2.4 Offer plain film X-ray of the sacroiliac joints for people with suspected axial

spondyloarthritis, unless the person is likely to have an immature skeleton.

1.2.5 Diagnose radiographic axial spondyloarthritis (ankylosing spondylitis) if the

plain film X-ray shows sacroiliitis meeting the modified New York criteria

(bilateral grade 2–4 or unilateral grade 3–4 sacroiliitis).

1.2.6 If the plain film X-ray does not show sacroiliitis meeting modified New York

criteria (bilateral grade 2–4 or unilateral grade 3–4 sacroiliitis), or an X-ray is not

appropriate because the person's skeleton is not fully mature, request

unenhanced MRI using an inflammatory back pain protocol.

Subsequent inSubsequent invvestigation using MRIestigation using MRI

1.2.7 Radiologists receiving a request for an inflammatory back pain MRI should

perform short T1 inversion recovery (STIR) and T1 weighted sequences of the

whole spine (sagittal view), and sacroiliac joints (coronal oblique view).

1.2.8 Use the ASAS/Outcome Measures in Rheumatology (OMERACT) MRI criteria

to interpret the MRI as follows:

If the MRI meets the ASAS/OMERACT MRI criteria:

diagnose non-radiographic axial spondyloarthritis.

If the MRI does not meet the ASAS/OMERACT MRI criteria:

do not exclude the possibility of axial spondyloarthritis

consider specialist musculoskeletal radiology review if there is disparity

between the clinical suspicion and imaging findings, particularly in people with

an immature skeleton

offer an HLA-B27 test if it has not already been done. If positive, base the

diagnosis of non-radiographic axial spondyloarthritis on clinical features, for

example, using the clinical 'arm' of the ASAS axial classification criteria.
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1.2.9 If a diagnosis of axial spondyloarthritis cannot be confirmed and clinical

suspicion remains high, consider a follow-up MRI.

Other types of imaging for diagnosing axial spondyloarthritisOther types of imaging for diagnosing axial spondyloarthritis

1.2.10 Do not offer scintigraphy for people with suspected axial spondyloarthritis.

Imaging for suspected psoriatic arthritis and other peripherImaging for suspected psoriatic arthritis and other peripheral spondyloarthritidesal spondyloarthritides

1.2.11 Offer plain film X-ray of symptomatic hands and feet for people with suspected

peripheral spondyloarthritis in these areas.

1.2.12 If a diagnosis cannot be made from the plain film X-ray, consider ultrasound of:

the hands and feet to assess for joint involvement

suspected enthesitis sites.

1.2.13 Consider plain film X-rays, ultrasound and/or MRI of other peripheral and axial

symptomatic sites.

1.2.14 Interpret a positive HLA-B27 result as increasing the likelihood of peripheral

spondyloarthritis.

1.2.15 If a diagnosis of peripheral spondyloarthritis is confirmed, offer plain film X-ray

of the sacroiliac joints to assess for axial involvement, even if the person does

not have any symptoms.

Antibody testing for suspected reactivAntibody testing for suspected reactive arthritise arthritis

1.2.16 Do not routinely test for infective antibody status to diagnose reactive arthritis

in people with a history of gastrointestinal infection.

1.3 Information and support

Information about spondyloarthritisInformation about spondyloarthritis

1.3.1 Provide people with spondyloarthritis, and their family members or carers (as

appropriate), with information that is:
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available on an ongoing basis

relevant to the stage of the person's condition

tailored to the person's needs.

For more guidance on providing information to people and discussing their

preferences with them, see the NICE guideline on patient experience in adult NHS

services.

1.3.2 Provide explanations and information about spondyloarthritis, for example:

what spondyloarthritis is

diagnosis and prognosis

treatment options (pharmacological and non-pharmacological), including possible side

effects

likely symptoms and how they can be managed

flare episodes and extra-articular symptoms

self-help options

opportunities for people with spondyloarthritis to be involved in research

which healthcare professionals will be involved with the person's care and how to get

in touch with them

information about employment rights and ability to work

local support groups, online forums and national charities, and how to get in touch with

them.

Information about disease flaresInformation about disease flares

1.3.3 Advise people with spondyloarthritis about the possibility of experiencing flare

episodes and extra-articular symptoms.

1.3.4 Consider developing a flare management plan that is tailored to the person's

individual needs, preferences and circumstances.
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1.3.5 When discussing any flare management plan, provide information on:

access to care during flares (including details of a named person to contact [for

example, a specialist rheumatology nurse])

self-care (for example, exercises, stretching and joint protection)

pain and fatigue management

potential changes to medicines

managing the impact on daily life and ability to work.

1.4 Pharmacological management of spondyloarthritis

Axial spondyloarthritisAxial spondyloarthritis

NSAIDsNSAIDs

1.4.1 Offer NSAIDs at the lowest effective dose to people with pain associated with

axial spondyloarthritis, and think about appropriate clinical assessment,

ongoing monitoring of risk factors, and the use of gastroprotective treatment.

1.4.2 If an NSAID taken at the maximum tolerated dose for 2–4 weeks does not

provide adequate pain relief, consider switching to another NSAID.

Biological DMARDs – adalimumab, certolizumab pegol, etanerBiological DMARDs – adalimumab, certolizumab pegol, etanercept, golimumab andcept, golimumab and
infliximab for the trinfliximab for the treatment of ankylosing spondylitis and non-reatment of ankylosing spondylitis and non-radiogradiographic axialaphic axial
spondyloarthritisspondyloarthritis

1.4.3 Adalimumab, certolizumab pegol, etanercept, golimumab and infliximab are

recommended, within their marketing authorisations, as options for treating

severe active ankylosing spondylitis in adults whose disease has responded

inadequately to, or who cannot tolerate, NSAIDs. Infliximab is recommended

only if treatment is started with the least expensive infliximab product. People

currently receiving infliximab should be able to continue treatment with the

same infliximab product until they and their NHS clinician consider it

appropriate to stop.

[This recommendation is from NICE's technology appraisal guidance on TNF-

alpha inhibitors for ankylosing spondylitis and non-radiographic axial

spondyloarthritis.]

Spondyloarthritis in over 16s: diagnosis and management (NG65)

© NICE 2017. All rights reserved. Last updated June 2017 Page 13 of 32

http://www.nice.org.uk/guidance/ta383
http://www.nice.org.uk/guidance/ta383
http://www.nice.org.uk/guidance/ta383
cristian.diaz
PDF Creator Trial



1.4.4 Adalimumab, certolizumab pegol and etanercept are recommended, within their

marketing authorisations, as options for treating severe non-radiographic axial

spondyloarthritis in adults whose disease has responded inadequately to, or

who cannot tolerate, NSAIDs.

[This recommendation is from NICE's technology appraisal guidance on TNF-

alpha inhibitors for ankylosing spondylitis and non-radiographic axial

spondyloarthritis.]

1.4.5 The choice of treatment should be made after discussion between the clinician

and the patient about the advantages and disadvantages of the treatments

available. This may include considering associated conditions such as extra-

articular manifestations. If more than 1 treatment is suitable, the least

expensive (taking into account administration costs and patient access schemes)

should be chosen.

[This recommendation is from NICE's technology appraisal guidance on TNF-

alpha inhibitors for ankylosing spondylitis and non-radiographic axial

spondyloarthritis.]

1.4.6 The response to adalimumab, certolizumab pegol, etanercept, golimumab or

infliximab treatment should be assessed 12 weeks after the start of treatment.

Treatment should only be continued if there is clear evidence of response,

defined as:

a reduction in the Bath Ankylosing Spondylitis Disease Activity Index (BASDAI) score

to 50% of the pre-treatment value or by 2 or more units andand

a reduction in the spinal pain visual analogue scale (VAS) by 2 cm or more.

[This recommendation is from NICE's technology appraisal guidance on TNF-alpha

inhibitors for ankylosing spondylitis and non-radiographic axial spondyloarthritis.]

1.4.7 Treatment with another tumour necrosis factor (TNF)-alpha inhibitor is

recommended for people who cannot tolerate, or whose disease has not

responded to, treatment with the first TNF-alpha inhibitor, or whose disease has

stopped responding after an initial response.

[This recommendation is from NICE's technology appraisal guidance on TNF-

alpha inhibitors for ankylosing spondylitis and non-radiographic axial

spondyloarthritis.]

Spondyloarthritis in over 16s: diagnosis and management (NG65)

© NICE 2017. All rights reserved. Last updated June 2017 Page 14 of 32

http://www.nice.org.uk/guidance/ta383
http://www.nice.org.uk/guidance/ta383
http://www.nice.org.uk/guidance/ta383
http://www.nice.org.uk/guidance/ta383
http://www.nice.org.uk/guidance/ta383
http://www.nice.org.uk/guidance/ta383
http://www.nice.org.uk/guidance/ta383
http://www.nice.org.uk/guidance/ta383
http://www.nice.org.uk/guidance/ta383
http://www.nice.org.uk/guidance/ta383
http://www.nice.org.uk/guidance/ta383
cristian.diaz
PDF Creator Trial



1.4.8 When using BASDAI and spinal pain VAS scores, healthcare professionals

should take into account any physical, sensory or learning disabilities, or

communication difficulties that could affect the responses to the

questionnaires, and make any adjustments they consider appropriate.

[This recommendation is from NICE's technology appraisal guidance on TNF-

alpha inhibitors for ankylosing spondylitis and non-radiographic axial

spondyloarthritis.]

Biological DMARDs – secukinumab for the trBiological DMARDs – secukinumab for the treatment of ankylosing spondylitiseatment of ankylosing spondylitis

1.4.9 Secukinumab is recommended, within its marketing authorisation, as an option

for treating active ankylosing spondylitis in adults whose disease has responded

inadequately to conventional therapy (NSAIDs or TNF-alpha inhibitors). The

drug is recommended only if the company provides it with the discount agreed

in the patient access scheme.

[This recommendation is from NICE's technology appraisal guidance on

secukinumab for active ankylosing spondylitis after treatment with non-

steroidal anti-inflammatory drugs or TNF-alpha inhibitors.]

1.4.10 Assess the response to secukinumab after 16 weeks of treatment and only

continue if there is clear evidence of response, defined as:

a reduction in the BASDAI score to 50% of the pre-treatment value or by 2 or more

units andand

a reduction in the spinal pain VAS by 2 cm or more.

[This recommendation is from NICE's technology appraisal guidance on secukinumab

for active ankylosing spondylitis after treatment with non-steroidal anti-inflammatory

drugs or TNF-alpha inhibitors.]

1.4.11 When using BASDAI and spinal pain VAS scores, healthcare professionals

should take into account any physical, sensory or learning disabilities, or

communication difficulties that could affect the responses to the

questionnaires, and make any adjustments they consider appropriate.

[This recommendation is from NICE's technology appraisal guidance on

secukinumab for active ankylosing spondylitis after treatment with non-

steroidal anti-inflammatory drugs or TNF-alpha inhibitors.]
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Psoriatic arthritis and other peripherPsoriatic arthritis and other peripheral spondyloarthritidesal spondyloarthritides

Non-biological therNon-biological therapiesapies

1.4.12 Consider local corticosteroid injections as monotherapy for non-progressive

monoarthritis.

1.4.13 Offer standard disease-modifying anti-rheumatic drugs (DMARDs) to people

with:

peripheral polyarthritis

oligoarthritis

persistent or progressive monoarthritis associated with peripheral spondyloarthritis.

1.4.14 When deciding which standard DMARD to offer, take into account:

the person's needs, preferences and circumstances (such as pregnancy planning and

alcohol consumption)

comorbidities such as uveitis, psoriasis and inflammatory bowel disease

disease characteristics

potential side effects.

1.4.15 If a standard DMARD taken at the maximum tolerated dose for at least

3 months does not provide adequate relief from symptoms, consider switching

to or adding another standard DMARD.

1.4.16 Consider NSAIDs as an adjunct to standard DMARDs or biological DMARDs to

manage symptoms. Use oral NSAIDs at the lowest effective dose for the

shortest possible period of time, and think about appropriate clinical

assessment, ongoing monitoring of risk factors, and the use of gastroprotective

treatment.

1.4.17 If NSAIDs do not provide adequate relief from symptoms, consider steroid

injections (local or intramuscular) or short-term oral steroid therapy as an

adjunct to standard DMARDs or biological DMARDs to manage symptoms.
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1.4.18 If extra-articular disease is adequately controlled by an existing standard

DMARD but peripheral spondyloarthritis is not, consider adding another

standard DMARD.

TTargeted synthetic DMARDs – aprargeted synthetic DMARDs – apremilast for the tremilast for the treatment of psoriatic arthritiseatment of psoriatic arthritis

1.4.19 For guidance on treating psoriatic arthritis with apremilast, see NICE's

technology appraisal guidance on apremilast for treating active psoriatic

arthritis.

Biological DMARDs – etanerBiological DMARDs – etanercept, infliximab and adalimumab for the trcept, infliximab and adalimumab for the treatment of psoriaticeatment of psoriatic
arthritisarthritis

1.4.20 Etanercept, infliximab and adalimumab are recommended for the treatment of

adults with active and progressive psoriatic arthritis when the following criteria

are met.

The person has peripheral arthritis with 3 or more tender joints and 3 or more swollen

joints, andand

The psoriatic arthritis has not responded to adequate trials of at least 2 standard

DMARDs, administered either individually or in combination.

[This recommendation is from NICE's technology appraisal guidance on etanercept,

infliximab and adalimumab for the treatment of psoriatic arthritis.]

1.4.21 Treatment as described in 1.4.20 should normally be started with the least

expensive drug (taking into account drug administration costs, required dose

and product price per dose). This may need to be varied for individual patients

because of differences in the method of administration and treatment

schedules.

[This recommendation is from NICE's technology appraisal guidance on

etanercept, infliximab and adalimumab for the treatment of psoriatic arthritis.]

1.4.22 Etanercept, adalimumab or infliximab treatment should be discontinued in

people whose psoriatic arthritis has not shown an adequate response using the

Psoriatic Arthritis Response Criteria (PsARC) at 12 weeks. An adequate

response is defined as an improvement in at least 2 of the 4 PsARC criteria (1 of

which has to be joint tenderness or swelling score) with no worsening in any of
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the 4 criteria. People whose disease has a Psoriasis Area and Severity Index

(PASI) 75 response at 12 weeks but whose PsARC response does not justify

continuation of treatment should be assessed by a dermatologist to determine

whether continuing treatment is appropriate on the basis of skin response (see

etanercept and efalizumab for the treatment of adults with psoriasis [NICE

technology appraisal guidance 103], infliximab for the treatment of adults with

psoriasis [NICE technology appraisal guidance 134] and adalimumab for the

treatment of adults with psoriasis [NICE technology appraisal guidance 146] for

guidance on the use of TNF inhibitors in psoriasis).

[This recommendation is from NICE's technology appraisal guidance on

etanercept, infliximab and adalimumab for the treatment of psoriatic arthritis.]

1.4.23 When using the PsARC healthcare professionals should take into account any

physical, sensory or learning disabilities, or communication difficulties that

could affect a person's responses to components of the PsARC and make any

adjustments they consider appropriate.

[This recommendation is from NICE's technology appraisal guidance on

etanercept, infliximab and adalimumab for the treatment of psoriatic arthritis.]

Biological DMARDs – golimumab for the trBiological DMARDs – golimumab for the treatment of psoriatic arthritiseatment of psoriatic arthritis

1.4.24 Golimumab is recommended as an option for the treatment of active and

progressive psoriatic arthritis in adults only if:

it is used as described for other TNF-inhibitor treatments in etanercept, infliximab and

adalimumab for the treatment of psoriatic arthritis (NICE technology appraisal

guidance 199; see recommendations 1.4.20–1.4.23 in this guideline) andand

the manufacturer provides the 100 mg dose of golimumab at the same cost as the

50 mg dose.

[This recommendation is from NICE's technology appraisal guidance on golimumab for

the treatment of psoriatic arthritis.]

1.4.25 When using the PsARC (as set out in NICE technology appraisal guidance 199;

see recommendations 1.4.20–1.4.23 in this guideline), healthcare professionals

should take into account any physical, sensory or learning disabilities, or

communication difficulties that could affect a person's responses to

components of the PsARC and make any adjustments they consider
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appropriate.

[This recommendation is from NICE's technology appraisal guidance on

golimumab for the treatment of psoriatic arthritis.]

Biological DMARDs – ustekinumab for the trBiological DMARDs – ustekinumab for the treatment of psoriatic arthritiseatment of psoriatic arthritis

1.4.26 Ustekinumab is recommended as an option, alone or in combination with

methotrexate, for treating active psoriatic arthritis in adults only when:

treatment with TNF-alpha inhibitors is contraindicated but would otherwise be

considered (as described in NICE technology appraisal guidance on etanercept,

infliximab and adalimumab for the treatment of psoriatic arthritis [NICE technology

appraisal guidance 199; see recommendations 1.4.20–1.4.23 in this guideline], and

golimumab for the treatment of psoriatic arthritis [NICE technology appraisal

guidance 220; see recommendations 1.4.24 and 1.4.25 in this guideline]) oror

the person has had treatment with 1 or more TNF-alpha inhibitors.

Ustekinumab is recommended only if the company provides the 90 mg dose of

ustekinumab for people who weigh more than 100 kg at the same cost as the 45 mg

dose, as agreed in the patient access scheme.

[This recommendation is from NICE's technology appraisal guidance on ustekinumab

for treating active psoriatic arthritis.]

1.4.27 Ustekinumab treatment should be stopped if the person's psoriatic arthritis has

not shown an adequate response using the PsARC at 24 weeks. An adequate

response is defined as an improvement in at least 2 of the 4 criteria (1 of which

must be joint tenderness or swelling score), with no worsening in any of the

4 criteria. As recommended in NICE technology appraisal guidance on

etanercept, infliximab and adalimumab for the treatment of psoriatic arthritis

(see recommendations 1.4.20–1.4.23 in this guideline), people whose disease

has a PASI 75 response but whose PsARC response does not justify continuing

treatment should be assessed by a dermatologist to determine whether

continuing treatment is appropriate on the basis of skin response (see NICE

technology appraisal guidance on ustekinumab for the treatment of adults with

moderate to severe psoriasis).

[This recommendation is from NICE's technology appraisal guidance on

ustekinumab for treating active psoriatic arthritis.]
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1.4.28 When using the PsARC healthcare professionals should take into account any

physical, sensory or learning disabilities, or communication difficulties that

could affect a person's responses to components of the PsARC and make any

adjustments they consider appropriate.

[This recommendation is from NICE's technology appraisal guidance on

ustekinumab for treating active psoriatic arthritis.]

1.4.29 People whose treatment with ustekinumab is not recommended in this NICE

guidance, but was started within the NHS before this guidance was published,

should be able to continue ustekinumab until they and their NHS clinician

consider it appropriate to stop.

[This recommendation is from NICE's technology appraisal guidance on

ustekinumab for treating active psoriatic arthritis.]

ReactivReactive arthritise arthritis

AntibioticsAntibiotics

1.4.30 After treating the initial infection, do not offer long-term (4 weeks or longer)

treatment with antibiotics solely to manage reactive arthritis caused by a

gastrointestinal or genitourinary infection.

1.5 Non-pharmacological management of spondyloarthritis

1.5.1 Refer people with axial spondyloarthritis to a specialist physiotherapist to start

an individualised, structured exercise programme, which should include:

stretching, strengthening and postural exercises

deep breathing

spinal extension

range of motion exercises for the lumbar, thoracic and cervical sections of the spine

aerobic exercise.

1.5.2 Consider hydrotherapy as an adjunctive therapy to manage pain and maintain or

improve function for people with axial spondyloarthritis.
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1.5.3 Consider a referral to a specialist therapist (such as a physiotherapist,

occupational therapist, hand therapist, orthotist or podiatrist) for people with

spondyloarthritis who have difficulties with any of their everyday activities. The

specialist therapist should:

assess people's needs

provide advice about physical aids

arrange periodic reviews to assess people's changing needs.

1.6 Surgery for spondyloarthritis

1.6.1 Do not refer people with axial spondyloarthritis to a complex spinal surgery

service to be assessed for spinal deformity correction unless the spinal

deformity is:

significantly affecting their quality of life andand

severe or progressing despite optimal non-surgical management (including

physiotherapy).

1.6.2 If a person with axial spondyloarthritis presents with a suspected spinal

fracture, refer them to a specialist to confirm the spinal fracture and carry out a

stability assessment. After the stability assessment, the specialist should refer

people with a potentially unstable spinal fracture to a spinal surgeon.

1.7 Managing flares

1.7.1 Manage flares in either specialist care or primary care depending on the

person's needs.

1.7.2 When managing flares in primary care, seek advice from specialist care as

needed, particularly for people who:

have recurrent or persistent flares

are taking biological DMARDs

have comorbidities that may affect treatment or management of flares.
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1.7.3 Be aware that uveitis can occur during flare episodes. See

recommendation 1.1.12 for guidance on immediate (same-day)

ophthalmological assessment for people with acute anterior uveitis.

1.8 Long-term complications

1.8.1 For guidance on monitoring long-term pharmacological treatments, see the

NICE guideline on medicines optimisation.

1.8.2 Take into account the adverse effects associated with NSAIDs, standard

DMARDs and biological DMARDs when monitoring spondyloarthritis in

primary care.

1.8.3 Advise people that there may be a greater risk of skin cancer in people treated

with TNF-alpha inhibitors.

1.8.4 Discuss risk factors for cardiovascular comorbidities with all people with

spondyloarthritis.

1.8.5 Consider regular osteoporosis assessments (every 2 years) for people with axial

spondyloarthritis. Be aware that bone mineral density measures may be

elevated on spinal dual-energy X-ray absorptiometry (DEXA) due to the

presence of syndesmophytes and ligamentous calcification, whereas hip

measurements may be more reliable.

1.8.6 Advise people with axial spondyloarthritis that they may be prone to fractures,

and should consult a healthcare professional following falls or physical trauma,

particularly in the event of increased musculoskeletal pain.

1.9 Organisation of care

Coordinating care across settingsCoordinating care across settings

1.9.1 Commissioners should ensure that local arrangements are in place to

coordinate care for people across primary and secondary (specialist) care. These

should cover:

prescribing NSAIDs and standard DMARDs
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monitoring NSAIDs, standard DMARDs and biological DMARDs

managing flares

ensuring prompt access to specialist rheumatology care when needed

ensuring prompt access to other specialist services to manage comorbidities and

extra-articular symptoms.

1.9.2 Ensure that people with spondyloarthritis have access to specialist care in

primary or secondary care settings throughout the disease course to ensure

optimal long-term spondyloarthritis management (see section 1.7 for

arrangements for managing flares).

1.9.3 Ensure that there is effective communication and coordination between all

healthcare professionals involved in the person's care, particularly if the person

has comorbidities or extra-articular symptoms.

1.9.4 Ensure that there is communication and coordination between rheumatology

and other relevant specialities (such as dermatology, gastroenterology and

ophthalmology). This is particularly important for people who:

are already receiving standard DMARDs or biological DMARDs for another condition

need to start taking standard DMARDs or biological DMARDs for another condition.

1.9.5 For guidance on managing the transition of young people with juvenile

idiopathic arthritis to adult services, see the NICE guideline on transition from

children's to adults' services for young people using health or social care

services.
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Putting this guideline into prPutting this guideline into practiceactice

NICE has produced tools and resources to help you put this guideline into practice.

Putting recommendations into practice can take time. How long may vary from guideline to

guideline, and depends on how much change in practice or services is needed. Implementing change

is most effective when aligned with local priorities.

Changes recommended for clinical practice that can be done quickly – like changes in prescribing

practice – should be shared quickly. This is because healthcare professionals should use guidelines

to guide their work – as is required by professional regulating bodies such as the General Medical

and Nursing and Midwifery Councils.

Changes should be implemented as soon as possible, unless there is a good reason for not doing so

(for example, if it would be better value for money if a package of recommendations were all

implemented at once).

Different organisations may need different approaches to implementation, depending on their size

and function. Sometimes individual practitioners may be able to respond to recommendations to

improve their practice more quickly than large organisations.

Here are some pointers to help organisations put NICE guidelines into practice:

1. Raise aRaise awarenesswareness through routine communication channels, such as email or newsletters, regular

meetings, internal staff briefings and other communications with all relevant partner organisations.

Identify things staff can include in their own practice straight away.

2. Identify a leadIdentify a lead with an interest in the topic to champion the guideline and motivate others to

support its use and make service changes, and to find out any significant issues locally.

3. Carry out a baseline assessmentCarry out a baseline assessment against the recommendations to find out whether there are

gaps in current service provision.

4. Think about what data yThink about what data you need to measure improou need to measure improvvementement and plan how you will collect it. You

may want to work with other health and social care organisations and specialist groups to compare

current practice with the recommendations. This may also help identify local issues that will slow or

prevent implementation.
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5. DeDevvelop an action planelop an action plan, with the steps needed to put the guideline into practice, and make sure it

is ready as soon as possible. Big, complex changes may take longer to implement, but some may be

quick and easy to do. An action plan will help in both cases.

6. FFor vor very big changesery big changes include milestones and a business case, which will set out additional costs,

savings and possible areas for disinvestment. A small project group could develop the action plan.

The group might include the guideline champion, a senior organisational sponsor, staff involved in

the associated services, finance and information professionals.

7. Implement the action planImplement the action plan with oversight from the lead and the project group. Big projects may

also need project management support.

8. ReReview and monitorview and monitor how well the guideline is being implemented through the project group.

Share progress with those involved in making improvements, as well as relevant boards and local

partners.

NICE provides a comprehensive programme of support and resources to maximise uptake and use

of evidence and guidance. See our into practice pages for more information.

Also see Leng G, Moore V, Abraham S, editors (2014) Achieving high quality care – practical

experience from NICE. Chichester: Wiley.
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ConteContextxt

Spondyloarthritis encompasses a group of inflammatory conditions with some shared features,

including extra-articular manifestations. Both peripheral and axial joints can be affected. The

spondyloarthritides are distinct from rheumatoid arthritis but are as important to recognise and

manage early in their presentation to improve health outcomes.

Most people with these conditions have either psoriatic arthritis or axial spondyloarthritis, which

includes ankylosing spondylitis. Ankylosing spondylitis and non-radiographic axial

spondyloarthritis primarily affect the spine, in particular the sacroiliac joint. Both conditions

present in similar ways; the primary classification difference is whether sacroiliitis is detectable on

X-ray.

Psoriatic arthritis may manifest in a number of different patterns. These include predominant

involvement of small joints in the hands and feet, predominant large joint involvement, particularly

in the knees, or combinations of these. Psoriatic arthritis may also involve the axial joints, and

inflammation of the entheses and/or finger and toe joints. Skin and nail involvement may not be

present at diagnosis and in its absence, a family history of psoriasis is required to meet the

diagnostic criteria.

Less common subgroups are enteropathic spondyloarthritis, which is associated with inflammatory

bowel disease (Crohn's disease and ulcerative colitis), and reactive arthritis, which can occur in

people after gastrointestinal or genitourinary infections.

The final subgroup is people who have undifferentiated spondyloarthritis. These people generally

have an asymmetrical oligoarticular (fewer than 5 involved joints) arthritis, often involving the

knees. They do not meet the diagnostic criteria of the other subgroups at presentation but their

disease may evolve to do so at a later stage.

This guideline also includes people who are 16 years or older with axial or peripheral symptoms

who have previously been diagnosed with juvenile idiopathic arthritis.

Healthcare professionals in non-specialist settings do not always recognise the signs and symptoms

of spondyloarthritis, particularly spinal symptoms, which may be mistakenly attributed to other

causes of low back pain. This can lead to substantial delays in diagnosis and treatment with

consequent disease progression and disability. This guideline seeks to raise awareness of the

features of spondyloarthritis and provide clear advice on what action to take when people with

signs and symptoms first present in healthcare settings.
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This guideline also provides advice on the interventions available to people with spondyloarthritis.

These include pharmacological and non-pharmacological treatments, and surgery. The guidance

also provides advice on how care for people with spondyloarthritis should be organised across

healthcare settings, and what information and support should be provided.

More information

You can also see this guideline in the NICE pathway on spondyloarthritis.

To find out what NICE has said on topics related to this guideline, see our web pages on

musculoskeletal conditions and psoriasis.

See also the guideline committee's discussion and the evidence reviews (in the full guideline),

and information about how the guideline was developed, including details of the committee.
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Recommendations for researchRecommendations for research

The guideline committee has made the following recommendations for research. The committee's

full set of research recommendations is detailed in the full guideline.

1 Referral criteria for people with suspected axial spondyloarthritis

What are the optimal referral criteria for people with suspected axial spondyloarthritis?

WhWhy this is importanty this is important

The Dutch CaFaSpA study (van Hoeven et al. 2014, 2015) should be repeated in a UK population.

This would involve examining GP databases to identify a cohort of people who have a diagnosis of

non-specific back pain who first consulted their GP for back symptoms under the age of 45. These

people would be invited for a full rheumatological assessment (including identifying signs and

symptoms relevant to axial spondyloarthritis, X-ray, MRI and HLA-B27 test). All participants would

be given a reference-standard diagnosis of axial spondyloarthritis or not (ideally using expert

clinician opinion, or if this is not possible, using the ASAS [Assessment of Spondyloarthritis

International Society] classification criteria). The cohort would be split into a development and

validation set, to derive and validate optimal rules for case-finding from the available data, with

each candidate strategy judged according to expected cost per quality-adjusted life year (QALY)

gained (the NICE economic model developed for this guideline could easily be used to estimate

these).

As a result of the large number of permutations of possible referral strategies, it is impractical to

run separate validation studies for all referral criteria that are developed. Therefore, a single large,

representative cohort study would, provided it measured the predictor variables for all reasonable

referral strategies, provide the ability to develop and validate any number of possible referral

strategies. The study would need to be large enough that sufficient data are available to derive new

referral rules and to validate those rules in a separate, independent subset of the data. A

UK-specific dataset would provide more relevant data to do this than is currently available from the

Dutch CaFaSpA study. For example, that study found an HLA-B27 prevalence of 20% in people with

axial spondyloarthritis and 2% in people without; much lower than the estimates found elsewhere

(75% and 20% respectively). This lowers the validity of extrapolating any results found to the UK,

and reinforces the need for UK-specific data to address this question.
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2 Long-term complications of spondyloarthritis

What is the incidence of long-term complications, in particular osteoporosis, cardiovascular

disease (CVD) and metabolic syndrome, in people with spondyloarthritis, and how does this

compare with the general population? Are any specific spondyloarthritis features or risk factors

associated with the incidence and outcomes of these complications?

WhWhy this is importanty this is important

Spondyloarthritides are a group of systemic inflammatory conditions, and as such it is thought that

people with these conditions may have an elevated risk of CVD, particularly if their disease is not

adequately controlled. This may have direct vascular effects as well as precluding maintenance of a

good level of cardiovascular fitness.

There is also clinical uncertainty around the long-term use of non-steroidal anti-inflammatory

drugs (NSAIDs): whether the long-term CVD risks associated with this class of drugs are observed

in this population, or whether the suppression of inflammation with these drugs mitigates some of

the CVD risks associated with these conditions. In addition, risks of osteoporosis and fracture are

known to be higher in people with axial spondyloarthritis than the general population, and the

prevalence of axial manifestations in people diagnosed with peripheral disease implies the risks

may also be high in peripheral spondyloarthritis.

The longer-term complication rates in the spondyloarthritides need to be established, as well as

whether standard biological disease-modifying anti-rheumatic drug (DMARD) therapies and

biological DMARDs influence these outcomes. Research that evaluates incidence of osteoporosis,

CVD and metabolic syndrome in people with either axial or peripheral spondyloarthritis compared

with the general population would therefore be of value. This research should take into account

disease stage, personal activity levels and medicine use, and look to address how frequently it is

appropriate to monitor people with spondyloarthritis for long-term complications.

3 Educational intervention to improve healthcare professionals' awareness of
spondyloarthritis

What is the effectiveness and cost effectiveness of educational interventions for healthcare

professionals in order to increase the number of prompt diagnoses of spondyloarthritis?
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WhWhy this is importanty this is important

One of the major reasons for the delays in diagnosing spondyloarthritis is a lack of awareness of the

condition by healthcare professionals. This can take many forms, such as a lack of awareness of

different spondyloarthritis subtypes, lack of knowledge about associated clinical features (for

example, the differences between inflammatory and mechanical back pain) or characteristics of the

patient populations (for example, that spondyloarthritis affects similar numbers of men and

women, or that a substantial proportion of people with spondyloarthritis are HLA-B27 negative).

Educational interventions to improve the level of awareness may therefore lead to reductions in

diagnosis delays, but there is a lack of evidence as to the efficacy of these interventions.

Randomised controlled trials of structured educational interventions are therefore needed to

assess both whether they reduce the length of time it takes for people to be correctly diagnosed,

and whether they represent a cost-effective use of NHS resources.

4 Pharmacological management of peripheral spondyloarthritis

What is the comparative effectiveness and cost effectiveness of standard DMARDs for managing

peripheral spondyloarthritis, and is this effectiveness affected by differences in dose escalation

protocols?

WhWhy this is importanty this is important

The committee noted that, although there are a number of randomised controlled trials comparing

standard DMARDs with placebo for managing peripheral spondyloarthritis, there is a lack of

evidence comparing individual standard DMARDs to other standard DMARDs. This lack of

evidence makes it difficult to optimise initial therapy, either by specifying specific drugs within the

class or optimising dose, administration and monitoring protocols. There is therefore the need for

randomised controlled trials looking at alternative drug, dosing and administration route

alternatives for the administration of standard DMARDs for managing peripheral

spondyloarthritis. These trials should ensure NSAIDs and steroids are available to participants as

needed, and should include (as outcome measures) both health-related quality of life (measured

using the EQ-5D) and health service resource use, to enable the results to be used to assess the

cost effectiveness of the interventions.

5 Biological therapies for peripheral spondyloarthritis

What is the effectiveness and cost effectiveness of biological DMARDs in people with persistent

peripheral spondyloarthritis (excluding psoriatic arthritis) or undifferentiated spondyloarthritis?
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WhWhy this is importanty this is important

Although there have been trials conducted of biological therapies for psoriatic arthritis, which have

led to positive recommendations in NICE technology appraisals, no such good-quality evidence

exists in enteropathic arthritis, reactive arthritis or undifferentiated spondyloarthritis. The

substantial side effects possible with biological therapies, and their significant cost, means it is

difficult to justify offering them to these groups without good evidence of efficacy. There is

therefore the need for randomised controlled trials, with a sufficient sample size to identify

possible benefits, in these 3 populations. If trials were to recruit participants from multiple

spondyloarthritis subpopulations, results should be clearly stratified by diagnosis to enable any

differences in benefits or harms between the groups to be identified. These trials should include (as

outcome measures) both health-related quality of life (measured using the EQ-5D) and health

service resource use, to enable the results to be used to assess the cost effectiveness of the

interventions.
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Update informationUpdate information

MaMay 2017:y 2017: Recommendation 1.2.7 was amended to clarify the advice on what imaging should be

done.
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RECOMENDACIONES: DIAGNÓSTICO 

Recomendación 
 

NE GR GA (%) m (DS) 

Para el diagnóstico de queratoconjuntivitis sicca en pacientes con sospecha de 
Síndrome de Sjögren primario (SSp), se recomienda realizar el test de 
Schirmer, y/o tinción superficie ocular (más específica que el Schirmer) y /o el 
ocular staining score. 

2 B 94,3 9,4 (1,6) 

Dada su baja especificidad, no se recomienda la utilización del break up time 
para el diagnóstico de queratoconjuntivitis sicca en pacientes con sospecha de 
SSp. 

2 B 70,6 7,7 (3) 

Si bien tanto la sialometría no estimulada, la gamagrafía y la sialografía 
mostraron ser herramientas útiles para evidenciar el compromiso oral en los 
pacientes con sospecha de SSp; se recomienda el uso de la sialometría no 
estimulada (técnica sencilla, no invasiva y de bajo costo), siendo esta la única 
incluida en los criterios clasificatorios ACR/EULAR 2016. 

2 B 82,6 9,2 (1,5) 

Si bien la ecografía (a) y la RMN (b) de las glándulas salivales podrían ser 
herramientas diagnósticas útiles, aún necesitan ser normatizadas y validadas 
para el diagnóstico de SSp, por lo cual no se recomienda su uso sistemático. 

(a)2 
(b)3 

 

B 82,9 9,1 (1,6) 

Para el diagnóstico de SSp se recomienda la determinación de anticuerpos anti 
La/SSB y, especialmente, anti Ro/SSA (ambos incluidos en los criterios 
clasificatorios 2002 y 2012, y sólo el anti Ro/SSA en los criterios clasificatorios 
ACR/EULAR propuestos en 2016). 

2 B 100 9,8 (0,5) 

Se recomienda la determinación del factor antinuclear (FAN) y del factor 
reumatoideo (FR) para el diagnóstico de SSp (la positividad del FAN en títulos > 
o = 1/320 asociado a FR positivo, forma parte de los criterios clasificatorios 
2012). 

3 B 94,3 9,4 (1,9) 

Dado que la biopsia de glándula salival forma parte de los criterios 
clasificatorios de la enfermedad, se recomienda su realización en pacientes 
con sospecha de SSp, especialmente en aquellos con anticuerpos específicos 
negativos. 

2 B 91,4 9,5 (1,1) 

Se sugiere la realización de biopsia de glándula salival menor con fines 
diagnósticos, en pacientes con manifestaciones clínicas sugestivas pero no 
características de la enfermedad (como por ejemplo manifestaciones 
sistémicas en ausencia de síntomas sicca), especialmente en aquellos con 
anticuerpos específicos positivos. 

5 D 77,2 8,6 (2,6) 
 

 

En pacientes con SSp y compromiso articular se recomienda el dosaje de 
anticuerpos anticitrulinas ya que su positividad podría predecir el desarrollo 
de artritis reumatoidea temprana. 

2 B 88,6 8,8 (2,2) 

Si bien la ecografía articular podría ser una herramienta útil, no se recomienda 
su utilización sistemática para el estudio de la artritis en SSp. Deberá valorarse 
su indicación en cada paciente en particular y considerando la accesibilidad al 
estudio. 

4 C 91,5 9,3 (1,5) 

Ante la presencia de compromiso cutáneo como manifestación extraglandular 
del SSp, se recomienda realizar biopsia de piel, para confirmar el diagnóstico y 
orientar hacia un mejor manejo del paciente. 

4 C 77,2 8,2 (3,2) 

Dado que parecería existir una mayor frecuencia de enfermedad celíaca en 
pacientes con SSp que en la población general, se sugiere solicitar auto 
anticuerpos específicos y dosaje de IgA total para evaluar presencia de 
enfermedad subclínica asociada. 

4 C 77,2 8,4 (2,2) 

Se recomienda el estudio del estado ácido-base venoso e ionograma en 
pacientes con diagnóstico de SSp, ya que todos los pacientes con acidosis 
túbulo renal (ATR) tipo 1 (excepto la forma incompleta) tienen acidosis 
metabólica hiperclorémica. 

4 C 85,7 9 (1,9) 

Ante sospecha de ATR incompleta (por ejemplo hipokalemia aislada o 
nefrocalcinosis en ausencia de acidosis metabólica), se recomienda evaluación 
por nefrología para eventual realización de la prueba de sobrecarga de 
amonio. 

4 C 94,1 9,4 (1,1) 
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RECOMENDACIONES: TRATAMIENTO 

 

 

Recomendación 
 

NE GR GA (%) m (DS) 

Se recomienda el uso de hidratantes bucales para mejorar los síntomas de 
xerostomía. 

3 B 97,1 9,6 (1) 

Se recomienda el uso de gotas oftalmológicas con agentes viscosos para el 
manejo de los síntomas de ojo seco y prevención del daño corneal. 

3 B 100 9,9 (0,6) 

Se recomienda el uso tópico de ciclosporina A 0,05 % como una opción 
efectiva para el tratamiento de la queratoconjuntivitis sicca en pacientes con 
SSp que no responden a agentes viscosos. 

2 B 91,5 9,2 (1,4) 

Para el tratamiento de la xerosis, especialmente la xerostomía moderada a 
severa, se recomienda el tratamiento con secretagogos: pilocarpina y 
cevilemine. 

2 
 

B 85,7 9,1 (1,9) 

Si bien la evidencia en cuanto al tratamiento con fármacos 
inmunomoduladores para la artritis como manifestación extraglandular del 
SSp, es muy escasa; se recomienda el uso de drogas como metotrexate, 
hidroxicloroquina, sulfasalazina y leflunomida, para el tratamiento de la 
misma. 

4/5 C/D 85,7 9,1 (1,3) 

La evidencia respecto al tratamiento de la artritis como manifestación 
extraglandular del SSp, es muy escasa y desfavorable para algún anti TNF, y 
nula para la mayoría de los agentes de esta familia, por lo cual no se 
recomienda su indicación. 

4/5 C/D 85,7 9 (1,7) 

Dado que no hay evidencia de que el síndrome de Raynaud en el SSp se trate 
de una manera diferente al de otras enfermedades del tejido conectivo, se 
sugiere utilizar los mismos fármacos que en otras patologías. 

5 D 97 9,8 (0,6) 

Para el tratamiento de la vasculitis cutánea se recomienda el uso de esteroides 
tópicos para alivio de síntomas; corticoides sistémicos en casos severos, o 
asociados a otras manifestaciones extraglandulares. 

4 C 88,6 9,1 (1,9) 
 
 

 

Ante vasculitis cutánea crónica o refractaria, se recomienda considerar el uso 
de azatioprina, metotrexato, mofetil micofenolato, colchicina, dapsona y 
ciclofosfamida. 

4 C 91,4 9,3 (1,7) 

Para el tratamiento de la xerosis se sugiere el uso de medidas generales, como 
por ejemplo, evitar jabón tradicional (contiene detergente) y evitar perfumes 
que contengan alcohol. 

5 D 94,3 9,8 (0,7) 

Se recomienda el tratamiento con hidroxicloroquina para el eritema anular. 
Ante la persistencia del cuadro considerar la combinación de antimaláricos y/o 
añadir prednisona 0,5-1 mg/día. También se recomienda considerar el uso de 
tacrolimus tópico. 

4 C 91,2 9,4 (1) 

Para el eritema anular, se sugiere considerar como otras alternativas, el uso de 
corticoides tópicos, metotrexate, micofenolato o ciclosporina, a pesar de 
existir discrepancias respecto a su eficacia. 

4 D 80 8,7 (2) 

Se recomienda tratamiento inmunosupresor con prednisona 1 mg/kg/día en 
los pacientes que presenten nefritis intersticial severa y activa (confirmada por 
biopsia). 

4 C 97,2 9,7 (0,8) 

Se recomienda considerar el uso de azatioprina en dosis de 1 a 2 mg/kg/día 
como ahorrador de corticoides, en los pacientes que presenten nefritis 
intersticial severa y activa (confirmada por biopsia). 

4 C 88,6 9,1 (1,8) 

En la glomerulonefritis membranoproliferativa puede usarse el esquema de 
prednisona + ciclofosfamida, con un protocolo símil Lupus; en casos 
refractarios se recomienda rituximab. 

4 C 94,3 9,4 (1,3) 
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RECOMENDACIONES: TRATAMIENTO 

 

 

 

 

 

 

 

 

 

 

Recomendación 
 

NE GR GA (%) m (DS) 

En la glomerulonefritis membranosa podrá optarse por un esquema símil 
Lupus o utilizarse el esquema de las glomerulonefritis membranosas primarias. 

4 C 100 9,5 (0,8) 

Existe escasa evidencia con resultados favorables sobre el tratamiento del 
compromiso neurológico con gammaglobulina, ciclofosfamida asociada a 
corticoides en pulsos o 1mg/kg/día de meprednisona vía oral, plasmaféresis, 
interferón α o rituximab, por lo cual se recomienda considerar la posibilidad 
de estos tratamientos en los casos de compromiso neurológico severo. 

4 C 100 9,8 (0,6) 

Existe escasa evidencia con resultados favorables acerca del tratamiento del 
compromiso intersticial pulmonar con corticoides, azatioprina, ciclofosfamida, 
mofetil micofenolato o rituximab, por lo cual se recomienda considerar dichas 
opciones ante estos casos. 

4 C 94,3 9,4 (1,1) 

A pesar que existe escasa evidencia, se recomienda el tratamiento de la 
anemia hemolítica con dosis de 1 mg/kg/día o con pulsos endovenosos de 
corticoides. Se sugiere considerar el agregado de azatioprina. 

4 
 

C 94,3 9,5 (0,9) 

A pesar que existe escasa evidencia, se recomienda el tratamiento de la 
neutropenia con dosis de 1 mg/kg/día o pulsos endovenosos de corticoides. Se 
sugiere considerar el agregado de ciclosporina o mofetil micofenolato en esta 
manifestación. 

4 C 74,3 8,5 (2) 

A pesar que existe escasa evidencia, se recomienda el tratamiento de la 
plaquetopenia con dosis de 1 mg/kg/día o pulsos endovenosos de corticoides. 
Se sugiere considerar el agregado de inmunoglobulinas endovenosas o 
rituximab en esta manifestación. 

4 C 91,5 9,3 (1,2) 

Si bien se desconoce la utilidad de la hidroxicloroquina en cuanto a la 
disminución del riesgo cardiovascular y el daño acumulado en pacientes con 
SSp; teniendo en cuenta los beneficios encontrados al respecto en otras 
patologías, se sugiere considerar su uso. 

5 D 82,9 8,7 (2) 

Si bien existen datos promisorios en cuanto al tratamiento con belimumab y 
con abatacept de las manifestaciones glandulares y extraglandulares del SSp, 
medidos por ESSPRI y ESSDAI, al no haber estudios suficientes que avalen su 
uso, no se recomienda su indicación. 

4 C 79,4 8,3 (2,7) 
 

 

Se han encontrado algunos resultados favorables con el tratamiento con 
rituximab en manifestaciones extraglandulares, por lo cual se recomienda 
considerar su indicación en casos seleccionados. 

3 B 94,3 9,5 (1,1) 
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RECOMENDACIONES: CLINIMETRÍA, FACTORES PRONÓSTICOS Y EMBARAZO 

 

 

NE: nivel de evidencia. GR: grado de recomendación. GA: grado de acuerdo. m (DS): media (desvío estándar). PROFAD: Profile of 

Fatigue and Discomfort. PROFAD- SF: Profile of Fatigue and Discomfort- Short Form. SSI: Sicca Symptoms Inventory. ESSPRI: 

European League Against Rheumatism Sjogren's Syndrome Patient Reported Index. SSDAI: Sjögren's Syndrome Disease activity 

index. SCAI: Sjögren's Systemic Clinical Activity Index. ESSDAI: European League Against Rheumatism Sjögren’s Syndrome Disease 

Activity Index. SSDDI: Sjögren's Syndrome Disease Damage Index. SSDI: Sjögren’s Syndrome Damage Index. 

 

 

 

Recomendación 
 

NE GR GA (%) m (DS) 

Si bien el PROFAD- SSI, el PROFAD-SF y el SSI, son herramientas útiles, dado 
que el ESSPRI es un cuestionario auto reportado más sencillo y más 
ampliamente validado, se recomienda este último por sobre los primeros, 
para la evaluación del compromiso glandular, fatiga y dolor. 

2 B 94,3 9,6 (1,1) 

Si bien el SSDAI y el SCAI, serían herramientas útiles para medir actividad, 
dado que el ESSDAI es más exhaustivo que el SSDAI y más simple que el 
SCAI, detecta los cambios de actividad de forma más exacta y está más 
ampliamente validado, se recomienda la utilización de este último por 
sobre los anteriores, para la evaluación de la actividad sistémica. 

2 B 94,3 9,4 (1,6) 

Para evaluar el daño acumulado se recomienda utilizar el SSDDI (a) y/o 
SSDI (b). 

(a): 2 
(b):3 

B 97,2 9,7 (1) 

Dado que el descenso de C4, la presencia de crioglobulinas, púrpura, 
agrandamiento parotídeo y linfadenopatías, han mostrado ser predictores 
de linfoproliferación, se recomienda evaluar la presencia de los mismos 
para detectar un grupo de pacientes con mayor riesgo de viraje a linfoma. 

2 B 97,2 9,8 (0,9) 

Adicionalmente, algunos estudios identificaron a la esplenomegalia, 
descenso de C3, linfopenia, neutropenia, B2 microglobulinemia, gamapatía 
monoclonal, glomerulonefritis (especialmente crioglobulinémica), 
presencia de centros germinales o de un score de foco mayor o igual a 3 en 
la biopsia de glándula salival menor y a la gamagrafía parotídea grado 
III/IV, como predictores de linfroproliferación, por lo cual se recomienda 
considerar la evaluación de estos, dentro de los factores de riesgo de 
desarrollo de linfoma. 

2/3 B 96,6 9,5 (1,4) 

En los pacientes con SSp y factores de mal pronóstico, se recomienda 
realizar un monitoreo más estrecho de la enfermedad. 

5 D 100 10 (0) 

Se recomienda realizar ecocardiograma con doppler a partir de la semana 
16 de embarazo en pacientes con SSp y anticuerpos anti Ro+, con o sin anti 
La+. 

4 C 100 10 (0) 

Dado los resultados contradictorios en el uso de corticoides para prevenir 
el bloqueo cardíaco congénito y el bajo nivel de evidencia a favor de sus 
beneficios para revertirlo, se recomienda valorar la indicación de 
corticoterapia frente a cada paciente en particular. 

4 D 100 9,8 (0,5) 

Dado que no se han encontrado anomalías congénitas en fetos de mujeres 
embarazadas tratadas con hidroxicloroquina (a) y dado que podría prevenir 
el desarrollo de lupus neonatal (b), se recomienda considerar su uso en 
pacientes embarazadas con anticuerpos positivos. 

(a):3 
(b):4 

(a):B 
(b):C 

97,1 9,7 (0,8) 
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En las siguientes recomendaciones no se alcanzó el grado de acuerdo (GA) pre 
establecido (> o = 70%): 

-La realización de ecocardiograma en pacientes asintomáticos con SSp podría 
detectar la presencia de pericarditis, valvulopatía, disfunción diastólica e hipertensión 
pulmonar, por lo cual se sugiere considerar su indicación en la práctica diaria (GA: 
60,1%). 

-Existe evidencia que muestra que puede existir compromiso pulmonar subclínico, así 
como un aumento de la mortalidad en los pacientes con SSp y compromiso pulmonar, 
por lo cual se recomienda realizar tomografía de tórax de alta resolución en todos los 
pacientes con SSp (GA: 40,9%). 

-Existe evidencia que muestra que puede existir compromiso pulmonar subclínico, así 
como un aumento de la mortalidad en los pacientes con SSp y compromiso pulmonar, 
por lo cual se recomiendarealizar examen funcional respiratorio con difusión de 
monóxido de carbono en todos los pacientes con SSp (GA: 45,4%). 

-Se recomienda realizar biopsia renal a todos los pacientes con SSp y evidencia de 
compromiso renal, ya sea ATR tipo 1, síndrome de Fanconi, diabetes insípida y 
glomerulonefritis, para guiar el tratamiento (GA: 65,7%). 

-Se recomienda realizar evaluación neurocognitiva de manera sistemática y periódica 
en los pacientes con SSp (GA: 42,9%). 

-La presencia de anticuerpos anti mitocondriales (AMA) podría predecir el desarrollo 
de cirrosis biliar primaria y la presencia de anticuerpos anti músculo liso (ASMA) 
podría predecir el desarrollo de hepatitis autoinmune en pacientes con SSp, por lo cual 
se sugiere considerar el dosaje de ambos anticuerpos en pacientes sin 
manifestaciones de compromiso hepático (GA: 67,6%). 

-En pacientes con deterioro cognitivo vinculable a complicación neuropsicológica de 
SSp y no justificable por otras causas, podrían utilizarse glucocorticoides como 
tratamiento farmacológico (GA: 68,6%). 

-No se recomienda la hidroxicloroquina para el tratamiento de los síntomas sicca,  
fatiga, mialgias y artralgias en pacientes con SSp (GA: 45,7%). 
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INTRODUCCIÓN Y OBJETIVOS 

Anastasia Secco, Antonio Catalán Pellet. Servicio de Reumatología Hospital B. 
Rivadavia. 

El Síndrome de Sjögren Primario (SSp), es una enfermedad autoinmune que se 
caracteriza por un proceso inflamatorio que afecta fundamentalmente a las glándulas 
de secreción, pero que también puede afectar a otros órganos (1,2). 

 Es más frecuentemente en las mujeres, con una relación aproximada mujer/ hombre 
de 10/1 y entre los 40 y 60 años de edad. Un meta análisis de estudios publicados 
entre 1995 y 2013, con datos heterogéneos, estimó una tasa de incidencia sumaria de 
siete casos por 100.000 personas- año (3, 4).  

Las manifestaciones clínicas características derivan del compromiso glandular y 
consisten en xeroftalmía, xerostomía, xerodermia, xerovagina, xerotráquea y 
tumefacción parotídea. La fatiga, de etiología multifactorial, es una manifestación 
frecuente. Si bien el compromiso glandular puede acarrear complicaciones locales, su 
mayor importancia radica en el impacto psicosocial y en la calidad de vida que produce 
en los pacientes (5). 

Clásicamente se describe que aproximadamente un 30-40% de los pacientes puede 
presentar compromiso extraglandular, aunque estudios recientes muestran que hasta 
el 92% puede presentar actividad sistémica medida por índices validados, en un 
seguimiento de 75 meses (6,7). Entre estas manifestaciones se encuentran artritis, 
artralgias, púrpura, polineuropatía, fenómeno de Raynaud, intersticiopatía pulmonar, 
acidosis túbulo renal, glomerulonefritis, anemia, leucopenia e hipergamaglobulinemia 
(1,2). 

Determinadas características clínicas y de laboratorio presentes al momento del 
diagnóstico, permiten identificar a un subgrupo de pacientes que presenta mayor 
riesgo de linfoproliferación y mortalidad. Entre ellas se destacan la presencia de 
crioglobulinas, descenso de C4, púrpura, parotidomegalia y linfadenopatías(8). 

En los últimos años, con el propósito de avanzar en el diagnóstico, seguimiento y 
tratamiento de esta patología, han surgido nuevos criterios clasificatorios, métodos 
diagnósticos, así como índices para medir la actividad y cronicidad de la enfermedad (9, 

10).  

Por este motivo se realizó una exhaustiva búsqueda bibliográfica con el fin de 
recomendar conductas, a partir de la mejor evidencia, para optimizar la efectividad en 
relación al diagnóstico de la enfermedad y sus diferentes manifestaciones, evaluación 
y seguimiento clínico, pronóstico, tratamiento y manejo en situaciones especiales 
como el embarazo. 

  

 

Naty
Highlight
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Población blanco: 

Pacientes con diagnóstico SSp según criterios de clasificación reconocidos. 

Especialidades médicas y grupos a quienes va dirigida:  

- Reumatología  

- Clínica Médica 

 -Médicos Generalistas 

- Medicina Familiar 

- Oftalmólogos 

- Odontólogos 

- Auditores de obras sociales y prepagas  

- Autoridades del Ministerio de Salud de la Nación y Secretarías nacionales, 
provinciales y municipales de Salud en todo el territorio de nuestro País. 
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METODOLOGÍA 

Anastasia Secco1, Enrique Soriano2. 

1-Servicio de Reumatología Hospital B. Rivadavia. 2-Servicio de Reumatología 
Hospital Italiano de Buenos Aires. 

La coordinación general del consenso estuvo a cargo de los coordinadores del grupo 
de estudio de Síndrome de Sjögren (SS) de la Sociedad Argentina de Reumatología. 
La coordinación y asesoramiento técnico estuvieron a cargo de un médico 
reumatólogo y epidemiólogo con amplia trayectoria, asistido por un médico 
reumatólogo con formación y experiencia en medicina basada en la evidencia, y en el 
manejo del SSp.  

Se discutieron los temas a considerar y se constituyeron varios grupos de trabajo, de 
acuerdo a la distribución de los mismos: 

- Métodos diagnósticos- manifestaciones glandulares. 

- Criterios clasificatorios. 

-Tratamiento xeroftalmía. 

-Tratamiento xerostomía. 

- Diagnóstico y tratamiento compromiso músculo esquelético. 

- Diagnóstico y tratamiento compromiso cutáneo. 

- Diagnóstico y tratamiento compromiso respiratorio. 

- Diagnóstico y tratamiento compromiso neurológico. 

- Diagnóstico y tratamiento compromiso neurocognitivo.  

- Diagnóstico y tratamiento compromiso/enfermedades asociadas gastrointestinales- 
hepáticas. 

- Diagnóstico y tratamiento compromiso renal. 

- Diagnóstico y tratamiento compromiso cardiovascular. 

- Diagnóstico y tratamiento compromiso hematológico. 

- Tratamiento compromiso manifestaciones extrglandulares. 

- Clinimetría. 

- Factores pronósticos 

- Manejo del embarazo. 
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En abril de 2015 se realizó una primera reunión en la que se dieron las pautas para el 
planteo de las preguntas según la metodología PICO (P: población, I: intervención, C: 
comparador, O: outcome), la realización de la búsqueda bibliográfica, la selección de 
los artículos y la clasificación según su nivel de evidencia (1).  

Cada grupo de trabajo planteó las preguntas, las cuales fueron revisadas por los 
coordinadores técnicos y generales. A partir de estas se generaron las estrategias de 
búsqueda sistemática de la bibliografía en al menos tres bases (Pub MED, Cochrane 
Library, LILACS), seleccionando los estudios referentes a cada área que permitieran 
obtener el nivel de evidencia óptimo para emitir una recomendación adecuada (1-3). 

Se estableció como fecha límite de búsqueda julio de 2015. Por considerarse de 
relevancia, se incluyó como literatura gris y con fecha posterior al límite definido, los 
nuevos criterios clasificatorios ACR- EULAR, los cuales fueron presentados como 
comunicación oral en el Congreso Americano de Reumatología (noviembre de 2015).  

La selección de estudios respetó una práctica estructurada (NICE-UK), donde la 
selección de trabajos siguió un orden preestablecido: evaluación del título, resumen, 
obtención de copia firme del trabajo seleccionado y evaluación del mismo (4). 

Para la clasificación de la evidencia se utilizó la clasificación de Oxford 2011 (tabla 1), 
la cual abarca el espectro de estudios considerados en este consenso: diagnóstico, 
pronóstico y tratamiento. La misma contempla la posibilidad de disminuir el nivel de 
evidencia según la calidad del estudio, imprecisión, su carácter indirecto (el estudio 
PICO no coincide con la pregunta PICO), por inconsistencia entre los estudios o 
porque el tamaño absoluto del efecto es demasiado pequeño; a su vez, el nivel de 
evidencia puede aumentar si el tamaño del efecto es grande o muy grande (5). 

Se llevaron a cabo reuniones posteriores (agosto y septiembre de 2015), en las que 
cada grupo expuso las preguntas seleccionadas, la estrategia de búsqueda utilizada 
para responderlas, el número de artículos encontrados y seleccionados por cada base 
de datos empleada. En este contexto, se discutieron y bosquejaron las principales 
recomendaciones, su nivel de evidencia y grado de recomendación (tablas 1 y 2)(5). 

Posteriormente, a través de un cuestionario online, los integrantes del consenso 
evaluaron su grado de acuerdo con cada recomendación con opciones de respuesta 
desde el cero (totalmente en desacuerdo) al diez (totalmente de acuerdo). Se 
estableció una mayoría de al menos 70% para su aceptación. Se calculó la media y 
desvío standard de la puntuación del todal de los votos, para cada una de ellas.  
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Tabla 1:  

 
 

Tabla2:  

A consistent Nivel 1 studies  

B consistent Nivel 2 or 3 studies or extrapolations from Nivel 1 studies 

C Nivel 4 studies or extrapolations from Nivel 2 or 3 studies  

D Nivel 5 evidence or troublingly inconsistent or inconclusive studies of any Nivel 

"Extrapolations" are where data is used in a situation that has potentially clinically important differences than the original study 

situation. 
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SÍNDROME DE SJÖGREN: MÉTODOS DIAGNÓSTICOS 
MANIFESTACIONES GLANDULARES 

 
COMPROMISO OCULAR 

Cristina Amitrano, Alejandro Nitsche. 
Hospital Alemán 

 
 
Pregunta 1- En pacientes con sospecha de Síndrome de Sjögren primario (SSp), 
¿es de utilidad el test de Schirmer para el diagnóstico de queratoconjuntivitis 
sicca? 
 
 
Criterios de búsqueda: ((primary sjogren;s syndrome OR sjogren OR sjogren 
syndrome OR primary sjogren syndrome) AND (test schirmer OR schirmer) AND 
(diagnosis)). 
 
Pubmed:  
Búsqueda: 237 artículos  
Seleccionados por título: 27 artículos  
Seleccionados por abstract: 10 
Seleccionados por artículo: 5 
Incluidos manualmente: 1 
 
Cochrane 
Búsqueda: 0 
 
LILACS 
Búsqueda: 14 artículos 
Artículos incluídos: 0 
 
Artículos totales incluídos: 6 
 
 
Pregunta 2- En pacientes con sospecha de SSp, ¿es de utilidad el test de Rosa 
de Bengala para el diagnóstico de queratoconjuntivitis sicca? 
 
 
Criterios de búsqueda: ((primary sjogren;s syndrome OR sjogren OR sjogren 
syndrome) AND (keratoconjunctivitis sicca) AND (diagnosis) AND (rose Bengal)) 
 
Pubmed 
Búsqueda: 53 artículos  
Seleccionados por título: 13 artículos  
Seleccionados por abstract: 8 artículos  
Seleccionados por artículo: 6 
Incluídos manualmente: 0 
 
Cochrane 
Búsqueda: 0 
 
LILACS 
Búsqueda: 2 artículos  
Artículos incluídos: 0 
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Artículos totales incluídos: 6 
 
Pregunta 3- En pacientes con sospecha de SS, ¿es de utilidad el BUT para el 
diagnóstico de queratoconjuntivitis sicca? 
 
Criterios de búsqueda: ((sjogren syndrome OR sjogren) AND (break up time) AND 
(diagnosis))  
 
Pubmed 
Búsqueda: 99 artículos  
Seleccionados por título: 24 artículos  
Seleccionados por abstract: 5 artículos  
Incluídos manualmente: 1 
 
Cochrane 
BÚsqueda: 0 
 
LILACS 
Búsqueda: 3 
Artículos incluídos: 0 
 
Artículos totales incluídos: 6 
 
 
Dado la superposición de los artículos que responden las preguntas 1,2 y 3, los 
mismos se describen de manera conjunta.  
 
Markusse y colaboradores publicaron en 1992 un estudio de corte transversal en el 
cual evaluaron las anormalidades oftalmológicas en Sindrome de Sjögren Primario 
(SSp) y determinaron el valor diagnóstico de los diferentes tests utilizados en la 
evaluación del componente ocular. Se enrolaron 44 pacientes con SSp, según criterios 
modificados de California. Dos grupos de voluntarios sirvieron como control: 21 
pacientes con síntomas sicca y 26 sin síntomas sicca. En bajos puntos de corte, el test 
de Schirmer y el Break up time (BUT) resultaron en una baja sensibilidad (S) y alta 
especificidad (E). Aplicando un valor de corte de 8 segundos para el BUT la S y E 
fueron del 80% y 81%, respectivamente. La tinción con Rosa de Bengala (RB) fue 
altamente especifica (100%) y poco específico (45%) cuando se utilizó un valor de 
corte con score > o = a 4. El Test de Schirmer mostro una correlación positiva con el 
BUT (p<0,01), y una correlación negativa con el Rosa de Bengala (p<0,01). El RB tuvo 
una correlación positiva con la duración de la enfermedad (p<0,05) y una correlación 
negativa con el BUT (p<0,01) y el Test de Schirmer (p<0,01) (1). NE: 3 
 
Vitali y colaboradores publicaron en 1994 un estudio de corte transversal en el que 
evaluaron la S y E de varias pruebas como herramientas para el diagnóstico de SS, y 
formuló criterios diagnósticos en SSp. Participaron 22 centros en 11 países.  Se 
enrolaron 447 pacientes con SS según criterio médico (246 con SSp y 201 con SS 
secundario) y 246 controles. El RB tuvo un E del 81,7% y una S de 64,3%. El BUT 
mostró una S de 77,8% y una baja E (38,9%). El test de Schirmer presentó una S y E 
de76,9% y 72,4%, respectivamente, cuando se consideró un valor de corte de 5mm/5 
min.   La S se incrementó a 83,6%, pero la E disminuyó a 69,8% al considerar 10 mm / 
5 minutos como punto de corte. Sólo el Test de Schirmer y RB mostraron un grado 
aceptable de concordancia. Los tests oftalmológicos mostraron menor frecuencia y 
menor compromiso patológico en los pacientes con SS secundario que en aquellos 
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con SSp. Cuando los valores medios se analizaron para los dos grupos, las diferencias 
fueron estadísticamente significativas para lactoferrina lagrimal (TFLL) (t de Student = 
2,5 p <0 02), BUT (t = 2,75, p <0,01), RB (t = 3,32, p <0,001), pero no para Schirmer (t 
= 1,86, p = 0,063) (2). NE: 2   
 
El estudio europeo multicéntrico de corte transversal, de Vitali y colaboradores, 
publicado en 1996, evaluó los criterios preliminares de SS. Se incluyeron 278 
pacientes (157 pacientes con SS según criterio médico y 121 controles). El grupo 
control estaba conformado por pacientes con otras enfermedades del tejido conectivo, 
sin SS, y por sujetos sanos. Al menos cuatro de los seis criterios estaban presentes en 
79 pacientes de 81 inicialmente clasificados como SSp (S: 97,5%), pero en sólo siete 
de 121 controles no-SS (E: 94,2%). El test de Schirmer, mostró precisión diagnóstica 
fue de77% (E 70,7 % y S 86,2 %). El score de RB presentó una S de 52,9% y un E de 
91,7%, con una precisión diagnóstico de 75,4% (3). NE: 2   
 
Versura y colaboradores publicaron en 2006 un estudio de test diagnóstico a fin de 
evaluar las pruebas oculares incluidas en los criterios de clasificación de SSp. 
Se incluyeron 262 pacientes (78 SSp según criterios clasificatorios AECG, 91 con 
enfermedades autoinmunes no SS y 93 síndrome Sicca). El BUT con resultados 
menores o iguales a 10 segundos tuvo una E 12.1%, S 91.9%, likehood ratio (LR)+ 
1.05, valor predictivo positivo (VPP) de 5.2 y área bajo la curva (ABC) ROC 0.584. El 
Schirmer I mm ≤ 5 mostró una E 66.7%, S 45.9 %, LR+ 1.38, VPP de 6.8 y ABC de 
0.667. La tinción con verde de lisamina con un puntaje mayor a nueve, mostró una E 
de 75%, una S de 85,1%, LR+ 3,41; un VPP de 15,2 y un ABC de 0,82 (4). NE: 3 
 
Versura y colaboradores publicaron en 2007 un estudio de test diagnóstico, en el cual 
se analizó el desempeño de los diferentes test oculares incluidos en los criterios 
clasificatorios de SSp y se los comparo con otros exámenes relacionados con el status 
de la superficie ocular. Se enrolaron 177 pacientes .62 con SSp de acuerdo con los 
criterios clasificatorios AECG, 56 con enfermedades autoinmunes no-SS, y 59 con 
síndrome Sicca. Los datos mostraron un bajo rendimiento para el diagnóstico de SS 
del Test de Schirmer I (S: 0,42; E: 0,76; LR+: 1.75, ABC: 0,41) y BUT (S: 0,92, E: 0,17; 
LR+: 1.11, ABC: 0.59). La tinción con verde de lisamina mostró el mejor rendimiento 
(S: 0,63, E: 0,89; LR+: 5.72, ABC: 0,68) (5). NE: 3 
  
Caffery y colaboradores publicaron en 2010 un estudio de corte transversal en el que 
compararon la presentación clínica de 231 pacientes con SSp con 89 pacientes con 
ojo seco con deficiencia acuosa (queratoconjuntivitis sicca; KCS), y determinaron los 
procedimientos que mejor diferenciaban a estos grupos. Se generaron 3 diagramas 
con las características que mejor distinguían SSp de KCS. La presencia de la tinción 
con RB de la conjuntiva temporal fue la variable ocular no invasiva más importante que 
diferenció los grupos. Combinada con la severidad de los síntomas de boca seca de 
4,5 / 10, pudo identificar todos menos 3 de los 231 pacientes con SSp. Esta evaluación 
no invasiva demostró una S del 96,1% con E 56,2% (6). NE: 3 
 
Knezovi y colaboradores publicaron en 2011 un estudio de corte transversal en el que 
evaluaron el rendimiento diagnóstico de la prueba RB para el diagnóstico de SS y 
exploraron las diferencias con otras pruebas diagnósticas. Se incluyeron 66 pacientes: 
48 pacientes con diagnóstico de SS según criterios AECG y 18 con síntomas sicca  no 
SS. El BUT presentó una S de 62,50% y E de 83,33%. El AUC fue de 0,71. El test de 
Schirmer mostró una S 75%, E 83,33% y AUC 0,78 RB exhibió el mejor rendimiento 
(S: 100%; E: 100%; y AUC: 1,000) (7). NE: 3 
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Respecto al rol del test de Schirmer en los criterios clasificatorios ACR- EULAR 2015, 
revisar el addendum del capítulo de criterios clasificatorios. 
 
 
Pregunta 4- En pacientes con sospecha de Sjögren, ¿es de utilidad el score de 
tinción ocular (OSS) para el diagnóstico de queratoconjuntivitis sicca? - 
Considerando test de Schirmer y OSS, ¿cuál tiene mayor especificidad y 
sensibilidad para el diagnóstico de queratoconjuntivitis sicca, en pacientes con 
sospecha de SSp? 
 
 
Ocular staining score OSS 
Criterios de búsqueda: ((primary sjogren;s syndrome OR sjogren OR sjogren 
syndrome) AND (diagnosis) AND (ocular staining score))  
 
Pubmed 
Búsqueda: artículos 36 
Seleccionados por título: 8 artículos  
Seleccionados por abstract:  3 artículos   
Seleccionados por artículo: 3 artículos  
Incluídos manualmente: 1 artículo 
 
Cochrane:  
Búsqueda: 0 
 
LILACS:  
Búsqueda: 0  
 
Artículos totales incluídos: 4 
 
Sjögren's International Collaborative Clinical Alliance (SICCA) Research Groups 
condujo un estudio multicéntrico en 2010 con los objetivos de 1) describir el sistema de 
clasificación OSS; y 2) analizar la distribución de la OSS entre los participantes en el 
registro SICCA, y su asociación con otras características fenotípicas del síndrome de 
Sjögren. Entre los 1.208 participantes, un total de 920 participantes en el Registro 
SICCA tenía al menos uno de las tres características fenotípicas que se cree están 
asociadas con el SS: un OSS anormal de 3 o mayor; sialoadenitis linfocítica focal con 
una puntuación de foco> 1; y / o serología positiva a anticuerpos anti-SS-A o B.  
Debido al alto porcentaje de participantes que tuvo un OSS anormal (28%) en 
ausencia de otras características fenotípicas del SS se consideraron dos subgrupos en 
el análisis:                                                                                                                                                                                              
1.- puntuación de ≥3 pero ninguno de las otras dos características del síndrome de 
Sjögren o solo KCS.                                                                                                                                                                 
2.- puntuación de ≥3 y al menos uno de las otras dos características fenotípicas del 
síndrome de SS (sialoadenitis linfocítica focal con una puntuación de foco> 1 y / o 
serología positiva a los anticuerpos anti-SS-A o B) o SS KCS. 
Entre los participantes, la mediana OSS fue 5 en el grupo KCS en comparación con 9 
del grupo SS-KCS, (p<0,0001). La mediana de BUT de 3.5 entre las personas con 
KCS- en comparación con 2 en el grupo SS-KCS (P <0,0001). El test de Schirmer, fue 
lo significativamente menor en el grupo SS-KCS comparado con el grupo KCS. 
(p<0,001) (8). NE: 4 
 
En 2012 la American College of Rheumatology (ACR) propone nuevos criterios de 
clasificación para el SSp. Según los resultados surgidos del análisis de un modelo 
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estadístico, el OSS ≥3 presentó una S de 89.7 (IC 95%: 86.4–92.7), E 37.8 (34.2–
41.2); el BUT <10 segundos una S de 90.5 (87.9–93.0) y E de 21.4 (17.9–24.3); el test 
de Schirmer < 5 mm/5 minutos una S de 42.7 (37.8–47.6) y E 75.1 (71.7–78.2) (9). NE: 
3 
 
Cornec y colaboradores publicaron en 2014 un estudio de corte transversal en el que 
evaluaron el grado de acuerdo entre los criterios de clasificación AECG y los nuevos 
criterios ACR 2012. Se estudiaron 105 pacientes de los cuales 42 (40,0%) cumplieron 
con los criterios AECG y 35 (33,3%) cumplieron con los criterios ACR. El acuerdo 
entre la puntuación de tinción ocular ≥3 (ACR) y el test de Schirmer ≤5 mm / 5 min 
(AECG) fue muy baja (κ = 0,14). La concordancia con la biopsia de glándula salival fue 
más baja con OSS que el test de Schirmer (k= 0,14 vs 0,35). Ambos test mostraron 
muy pobre concordancia con anti-SSA/SSB + (coeficiente k= 0,21 OSS y k=0,27, 
respectivamente) (10). NE: 4 
 
Rasmussen y colaboradores en 2014, también compararon los criterios de 
clasificación AECG y los ACR, en un estudio de corte transversal. Se evaluaron 646 
participantes. Según criterios AECG y ACR se clasificaron 279 y 268 participantes con 
SSp, respectivamente. Ambos criterios se encontraron en 244 participantes (81%). 
Había 24 pacientes AECG- / ACR +, debido principalmente a las diferencias en la 
puntuación de tinción corneal (n=17). La diferencia más importante en rendimiento de 
la prueba individual fue en la evaluación de queratoconjuntivitis sicca por OSS. El test 
de Schirmer I mostró una baja S (rango: 0,49- 0,54) con mayor E (0,71-0,73)  
El OSS aumentó la S (0,80-0,90), pero disminuyó la E (0,45-0,51); lo que podría ser 
parcialmente corregido mediante el aumento su valor de corte de positividad ≥ 3 a ≥ 
4/12. 
Los dos conjuntos de criterios de clasificación fueron concordantes en la mayoría de 
casos (11). NE: 3 
 
Respecto al OSS y los criterios clasificatorios ACR- EULAR 2015, consultar el 
addendum del capítulo de criterios clasificatorios. 
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SÍNDROME DE SJÖGREN Y MÉTODOS DIAGNÓSTICOS 
MANIFESTACIONES GLANDULARES 

 
COMPROMISO ORAL 

Cristina Amitrano, Alejandro Nitsche. 
Hospital Alemán 

 
 
 
Pregunta 1- En los pacientes con sospecha de Síndrome de Sjögren (SSp), ¿es 
de utilidad la medición de flujo salival para el diagnóstico del compromiso oral? 
 
 
Criterios de búsqueda: ((primary sjogren;s syndrome OR sjogren OR sjogren 
syndrome) AND (diagnosis) AND (unstimulated sialometry OR sialometry))  
 
Pubmed:  
Resultado Búsqueda: 38 artículos 
Por título se seleccionaron: 13 artículos 
Por abstract se seleccionaron: 5 artículos 
Aporte propio: 2 artículos 
 
Lilacs 
Resultado: 7 artículos 
Seleccionados: 1 
 
Cochrane   
Busqueda: 0 
 
Artículos totales incluídos: 8 artículos 
 
 
 
Speight y colaboradores publicaron en 1992, un estudio de corte transversal en el que 
evaluaron la medición del flujo salival no estimulada en 134 pacientes. 25 pacientes 
con Síndrome de Sjögren (SS), tanto primario (SSp) como secundario, 69 sujetos 
controles jóvenes, 20 sujetos sanos de mayor edad que el grupo anterior y 20 
pacientes con artritis reumatoide (AR) sin SS. El flujo salival no estimulado fue 
significativamente superior en los sujetos del grupo control de jóvenes que en todos 
los demás grupos (p <0,001). Entre los pacientes con SS 52% tenían un flujo de 0-1 ml 
/ min o menos en comparación con sólo el 8% de los controles emparejados por edad. 
El valor predictivo positivo (VPP) de este bajo flujo fue de 81%, con una sensibilidad 
(S) del 52% y especificidad (E) del 92% (1).NE: 3  
 
Pennec y colaboradores publicaron en 1993 un estudio de corte transversal para 
establecer la utilidad de las combinaciones de pruebas (tasa de flujo de saliva (FS); 
lisozima salival (Lys); lactoferrina salival (Lf); Sialografía (SG); gammagrafía de la 
glándula salival (GGS) y biopsia de las glándulas salivales menores (BGSM)) para 
evaluar el componente oral del SS. Se incluyeron 40 pacientes con SSp, 16 pacientes 
con SS secundario, 16 pacientes con enfermedad del tejido conectivo no SS y 14 
controles normales. El FS mostró una S del 68%, E 81%, VPP del 90% y VPN del 50% 
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para SSp. SG presentó una S de 74%, E 87%, VPP 93% y VPN 41%. GGS tuvo una S 
del 75%, E de 75%, VPP90% y VPN 45%. La BGSM mostró una S del 95%, E 75%, 
90% VPP, VPN 14% (2). NE: 3 
 
Vitali y colaboradores publicaron en 1994 un estudio de corte transversal en el 
evaluaron la sensibilidad y la especificidad de varias pruebas como herramientas 
diagnósticas para el SS, y formularon criterios clasificatorios preliminares de SS en un 
estudio multicéntrico. Se incluyeron 447 pacientes con SS (246 con SSp y 201 con SS 
secundario) y 246 controles (113 de ellos con una enfermedad del tejido conectivo sin 
SS y 133 controles sanos). Las pruebas orales fueron generalmente más fiables que 
las pruebas oculares en el diagnóstico SS. En particular, la sialografía parotídea fue la 
herramientas de diagnóstico más específica (100%)), mientras BGSM (donde la 
presencia de al menos una foco inflamatorio se consideró como indicativo para el 
diagnóstico) mostró una buen equilibrio entre sensibilidad y especificidad (82,4% y 
86,2%, respectivamente).La medición del flujo salival no estimulado fue mejor en 
discriminar pacientes de los controles que la medición del flujo salival estimulado. Tuvo 
una S y una E del 56,1% y 80,7%, respectivamente, con> 1, 5 ml de saliva recogidas 
en 15 minutos.  El flujo salival estimulado mostró una sensibilidad similar (66,4%), pero 
una especificidad significativamente menor (56,4%), tomando un valor de corte de > 
3.5 ml de saliva recogida en 5 minutos. La gammagrafía, mostró una S 87,2% y una E 
79% respectivamente (3). NE: 2 
 
Kalk y colaboradores publicaron en 2001 un estudio de corte transversal en el que 
evaluaron el valor de la sialometría y sialoquímica para el diagnóstico de SS. 100 
pacientes (clasificados en 3 grupos: SSp (33), SS secundario (25) y síntomas sicca 
(42)) fueron evaluados con sialometría, realizándose también la evaluación de una 
serie de componentes salivares (sodio, potasio, cloruro, calcio, fosfato, urea, amilasa, 
proteína total). Fueron comparados con un grupo de 36 controles sanos. Los pacientes 
con SS mostraron menor tasa de flujo salival submandibular / sublingual (SM/SL) y 
una apreciable diferencia en la composición salival de la parótida y la saliva SM/SL. La 
velocidad del flujo parótida estimulado se encontró reducida en los pacientes con SS 
en comparación con el normal (p <0,02). El flujo salival estimulado y no estimulado SL 
/SM fueron menores en los pacientes con SS que en los controles sanos (p<0,05). En 
los grupos SSp y SSs la concentración de sodio y cloruro eran seis y dos veces 
respectivamente más altos que en el grupo sin SS (4). NE: 4 
 
En 2002 Kalk y colaboradores plantearon valores de referencia de los test salivales en 
un estudio de corte transversal, que ofrecen un posible medio no invasivo de 
diagnóstico de SS. Incluyeron 120 pacientes: 65 con SS y 55 sin SS. La mayor 
precisión para el diagnóstico de SS resultó de la combinación de la medición del flujo 
salival estimulado SM/ SL y la concentración de sodio y cloruro de la saliva de la 
parótida: sensibilidad de 0,85 y una especificidad de 0,96. La sialometría mostró una S 
de 0,67 y una E del 0,76 con un VPP 0,78 (5). NE: 3 
 
En 2005 Liquidato y colaboradores publicaron un estudio de corte transversal en el 
que evaluaron la importancia de la BGSM y de la sialometría, aisladas o asociadas, 
para la clasificación de SS. Se enrolaron 72 pacientes con xerostomía. De ellos, 26 
(36,1%) fueron clasificados como SS, y 46 (63,9%) presentaron diferentes 
diagnósticos y fueron clasificados como No-SS. El VPP de la biopsia fue mayor que el 
de la sialometría (p = 0,0036). No hubo diferencias significativas entre VPN (p = 
0,0997) y S (p = 0,5237) entre la biopsia y la sialometría. Se observó que la E de la 
biopsia fue mayor que la de la sialometría (p = 0,0106). Al comparar el VPP de biopsia 
y biopsia asociados con sialometría, evidenciaron que no hubo diferencias 
significativas (p = 0,1553). Sin embargo, los VPN de la combinación (p = 0,0129), así 
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como la S (p = 0,0051) fueron significativamente mayores en comparación con la 
biopsia sola. La E y el VPP de la biopsia asociada con sialometría fue 
significativamente mayor (p = 0,035 y p< 0,01, respectivamente), que la biopsia sola (6). 
NE: 3 
 
Respecto al rol de la sialometría en los nuevos criterios clasificatorios ACR- EULAR, 
remitirse al addendum del capítulo de Criterios Clasificatorios. 
 
 
Pregunta 2- En pacientes con sospecha de SSp, ¿es de utilidad la sialografía 
para el diagnóstico de disfunción de la glándula salival? 
 
 
Criterios de búsqueda: ((sjogren OR sjogren syndrome OR primary sjogren syndrome) 
AND (salivary gland) AND (diagnosis) AND (sialography)) 
 
Pubmed  
Resultado Búsqueda: 266 artículos 
Seleccionados por título: 53 artículos 
Seleccionados por abstract se seleccionaron: 10 artículos 
Seleccionados por artículo: 7 
 
Lilacs 
Resultado: 6 artículos 
Seleccionados: 0 
 
Cochrane   
Búsqueda:0 
 
Total de artículos incluídos: 7 
 
 
Markusse y colaboradores publicaron en 1993 un estudio de corte transversal en el 
que evaluaron la sialografía por sustracción digital de las glándulas parótidas en 34 
pacientes con SSp según criterios clasificatorios vigentes (siendo uno de ellos la 
sialografía) y 78 pacientes en los que se descartó SS (no-SS). Se observó con mayor 
frecuencia en los pacientes con SSp que en los pacientes no-SS: un patrón de 
ramificación escasa de los conductos, ampliación progresiva e irregularidad de las 
paredes del conducto, parénquima no homogéneo y la aparición de dilataciones 
acinares periféricas. Los hallazgos más discriminativos entre los dos grupos de 
pacientes fueron la presencia de dilataciones acinares y la pérdida de la 
homogeneidad del parénquima. La S y E de la presencia de dilataciones acinares fue 
de 79 y 95%, respectivamente. Tanto la S y E de la presencia de un parénquima 
irregular o ausente fueron de 91%. El hallazgo concurrente de dilataciones acinares y 
un parénquima irregular o ausente mostró una S del 77% y una E del 95% (7). NE: 3 
 
El estudio de Vittali y colaboradores publicado en 1994, fue descripto previamente (3). 
NE: 2 
 
Kalk y colaboradores, en 2002, publicaron un estudio de corte transversal en el que 
evaluaron el valor de la sialografía como herramienta diagnóstica en SS.100 
sialogramas parotídeos se interpretaron de forma independiente de una manera ciega 
por dos médicos entrenados y dos observadores expertos. Los pacientes fueron 
clasificados como SS y no SS según criterios clasificatorios americano- europeos 
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(siendo la sialografía uno de estos criterios). Los observadores entrenados alcanzaron 
una S de 95%y una E del 33% para SS por sialograma, mientras que los observadores 
expertos llegaron a una S de 87 %y una E del 84%. Sólo había concordancia 
aceptable entre observadores entrenados y expertos, mientras que ambos 
observadores expertos mostraron un buen grado de acuerdo entre sí. El acuerdo intra 
observador fue de bueno a muy bueno, para todos los observadores (5). NE: 3   
 
Song y colaboradores publicaron en 2014 un meta análisis de estudios heterogéneos, 
que tuvo como objetivo comparar el rendimiento diagnóstico de la sialografía salival y 
la ultrasonografía (US) para el diagnóstico de SS. Se incluyeron seis estudios (488 
pacientes y 447 controles). Las medidas sumarias de S y E de la sialografía fueron 
80,0% (IC 95%: 76,4 a 83,2) y 89,0% (IC 95%: 85,8-91,8), respectivamente. En el caso 
de la US, la S fue del 77,4% (IC 95%: 73,7-80,9) y la E de 81,5% (IC 95%: 77,6-85,0) 
(8). NE: 2 
 

En 2008, Salaffi y colaboradores publicaron un estudio de corte transversal en el que 
compararon la US de las glándulas salivales con la sialografía y gammagrafía en SSp. 
Se incluyeron 77 pacientes con SSp y 79 con síntomas sicca pero sin SS. Los 
hallazgos de la US se clasificaron utilizando un sistema de puntuación ecográfico que 
varía de 0 a 16, obtenido mediante la suma de las puntuaciones de cada glándula 
parótida y submandibular. De los 77 pacientes con SSp, 66 tuvieron resultados 
anormales en la US. El puntaje medio US en los pacientes con SSp fue de 9,0 (rango: 
3 a 16), mientras que el los pacientes no SSp fue 3,9 (rango de 0 a 9) (p <0,0001). Los 
resultados de sialografía mostraron que 59 pacientes con SSp tenían hallazgos 
anormales, mientras que 58 pacientes tuvieron hallazgos gammagráficos. A través de 
la comparación de las curvas ROC, la US surgió como la mejor opción ((área bajo la 
curva (ABC)= 0.863 +/- 0,030), seguido por sialografía (ABC=0.804+/-0,035) y por la 
gammagrafía de la glándula salival (ABC=0.783+/-0,03). Para la sialografía la S fue 
72,7 %, y la E 84,9%, respectivamente (9). NE: 3 
 
Obinata y colaboradores publicaron en 2010 un estudio de corte transversal en el que 
evaluaron la precisión de la sialografía, la biopsia de glándula salival, y la US para el 
diagnóstico de SS.  Se incluyeron 73 pacientes (36 sujetos clasificados con SS según 
tests oculares y serología, y 37 sin SS). La S de la sialografía fue 83,3%, de la US 
77,8% y 63,9% para la histopatología. Hubo una diferencia estadísticamente 
significativa entre los resultados de la sialografía y la histopatología (p< 0,05). La E de 
la sialografía fue 94,4%, la US 78,8% y 91,4% para la histopatología. Hubo una 
diferencia estadísticamente significativa entre sialografía y ecografía (p< 0,05). La 
precisión diagnóstica de la sialografía fue de 89,0%; mientras que, tanto la US como la 
histopatología, mostraron una precisión de 78,1%. Hubo diferencias estadísticamente 
significativas entre sialografía, US y la histopatología (p<0,05). La sialografía fue de las 
tres, la herramienta que mostró mejor desempeño para el diagnóstico de SS (10). NE: 3 
 
Poul y colaboradores, en 2008, revisaron en forma retrospectiva los datos de 105 
sujetos consecutivos investigados simultáneamente por US y sialografía de las 
glándulas parótidas para SS. De estos, se incluyeron 60 sujetos, 45 con SS (36 SSp, 9 
SS secundario) y 15 sujetos  sin SS. La US mostró un patrón heterogéneo de la 
glándula parótida en pacientes con SS, mientras que la sialografía demostró un patrón 
puntiforme de sialectasia. La S, E y exactitud de la US fueron 84,44%, 73% y 81,6%, 
respectivamente; y para sialografía convencional fueron 77,77%, 86,66% y 80%, 
respectivamente. Mediante la combinación de ambas modalidades de imagen, la 
sensibilidad aumentó a 91% con un 60% de especificidad y el 83,3% de precisión. No 
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hubo diferencia significativa entre el diagnóstico de SS primario vs SS secundario (11). 
NE: 3 
 
 
Pregunta 3- ¿Qué utilidad tiene en la actualidad la realización de gammagrafía de 
glándulas salivales para el diagnóstico en pacientes con sospecha de Síndrome 
de Sjögren? 
 
 
Criterios de búsqueda:((sjogren OR sjogren syndrome) AND (diagnosis) AND (salivary 
gland) AND (scintigraphy))  
 
Pubmed  
Resultado búsqueda: 229 artículos 
Seleccionados por título: 50 artículos  
Seleccionados por abstract: 14 artículos 
Seleccionados por artículo: 11 artículos  
Incluídos manualmente: 0 
 
Cochrane 
Busqueda:0 
 
LILACS 
Búsqueda: 1 artículo 
Artículos incluídos: 1 repetido 
 
Artículos totales incluídos: 11 artículos  
 
 
En 1987 Arrago y colaboradores evaluaron, en un estudio de corte transversal, la 
capacidad de la gammagrafía de las glándulas salivares en diferenciar SS, de otras 
patologías. La gammagrafía de glándulas salivares con pertecnetato de tecnecio-sodio 
(99mTc) se realizó en 320 pacientes: 145 con sospecha de SSp 165 con SS 
secundario y 10 con otras enfermedades de las glándulas salivales con sequedad oral 
o enfermedad del tejido conectivo. La tasa media de excreción fue anormal en 284. De 
los 145 pacientes derivados por síndrome sicca, se diagnosticó SSp en 131 casos; 14 
de ellos tenían gammagrafías normales. Todos los pacientes trasplantados (8) tenían 
gammagrafías anormales y fueron considerados como SS secundario (n = 59); 84 
pacientes con enfermedad autoinmune también fueron clasificados como SS 
secundario. La correlación entre la tasa media de valor de la excreción y los datos 
clínicos, biológicos o histológicos fue significativa, especialmente en pacientes con 
grado III o IV (12). NE: 3 
 
Markusse y colaboradores publicaron en 1993 un estudio de corte transversal en el 
que evaluaron la capacidad diagnóstica de la gammagrafía de la glándula salival en 
pacientes con sospecha de SSp. Se estudiaron 149 pacientes consecutivos con 
síntomas sicca y 20 sujetos como grupo control. El diagnóstico de SSp se estableció 
en 26 de estos pacientes, según criterios clasificatorios de California (los cuales 
incluyen a la sialografía). La gammagrafía de la glándula salival fue anormal en 19 de 
los 26 pacientes con SSp. Sin embargo, gammagrafías anormales también fueron 
encontrados en 57 de los 123 pacientes con síntomas sicca y en cinco controles. Esto 
dio lugar a un VPP de una gammagrafía de la glándula salival anormal de 25% y un 
VPN de una investigación normal de 90% (7). NE: 3 
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El estudio publicado en 1994 por Vittali y colaboradores, fue descripto previamente (3). 
NE: 2 
 
En 1999 Hermann y colaboradores publicaron un estudio de corte transversal en el 
que analizaron cuatro índices numéricos comúnmente citados en estudios de 
poblaciones con xerostomía y la precisión con que se diferencia SS de otras 
patologías de las glándulas salivales como sialoadenitis crónica, sialoadenitis por 
radiación y efectos de drogas a través de la gammagrafía. Se incluyeron 295 pacientes 
con xerostomía y 31 controles. La fracción de excreción estimulada distinguió SS y 
sialoadenitis por radiación de los controles sanos con una precisión de 0,78 y 0,90, 
respectivamente. La precisión máxima de diagnóstico en SS se produjo con un punto 
de corte de 73%, con S de 73% y E de 73% (13). NE: 3 
 
Umehara y colaboradores publicaron en 1999 un estudio de corte transversal en el que 
compararon las características cuantitativas de la gamagrafía de la glándula salival en 
pacientes con SS con la clasificación histopatológica de la biopsia labial. 39 pacientes 
con SS y 12 voluntarios normales como grupo control fueron estudiados con 
gamagrafía salival con estimulación con jugo de limón durante 50 min. La relación de 
absorción de las glándulas parótidas y submandibulares se encontró disminuida 
significativamente en el SS en comparación con controles normales (p <0,001). El 
tiempo entre la estimulación y la mínima captación de las parótidas y glándulas 
submandibulares estaba aumentado de manera significativa en el SS en comparación 
con los controles normales (p <0,05).   
La máxima acumulación de las glándulas parótidas y submandibulares se encontraba 
disminuido significativamente en el SS comparado con los controles normales; así 
como, La máxima secreción de la parótida y submandibular (p <0.01). A mayor grado 
histopatológico, de uno a cuatro, la velocidad de la secreción de trazador disminuyó en 
la glándula parótida (p <0,05), y la acumulación del trazador disminuyó en la glándula 
submandibular (p <0,05) (14). NE: 4 
 
Aung y colaboradores publicaron en el 2000 un estudio de corte transversal en el que 
compararon los parámetros cuantitativos de la gammagrafía de las glándulas salivares 
y las etapas sialográficas en pacientes con SS. 116 pacientes con sospecha de SS se 
examinaron con gammagrafía de la glándula salival y con sialografía. Cuando la 
sialografía fue utilizada como el patrón de referencia, el SS fue diagnosticado en 50 de 
estos 116 pacientes. Con la progresión de las etapas sialográficas de 0 a 4, la 
cantidad de acumulación de trazador disminuyó en la glándula submandibular (p 
<0,01), y la cantidad de trazador en la secreción disminuyó en la glándula parótida (p 
<0,01). Las etapas sialográficas en pacientes con SS se correlacionaron con los 
parámetros gammagráficos (p <0,0001). La relación de absorción de las glándulas 
parótidas y submandibulares se encontró significativamente disminuida en el SS en 
comparación con controles normales; así como, el tiempo al máximo conteo de ambas 
glándulas (p <0,05). El tiempo entre la estimulación y la mínima captación estaba 
aumentado de manera significativa en el SS en comparación con los controles 
normales (p <0,01 y p <0,05 respectivamente). Tanto la máxima acumulación de las 
glándulas parótidas y submandibulares, como la máxima secreción de las mismas, se 
hallaron significativamente disminuidas en el SS comparado con los controles 
normales (p <0,05) (15). NE: 3 
 
Henriksen y colaboradores publicaron en 2007 un estudio de corte transversal en el 
que evaluaron el uso de datos cuantitativos de la gammagrafía sobre la absorción, la 
concentración y la excreción de las cuatro principales glándulas salivales, en la 
evaluación de pacientes sicca. Se incluyeron 32 sujetos, SS (N: ocho), síndrome sicca 
aislado (N: 16) y controles sanos (N: ocho). Los pacientes con SS tenían tiempo 

cristian.diaz
PDF Creator Trial



 

 28 

máximo al conteo prolongado en ambas glándulas parótidas (18,1 min; p <0,01)) y en 
las dos glándulas submandibulares (media 13,7 min, p <0,05). La distribución pico del 
trazador fue significativamente menor en las glándulas parótidas tanto en SS y el 
grupo sicca en comparación con los controles (p <0,01). La excreción estimulada se 
encontró disminuída significativamente en los pacientes con SS (16,3% para parótida y 
17,4% para las glándulas submandibulares; p <0,01). La excreción (32, 2% para 
parótida y 26, 9% para las glándulas submandibulares) fue similar en todas las 
glándulas de los pacientes con SS como en los grupos control (35, 2% para parótida y 
27, 8% para las glándulas submandibulares) (16). NE: 4 
  
Dugonjić y colaboradores publicaron en 2014 un estudio de corte transversal, con el 
objetivo de validar los parámetros de la gammagrafía y sialometría, como parámetros 
de diagnóstico en pacientes con SS. Se enrolaron 20 pacientes con SS y 10 controles 
sanos.  Hubo una diferencia significativa en todos los parámetros de secreción de la 
glándula parótida, mostrando una más lenta y menor secreción en pacientes con SS 
en relación con el grupo control. La S de la gamagrafía fue del 100%, la E del 80%, el 
VPN del 100%, y el VPP del 91% (17). NE: 3 
 
Wu y colaboradores publicaron en 2015) un estudio de corte transversal en el que 
analizaron el valor diagnóstico de la gamamagrafia con tecnecio 99m de las glándulas 
salivales en pacientes con ciertas enfermedades de las mismas. Se evaluaron 47 
pacientes: 25 con parotiditis obstructiva crónica, 12 con sialolitiasis, y 10 con SS.  En 
los pacientes con parotiditis obstructiva crónica, la gamamagrafia salival con tecnecio  
99 mostró una excreción reducida de las glándulas afectadas, mientras que la 
absorción fue prácticamente normal. Entre los pacientes con sialolitiasis, la 
gamamagrafia con 99mTc-pertecnetato demostró una reducción de la excreción de las 
glándulas afectadas y disminución de la absorción en 5 pacientes. En los pacientes 
con SS la gammagrafía mostró una disminución en la excreción y en la absorción de 
las 4 glándulas (18). NE: 4 
 
 
Pregunta 4- ¿Qué utilidad tiene en la actualidad la realización de ecografía de 
glándulas salivales para el diagnóstico en pacientes con sospecha de SSp? 
 
 
Criterios de búsqueda: ((sjogren OR sjogren syndrome) AND (salivary gland) AND 
(diagnosis) AND (ultrasonography)) 
 
Pubmed   
Resultado Búsqueda: 118 artículos 
     Seleccionados por título: 53 artículos 
     Seleccionados por abstract se seleccionaron: 15 artículos 
     Seleccionados por artículo: 13 artículos  
      Incluídos manualmente:  
 
Lilacs:  
Resultado: 3 artículos 
 Seleccionados: 0 
 
Cochrane  
Búsqueda:0 
 
Artículos totales incluídos: 3 artículos (3 de los artículos seleccionados se excluyeron 
por estar incluídos en el meta análisis y otros 3 se excluyeron por analizar la utilidad 
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de la ecografía al ser incorporada a los criterios clasificatorios de la enfermedad. La 
descripción de estos últimos, se encuentra en el capítulo correspondiente a criterios 
clasificatorios. 
 
Delli y colaboradores en 2015, llevaron a cabo una revisión sistemática y meta-análisis 
de estudios que examinaron las propiedades de la ecografía de las glándulas salivales 
mayores para el diagnóstico de SS. Se incluyeron 29 estudios, la mayoría de los 
cuales utilizó los criterios clasificatorios como patrón oro. La S combinada fue de 0, 69 
(IC del 95%: 0,67-0,71), la E 0,92 (IC del 95%: 0,91 hasta 0,93), y el OR diagnóstico 
33,89 (IC del 95%: 20,75-55,35). Cabe destacar que se observó un alto riesgo de 
sesgos y se detectó una heterogeneidad significativa entre los estudios (19). NE: 2 
 
Luciano y colaboradores publicaron en 2015 un estudio de corte transversal en el que 
evaluaron la utilidad de la US en el diagnóstico de SS. Se enrolaron 109 pacientes 
diagnosticados con SS según criterios americano- europeos (N: 55), o afectados por 
una enfermedad del tejido conectivo (ETC) no SS (N: 54). Los pacientes con SS 
mostraron una puntuación en la US mayor en comparación con aquellos con otras 
ETC ((media 2,2 (SD 1,8) vs 0,2 (SD 0,5), p <0,0001)). La US mostró una S de 65%, 
una E de 96%, un VPP del 95% y un VPN del 73%, para el diagnóstico de las SS. Se 
observó una correlación significativa entre US y el score de foco de la BGSM (r = 
0,484; p <0,01) (20). NE: 3 
 
Baldini y colaboradores publicaron en 2015 un estudio de corte transversal, con el 
objetivo de evaluar la exactitud de US para la detección temprana de SSp y comparar 
el rendimiento diagnóstico de US con la BGSM y sialometría. Se enrolaron pacientes 
con sospecha de SSp y duración de los síntomas ≤ cinco años: 50 pacientes con SS 
primario según criterios clasificatorios americano- europeos y 57 controles con 
síntomas sicca sin-SS. La US fue realizada por dos radiólogos sesgados al 
diagnóstico. Entre los parámetros analizados, la falta de homogeneidad fue el que 
mejor discriminó pacientes con SSp de sujetos con síndrome sicca. Se encontraron 
hallazgos patológicos por US en 66% de los pacientes SSp y en menos del 10% de los 
controles (p <0,01). Se generó un sistema de puntaje, siendo el punto de corte de 2 el 
que mostró mejor desempeño para el diagnóstico de SSp (S: 66%, E: 98%, VPP: 97% 
y VPN: 73%). La puntuación US fue significativamente mayor en los pacientes con 
resultados en sialometría no estimulada <1,5 ml / 15 minutos (2,6 ± 1,7 vs 0,9 ± 1,5, p 
<0,01) y en pacientes con un score de foco en BGSM ≥1 (2,0 ± 1,8 vs 0,1 ± 0,7, p 
<0,01) (21). NE: 3  
 
 
Pregunta 5- ¿Qué utilidad tiene en la actualidad la realización de RMN de 
glándulas salivales para el diagnóstico en pacientes con sospecha de SSp? 
 
 
Criterios de búsqueda: ((salivary gland disease OR salivary gland OR salivary 
dysfunction OR salivary involvement) AND (primary sjogren OR sjogren syndrome OR 
primary sjogren syndrome) AND (diagnosis) AND (MRI))  
 
Pubmed 
Búsqueda: 319 artículos  
Seleccionados por título: 34 artículos  
Seleccionados por abstract: 9 
Seleccionados por artículo: 6 
Incluídos manualmente: 0 
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Cochrane 
Busqueda:0 
 
LILACS:  
Artículos encontrados:  
Artículos incluídos: 0 
 
Artículos totales incluídos: 6 
 
 
Izumi y colaboradores publicaron en 1996 un estudio de corte transversal, con el 
objetivo de evaluar la capacidad de la RMN de la glándula parotídea para diferenciar 
pacientes con SS. Se incluyeron 40 pacientes con SS, 30 sujetos normales, y 10 
pacientes con inflamación de las parótidas por causas diferentes a SS. La glándula 
parótida en SS se caracterizó por una pérdida de homogeneidad en la intensidad de 
señal en las imágenes de RMN ponderada-T1, con una apariencia granular.  La 
intensidad de la señal de la glándula parótida fue mayor en los pacientes con SS 
definido que en los sujetos normales y que en los pacientes con inflamación parotídea 
(27,8 ± 7,8 versus 12.1 ± 2,9 versus 13,8± 2,4; p <0.01). La RMN en pacientes con SS, 
mostró una alta correlación con los resultados de la biopsia de glándula salivar (r = 
0,834) y sialografía (r = 0,936) (22). NE: 4 
 
Makula y colaboradores publicaron en el 2000, compararon la RMN y la US en un 
estudio de corte transversal, que incluyó 44 pacientes con SS y 52 controles sanos. La 
falta de homogeneidad del parénquima se observó con mayor frecuencia en los 
pacientes con SS que en los controles (RM: 95,4 vs 17,3%; US: 88,6 vs 7,7%; P 
<0,001). Se encontró una buena concordancia entre RM y la US, tanto en SS (93,2%) 
como en los controles (86,5%). Cuando se consideraron todos los cambios anormales 
de la resonancia magnética como resultados positivos, la S de la RM fue alta (100%), 
pero su E fue baja (40%). Sin embargo, cuando sólo los hallazgos más avanzados, se 
tomaron como hallazgos positivos, la S de la RM continuó siendo alta (81,8%), 
mientras que su E aumentó a 100% (23). NE: 3 
 
En el estudio de Niemela y colaboradores publicaron en 2001 un estudio de corte 
transversal en el que se comparó la RMN y RM sialografía en 26 pacientes con SS y 7 
controles sanos. 22/26 pacientes con SS tenían anomalías en la RM. 21 pacientes 
(81%) tenía un patrón nodular o dendrítico del parénquima, cinco tenían cavidades y 
seis tuvieron dilataciones de los conductos. En RM sialografía, 25 de los 26 pacientes 
tenían anomalías de los conductos, y 16 cavitaciones. Las alteraciones en RM tuvieron 
asociación lineal con los cambios en el sistema ductal (p<0,05) de la RM sialografía. 
Los cambios en el conducto principal y las ramas en MR sialografía se asociaron uno 
con el otro (p< 0,01), así como el número y tamaño de las cavidades (p< 0,01). Tanto 
los cambios del parénquima y las anormalidades sialográficas se asociaron 
significativamente con la presencia de anticuerpos Ro /SSA (p <0,01) (24). NE: 4 
 
En 2005 Takagi y colaboradores, publicaron un estudio de corte transversal en el que 
incluyeron 83 pacientes con xerostomía (55 pacientes con SS y 28   pacientes no SS). 
Las imágenes cuantitativas de la grasa, las áreas de glándula intacta, y el número de 
focos sialoectásicos mostraron una elevada correlación con la gravedad de la 
enfermedad. La RM cuantitativa diferenció pacientes con xerostomía con SS, de los 
no-SS, con ABC de 0,94 para el área de grasa, 0,98 para el área lobular intacta, y 0,91 
para el número de focos de sialoectasia. La RM cuantitativa tuvo 96% de S y E del 
100% (25). NE: 3 
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Roberts y colaboradores publicaron en 2008 un estudio de corte transversal en el que 
evaluaron en uno de 21 pacientes con SS y 11 en voluntarios sanos, las imágenes de 
RMN con un modelo cinético. En comparación con los voluntarios sanos, los pacientes 
con SS mostraron un aumento significativamente superior en los parámetros del 
modelo cinético, incluyendo constante de transferencia transcapilar del agente de 
contraste y el volumen extracelular extravascular (p<0,01). La heterogeneidad de la 
glándula fue significativamente mayor en los pacientes con SS (p< 0,01). Este método 
tuvo una S del 100% y una E del 64%.  El ABC fue 0.96 (IC 95%: 0.89-1.00) (26). NE: 3 
 
Yan- De Ren y colaboradores publicaron en 2015, un estudio de corte transversal en el 
que se compararon las imágenes de RMN convencional y RM por sialografía de las 
glándulas salivales. Incluyó 107 pacientes: grupo SS (93 pacientes) y grupo no-SS (14 
pacientes). En el grupo SS, 86/93 RMN mostraron depósitos anormales de grasa en 
las glándulas parótidas. La RM Sialografía identifico dilatación periférica de los 
conductos en 86 pacientes. Tanto la RM como RM sialografía, tuvieron una exactitud 
diagnóstica de 92,5%. La RMN y RM sialografía mostraron una S 92,5 y una E 100% 
(27). NE: 3 
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SÍNDROME DE SJÖGREN Y MÉTODOS DIAGNÓSTICOS 
LABORATORIO Y BIOPSIA GLÁNDULAS SALIVALES 

 
Paula Pucci, Alejandro Nitsche 

Hospital Alemán 
 

 
 
Pregunta 1- En pacientes con sospecha clínica de SSp, ¿es de utilidad el FAN 
para el diagnóstico, y con qué patrón se asociaría con mayor frecuencia? 
 
Términos utilizados: ((sjogren OR sjoegren OR primary sjogren OR primary sjoegren 
OR sjogren syndrome OR sjoegren syndrome) AND (ana) OR antinuclear antibodies 
OR antinuclear antibody))  
Artículos encontrados: Pubmed: 1501 
Artículos filtrados por ((Controlled Clinical Trial[ptyp] OR Multicenter Study[ptyp] OR 
Randomized Controlled Trial[ptyp] OR systematic[sb] OR Review[ptyp] OR Meta-
Analysis[ptyp] OR Guideline[ptyp]))) de los últimos 10 años: 62  
Artículos seleccionados por títulos: 14 
Artículos seleccionados: 7 
 
 
Shiboski y colaboradores publicaron en 2012, los criterios clasificatorios del Colegio 
Americano de Reumatología (ACR) 2012, en el que incorporan al FAN en títulos de o 
mayor a 1/320 acompañado con la positividad del factor reumatoideo (FR), como parte 
del dominio correspondiente al laboratorio inmunológico. El FAN en título de 1/320 o 
mayor, mostró una sensibilidad de 72.8 (IC 95%: 67.5–77.7) y especificidad de 80.4 
(IC 95%: 76.9–84.0) según un modelo de análisis estadístico (1). NE: 3 
 
Cornec y colaboradores publicaron en 2012 un estudio de corte transversal en el que 
incluyeron 105 pacientes en los que se sospechaba SSp y compararon el grado de 
acuerdo entre criterios de clasificación para SSp de 2002 y 2012. El ítem serológico en 
el set de criterios ACR no mostró diferencias en la cuanto a la clasificación de los 
pacientes en comparación con el item serológico de los criterios Americano- europeos 
2002. El FAN positivo se presentó en el 92.6% de los pacientes que cumplían ambos 
sets de criterios, 62.5% de los pacientes que cumplían solo los criterios 2012 y 53.3% 
de los que cumplían solo los 2002(2). NE:3  
 
 De Nardi y colaboradores publicaron en 2006 una serie de casos consecutivos, que 
incluyó 335 con SSp, en el que se analizó la prevalencia de auto anticuerpos: el FAN 
fue encontrado en 278 pacientes (83%) (3). NE: 4 
 
Ter Borg y colaboradores publicaron en 2011, una serie de casos retrospectiva con 65 
pacientes con SSp en la que se analizó el perfil inmunológico de pacientes con SSp, 
encontrándose un porcentaje de positividad del FAN de 77% (4). NE: 4 
 
Locht y colaboradores publicaron en 2005 un estudio de corte transversal que incluyó 
321 pacientes con diagnóstico de SSp según los criterios de Copenhagen, en los que 
aplicaron los criterios AECG 2002. Los patrones de FAN encontrados en este estudio 
fueron: moteado fino (62%), homogéneo (16%) y anticentrómero (12%) (5). NE: 4 
 
Ramos-Casals y colaboradores publicaron en 2008 una amplia serie de casos 
multicentrica, que tuvo como objetivo evaluar la expresión clínica e inmunólogica de 
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1115 pacientes con SSp. Se detectaron 80% de pacientes con FAN positivo dentro de 
grupo clínico de pacientes con síntomas sicca limitados, y 88% dentro de grupo clínico 
con compromiso sistémico (6). NE: 4 
 
Fauchais y colaboradores publicaron en 2010 un estudio de cohorte retrospectivo que 
incluyó 445 pacientes con SSp según criterios clasificatorios AECG 2002, que tuvo 
como objetivo evaluar la evolución del perfil inmunológico de esta población de 
pacientes. Se encontraron 317 pacientes (71%) con FAN positivo; de los cuales 52 
(12%) presentaron patrón atípico: anti RNP (N= 12); anticentrómero (N= 14); antiDNA 
(N= 19); antiscl70 (N= 3); antiJo1 (N= 3); antiSm (N= 3); y antihistona (N= 1). 14 
pacientes desarrollaron otra enfermedad reumática autoinmune durante el 
seguimiento: cinco polimiositis (en un promedio de 78 meses), seis lupus eritematoso 
sistémico (en un promedio de 77 meses) y dos esclerodermia sistémica (en un 
promedio de 133 meses). Entre estos 14 pacientes, solo tres presentaron un FAN 
atípico al diagnóstico de SSp (7). NE: 3 
 
 
Pregunta 2-  En pacientes con sospecha clínica de SSp, ¿es de utilidad el Ro 
para el diagnóstico? 
  
Términos utilizados: ((sjogren OR sjoegren OR primary sjogren OR primary sjogren 
OR sjogren syndrome OR sjoegren syndrome) AND (ro OR ss a OR antibodies ss a))  
Artículos encontrados: Pubmed: 3868 
Artículos filtrados por ((Controlled Clinical Trial[ptyp] OR Multicenter Study[ptyp] OR 
Randomized Controlled Trial[ptyp] OR systematic[sb] OR Review[ptyp] OR Meta-
Analysis[ptyp] OR Guideline[ptyp]))) de los últimos 10 años: 314  
Artículos seleccionados por títulos: 35 
Full text seleccionados por abstract: 9 artículos 
Artículos agregados manualmente: 5 artículos 
Total: 14 artículos 
 
En la publicación de Shiboski y colaboradores acerca de los criterios ACR 2012, 
comentada previamente, la positividad del anti Ro y o anti La mostró una sensibilidad 
del 83.7% y una especificidad del 91.5%, en un modelo estadístico (1). NE: 3 
En el estudio de Cornec y colaboradores de 2014 que comparó el grado de acuerdo 
entre criterios de clasificación para SSp de 2002 y 2012, el SSA (+) se observó en el 
66.7% de los pacientes que cumplían ambos sets de criterios, en el 50% de los 
pacientes que cumplían solo los criterios 2012 y en 26.7% de los que cumplían solo 
los criterios 2002 (2). NE: 3 
 
Vitali y colaboradores publicaron en 2002 un estudio de test diagnóstico, en el que se 
propusieron los criterios americano- europeos 2002. Para clasificar un paciente con 
diagnóstico de SSp se requiere la presencia de anticuerpos anti Ro y/ o anti La, o la 
presencia de uno o más focos de infiltrado linfocitario en la biopsia de glándula salival 
menor (BGSM) (8). NE: 2 
 
En el estudio publicado por Ramos Casals y colaboradores en 2008, comentado con 
anterioridad, que incluyo 1115 pacientes con SSp, se detectaron 40% de pacientes Ro 
(+) dentro del grupo clínico con síntomas sicca limitados, y 50% dentro del grupo 
clínico con compromiso sistémico (6). NE: 4 
 
Retamozo y colaboradores publicaron en 2012 un estudio de corte transversal que 
tuvo como objetivo evaluar si la determinación de anticuerpos anti Ro52 influenciaría 
en la clasificación y caracterización clínica de los pacientes con sospecha de SSp. Se 
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incluyeron 187 pacientes que cumplían con al menos cuatro de los seis criterios 
clasificatorios 1993, incluyendo la positividad de anticuerpos (FAN, FR, anti-Ro/SSA y/ 
o anti-La/SS-B) como criterio obligatorio. Se utilizó ELISA cualitativo para la detección 
de Anti-Ro/SSA y ELISA semicuantitativo para la detección de Anti-Ro52. Se detectó 
la presencia de Anti-Ro52 en 70/187 (37%) de los pacientes. Un porcentaje 
significativo de pacientes con anti-Ro/SSA presentaban negatividad para anti-Ro52 
(22%), mientras que 13 pacientes (12%) fueron negativos para anti-Ro/SSA pero 
positivos para anti-Ro52, cumpliendo los criterios 2002 sin necesidad de realizar una 
BGSM. Los títulos elevados de anti-Ro52 se asociaron con compromiso severo en la 
cintigrafía, BGSM positiva, parotidomegalia, anemia, leucopenia y FR. También se 
encontró correlación entre dicho anticuerpo y la edad, los niveles de gammaglobulinas, 
los títulos de FR y niveles séricos de IgA y de IgG (9). NE: 4 
 
Respecto al papel que ocupa este anticuerpo en los nuevos criterios clasificatorios 
propuestos, ACR- EULAR, se sugiere al lector consultar el addendum del capítulo de 
criterios clasificatorios. 
 
 
Pregunta 3- En pacientes con sospecha clínica de SSp, ¿es de utilidad el 
La/SSB para el diagnóstico? 
 
Términos utilizados: ((sjogren OR sjoegren OR primary sjogren OR prymary sjoegren 
OR sjogren syndrome OR sjoegren syndrome) AND (anti ssb OR ssb OR la 
antibodies))  
Artículos encontrados: Pubmed: 1062 
Artículos filtrados por((Controlled Clinical Trial[ptyp] OR Multicenter Study[ptyp] OR 
Randomized Controlled Trial[ptyp] OR systematic[sb] OR Review[ptyp] OR Meta-
Analysis[ptyp] OR Guideline[ptyp])))de los últimos 10 años: 67 
Artículos seleccionados por título: 15 
Artículos seleccionados por abstracts: 7 artículos 
Artículos agregados manualmente: 3 artículos 
Total de artículos: 10 
 
 
En la publicación del Colegio Americano de 2012 el Ro/SSA y La/SSB se encontraron 
en SSp con una sensibilidad del 83.7% y una especificidad del 91.5% (1). NE: 3 
 
En el estudio de Cornec y colaboradores de 2014, que comparó el grado de acuerdo 
entre criterios de clasificación para SSp de 2002 y 2012, el LA/ SSB positivo se 
observó en el 66.7% de los pacientes que cumplían ambos sets de criterios, 50% en el 
grupo de pacientes que cumplían solo los criterios 2012 y 26.7% en los que cumplían 
solo los criterios 2002 (2). NE: 3 
 
En el estudio publicado por Fauchais y colaboradores, que incluyo 445 pacientes con 
SSp, realizado para evaluar la evolución del perfil inmunológico se encontraron176 
pacientes (39%) con La/SSB (+) (7). NE: 3 
 
En el estudio publicado por Vitali y colaboradores, descripto con anterioridad, se 
determinó que se requiere la presencia de anticuerpos anti Ro o anti La, para cumplir 
con el dominio de laboratorio inmunológico del set de criterios americano- europeos 
2002 (8). NE: 2 
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Pregunta 4- En pacientes con sospecha clínica de SSp, ¿es de utilidad el FR 
para el diagnóstico de SSp?  
 
Términos utilizados: ((sjogren OR sjoegren OR primary sjogren OR primary sjogren 
OR sjogren syndrome OR sjoegren syndrome) AND (rheumatoid factor))  
Artículos encontrados: Pubmed: 902 
Cochran : 0 
Lilacs: 0 
Artículos filtrados por((Controlled Clinical Trial[ptyp] OR Multicenter Study[ptyp] OR 
Randomized Controlled Trial[ptyp] OR systematic[sb] OR Review[ptyp] OR Meta-
Analysis[ptyp] OR Guideline[ptyp]))): 79 
Artículos seleccionados por título: 17 
Artículos seleccionados por abstracts: 5 artículos 
Artículos agregados manualmente: 3 artículos 
Total: 8 
 
En la publicación del Colegio Americano de 2012, el FR positivo mostró una 
sensibilidad del 72.3% y una especificidad del 86.4% para el diagnóstico de SSp (1) 
NE: 3 
 
En el estudio de Cornec y colaboradores ya comentado, se observó el FR positivo en 
el 51.9% de los pacientes que cumplían ambos sets de criterios, 50% en el grupo de 
pacientes que cumplían solo criterios 2012 y 6.7% en los que cumplían solo criterios 
2002 (2). NE: 3 
 
En la serie de 65 pacientes con SSp publicada por Ter Borg y colaboradores en 2011, 
comentada previamente, se observó un porcentaje de pacientes con IgM FR positivo 
de 68% (7). NE: 4 
 
Santiago y colaboradores publicaron en 2015 un estudio de corte transversal, que 
incluyo 218 pacientes con sospecha de SSp y que consideró a la histología de 
glándula salival menor como patrón oro. Se encontró que el 31% de los pacientes 
presentaron FR positivo, con una sensibilidad del 47% (IC 95%: 33- 61%) y 
especificidad de 78% (69- 87%) (10). NE: 3 
 
 En la serie de 1115 pacientes con SSp publicada por Ramos-Casals y colaboradores, 
comentada previamente, se detectaron 40% de pacientes FR positivo dentro del grupo 
clínico de pacientes con síntomas sicca limitados, y 50% dentro del grupo clínico con 
compromiso sistémico (6). NE: 4 
 
Pregunta 5- ¿Cuáles son las indicaciones para incluir la biopsia de glándula 
salival menor (BGSM) dentro de los métodos diagnósticos en pacientes con 
sospecha diagnostica de SSp? 
  
Términos utilizados: ((salivary gland biopsy indication OR minor salivary gland biopsy 
indication) AND (sjogren syndrome OR primary sjogren)) 
Artículos encontrados: Pubmed: 929 
Artículos filtrados por ((Controlled Clinical Trial[ptyp] OR Multicenter Study[ptyp] OR 
Randomized Controlled Trial[ptyp] OR systematic[sb] OR Review[ptyp] OR Meta-
Analysis[ptyp] OR Guideline[ptyp]))) de los últimos 10 años e idioma ingles: 920 
(artículos eliminados por idioma: 2 (alemán y japonés) y 1 artículo eliminado por NO 
ser en humanos) 
Artículos seleccionados por título: 9 
Artículos seleccionados por abstracts: 5 
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Artículos agregados manualmente: 2 
Total: 7 
 
 
En la publicación del Colegio Americano de 2012 la BGSM con Foco score (FS) mayor 
o igual a 1 mostró una sensibilidad del 83.5% y una especificidad del 82.3% para el 
diagnóstico de SSp (1). NE: 3 
 
En el estudio publicado por Vitali y colaboradores, descripto previamente, se determinó 
que se requiere la presencia de anticuerpos anti Ro o anti La o de BGSM positiva, 
para poder clasificar a un paciente con SSp según los criterios clasificatorios 
americano- europeos 2002 (8). NE: 2 
 
Guellec y colaboradores publicaron en 2013 una revisión sistemática de estudios 
heterogéneos entre ellos, en la que se reportó una sensibilidad del 63.5 al 93.7%; y 
una especificidad de 61.2 a 100% de la BGSM (11). NE: 2 
 
El estudio de 2015 de Santiago y colaboradores, comentado con anterioridad; que 
incluyó 218 pacientes; encontró que 78 (36%) de ellos presentaban BGSM positiva; 
determinando este método como especialmente útil para el diagnóstico de SSp en 
pacientes seronegativos (10). NE: 3 
 
Pereira y colaboradores publicaron en 2014 una serie de casos retrospectiva; que 
incluyo el estudio de 38 pacientes con BGSM; 42% de las mismas fueron positivas 
para diagnóstico de SSp (12). NE: 4 
 
Daniels y colaboradores publicaron en 2011 un estudio de corte transversal, 
multicéntrico, que incluyo 1787 pacientes con sospecha de SSp: 1093 (61%) 
presentaron BGSM positiva para SSp; 66% con un FS > 1, 3% FS = 1, 31% un FS < 1 
(13). NE: 4 
 
Salomonsson y colaboradores publicaron en 2009 un estudio de corte transversal, que 
incluyó 210 pacientes con BGSM, 67 pacientes presentaron FS > 1 (30) (14). NE: 4  
 
Respecto al papel de la BGSM en los nuevos criterios clasificatorios ACR- EULAR, 
consultar el addendum del capítulo de criterios clasificatorios. 
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CRITERIOS CLASIFICATORIOS DEL SINDROME DE SJÖGREN   

Santiago Catalán Pellet, Nicolás Perez, Ana María Berón. Hospital de Clínicas – CABA 

 

Pregunta 1- En pacientes con sospecha de Síndrome de Sjögren Primario (SSp), 
¿cuál es la especificidad y sensibilidad de los criterios 2002 para el diagnóstico 
de SSp? 

 

 Búsqueda: 

"Search ((sicca syndrome) AND (classification criteria) AND (sjögren syndrome 
diagnoses)) 

 Se encontraron 241 artículos 

"Search ((sicca síndrome AND classification criteria) AND (sjögren syndrome 
diagnoses) AND (classification criteria 2002)) 

 Se encontraron 35 artículos  

 

Se seleccionaron por título y por abstract 5 artículos. 

 

Locht y colaboradores publicaron en el año 2005 una serie de casos retrospectiva, que 
incluyó 321 pacientes consecutivos desde 1984 en un registro sueco de SSp según 
criterios de Copenhagen y se analizó con qué frecuencia cumplían los criterios 
americano-europeos 2002 (AECG 2002). Se observó que 205/321 cumplían los 
criterios AECG 2002. A su vez se observó que la mayor razón de esta discrepancia se 
debía al requisito de la positividad de anticuerpos anti-Ro/La o a la presencia del 
infiltrado característico en la biopsia de glándula salival menor (1). NE: 4 

Vitali y colaboradores publicaron en 2002 un estudio de diagnóstico que tuvo como 
objetivo definir y evaluar la utilidad de el set de criterios clasificatorios AECG 2002. 
Participaron 22 centros de 11 países, incluyéndose 693 casos, subdivididos en 
pacientes con SSp, SS secundario y controles, según opinión de expertos, que fue 
considerado como el patrón oro. Se analizaron los puntos de corte de las curvas ROC 
derivadas de la combinación de los diferentes tests diagnósticos y manifestaciones 
glandulares, tomándose como el mejor punto de corte el que mostraba una 
sensibilidad de 89.5 % y especificidad 95.2%. A su vez se definieron los criterios de 
exclusión (2). NE: 2 

Brun y colaboradores publicaron en 2002, una serie de casos retrospectiva, que 
incluyó 203 pacientes registrados en una base de datos con diagnóstico de SSp 
usando ICD-10 de enero 1999 a noviembre 2000. Se evaluó cuántos cumplían los 
criterios europeos preliminares y los propuestos criterios europeos modificados 
(actuales AECG 2002). 116/203 cumplieron los preliminares y 83/ 203 los modificados. 
Un solo paciente que no cumplía los criterios preliminares, cumplió los modificados. En 
conclusión los modificados resultaron más específicos en esta cohorte (3). NE: 4 
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Plešivčnik Novljan y colaboradores publicaron en 2014, una serie de casos que incluyó 
63 pacientes que cumplían criterios clasificatorios de Copenhagen que tuvo como 
objetivo comparar el desempeño de diferentes criterios clasificatorios aplicados en 
esta población de pacientes. Nueve de los 63 pacientes desarrollaron una segunda 
enfermedad del tejido conectivo, por lo que se excluyeron. En 34 pacientes se 
realizaron nuevamente todos los tests, siendo el rédito de retención estadísticamente 
significativo para todos los criterios, excepto para los europeos 1993. 25/34 (73%) 
cumplieron los mismos criterios iniciales, seis (18%) cumplieron diferentes criterios a 
los iniciales y tres de 32 pacientes con diagnóstico inicial de SSp utilizando los criterios 
europeos, no pudieron ser clasificados como SSp por ninguno de los otros sets de 
criterios. No hubo diferencia estadísticamente significativa entre ACR 2012 y AECG 
tanto inicialmente como en el seguimiento. Todos los pacientes que cumplían 
inicialmente los criterios ACR, también cumplían los AECG (4). NE: 4 

Galvez y colaboradores publicaron en 2009, un estudio de test diagnóstico que tuvo 
como objetivo evaluar el desempeño  de los criterios clasificatorios preliminares 
europeos y los propuestos  AECG 2002. Se incluyeron 88 pacientes a quienes se les 
había realizado biopsia de labio por sospecha de SS, los cuales fueron evaluados por 
dos reumatólogos independientes. Dos anátomo- patólogos independientes que no 
conocían el diagnóstico, revisaron las biopsias. El diagnóstico médico se consideró el 
patrón oro para clasificar a los pacientes en SSp y SS secundario.  Según el criterio 
médico, los pacientes se dividieron en 35 SSp y 17 pacientes con SS secundario. La 
sensibilidad y especificidad de los AECG 2002 para SSp 97.2% y 48.6%, 
respectivamente. Para SS secundario, la especificidad fue de 97.2% y la sensibilidad 
de 64.7%. Los criterios preliminares mostraron menor especificidad (75%) y mayor 
sensibilidad (65.7%). En SS secundario la especificidad de los criterios preliminares 
fue de 97.2% y la sensibilidad de 70.6% (5). NE: 3 

 

 Pregunta 2- En pacientes con sospecha de SSp, ¿cuál es la sensibilidad y 
especificidad de los criterios del 2012? 

 

"Search ((sicca syndrome) AND (classification criteria) AND (sjögren syndrome 
diagnoses)) AND (classification criteria 2012)) 

"Search ((sicca syndrome) AND (classification criteria) AND (sjögren syndrome 
diagnoses) AND (classification criteria 2012) AND (validation classification criteria 
2012)) 

 

Se encontraron 23 artículos se seleccionaron por título y abstract 4 artículos. 

Shiboski y colaboradores publicaron en 2012, un nuevo sets de criterios: criterios 
clasificatorios ACR 2012. Un panel de expertos compuesto por reumatólogos, 
oftalmólogos y estomatólogos, se reunió en el 2004 para definir la población blanco y 
la lista de variables a considerar. En una segunda etapa (abril 2006) se realizó la 
reducción de variables y establecieron valores de corte de los tests. En una tercera 
fase (mayo 2009) se definieron los criterios de clasificación preliminares. La  cohorte 
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incluyó pacientes mayores a 21 años, con al menos una de las siguientes 
características positivas: síntomas de ojo o boca seca, sospecha previa de diagnóstico 
de SS, positividad FAN, FR o anti Ro, aumento parotídeo bilateral en contexto de 
clínica compatible con SS, aumento de caries dentales, diagnóstico de AR o LES y 
alguna de las manifestaciones previamente mencionadas. Se excluyeron los pacientes 
con diagnóstico de HCV, HIV, sarcoidosis, amiloidosis, TBC activa, enfermedad injerto 
vs huésped, otras enfermedades del tejido conectivo (no AR ni LES), radiación cefálica 
o cuello, tratamiento con gotas oftálmicas por glaucoma, cirugía de córnea o de 
párpados en los últimos cinco años y condiciones físicas o mentales que interfieran 
con la participación en el estudio. Para el análisis se excluyeron los pacientes con AR 
y LES dado el bajo número de pacientes incluidos. Para la validación se realizó una 
comparación con versiones alternativas de los criterios preliminares, comparación con 
un modelo construido a partir de un rango de tests diagnósticos y tomados como 
patrón oro, comparación con los AECG 2002 y medición de la estabilidad de los 
criterios en el tiempo. El set final de criterios propuestos incluyó: Ro+ y/o La+ o 
FAN+≥1/320 y FR+, ocular staining score ≥ 3, biopsia con al menos un foco 

linfocitario/4mm2. Al tomar los criterios 2002 como patrón oro se encontró una 
sensibilidad de 94.7% (95%CI: 92.6, 96.3) y especificidad de 93.3% (95%CI: 91.3, 
95.0) (6). NE: 3.  

Hernández- Molina y colaboradores publicaron en 2014 un estudio de test diagnóstico, 
que tuvo como objetivo evaluar el desempeño de los AECG 2002 y los ACR 2012 para 
SS en pacientes con enfermedades autoinmunes. Se incluyeron 100 pacientes con 
AR, 100 con LES, 100 con esclerodermia y 50 con SSp, de forma aleatorizada. Dos 
reumatólogos independientes clasificaron  a los pacientes en: SS (probable o 
definitivo) y no SS.  El diagnóstico clínico se consideró como el patrón oro. Se 
aplicaron a cada paciente los criterios ACR 2012 y AECG 2002. En 154 pacientes se 
realizó diagnóstico clínico de SS. La sensibilidad de los criterios AECG 2002 fue de 
61.6 versus 62.3 de los ACR 2012, mientras que la especificidad fue de 94.3 para los 
primeros y 91.3 para los segundos, 31/154 no cumplieron ninguno de los criterios (7). 

NE: 3 

Rasmussen y colaboradores publicaron en 2014 un estudio de corte transversal, en el 
que se compararon los criterios AECG y los nuevos criterios ACR 2012 para SSp en 
una población de 646 pacientes con complejo sicca. La utilización de los criterios 
AECG y ACR resultaron en la clasificación de 279 y 268 pacientes con SSp, 
respectivamente.  244 (81%) pacientes cumplieron ambos criterios (8). NE: 4 

También responde a esta pregunta el artículo de Plešivčnik Novljan M (4). 

 

       Pregunta 3- En pacientes con sospecha de SSp, ¿cuál es el desempeño de los 
criterios del 2012 en comparación con los del 2002, para el diagnóstico de SSp? 

 

"Search ((sicca syndrome) AND (classification criteria) AND (sjögren syndrome 
diagnoses) AND (classification criteria 2012) AND (sicca syndrome) AND (classification  
criteria) AND (sjögren syndrome diagnoses) AND classification criteria 2002)) 
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Responden a esta pregunta los artículos de Plešivčnik Novljan M (4), de Hernández-
Molina G (7), y de Rasmussen (8), comentados anteriormente. 

 

Pregunta 4- En pacientes con sospecha de SSp, agregar la ecografía parotídea, 
¿mejora el desempeño de los criterios 2012 para el diagnóstico de SSp? 

-"Search ((sicca syndrome) AND (classification criteria) AND (sjogren syndrome 

diagnoses) AND (salivary gland ultrasonography)) 

"Search ((sicca syndrome) AND (classification criteria) AND (sjogren syndrome 

diagnoses) AND (ultrasonography)) 

 

Se encontraron 28 artículos se seleccionaron por título y abstract 4 artículos. 

Cornec y colaboradores publicaron en 2012 un estudio de test diagnóstico, que tuvo 
como objetivo determinar el desempeño de la ultrasonografía (USG) de las glándulas 
salivales para el diagnóstico de SSp y sugerir modificaciones en los criterios AECG 
2002. Se incluyeron 158 pacientes de los cuales 78 tenían diagnóstico de SSp según 
criterio de un grupo de expertos ciego a los resultados de la USG y 61 pacientes 
cumplían criterios  clasificatorios 2002. La ecografía fue llevada a cabo por un 
evaluador ciego a los datos clínicos de los pacientes. Los resultados de las curvas 
ROC mostraron que un grado cuatro de USG representaba el mejor valor diagnóstico 
(0,82). A partir del peso de las variables obtenidos del análisis de regresión logística, 
se construyó un score formado por cinco variables: flujo salival: 1,5; Schirmer’s test: 

1,5; biopsia de glándula salival: 3; SSA/SSB: 4,5; SGUS: 2. De acuerdo al resultado de 
las curvas ROC, un score mayor o igual a cinco de un total de 12 mostró una 
sensibilidad de 85,7% y especificidad de 94,9%, comparado con 77,9% de sensibilidad  
y 98.7% de especificidad para los criterios clasificatorios 2002 (9). NE: 3 

Takagi y colaboradores publicaron en 2014, un estudio de test diagnóstico, que tuvo 
como objetivo evaluar la utilidad de la USG como un ítem adicional en los criterios 
clasificatorios americanos 2012. Se incluyeron 581 pacientes a los que dividieron en 
364 SS (243 SSp y 121 SS secundario) y 217 no SS, según criterios clasificatorios 
AECG 2002, seleccionándose a 184 de ellos (102 SS y 82 no SS), que presentaban 
dos o más criterios positivos y dos o más criterios negativos, respectivamente, según 
criterios americanos 2012. Se tomó como estudio de referencia o gold standard a los 
criterios AECG 2002. Los criterios 2012 mostraron una sensibilidad de 91%, 
especificidad de 90%. Al incorporar la USG como alternativa a uno de los tres criterios 
2012, se logró una sensibilidad de 89- 91%, especificidad 87- 96% y precisión entre 
89- 92%, comparable a los criterios 2012 originales (10). NE: 3 

Cornec y colaboradores publicaron en 2013 un estudio de test diagnóstico, que incluyó 
101 pacientes con sospecha de SS, que tuvo como objetivo evaluar la utilidad de la 
incorporación de la USG a los criterios clasificatorios 2012. Se utilizó como patrón oro 
el diagnostico de SSp según opinión de expertos. Cuarenta y cinco pacientes fueron 
diagnosticados con SS y 56 con complejo sicca no SS (se incluyeron en este grupo a 
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pacientes con complejo sicca no SS (se incluyeron en este grupo a pacientes con 
complejo sicca idiopático, asociado a enfermedades del tejido conectivo y secundario 
a drogas). Los criterios ACR 2012 aplicados a los 101 pacientes con sospecha de SS 
tuvieron moderada sensibilidad (64,4%) y buena especificidad (91,1%). Agregar la 
ecografía a los criterios ACR 2012 aumentó la sensibilidad de un 64% a un 84,4% y 
disminuyó levemente la especificidad, de 91% a 89% (11). NE: 3 

Milic y colaboradores publicaron en  2011 un estudio de test diagnóstico en el que 
evaluaron la utilidad de la USG al para suplantar a la centellografía glandular en los 
criterios americano AECG 2002. Se incluyeron 190 pacientes; 140 de ellos con 
diagnóstico de SSp según criterios 2002 y 50 pacientes con complejo sicca no SSp. 
Según los resultaos de las curvas ROC se estableció un valor de corte del score USG 
de siete. El score USG fue positivo en 129 (92%), la centellografía en 123 (88%) y la 
biopsia de glándula salival menor en 93 (66%). De los 140 pacientes con SSp, 88 
(63%) cumplían los criterios clasificatorios que utilizaban USG, 85 (61%) pacientes los 
criterios que utilizaban la centellografía y 71 (51%) los que usaban la biopsia. Ningún 
paciente del grupo no SSp cumplió ninguno de los tres sets de criterios. La precisión 
diagnóstica de cada set de criterios fue alta y similar (criterios con USG: ROC 0.99, 
criterios con centellografía 0.98 y criterios con biopsia 0.97) (12). NE: 3 
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Addendum  

 

En el Congreso Americano de Reumatología (ACR) noviembre de 2015, fueron 
presentados, como comunicación oral, los nuevos criterios clasificatorios propuestos 
por ACR- EULAR. Los mismos se describen brevemente en este apartado, como 
resultado de búsqueda manual y con fecha posterior a la establecida como límite (julio 
2015), por considerarse de relevancia. 

A partir de un estudio de corte transversal, se definieron cinco criterios a ser aplicados 
en pacientes con sospecha de Síndrome de Sjögren primario (SSp) ya sea por 
presentar al menos un síntoma de sequedad oral u ocular o un dominio positivo del 
ESSDAI (por sus siglas en inglés European League Against Rheumatism Sjögren’s 

Syndrome Disease Activity Index). Los criterios incluyen: mayor o igual a un foco de 
infiltrado linfocitario en la biopsia de glándula salival (tres puntos), anti- Ro positivo 
(tres puntos), ocular staining score mayor o igual a cinco (un punto), test de Schirmer 
menor o igual a 5 mm/ 5 min (un punto), sialometría no estimulada menor o igual a 0.1 
ml/ min (un punto). El puntaje total es de nueve y se requiere un puntaje mayor o igual 
a cuatro para clasificar un paciente con SSp. Los criterios de exclusión serían similares 
a los americano- europeos 2002. 
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TRATAMIENTO DE OJO SECO EN SÍNDROME DE SJÖGREN 
PRIMARIO 

 
Santiago Scarafia, Antonio Catalán Pellet, Marta Mamani. Servicio de de 

Reumatología 
Hospital B. Rivadavia. 

 
Pregunta 1- ¿Los lubricantes artificiales y/o el suero autólogo previenen el daño 
corneal en pacientes con queratoconjuntivits sicca en pacientes con Síndrome 
de Sjögren Primario (SSp)? 
 
PubMed Search  ((Primary Sjögren's syndrome OR Primary syndrome, Sjogrens OR 
Primary sicca syndrome) AND (keratoconjunctivitis sicca secondary Primary Sjögren's 
syndrome OR keratoconjunctivitis sicca secondary primary sicca syndrome) AND 
(prevent corneal damage) AND (autologous serum OR artificial lubricants)) 
 
Total de artículos encontrados:  618 
Artículos Seleccionados:  6 
 
Cochrane Search "Sjogren Syndrome" OR "Keratoconjunctivitis Sicca" AND "Tears, 
Artificial" AND "serum" AND "Corneal Damage" 
 
Total de artículos encontrados: 62 
Artículos Seleccionados: 1 
 
Se encontró un solo artículo que evalúa estos tratamientos en pacientes con SSp. El 
resto de la bibliografía evalúa los mismos en pacientes con ojo seco. 
 
Cömez y colaboradoresi publicaron en 2013, un estudio que evaluó la osmolaridad de 
las lágrimas y test funcionales (Ocular Surface Disease Index (OSDI), test de Schirmer 
y break-up time (BUT)) en pacientes con ojo seco utilizando lubricantes con diferentes 
osmolaridades. Fue un estudio de 12 semanas, aleatorizado, simple ciego (pacientes), 
22 pacientes recibieron Polietileglicol (ojo derecho) y Ácido Hialurónico (ojo izquierdo) 
y 21 pacientes recibieron Dextran 70 más Hidroxipropilmetilcelulosa (ojo derecho) y 
Carboximetilcelulosa (ojo izquierdo). Trece pacientes tuvieron pérdida de seguimiento 
a las 12 semanas. En todas las visitas se demostró mejoría sintomática y en los test 
objetivos: Los primeros dos compuestos mencionados tuvieron mayor mejoría 
numérica en el Test de Schirmer (6.7 a 3.4 y 6.4 a 2.9 mm, respectivamente) en 
comparación con los dos últimos (4.7 a 2.4 y 4.7 a 2.8 mm, respectivamente), aunque 
sin alcanzar la significancia estadística (p = 0.14). Resultados similares se obtuvieron 
en el resto de los test objetivos (1). NE: 3 

Lee y colaboradores publicaron en 2011 un estudio aleatorizado, simple ciego 
(observador), que comparó la eficacia y seguridad de Hialuronato de Sodio (HS) y 
Carboximetilcelulosa (CMC). Se incluyeron 67 sujetos con ojo seco y se aleatorizaron 
a recibir seis veces al día HS 0.1% (n:32) o CMC 0.5% (n:33) por ocho semanas. Se 
encontró una mejoría significativa respecto al basal en los test de tinción conjuntival y 
corneal a las cuatro semanas: cambio respecto al basal con HS 22.00 ± 1.27 vs. CMC 
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22.60 ± 1.41; p: 0.05 y en semana ocho: cambio respecto al basal con HS 22.70 ± 1.33 
vs. CMC 22.60 ± 1.45; p: 0.05). En BUT el cambio respecto al basal a las cuatro 
semanas fue: HS 1.10 ± 1.83 vs. CMC 1.50 ± 1.68; p: 0.05) y en semana ocho, 
respecto al basal, HS 1.80 ± 1.95 vs. CMC 2.50 ± 2.14; p:  0.05. La mejoría también se 
evidenció en los síntomas de sequedad ocular, no encontrándose diferencias 
significativas entre ambos gruposii. NE: 3 

Troiano y colaboradores publicaron en 2008 un estudio aleatorizado, simple ciego, en 
el que evaluaron dos grupos de tratamiento: 14 pacientes recibieron Ácido Hialurónico 
0.4% oftálmico 300mOsm/Lt y otros 14 Ácido Hialurónico 0.4% gotas oftálmicas con 
150 mOsm/Lt. Debían colocarse una gota en cada ojo cuatro veces al día por siete 
días, luego de un día de lavado del tratamiento se invertían los grupos. Se encontró 
una mejoría estadísticamente significativa respecto al basal en ambos grupos, el 
compuesto hipotónico fue significativamente superior al compuesto isotónico en 
mejorar los síntomas de ojo seco y el epitelio de la córnea y conjuntiva. Al finalizar el 
estudio el 60.7% prefirió utilizar lágrimas hipotónicas, el 10.7% isotónicas y el 28.6% 
refirió no tener preferenciasiii. NE: 3. 

Wegener y colaboradores publicaron en 2015 un estudio aleatorizado, en el que 
investigaron el efecto de agentes viscosos (Hydroxypropyl methylcellulose (HPMC), 
Carbomer, Povidone y la combinación de HPMC más Povidone) utilizados tres veces 
al día durante cuatro semanas, en la densidad corneal en pacientes con ojo seco. La 
morfología corneal fue documentada con una fotografía con método Scheimpflug y la 
densidad corneal fue analizada en cinco sitios anatómicos (epitelio, membrana de 
Bowman, estroma, membrana de Descemet y endotelio). Se incluyeron 98 ojos de 49 
pacientes con ojo seco y  65 ojos de 33 controles sanos agrupados por edad, quienes 
no recibían tratamiento. La densidad corneal se redujo en las cinco capas anatómicas 
de los pacientes con ojo seco en comparación con los controlesiv. NE: 3 

  Aragona y colaboradores publicaron en 2002 un estudio aleatorizado, doble ciego, 
que evaluó el efecto de hialuronato de sodio en pacientes con ojo seco. Se incluyeron 
86 pacientes con ojo seco definido como: Test Rosa de Bengala o Fluoresceína de 
tres, BUT <10 segundos o Test de Schirmer <5.5mm; fueron aleatorizados a recibir 
lágrimas con hialuronato de sodio o Solución Salina por tres meses con una gota 
cuatro- ocho veces al día. Objetivamente se comparó: citología de impresión, lámpara 
de hendidura y síntomas subjetivos al mes, dos y tres meses de tratamiento. Después 
de tres meses los pacientes que recibieron tratamiento con hialuronato de sodio, 
mejoraron el score de impresión citológica respecto al inicial (p= 0.024 v inicio) y al 
placebo (p = 0.036). No se encontraron diferencias estadísticamente significativas en 
el resto de las evaluacionesv. NE: 3. 

Ostuni y colaboradores publicaron en 2005 una serie de casos que tuvo como objetivo 
determinar la seguridad y eficacia Carbopol 974P en pacientes con SSp con 
keratoconjuntivitis Sicca no respondedores a tratamiento con lágrimas artificiales. 
Incluyeron 60 pacientes (57 F, 3 M). Se midió test de Schirmer, B.U.T., Rosa de 
Bengala y examen clínico oftalmológicos (fluoresceína, infiltrados corneales, presencia 
de úlceras) y un cuestionario de ojo seco (0-30) realizados en la visita basal, a las dos 

cristian.diaz
PDF Creator Trial



 

 50 

y 12 semanas. Los test objetivos de ojo seco mostraron una mejoría estadísticamente 
significativa a la semana dos, la cual fue aún más marcada en la semana 12 Schirmer: 
p=0,006, B.U.T. p=0,000, Rosa Bengala p<0,001. La adición de Carbopol 974P al 
tratamiento tradicional es una opción válida y seguravi. NE:4. 

Pregunta 2- Lubricantes artificiales vs. ciclosporina tópica. Ventajas de uso 
concomitante vs aislado.  
 
Pub Med Search ((keratoconjunctivitis sicca OR keratoconjunctivitis sicca secondary 
Primary Sjögren's syndrome OR keratoconjunctivitis sicca secondary primary sicca 
syndrome) AND (topical cyclosporine)) 
 
Artículos encontrados:  58. 
Artículos Seleccionados: 3. 
 
Cochrane Search "Sjogren Syndrome" OR "Keratoconjunctivitis Sicca" AND "Topical 
Administration" AND "ciclosporin" 
 
Artículos encontrados:  62. 
Artículos Seleccionados: 1. 
 
No se encontraron artículos en LILACs.  
 
Schrell y colaboradores publicaron en 2012 un estudio aleatorizado, con el objetivo de 
evaluar el uso de ciclosporina 0.05% tópica en pacientes con ojo seco severo, 
estudiaron 62 pacientes con queratoconjuntivitis sicca que fueron aleatorizados a 
recibir una gota en cada ojo de ciclosporina 0.05% dos veces al día (n:31) o lágrimas 
artificiales con ácido hialurónico una gota en cada ojo cinco veces al día. Como test 
objetivos se utilizaron LIPCOF (Lid-parallel Conjunctival Folds), BUT, fluoresceina y 
Rosa de Bengala además se midió la presión intraocular y el score de OSDI 
(cuestionario autorreportado). El grupo de tratamiento tuvo mejoría significativa en 
todos los parámetros, pero esta fue evidente recién después del tercer mes de 
tratamientovii. NE: 3                                                                                                        

Stonecipher K y colaboradores reportaron en el 2005, los resultados de una amplia 
serie de casos respecto al uso de Ciclosporina A 0.05% emulsión oftálmica para el 
tratamiento de queratoconjuntivitis sicca en la vida real. Participaron 4504 
oftalmólogos, optometristas y médicos generales, quienes identificaban a los 
pacientes, los invitaban a participar, entregaban la medicación y recolectaban las 
mediciones a través de cuestionarios autorreportados (basal, 30 y 60 días). Se 
incluyeron 5884 pacientes, 84% mujeres con una media de edad de 63 años. Se 
observó una significativa disminución en el 30% de la severidad de los síntomas. Más 
del 60% disminuyó significativamente el uso de lágrimas artificialesviii. NE: 4. 

Devecı H. publicaron en 2014, un estudio de cohorte en el que evaluaron la eficacia de 
Ciclosporina A 0.05% tópica en pacientes con ojo seco debido a SSp o SS secundario. 
Incluyeron 26 pacientes a quienes le indicaron Ciclosporina 0.05% tópica y 20 quienes 
recibieron solución salina. Como test objetivos utilizaron Schirmer y BUT y como 
subjetivos dolor, fotosensibilidad, sensación que quemazón o arenilla. A la semana se 
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objetivo mejoría significativa en Test de Schirmer aumentando de 4.5 ± 1.2 mm en la 
primera evaluación a 12.1 ± 8.8 mm a la semana y BUT (5.7 ± 1.0s aumentó a 7.0 ± 
1.8s en una semana p= 0.0001). Esta mejoría se mantuvo al repetir las evaluaciones 
al mes de tratamiento, demostrando eficacia en el grupo de tratamientoix. NE: 3. 

 

Pregunta 3- Lubricantes artificiales vs. suero autólogo vs 
ciclosporina tópica. Ventajas de uso en conjunto vs aislado.  

Pub Med Search ((keratoconjunctivitis sicca OR keratoconjunctivitis sicca secondary 
Primary Sjögren's syndrome OR keratoconjunctivitis sicca secondary primary sicca 
syndrome) AND (autologous serum) AND ((keratoconjunctivitis sicca OR 
keratoconjunctivitis sicca secondary Primary Sjögren's syndrome OR 
keratoconjunctivitis sicca secondary primary sicca syndrome) AND (topical 
cyclosporine)) 

Artículos encontrados:  30 
Artículos Seleccionados: 2 
 
No se encontraron artículos en las búsquedas en Cochrane ni LILACs.  
 
Noble BA y colaboradores publicaron en 2004 un estudio aleatorizado en el que 
compararon el uso de lágrimas al 50% de suero autólogo versus tratamiento 
convencional. Los pacientes debían tener test de Schirmer menor a cinco, Rosa de 
Bengala y Fluoresceína positivos y debían tener oclusión lagrimal. Se incluyeron 16 
pacientes con ojo seco (seis de ellos con SS), se analizaron los resultados en 31 ojos. 
Ocho pacientes recibieron tres meses de suero autólogo 50% y tres meses de 
tratamiento convencional y ocho pacientes viceversa. Se observó mejoría en los 
pacientes que utilizaron suero autólogo, aunque no significativa en test objetivos. 
Posteriormente se evidenció empeoramiento al pasar a tratamiento convencionalx. NE: 
3. 

Fox RI y colaboradores evaluaron 15 pacientes con ojo seco, seis recibieron solución 
salina (placebo) y nueve lágrimas oftálmicas con suero autólogo. Se evaluaron previo 
al inicio y a los tres meses. Se encontró mejora significativa en las evaluaciones 
subjetivas aunque no en las objetivas. Ningún paciente tuvo mejora completa de los 
síntomas ni de los test objetivosxi. NE: 4. 

 

Pregunta 4- Uso de AINES tópicos. AINES vs Ciclosporina Tópica.   

Pub Med Search  
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((keratoconjunctivitis sicca OR keratoconjunctivitis sicca secondary primary sicca 
syndrome OR keratoconjunctivitis sicca secondary Primary Sjögren's syndrome) AND 
(topical cyclosporine) AND (keratoconjunctivitis sicca secondary Primary Sjögren's 
syndrome OR keratoconjunctivitis sicca secondary primary sicca syndrome OR 
keratoconjunctivitis sicca) AND (topical NSAID)) 

 

Artículos encontrados:  2. 

Artículos Seleccionados: 0. 
 
Cochrane Search "Sjogren Syndrome" OR "Keratoconjunctivitis Sicca" AND "Topical 
Administration" AND "ciclosporin" OR "NSAIDs" 
 
Artículos encontrados:  110. 
Artículos Seleccionados: 0. 
 
No se encontraron artículos en LILACs.  
 
 
Pregunta 5- Corticoides tópicos.  
 
Pub Med Search ((keratoconjunctivitis sicca OR keratoconjunctivitis sicca secondary 
Primary Sjögren's syndrome OR keratoconjunctivitis sicca secondary primary sicca 
syndrome) AND (topical corticosteroids))  

Artículos encontrados:  24. 
Artículos Seleccionados: 2. 
 
Cochrane Search "Sjogren Syndrome" OR "Keratoconjunctivitis Sicca" AND "Topical 
Administration" AND "Corticosteroids" 
 
Artículos encontrados:  62. 
Artículos Seleccionados: 1. 
 
Sin datos en LILACs.  
 
Hong S y colaboradoresxii, publicaron en 2007 una serie de casos en la que evaluaron 
la recurrencia a largo plazo de los síntomas subjetivos y parámetros objetivos (BUT, 
Schirmer, Fluoresceína y Citología de Impresión) de keratoconjuntivitis sicca en 
pacientes con SS. Evaluaron 106 ojos de 53 pacientes que fueron tratados con 
solución de metilprednisolona al 1% sin conservantes, una gota en cada ojo, cuatro 
veces al día por dos semanas. Fueron revaluaron cada dos semanas y se hizo 
descenso escalonado antes de la discontinuación. Luego de iniciado el tratamiento se 
observó mejora significativa en BUT: previo 2.51 (+/-1.47+, post tratamiento 3.96 (+/-
1.94) p: <0.001; Test de Schirmer previo al tratamiento 2.7 (+/-2) y posterior 3.92 (+/-
2.2) p: <0.001 y en la percepción subjetivas de síntomas de ojo seco: previo al 
tratamiento media 77.6 (+/-15.7) y posterior 40.28 (+/_15.7) p: <0.001. Luego del 
primer ciclo de tratamiento, 11 pacientes (20.8%) recayeron, con un media de 
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sobrevida de 56.6 semanas. Después de un segundo ciclo de corticoides, solo un 
paciente recayó, con una media de sobrevida de 72.4 semanas. No se reportaron 
eventos adversos serios 12. NE: 4 

Sainz De La Maza Serra M y colaboradores publicaron en 2000 un estudio 
observacional, prospectivo, con grupo control, que incluyó 15 pacientes, 30 ojos, 
tratados con esteroides tópicos (una gota de metilprednisolona al 1% tres veces al día 
en ambos ojos durante dos semanas) tras las cuales fueron sometidos a la oclusión de 
los puntos lagrimales, y 15 pacientes, 30 ojos, sometidos directamente a la oclusión de 
los puntos lagrimales. La gravedad de la sintomatología (0-3+) y la tinción corneal con 
fluoresceína (0-9+) fueron evaluados a la semana y a los 2 meses. La sintomatología 
fue negativa en el 67% de los pacientes tratados con corticoides previos y en el 27% 
del grupo 2 (p=0,0001) a la semana, y en el 80% y en el 33% (0,0003) a los dos 
meses. La tinción corneal con fluoresceína fue negativa en el 67% (OD) y 73% (OI) de 
los pacientes tratados con corticoides previos y en el 33% (AO) sin tratamiento previo 
(p=0,0001, AO) a la semana, y en el 80% (AO) pacientes y 60% (AO) (p=0,0001, AO) 
a los dos meses. No hubieron efectos secundarios o complicaciones en ningún 
paciente. El uso de esteroides tópicos sin conservantes durante dos semanas como 
paso previo a la oclusión de los puntos lagrimales fue eficaz en controlar la 
sintomatología y la tinción corneal con fluoresceína en los pacientes con 
keratoconjuntivitis sicca grave asociada al SSxiii. NE: 4 

Marsh P publicaron en 1999 un estudio retrospectivo de serie de casos en el que 
estudiaron la eficacia y seguridad de los corticoides tópicos en keratoconjuntivitis Sicca 
en pacientes con SS. Informan los beneficios de gotas de Metilprednisolona previo a la 
oclusión lagrimal. En 43% de los pacientes se observó un alivio moderado y 57% un 
alivio completo de los síntomas.  Los eventos adversos encontrados en el uso 
prolongado fueron: aumento de presión intraocular en un paciente a los tres meses de 
tratamiento, empeoramiento de una catarata preexistente en un paciente a los seis 
meses y formación de una catarata en otro paciente, a los seis mesesxiv. NE: 4 

 

Pregunta 6- Corticoides Tópicos vs AINES Tópicos.  

Pub Med Search ((keratoconjunctivitis sicca OR keratoconjunctivitis sicca secondary 
Primary Sjögren's syndrome OR keratoconjunctivitis sicca secondary primary sicca 
syndrome) AND topical NSAID) AND (keratoconjunctivitis sicca OR keratoconjunctivitis 
sicca secondary Primary Sjögren's syndrome OR keratoconjunctivitis sicca secondary 
primary sicca syndrome) AND (topical corticosteroids)) 

Artículos encontrados:  2 
Artículos Seleccionados: 1 
Cochrane Search "Sjogren Syndrome" OR "Keratoconjunctivitis Sicca" AND "Topical 
Administration" AND "Corticosteroids" OR "NSAIDs" 
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Artículos encontrados:  65 
Artículos Seleccionados: 1 
 
Avunduk y colaboradores publicaron en 2003 un estudio en el cual 32 pacientes con 
keratoconjuntivitis Sicca con o sin SS, fueron aleatorizados en tres grupos: 1- 
Lagrimas Artificiales 2- Lagrimas Artificiales más Lagrimas con AINE´s y 3- Lagrimas 
Artificiales más Gotas con Corticoides. Se evaluaron síntomas subjetivos y objetivos 
con: Test de Schirmer Rosa de Bengala y Fluoresceina antes del tratamiento al día 15 
y 30. También se utilizó citología de impresión. No hubo diferencias significativas en 
los grupos que adicionaron AINE´s y Corticoidesxv. NE: 4. 

Aragona y colaboradores publicaron en 2013xvi, un estudio doble ciego, placebo 
controlado, aleatorizado, que incluyó 40 pacientes, que tuvo como objetivo evaluar la 
utilidad de clobetasona 0.1% en gotas para el tratamiento del ojo seco con pacientes 
con SS. El tratamiento fue por 30 días. Si bien se evaluo un cuestionario acerca de los 
sintomas, BUT, tincion  conjuntival, citologia de impresion conjuntival para expresion 
de HLA-DR, solo se encontró una mejoría significativa respecto al basal respecto a los 
sintomas y de expresión de HLA- DR a los 30 dias de tratamiento. NE: 3 

 

Pregunta 7- AINES Tópicos. 

Pub Med Search ((keratoconjunctivitis sicca OR keratoconjunctivitis sicca secondary 
Primary Sjögren's syndrome OR keratoconjunctivitis sicca secondary primary sicca 
syndrome) AND (topical NSAID)).  

Artículos encontrados: 9 

Artículos seleccionados: 3  

Cochrane Search "Sjogren Syndrome" OR "Keratoconjunctivitis Sicca" AND "Topical 
Administration" AND "NSAIDs" 

Artículos encontrados: 60 

Artículos seleccionados: 0  

Aragona, y colaboradores publicaron en 2005 un estudio observacional, prospectivo, 
que tuvo como objetivo evaluar el efecto de dos AINES en la sensibilidad y superficie 
corneal (BUT, Fluoresceína y disconfort). un grupo de 10 mujeres (35-63 años) fueron 
tratadas con indometacina 0.1%, una gota en cada ojo, tres veces al día y otro grupo 
(nueve mujeres y un hombre de 38-65 años) fueron tratados con diclofecnac 0.1% con 
el mismo régimen. No se permitieron AINES sistémicos. Las evaluaciones se 
realizaron día cero, 15 y 30 de tratamiento y a los siete días de la discontinuación. 
Ambos grupos tuvieron reducción significativa de la sensibilidad corneal (P<0.05) al 
día 30 y el grupo que recibió diclofenac tuvo menor sensibilidad que indometacina 
(P<0.05). El Test de Fluoresceína empeoró significativamente en ambos grupos luego 
de la discontinuación. Desde el día 15 hubo mejoría significativa respecto al basal en 
ambos grupos respecto al discomfort (P<0.05)xvii. NE: 4  
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 Avisar, R y colaboradores publicaron en 2000xviii, un estudio aleatorizado en el que 
compararon  la eficacia y seguridad a corto plazo de diclofecnac sódico 0.1% y 
solución cloruro de sodio 5% (hipertónica) en el tratamiento de la queratitis filamentaria 
en pacientes con ojo seco secundario a SS. Incluyeron 32 pacientes, 16 en cada 
grupo, el régimen de tratamiento fue una gota cuatro veces al día por 28 días.  Al mes 
de evaluación los filamentos habían desaparecido en ambos grupos. No se reportaron 
eventos adversos. NE: 4. 

 Guidera y colaboradores publicaron en 2001xix una serie de casos retrospectiva en el 
que informaron la complicaciones en 18 ojos de 16 pacientes tratados con AINES 
tópicos (ketorolac y dos formulaciones de diclofenac). Reportan que tres pacientes 
tuvieron úlceras, seis queratitis y cinco  perforación. Once pacientes tenían como 
antecedente cirugía de cataratas reciente, nueve de ellos además recibieron 
corticoides y antibióticos. Los potenciales riesgos que predisponen a la queratitis 
inducida por AINES parecen ser el uso concomitante de corticoides, cirugía reciente y 
la queratitis previa al inicio del tratamiento. NE: 4. 

 

 Pregunta 8- Ciclosporina tópica. Ciclosporina tópica vs Corticoesteroides 
tópicos. Ventajas uso concomitante vs aislado.  

Pub Med Search ((keratoconjunctivitis sicca OR keratoconjunctivitis sicca secondary 
Primary Sjögren's syndrome OR keratoconjunctivitis sicca secondary primary sicca 
syndrome) AND topical cyclosporine) AND (keratoconjunctivitis sicca OR 
keratoconjunctivitis sicca secondary Primary Sjögren's syndrome OR 
keratoconjunctivitis sicca secondary primary sicca syndrome) AND (topical 
corticosteroids))  
 
Artículos enocontrados: 8. 
Artículos seleccionados: 3.   
 
Cochrane Search "Sjogren Syndrome" OR "Keratoconjunctivitis Sicca" AND "Topical 
Administration" AND "ciclosporin" OR "Topical Administration" AND "corticoisteroids" 

 
Artículos enocontrados: 10. 
Artículos seleccionados: 0. 
 

Sall K. y colaboradores en el año 2000 publicaron un estudio randomizado  
multicéntrico para evaluar la eficacia y seguridad de emulsión oftálmica en ojo seco 
moderado/severo. El objetivo fue comparar eficacia y seguridad de ciclosporina A en 
dos dosis 0.05% y 0.1% en pacientes con ojo seco moderado/severo. Incluyeron un 
total de 877 pacientes en dos estudio multicéntricos, randomizados, doble ciego, 
comparado con placebo, de seis meses de duración. El 31% de los pacientes tenían 
SSp. En ambos grupos de tratamiento se observó una mejora significativa en el test de 
Schirmer comparado con placebo. En el resto de los test objetivos solo se vio mejoría 
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significativa en el grupo de Ciclosporina 0.05%, quienes además mostraron mejora en 
parámetros subjetivos como el discomfort y uso de lágrimas artificiales. Sólo el 0.8% 
(7/877) discontinuaron por falta de eficacia. No se reportaron eventos adversos serios, 
las dos infecciones oculares correspondían a pacientes en el grupo placeboxx. NE: 2. 

 

En la revisión bibliográfica se encontraron además estudios observaciones como el de 
Dastjerdi M y colaboradoresxxi y Barber LD y colaboradoresxxii en los cuales continúan 
afirmando que la ciclosporina A tópica es un tratamiento eficaz y seguro para el ojo 
seco.  

El resto de los artículos ya fueron citados. 

 

Pregunta 9- Cevemeline. 

Pub Med Search ((keratoconjunctivitis sicca OR keratoconjunctivitis sicca secondary 
Primary Sjögren's syndrome OR keratoconjunctivitis sicca secondary primary sicca 
syndrome) AND (cevimeline))  

Artículos encontrados: 8 

Artículos seleccionados: 1 

No se encontraron artículos en las búsquedas en Cochrane ni LILACs.  

Petrone y colaboradores publicaron en 2002 un estudio aleatorizado, doble ciego, 
placebo controlado, de 12 semanas de duración, que tuvo como objetivo evaluar 
eficacia y seguridad de dos dosis de cevimeline (15 y 30mg tres veces al día vía oral) 
para el tratamiento de xerostomía y keratoconjuntivitis sicca en pacientes con SS. Se 
incluyeron 197 pacientes, los que recibieron la dosis de 30 mg tres veces al día 
tuvieron mejorías estadísticamente significativas en las mediciones subjetivas de ojo 
seco (p= 0.0453), boca seca (p=0.0004) y en mediciones objetivas, incremento del 
flujo salival (p=0.007), flujo lacrimal medido por Test de Schirmer. Los eventos 
adversos más frecuentemente reportados fueron: cefalea, dolor abdominal, 
transpiración y náuseasxxiii. NE: 2 

 

Pregunta 10- N acetil cisteína tópica vs bromehexina sistémica en filamentos 
corneales. Ventajas uso concomitante vs aislado. 

Search ((keratoconjunctivitis sicca OR keratoconjunctivitis sicca secondary Primary 
Sjögren's syndrome OR keratoconjunctivitis sicca secondary primary sicca syndrome) 
AND (N acetyl Cysteine topical OR corneal filaments Bromehexin)) 
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 No hay datos 

Pregunta 11- Pilocarpina.  

Pub Med Search ((keratoconjunctivitis sicca OR keratoconjunctivitis sicca secondary 
Primary Sjögren's syndrome OR keratoconjunctivitis sicca secondary primary sicca 
syndrome) AND (lacrimal secretory stimulus) AND (systemic secretagogues OR 
systemic pilocarpine))  

Artículos encontrados: 371 

Artículos seleccionados: 2  

Cochrane Search "Sjogren Syndrome" OR "Keratoconjunctivitis Sicca" AND 
"Pilocarpine" 

Artículos encontrados: 64 

Artículos seleccionados: 0 

Aragona P y colaboradores publicaron en 2006 evaluaron el efecto de la pilocarpina 
oral sobre el epitelio conjuntival en pacientes con SSp. Incluyeron 15 pacientes en este 
estudio prospectivo, comparativo. Fueron evaluados previo al inicio, al mes, dos 
meses y 15 días de terminado el tratamiento. Se midieron síntomas subjetivos y 
objetivos oculares (BUT, Schirmer, Fluoresceína, Impronta conjuntival y test de 
secreción lagrimal basal). En sus resultados informaron que hubo un aumento en el 
número de la impronta celular, mejora en los síntomas subjetivos de ojo seco y el BUT 
a los dos meses de tratamientoxxiv. NE: 4 

Papas y colaboradores realizaron un estudio multicéntrico, randomizado, doble ciego, 
placebo controlado para evaluar la seguridad y eficacia de pilocarpina en ojo y boca 
seca de pacientes con SSp. Incluyeron 256 pacientes que se aleatorizaron a recibir 
pilocarpina (dosis titulable 20-30mg/día) vs placebo. Se objetivo desde el día uno, un 
aumento en la secreción de saliva, mejoría en la evaluación global en el grupo 
tratamiento (p: <0.0001) que se mantuvo durante las 12 semanas de tratamiento. 
Respecto a la sequedad ocular, en el grupo de tratamiento se observó mejoría en tres 
de los ocho síntomas evaluados a partir de la semana seis y a la semana 12 se 
objetivo una mejoría significativa tanto en la evaluación global (p: <0.0001) como en 
seis de los ocho síntomas evaluados (p: 0.04). Los eventos adversos más 
frecuentemente observados son los comúnmente descriptosxxv. NE: 3. 

El resto de los artículos no tienen como desenlace los test oculares.  

Pregunta 12-  Obstrucción canalicular con punctum plugs vs implantes 
intracanaliculares. 14 Oclusión canalicular vs gotas oftálmicas.  
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Pub Med Search ((keratoconjunctivitis sicca OR keratoconjunctivitis sicca secondary 
Primary Sjögren's syndrome OR keratoconjunctivitis sicca secondary primary sicca 
syndrome) AND (intracanalicular implants OR obstruction with punctum plugs OR 
Canalicular obstruction with punctum plugs)) 

Artículos encontrados: 19. 

Pub Med Search ((keratoconjunctivitis sicca OR keratoconjunctivitis sicca secondary 
Primary Sjögren's syndrome OR keratoconjunctivitis sicca secondary primary sicca 
syndrome) AND (intracanalicular implants OR obstruction with punctum plugs OR 
Canalicular obstruction with punctum plugs OR artificial lubricants))  
 
Artículos encontrados: 170. 

Artículos seleccionados: 7. 

En las búsquedas realizadas en Cochrane y LILACs no se seleccionaron artículos.  

Holzchuh R y colaboradores publicaron en 2011 una serie de casos en la cual 
evaluaron la influencia de la oclusión lagrimal parcial en la superficie del ojo seco en 
SSp. En este estudio evaluaron 37 ojos de 19 pacientes con keratoconjuntivitis sicca 
(16 mujeres, con una media de 49.1 años DS 14.2). Con anestesia local realizaron la 
cauterización térmica de los conductos lagrimales, obteniendo una oclusión parcial de 
menos de 0.5mm. Midieron Schirmer, BUT, diámetro lagrimal, Fluoresceína y Rosa de 
Bengala, previo, a las 24 semanas y a los 24 meses del procedimiento. La media de 
diámetro lagrimal previo al procedimiento fue de 0.65 ± 0.134 mm. Todos fueron 
satisfactoriamente reducidos a menos de 0.05mm. El Test de Schirmer tuvo una 
mejora estadísticamente significativa a las 24 semanas y se mantuvo estable a los 24 
meses. BUT, Rosa de Bengala y Fluoresceína mejoraron después de las 24 semanas 
y esta fue mayor a los 24 mesesxxvi. NE: 4 

Mansour Ky colaboradoresxxvii publicaron en 2007 un estudio observacional en el que 
evaluaron la eficacia a corto plazo de la oclusión lagrimal con tapón en pacientes con 
ojo seco por SSp. Incluyeron 20 pacientes con keratoconjuntivistis sicca severa 
causada por SSp y les realizaron la oclusión de los conductos lagrimales (superior e 
inferior) con tapón de un ojo, utilizando el otro ojo como control. Los pacientes 
continuaron utilizando su medicación habitual para ojo seco. Realizaron evaluaciones 
objetivas (como Test de Schirmer, Rosa de Bengala test) y subjetivos (discomfort) al 
inicio y a las seis semanas. Abandonaron el estudio siete pacientes, se analizaron 13. 
Se encontraron diferencias significativas a favor de la oclusión en el Test de Schirmer 
y Rosa de Bengala aunque no mejoró el componente mucoso de las lágrimas. Hubo 
mejoría en los síntomas subjetivos de discomfort27. NE: 4. 
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Egrilmez Sy colaboradoresxxviii publicaron en 2003 una serie de casos en la 
que estudiaron la eficacia de del tapón SmartPlug™ en ojo seco de pacientes con 
SSp, en quienes persistían los síntomas a pesar del uso de lágrimas artificiales. 
Incluyeron 22 pacientes con diagnóstico de SSp con Test de Schirmer <5 mm sin 
anestesia. . Se realizaron mediciones objetivas (Schirmer, Verde de Lisamina y BUT) 
en la evaluación basal, al mes 1, 6 y 12 de la colocación del tapón SmartPlug™ en el 
canalículo lagrimal inferior de ambos ojos. Se encontraron diferencias significativas 
desde el mes de tratamiento en los test objetivos28. NE: 4 

Dursun y colabaoradoresxxix, publicaron en 2003 una serie de casos con el objetivo de 
evaluar los cambios en la superficie ocular en pacientes con keratoconjuntivitis sicca 
luego de la oclusión lagrimal con tapones de silicona. Incluyeron 32 ojos de 18 
pacientes quienes persistían con ojo seco a pesar del tratamiento médico y que 
presentaban resultados de test de Schirmer menor a 5mm. Realizaron evaluaciones 
previo al implante, a las seis semanas y al año. Objetivamente midieron citología de 
impresión de cuadrante temporal e inferior (graduadas por el método de Nelson), 
Schirmer, BUT, Fluoresceína, Rosa de Bengala y cuestionarios para mediciones 
subjetivas. Los síntomas subjetivos mejoraron a las seis semanas. Se encontró mejora 
significativa ya a las seis semanas post tratamiento. Se observó además un 
incremento global en la densidad celular estadísticamente significativa a las seis 
semanas y al año post tratamiento. La oclusión lagrimal mejora la estabilidad del film 
lagrimal29. NE: 4. 

Sakamoto A y colaboradoresxxx publicaron en 2004 un estudio observacional, 
comparativo, en el que evaluaron la eficacia y tiempo de retención de dos tipos de 
implantes de siliconas para oclusión lagrimal en pacientes con ojo seco con y sin SSp. 
Estudiaron 36 pacientes (17 SSp y 19 sin SSp) con keratoconjuntivitis sicca a quienes 
le colocaron dos tipos de tapones de silicona (Eagle Plugs o FCI Punctal Plugs). El 
29% de los pacientes perdieron el tapón siendo más frecuente en Eagle Plus. Ambos 
tipos mejoraron el Test de Fluoresceína y Rosa de Bengala, aunque con una clara 
diferencia en la tasa de retención en el grupo de Punctal Plugs30. NE: 4 

 En el resto de los artículos se comentan las complicaciones de estos tratamientos. El  
SmartPlug Study Group publicó en 2006 una revisión de las complicaciones y su 
manejoxxxi.  

  En un estudio publicado en 2010, Chen y colaboradoresxxxii, publicaron un estudio 
observacional, comparativo en el que evaluaron la oclusión lagrimal superior versus 
inferior en pacientes con ojo seco. Incluyeron 20 pacientes con ojo seco a quienes le 
ocluían el lagrimal superior de un ojo e inferior del otro con un tapón colágeno. Como 
comparador utilizaron 20 pacientes sin ojo seco a quienes le realizaron el mismo 
procedimiento. Realizaron mediciones objetivas y subjetivas. En los pacientes con ojo 
seco se observó una mejora significativa en ambos ojos, no encontrándose diferencias 
entre la oclusión superior o inferior32. NE: 4. 
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Qin W, Liu Z publicaron en 2013xxxiii un estudio observacional, comparativo, en el que 
evaluaron el efecto de la oclusión lagrimal versus el uso de lágrimas artificiales en 42 
pacientes con SSp. Ambos tratamientos mejoraron el ojo seco33. NE: 4. 

 

Pregunta 13- ¿El tratamiento con hidroxicloroquina mejora la keratoconjuntivitis 
sicca en pacientes con SSp?  

((keratoconjunctivitis sicca secondary Primary Sjögren's syndrome) AND 
(hydroxycloroquine) AND (treatment)) 

Articulos encontrados: 0 

((Primary Sjögren's syndrome) AND (hydroxycloroquine) AND (treatment)) 

Articulos encontrados: 45 

Articulos seleccionados: 2 

En las búsquedas realizadas en Cochrane y LILACs no se seleccionaron artículos.  

Gottenberg y colaboradoresxxxiv publicaron en 2014 un ensayo clínico multicéntrico, 
aleatorizado, placebo, controlado, que incluyó 120 pacientes, en el que evaluaron la 
eficacia de la hidroxicloroquina en el tratamiento de la sequedad, fatiga y dolor de los 
pacientes con SSp. Respecto a la sequedad,  entre la semana cero y 24 el promedio 
de la escala análoga  visual de sequedad (EVA) se modificó de 6.38 (2.14) a 5.85 
(2.57) en el grupo placebo y 6.53 (1.97) a 6.22 (1.87) en el grupo de hidroxichoroquina. 
Las escalas de sequedad no se modificaron entre la semana 24 y 48 en los pacientes 
que se les prescribió hidroxicloroquina (fase abierta del estudio) y que previamente 
habían  recibido placebo (N+ 64)34. NE: 2 

Yavuz y colaboradoresxxxv publicaron en 2011 una serie de casos que incluyó 32 
pacientes, y que tuvo como objetivo evaluar la acción del tratamiento por 48 semanas 
con hidroxicloroquina en parámetros de medición subjetivos y objetivos de sequedad 
ocular. Se evaluaron los mismos parámetros luego de tres meses de suspensión del 
fármaco. A las 48 semanas de tratamiento no se observó mejoría del test de Schirmer. 
Hubo empeoramiento algunos de los parámetros de medición a los tres meses de 
suspensión del tratamiento35. NE: 4 

Pregunta 14- ¿El tratamiento con agentes biológicos mejora la 
keratoconjuntivitos sicca en pacientes con SSp? 

((keratoconjunctivitis sicca secondary Primary Sjögren's syndrome OR 
keratoconjunctivitis sicca secondary primary sicca syndrome) AND ((biologic agents)) 

Articulos encontrados: 11 
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Seleccionados: 0 

((Primary Sjögren's syndrome) AND (biological agents) AND (treatment)) 

Articulos encontrados: 298. 

Articulos seleccionados:  

En las búsquedas realizadas en Cochrane y LILACs no se seleccionaron artículos.  

Mariette y colaboradoresxxxvi publicaron en 2015 una serie de 30 casos con SSp a 
quienes se les administró tratamiento con belimumab. Respecto a la sequedad, a la 
semana 28 de tratamiento el promedio de EVA disminuyo de 7.8 (1.8) a 6.2 (2.9) 
(p=0.0021). El flujo salival y el test de Schirmer no se modificaron con el tratamiento36. 
NE: 4 

 Meiners y colaboradoresxxxvii publicaron en 2014 una serie de 15 pacientes con SSp 
quienes recibieron tratamiento con abatacept durante 24 semanas. Se observó mejoría 
significativa del ESSPRI, no así del test de Schirmer, ni del BUT37. NE: 4 

 Devauchelle-Pensec y colaboradoresxxxviii publicaron en 2014 un estudio aleatorizado, 
placebo controlado, paciente e investigador ciego, farmacéutico no ciego, para evaluar 
la eficacia y seguridad de rituximab. Se incluyeron 120 pacientes con puntuaciones de 
50 mm o superior en al menos dos de cuatro EVAs (actividad global, dolor, fatiga y 
sequedad), no encontrándose mejorías a las 24 semanas del tratamiento, en el EVA 
de sequedad, ni en el resto de las escalas mencionadas38. NE: 2 

Meijer y colaboradoresxxxix publicaron en 2010 un estudio doble ciego en el que 30 
pacientes fueron aleatorizadas a recibir rituximab o placebo, respecto a la sequedad, 
se observó una mejoría estadísticamente significativa en comparación con el placebo. 
A su vez, en el grupo tratado con rituximab, se encontró en comparación con la 
medición basal, mejoría en la tinción ocular con verde de lisamina39. NE: 3 
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XEROSTOMÍA - TRATAMIENTO 

Beatriz Busamia, Carla Gobbi, Eduardo Albiero 

Hospital Córdoba 

 

Pregunta 1- Los Sustitutos de la saliva, Anetholetrithione, bromhexina, 
cevimeline, pilocarpina, xilitol, ¿mejoran la xerostomía en Síndrome de Sjögren 
primario (SSp)?  

Términos: Sjogren's syndrome, xerostomia, treatment, drugs, Hyposalivation, salivary 
substitutes, sicca syndrome 

RESULTADOS 

 Pilocarpina 

Resultados 

PudMed: 28 

Cocharane:4 

Lilac: 3 

Seleccionado 2 (PudMed) 

Vivino y colaboradores publicaron en 1999 un ensayo clínico aleatorizado, 
multicéntrico, placebo controlado, doble ciego, que tuvo como objetivo evaluar la 
seguridad y eficacia de la pilocarpina en comprimidos como tratamiento sintomático 
para la boca seca y ojo seco causados por el SS. Se incluyeron 373 pacientes con 
SSp o SS secundario, que fueron aleatorizados a recibir 2,5 mg de pilocarpina, 5 mg 
de pilocarpina, o comprimidos de placebo 4 veces al día durante 12 semanas. Los 
síntomas se evaluaron en escalas visual análoga (EVA) y cuestionarios. Se midió la 
tasa de flujo salival. Como resultado, una proporción significativamente mayor de 
pacientes en el grupo de pilocarpina 5 mg mostró una mejoría en comparación con el 
grupo placebo (P <0,01) en las evaluaciones globales de xerostomía, xeroftalmia y 
otros síntomas de sequedad (P <0.05). El flujo salival aumentó significativamente de 2 
a 3 veces (P <0,001) después de la administración de la primera dosis y se mantuvo 
durante todo el estudio de 12 semanas. El efecto adverso más común fue la 
sudoración, y no se reportaron eventos adversos graves relacionados con las drogas 
(1). NE: 2 

 

• Cevimeline  
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Resultados 

PudMed: 4 

Cocharane:o  

Lilac: 0 

Seleccionado 4 
 

 
Noaiseh y colaboradores publicaron en 2014 un estudio de cohorte retrospectiva que 
tuvo como objetivo comparar el perfil de tolerabilidad y efectos secundarios de la 
pilocarpina y cevimeline en pacientes con SSp. Se definió falla al tratamiento a la 
decisión de suspensión de la medicación por el médico o el paciente, ya sea por falta 
de mejoría clínica como por efectos adversos. Se incluyeron 118 pacientes con SSp 
que cumplían los criterios Americano europeos 2002, 59 recibieron como terapia inicial 
pilocarpina y 59 cevimeline. Cevimeline se asoció con menores tasas de fracaso en 
comparación con pilocarpina como primera droga utilizada (27% versus 47%, p: 0.02), 
al igual que al considerar la utilización de la droga ya sea como primera indicación o al 
ser indicada posterior a la falla de la otra (32% versus 61%,p <0.001). La sudoración 
severa fue la causa más frecuente de suspensión de ambos tratamientos y ocurrió 
más frecuentemente en el grupo de pilocarpina (25%versus11%, p: 0.02). Fue menos 
frecuente la discontinuación de un segundo secretagogos, cuando hubo falla al 
primero (52% versus 27%, p: 0.004) (2). NE: 3 

 
Leung y colaboradores publicaron en 2008 un estudio doble ciego, controlado con 
placebo, en el cual los pacientes fueron aleatorizados, a recibir cevimeline 30 mg o 
placebo, tres veces al día durante diez semanas, seguido de un período de lavado de 
cuatro semanas antes del cruce de rama de tratamiento. Los participantes 
completaron los siguientes cuestionarios: Inventario La xerostomía (XI), el Índice 
General de Evaluación de Salud Oral (GOHAI), Índice de Enfermedades de la 
superficie ocular (IESO) y el Cuestionario de calidad de vida (SF-36). Las evaluaciones 
clínicas incluyeron sialometría, el examen de la cavidad oral para evaluar la 
xerostomía y complicaciones dentales de la xerostomía. Se incluyeron cincuenta 
pacientes (22 SSp y 28 SS secundario) de los cuales 44 completaron el estudio. Hubo 
una mejora significativa en XI y GOHAI así como los signos xerostómicos de la 
cavidad oral después del tratamiento con cevimeline. Sin embargo, no hubo una 
mejora en las tasas de flujo salival y síntomas de ojo seco. La calidad de vida 
evaluada por SF-36, no mejoró después del tratamiento con cevimeline.(3). NE: 3 
 
Fife y colaboradores publicaron en el 2002 un estudio multicéntrico, doble ciego, 
placebo controlado y aleatorizado. El objetivo fue evaluar la eficacia y seguridad de 
cevilemine en el tratamiento de la xerostomía en pacientes con SSp y SS secundario. 
Se incluyeron 75 pacientes y completaron el estudio 61 de ellos. Los pacientes fueron 
aleatorizados a recibir 30 mg de cevimeline tres veces al día, 60 mg tres veces al día, 
o placebo por seis semanas. Se evaluó EVA del paciente para evaluar la xerostomía y 
medición de flujo salival.  Los pacientes en ambas ramas de tratamiento con 
cevilemine, presentaron mejoría significativa de la sequedad oral, tanto en la 
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evaluación por EVA como de flujo salival y disminución en el uso de saliva artificial. 
Los eventos adversos más frecuentes fueron los gastrointestinales, especialmente 
nauseas, y fueron más frecuentes en la rama de 60 mg tres veces al día. Se plantea a 
la dosis de 30 mg tres veces al día como la mejor opción terapéutica.(4). NE: 3 
 
Petrone y colaboradores publicaron en 2002 un estudio doble ciego, aleatorizado, 
placebo controlado de 12 semanas de duración, que incluyo 197 pacientes con SSp o 
SS secundario, para evaluar la eficacia y seguridad de cevilemine para el tratamiento 
de la xerostomía y la keratoconjuntivitis sicca. Los pacientes fueron aleatorizados a 
recibir 15 mg de cevilemine tres veces al día, 30 mg tres veces al día o placebo. Se 
evaluó EVA global de sequedad por el paciente, así como EVA especifico de 
xerostomía y xeroftalmia, así como medición de flujo de secreción salival y lagrimal. 
Los pacientes en la rama de tratamiento con dosis de 30 mg tres veces al día 
presentaron mejoría significativa en los tres EVAs, en el flujo salival y lagrimal (5). NE: 2 

 
 
 

• Bromhexina 
 

Resultados 

Pudmed 4 

Lilac 0 

Cochrane :0 

Seleccionado 1- 

 Fossaluzza y colaboradores publicaron en 1984 una serie de 11 pacientes con SS 
tratados con bromhexina, en el cual se observó mejoría en la secreción lagrimal en 
siete casos y en la secreción de saliva en cuatro.(6). NE: 4 

 Anetholetrithione   

Resultados  

Pud med: 1 

Cochrane:0  

Lilac: 0  

 NE: 4  

Malmstron y colaboradores publicaron en 1988 una serie de casos que incluyó 25 
pacientes con sospecha de SS. 11 de dichos pacientes (diez de ellos con SS 
confirmado) recibieron tratamiento con Sulfarlem (trithioparamethoxyphenylpropene), 
además de cuatro pacientes con xerostomía de etiología no aclarada y dos pacientes 
con xerostomía. Un solo paciente con SS refirió mejoría de los síntomas (7). NE: 4 
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• Xilitol 

 
    Resultados 

PudMed: 3 

Cocharane:1 

Lilac: 3 

Seleccionado 1(PudMed) 

 

Alpoz y colaboradores publicaron en 2008 un estudio simple ciego, que tuvo como 
objetivo estudiar la respuesta al tratamiento con xialine versus placebo. Se incluyeron 
veintinueve pacientes con SS. Durante los 14 dias de tratamiento, no se encontraron 
diferencias significativas entre el placebo y el tratamiento con xialine respecto a la 
sensación de ardor en lengua, disminución de gusto e ingesta nocturna de líquido. Sin 
embargo, los pacientes prefirieron el tratamiento con xialine versus placebo (p: 0.011) 
(8). NE: 3   

 

Pregunta 2- Los hidratantes bucales, ¿mejoran la xerostomía y sus 
consecuencias como caries enfermedad periodontal y perdida de elementos 
dentarios, en pacientes con Síndrome de Sjögren? 

Se realizó busqueda bibliografica en 
1. PubMed 
2. Cochrane 
3.lilacs 
Términos: Sjogren's syndrome, xerostomia, treatment, hydrating mouth 
  
Resultados 
Pud med: 5 
Cochrane 2 
Lilac: 0 
Seleccinado 1  
 

  

Furness y colaboradores publicaron en 2011 una revisión sistemática que incluyo 36 
estudios, aleatorizados y controlados, incluyendo 1597 pacientes con xerostomía, que 
evaluaron diferentes terapias tópicas para el tratamiento de la xerostomía. De ellos, 
nueve de los estudios compararon sustitutos salivales con placebo, cinco estudios 
compararon directamente a los sustitutos salivales con estimulantes de la producción 
de saliva. Solo un estudio presentaba bajo riesgo de sesgo y 17 tenian un alto riesgo. 
Dada la heterogeneidad de los estudios, fue posible realizar meta análisis solo con 
pocas intervenciones. El sustituto salival de glicerol oxigenado en spray mostro ser 
efectivo en comparación con un spray de electrolitos (diferencia de medias 
standarizada: 0.77. IC 95%: 0.38- 1.15). La goma de mascar se asoció con un 
aumento en la producción de saliva, pero no se encontró evidencia que muestre mayor 
o menor efectividad que los sustitutos salivales.(9) NE: 2 
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Pregunta 3- Las dietas hidratantes, ¿están indicadas para aliviar la xerostomía 
en pacientes con Síndrome de Sjögren? 
 
Resultados 

Se realizó búsqueda bibliográfica en 
1. PubMed 
2. Cochrane 
3.lilacs 
 
Términos: Sjögren's syndrome, xerostomia, treatment, Hyposalivation, hydrating diet. 
Pud med: 2 
Cochrane 0 
Lilac: 0 
Seleccionado 1 

De Rossi y colaboradores publicaron en 2014 un estudio aleatorizado, placebo 
controlado, doble ciego, que tuvo como objetivo evaluar una formulación natural que 
contiene catequinas del té (Camellia sinensis) en 60 pacientes con xerostomía, 
incluyendo pacientes con SS.El placebo contenía todos los ingredientes de la  
formulación natural  y 500 mg xilitol, pero sin los extractos principales de la planta. 
Luego de ocho semanas de tratamiento, el placebo no mejoro la producción de saliva, 
mientras que la formulación con catequinas mostro un aumento estadísticamente 
significativo en el flujo salival no estimulado (3, 8 veces) y estimulados (2,1 veces) La 
puntuación de calidad de vida mostró una mejora significativa en ambos grupos, pero 
no hubo diferencia significativa entre ellos.(10). NE: 3 

Pregunta 4- Los fármacos inmunomoduladores o inmunosupresores, ¿recuperan 
la xerostomía en el SSp? Corticoides, hidroxicloroquina, talidomida, 
ciclosporina, metotrexato, azatioprina, micofenolato, leflunomida.  
 
Se realizó una búsqueda bibliográfica en 
 
Resultados 
1. PubMed 

2. Cochrane 

3. Lilacs 

Términos: Sjogren's syndrome, xerostomia, treatment, drugs, immunosuppressants, 
sicca syndrome.  

Pud med: 1 

Cochrane 0 

Lilac: 0 

Gottenberg y colaboradores publicaron en 2014 un ensayo clínico multicentrico, 
aleatorizado, placebo, controlado, que incluyo 120 pacientes, en el que evaluaron la 
eficacia de la hidroxicloroquina en el tratamiento de la sequedad, fatiga y dolor de los 
pacientes con SSp. Respecto a la sequedad, entre la semana 0 y 24 el promedio de la 
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escala analogo visual de sequedad (EVA) se modificó de 6.38 (2.14) a 5.85 (2.57) en 
el grupo placebo y 6.53 (1.97) a 6.22 (1.87) en el grupo de hidroxichoroquina. Las 
escalas de sequedad no se modificaron entre la semana 24 y 48 en los pacientes que 
se les prescribió hidroxicloroquina (fase abierta del estudio) y que previamente habían 
recibido placebo (N+ 64) (11). NE: 2 

 

Pregunta 5- Los fármacos biológicos, ¿recuperan la xerostomía en el SSp?   anti 
TNF, rituximab, anti BLISS, anti CD 20, abatacept. 

Se realizó una búsqueda bibliográfica en 
1. PubMed  

2. Cochrane 

3.Lilacs 

Términos: Sjogren's syndrome, xerostomia, treatment, drugs, biological. 

RESULTADOS 

Pud med: 4 

Cochrane 0 

Lilac: 0 

 

Devauchelle-Pensec y colaboradores publicaron en 2014 un estudio aleatorizado, 
placebo controlado, paciente e investigador ciegos (farmacéutico no ciego), para 
evaluar la eficacia y seguridad de rituximab. Se incluyeron 120 pacientes con 
puntuaciones de 50 mm o superior en al menos dos de cuatro EVAs (actividad global, 
dolor, fatiga y sequedad), no encontrándose mejorías a las 24 semanas del 
tratamiento, en el EVA de sequedad, ni en el resto de las escalas mencionadas.(12). 
NE: 2 

Meijer y colaboradores publicaron en 2010 un estudio doble ciego en el que 30 
pacientes fueron aleatorizadas a recibir rituximab o placebo, respecto a la sequedad, 
se observó una mejoría estadísticamente significativa en comparación con el placebo. 
A su vez, en el grupo tratado con rituximab, se encontró en comparación con la 
medición basal, mejoría en la tinción ocular con verde de lisamina.(13). NE: 3 

 Adler y colaboradores publicaron en 2013 una serie de casos que tuvo como objetivo 
evaluar prospectivamente los cambios histopatológicos, serológicos y clínicos en 
respuesta al tratamiento con abatacept en pacientes con SSp. La sangre, la saliva y 
muestras de biopsia de las glándulas salivares menores se obtuvieron antes y 
después de ocho dosis de abatacept en 11 pacientes con SSp. Se evaluaron el 
número de focos linfocítica y células B y subtipos T (CD20, CD3, CD4 y CD8) en la 
histología. Estos datos se compararon con los resultados en sangre periférica y con 
los cambios en la secreción de saliva. El número de focos linfocíticos disminuyeron 
significativamente con el tratamiento (P: 0,041). Las células T disminuyeron de manera 
significativa en el porcentaje de infiltrado linfocitario totales (p 0,037). En la sangre 
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periférica, las células B aumentaron (P 0,038). También se observó un aumento de los 
linfocitos totales (p 0,044) y las células CD4 (P 0,009) al ajustar por el tiempo de 
evolución de la enfermedad. Las gammaglobulinas disminuyeron significativamente (P 
0,005), pero la reducción de IgG no alcanzó significación. Ajustado a la duración de la 
enfermedad, la producción de saliva aumento significativamente con el tratamiento (P 
0,029) (14). NE: 4 
 
Meiners y colaboradores publicaron en 2014 una serie de 15 pacientes con SSp a 
quienes recibieron tratamiento con abatacept durante 24 semanas. Se observó mejoría 
significativa del ESSPRI, no así del test de Schirmer, ni del BUT (15).NE: 4 
 

Mariette y colaboradores publicaron en 2015 una serie de 30 casos con SSp a quienes 
se les administro tratamiento con belimumab. Respecto a la sequedad, a la semana 28 
de tratamiento, el promedio de EVA disminuyo de 7.8 (1.8) a 6.2 (2.9) (p=0.0021). El 
flujo salival y el test de Schirmer no se modificaron con el tratamiento (16). NE: 4 
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DIAGNÓSTICO Y TRATAMIENTO DE LAS MANIFESTACIONES MÚSCULO-
ESQUELÉTICAS DEL SÍNDROME DE SJÖGREN PRIMARIO 

 

 

Juan Pablo Pirola, Soledad Retamoso, Francisco Caeiro. Servicio de Reumatología, 
Hospital Privado de Córdoba. 

 

Pregunta 1- ¿En pacientes con Síndrome de Sjögren Primario (SSp) y artritis, es 
de utilidad el dosaje de anticuerpos anticitrulinas (anti-CCP) para el diagnóstico 
diferencial con artritis reumatoidea? 

 

Se utilizaron los términos ((Primary Sjogren Syndrome) AND (arthritis) AND (anti-cyclic 
citrullinated peptide antibod)) 

 Se encontraron 20 artículos a través de búsqueda en Pubmed. Se excluyeron 15 
artículos por título/ abstract/review. Se seleccionaron 5 artículos. 

Se realizó otra búsqueda con los términos ((Primary Sjogren Syndrome) AND (arthritis) 
AND (no anti-cyclic citrullinated peptide antibod))  

Esta búsqueda arrojó 25 artículos de los cuales se descartaron 20 por título/ 
abstract/review. Cuatro estaban duplicados. Se incluyó 1 artículo más en el análisis  

La misma búsqueda por LILCS identificó 12 artículos, 6 se descartaron por 
título/abstract/review los otros 6 estaban duplicados. 

A través de Cochrane se identificaron 6 artículos que fueron descartados por 
título/abstract/review. 

Kim y colaboradores publicaron en 2012 un estudio de corte transversal, cuyo objetivo 
fue determinar la prevalencia de anti-CCP en SSp y su significado clínico. Se 
analizaron 95 pacientes con SSp. Se analizaron las características clínicas y de 
laboratorio de los pacientes anti-CCP positivos. Veintiún pacientes fueron anti-CCP 
positivos (22,1%) y 40 pacientes fueron factor reumatoideo (FR) positivos (42,1%). 
Setenta y nueve pacientes tenían artralgias (83,1%) y 31 (32,6%) artritis no erosiva en 
el examen físico y estudios por imágenes. Los pacientes anti-CCP positivos tuvieron 
con más frecuencia positividad para FR y anti-Ro (p: 0.01 y 0.03 respectivamente), así 
como artritis no erosiva con mayor frecuencia que los anti-CCP negativos (76,1% vs 
21,6% p<0,01) (1) NE: 4 
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Atzeni y colaboradores publicaron en 2008 un estudio de corte transversal, que tuvo 
como objetivo investigar la prevalencia de anti- CCP en pacientes con SSp y su 
relación con datos clínicos y de laboratorio. Se analizaron datos clínicos y de 
laboratorio de 141 pacientes con SSp. Se evaluó la presencia de sinovitis y 
compromiso extraglandular. Catorce pacientes (9,9%) tenían niveles elevados de anti-
CCP y 94 (66,7%) fueron positivos para FR. Ochenta y uno tenían compromiso 
extraglandular (57,4%) y 44 (31,2%) tuvo sinovitis sin signos radiográficos de erosión. 
Hubo asociación entre la presencia de anti-CCP y sinovitis (p<0,001) pero no 
asociación entre anti-CCP y compromiso extraglandular (p=0,77). En el análisis 
multivariado se confirmó esta asociación. En conclusión sólo una minoría de pacientes 
con SSp fueron anti-CCP positivos, éstos se vieron significativamente asociados a 
presencia de sinovitis (2). NE: 4  

 

Gottenberg y colaboradores publicaron en 2005 un estudio de corte transversal, cuyo 
objetivo fue investigar la prevalencia de anti-CCP y anticuerpos anti-keratina (AKA) en 
pacientes con SSp. Se investigó la presencia de anti CCP y AKA en 149 pacientes con 
diagnóstico de SSp. Además se evaluaron al mismo tiempo las radiografías de manos 
y pies. Quince pacientes tenían AR y 134 tenían SSp. De éstos; 80 (59%) fueron FR 
positivos, diez (7,5%) anti-CCP, y siete (5,2%) AKA positivos. Cinco (3,7%) fueron anti-
CCP y AKA positivos. No hubo diferencias clínicas ni de laboratorio entre los pacientes 
anti-CCP positivos y negativos (3). NE: 4  

 

Ryu y colaboradores publicaron en 2013 un estudio que tuvo como objetivo evaluar las 
características y el significado clínico de los anti CCP en pacientes. A su vez se 
analizó la progresión a artritis reumatoidea (AR). Mientras que el diseño que respondió 
al objetivo principal del estudio fue de corte transversal; el diseño que respondió a este 
último análisis fue de cohorte retrospectiva. Se evaluaron las características clínicas 
de 405 pacientes en los que se diagnosticó SSp en la primera visita. De éstos, 171 
presentaron artralgias en el período de seguimiento. Se realizó dosaje de anti CCP en 
128 pacientes, en 38 el resultado fue positivo y en 190 negativo. Comparando los 
pacientes seropositivos con los negativos, 32 (84,2 %) versus 98 (51,5 %) (p<0,01) 
presentaban artralgias, y 28 (73,6 %) versus 33 (17,3 %) (p< 0,01) artritis. Después de 
60 meses (rango 7-98), 23 pacientes anti CCP positivos (52,6 %) versus cero paciente 
anti CCP negativo (0 %) (p< 0,01) progresaron a AR según criterios ACR 2010. En el 
análisis multivariado, ajustado por edad, FR, eritrosedimentación y proteína C reactiva, 
la presencia de anti CCP se asoció independiente y significativamente con el 
desarrollo de AR (OR: 2,5. IC 95 %: 1,7–3,7) (4). NE: 2 

 

 

Barcelos y colaboradores publicaron en 2009 un estudio de corte transversal, que tuvo 
como objetivo evaluar la prevalencia y significado clínico de los anticuerpos anti- CCP, 
FR IgM e IgA en SSp. Se compararon las características clínicas y serológicas de 31 

cristian.diaz
PDF Creator Trial



 

 77 

                                                                                                                                                                          
pacientes con SSp y 31 con AR. Nueve (29%) pacientes con SSp tenían artritis, y diez 
(32,3%) de los pacientes con AR tenían SS secundario. La prevalencia de FR fue 
similar en SSp y AR, sin embargo los pacientes con AR con FR positivos fueron 
principalmente los que tenían SS secundario. Los anti-CCP se detectaron en el 64,5% 
de los pacientes con AR y en 6,9% con SSp (p<0,0005). Los anti-CCP fueron 
principalmente positivos en pacientes con AR y SS secundario (8 pacientes 80%) y 
menos frecuentes en pacientes con AR sin SS secundario (18 pacientes 58,1%). No 
hubo pacientes con SS primario con artritis con anti-CCP positivo (5). NE: 4  

 

 

Mohammed y colaboradores publicaron en 2009 un estudio de casos y controles que 
tuvo como objetivo evaluar las características clínicas, serológicas, y los antígenos 
clase II MHC en un grupo de pacientes con SSp y artritis severa. Se incluyeron 35 
pacientes con SSp, y se compararon aquellos pacientes con SSp que presentaban 
artritis inflamatoria (casos. N: 17) con aquellos sin artritis (controles. N: 18). Todos los 
pacientes cumplían con los criterios de SSp. No hubo diferencias en las características 
demográficas o clínicas entre ambos grupos. Todos los pacientes tenían anticuerpos 
anti-Ro/SSA, la mayoría tenía anticuerpos anti-La / SSB, y un alto porcentaje de estos 
pacientes presentaban anticuerpos anti-CCP, los cuales estaban ausentes en aquellos 
sin artritis inflamatoria. La tipificación del HLA reveló que la mayoría de los pacientes 
con anticuerpos anti-CCP expresaron moléculas de clase II MHC con el epítope 
compartido (SE) (6). NE: 4  

 

 

Pregunta 2- ¿Los pacientes con SSp y artritis, tienen anticuerpos anti Ro y anti 
La con mayor frecuencia que aquellos que no tienen compromiso articular? 

 

Se realizó una búsqueda en PUBMED con los términos ((Primary Sjogren síndrome) 
AND (arthritis) AND (Ro) AND (La)) 

 Se encontraron 70 artículos, 68 se excluyeron por título /abstract/review, 1 artículo fue 
no recuperable. Se incluyó sólo 1 artículo.  

Se realizó otra búsqueda con los términos ((Primary Sjogren síndrome) AND (arthritis) 
AND (SSA) AND (SSB))  

Se encontraron 218 artículos, se excluyeron 217 por título/abstract/review; el artículo 
revisado en su totalidad carecía de datos suficientes para ser incluido. 
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Borg y colaboradores publicaron en 2011 un estudio retrospectivo, longitudinal, cuyo 
objetivo fue investigar la prevalencia de manifestaciones extraglandulares en pacientes 
con SSp atendidos en un hospital de los Países Bajos, y definir si estas 
manifestaciones se correlacionaban con la presencia de anticuerpos. Se incluyeron 65 
pacientes con SSp. El 80% tuvieron Anti Ro y/o Anti La positivos. Sólo un paciente de 
esta serie tuvo artritis. El anti Ro se asoció independiente y significativamente con la 
presencia de enfermedad extraglandular (7).  NE: 4 

 

 

Pregunta 3- ¿Los pacientes con SSp y artritis, tienen FR positivo con mayor 
frecuencia que aquellos que no tienen compromiso articular? 

 

Se realizó la búsqueda por Pubmed con los términos ((Primary Sjogren Syndrome) 
AND (arthritis) AND (rheumatoid factor))  

Se encontraron 375 artículos, se excluyeron 371 por título /abstract/review, 2 estaban 
duplicados en valoración anti-CCP, 2 fueron no recuperables. No se incluyó ningún 
artículo. 

Se realizó la misma búsqueda por LILACS, se encontraron 127 resultados ninguno 
relevante. 

Ocurrió lo mismo con la búsqueda en Cochrane, 47 resultados ninguno relevante. 

 

Pregunta 4- ¿Hay evidencia que la hidroxicloroquina es efectiva para controlar la 
artritis en el SSp? 

Se realizó la búsqueda por Pubmed con los términos ((Primary Sjogren Syndrome) 
AND (arthritis) AND (hydroxychloroquine))  

Se encontraron 41 artículos, se excluyeron 37 por título/abstract/review, 2 fueron 
irrelevantes. Se incluyeron 3 artículos. 

Se realizó la misma búsqueda por LILACS, se encontraron 5, se descartaron todos. 

Ocurrió lo mismo con la búsqueda en Cochrane, 4 resultados, ninguno relevante. 

 

Gottenberg y colaboradores publicaron en 2014 un ensayo aleatorizado, doble ciego, 
controlado con placebo, multicéntrico, que tuvo como objetivo primario evaluar la 
eficacia de la hidroxicloroquina para el tratamiento de los síntomas principales del 
SSp: sequedad, dolor y fatiga, en la semana 24. Se incluyeron 120 pacientes con SSp, 
que fueron aleatorizados 1: 1 a recibir hidroxicloroquina o placebo hasta la semana 24. 
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Todos los pacientes recibieron hidroxicloroquina en la fase abierta del estudio, que 
culminó en la semana 48. Se realizó un análisis post- hoc del mismo objetivo a la 
semana 48. No se encontraron diferencias significativas entre ambos grupos en cuanto 
al objetivo primario. En el análisis post hoc en la semana 48, aunque hubo una 
diferencia numérica a favor del grupo que recibió hidroxicloroqina de inicio, tampoco 
las diferencias fueron estadísticamente significativas. Veintisiete (42.2) pacientes del 
grupo placebo y 18 (32.1) del grupo de tratamiento con hidroxicloroquina presentaron 
compromiso articular y el uso de HCQ no mejoró los síntomas de artralgias y/o artritis 
durante las 24 semanas de tratamiento en comparación con el grupo placebo (8). NE: 
dado que los resultados respecto al compromiso articular provienen de un sub 
análisis, se considera NE 4.  

 

Fox y colaboradores publicaron en 1996 una serie de casos retrospectiva que incluyó 
50 pacientes con SSp (Criterios San Diego). Cuarenta de ellos completaron dos años 
de tratamiento. Se encontró: (a) mejoría sostenida de los síntomas locales (dolor en 
los ojos, boca dolorosa) y mejoría de las manifestaciones sistémicas (artralgias y 
mialgias) después del tratamiento con HCQ 6-7 mg / kg / día, durante tres años de 
seguimiento; (b) mostró una mejora significativa en los niveles de VSG y de IgG; (c) 
No hubo toxicidad tardía (9). NE: 4  

Kruize y colaboradores publicaron en 1993 un estudio aleatorizado, controlado con 
placebo, doble ciego, que incluyó 19 pacientes, con diagnóstico de SSp (criterios de 
Daniels y Talal), cuyo objetivo fue evaluar el efecto del tratamiento con 
hidroxicloroquina en la clínica y laboratorio de pacientes con SSp. Los pacientes 
fueron aleatorizados en dos grupos. Uno de los grupos recibió hidroxicloroquina 400 
mg/ día en el primer año del estudio y placebo en el segundo año. El otro grupo recibió 
placebo en el primer año e hidroxicloroquina en el segundo.  La respuesta clínica se 
midió con un cuestionario estandarizado y exámen físico en visitas trimestrales. 
Completaron el estudio ocho pacientes del primer grupo y seis del segundo. El uso de 
hidroxicloroquina a una dosis de 400 mg al día tomadas durante un período de 12 
meses no tuvo beneficios clínicos relevantes a pesar de una mejoría de la 
hiperglobulinemia y ligeros cambios en la eritrosedimentación (VSG) y IgM (10). NE: 4 

 

Pregunta 5- ¿Los pacientes con SSp y artritis cursan durante su enfermedad con 
reactantes de fase aguda elevados con mayor frecuencia que aquellos sin 
artritis? 

Pregunta 6- ¿Los pacientes con SSp y artritis, deben recibir tratamiento 
inmunosupresor? 

 

Por superposición en los resultados de la búsqueda, ambas preguntas se describen en 
forma conjunta. 
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Se realizó una búsqueda por Pubmed con los términos Primary Sjogren Syndrome 
AND Arthritis AND C-reactive protein AND treatment response AND disease activity.  

Se identificaron 188 artículos. Se excluyeron 170 por título/abstract/review. De los 18 
identificados utilizando los criterios de inclusión se seleccionaron 3. 

 La búsqueda en Cochrane aportó 10 artículos, se seleccionó 1. 

La búsqueda en Lilacs aportó 99 artículos, se seleccionaron 6. De éstos dos estaban 
duplicados en la búsqueda de Pubmed, 1 en Cochrane y 2 eran irrelevantes 

En el artículo de Kruize y colaboradores descripto previamente, se observó una 
mejoría ligera en los valores de VSG con el tratamiento con hidroxicloroquina (10). NE: 
4   

Mariette y colaboradores publicaron en 2004, un estudio aleatorizado, doble ciego, 
controlado con placebo para evaluar la eficacia de infliximab en el SSp. El objetivo 
primario fue evaluado por la respuesta global al tratamiento definida por una mejoría 
en el 30%, entre las semanas cero y diez, en los valores de dos de tres escalas 
análogo visual (EVA) que median dolor articular, fatiga y sequedad. Se incluyeron 103 
pacientes aleatorizados a recibir la droga versus placebo en la semana cero, dos y 
seis y fueron seguidos por 22 semanas. Dentro de los objetivos secundarios se 
encontraba la mejoría en el número de articulaciones tumefactas y dolorosas. El 
estudio no alcanzó el objetivo primario. Respecto al compromiso articular, la media de 
conteo de articulaciones tumefactas en la visita basal fue solo de 0,7 (DS 2) en el 
grupo placebo y de 1,3 (DS 3,5) en la rama de infliximab. La media de articulaciones 
dolorosas fue de 7.8 (DS 8,2) y 8.8 (DS: 8.0), respectivamente. No hubo mejoría en el 
número de articulaciones dolorosas y tumefactas; así como tampoco en la tasa de flujo 
salival basal, en los resultados del test de Schirmer, en el foco de la biopsia de 
glándula salival labial, ni en los niveles de proteína C-reactiva (PCR) y de VSG, 
evaluados en las semanas cero, diez, y 22, como así también en la calidad de la vida 
evaluada por SF-36 en las semanas cero, diez, y 22 (11). NE: dado que la mejoría en 
el compromiso articular, es un objetivo secundario del estudio y que la media de 
articulaciones tumefactas fue muy baja, se considera NE: 4. 

El artículo de Moutsopoulus y colaboradores seleccionado no está disponible. Sólo se 
obtuvo el abstract. Once de los 50 pacientes con SSp incluidos en el estudio, tenían 
aumentos mínimos o moderadas en los niveles de PCR. Los pacientes con niveles 
elevados de PCR no tuvieron diferencias clínicas respecto de aquellos con niveles de 
PCR normales. Por lo tanto, el síndrome de SSp sería uno de los trastornos 
inflamatorios caracterizados por una respuesta relativamente baja de PCR (12). NE: 4 

Sankar y colaboradores publicaron en 2004, un estudio piloto de 12 semanas, 
aleatorizado, doble ciego, controlado con placebo que tuvo como objetivo evaluar la 
potencial eficacia y seguridad de etanercept en el SSp. Este desenlace se midió a 
través de una mejoría de un mínimo del 20% respecto al basal de al menos dos de los 
siguientes tres dominios: medición objetiva o subjetiva de sequedad bucal, oral y de 
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los niveles de IgG o VSG. Se incluyeron 14 pacientes en cada grupo. De los 14 
pacientes que recibieron etanercept, 11 tenían SSp y tres SS secundario a AR. Tres 
pacientes de esta rama no completaron el estudio. A las 12 semanas, la VSG había 
disminuido en el grupo de etanercept en comparación con la línea base (p < 0,004); 
sin embargo, la reducción media fue sólo en el 18,6%. Respecto al compromiso 
articular, no se encontraron diferencias entre ambos grupos, respecto al dolor articular 
medido por EVA (13). NE: 4 

He y colaboradores publicaron en 2013 un estudio retrospectivo, de corte transversal, 
donde se identificaron 64 casos de AR con superposición con SS (AR/SS) entre 509 
casos de AR. Los casos de SSp (n = 187) detectados durante el mismo período 
actuaron como controles. En comparación con los pacientes con AR sin SS, los 
pacientes AR/SS tenían artritis más grave; una mayor incidencia de anomalías 
hematológicas y fiebre; y una mayor frecuencia de FR, ANA y anti-SSA y anti-SSB (p 
<0,05). En comparación con el SSp, los pacientes AR/SS eran mayores, tenían una 
artritis más grave, anemia y compromiso pulmonar; una menor incidencia de fiebre, 
leucopenia, trombocitopenia; y una mayor frecuencia de FR y anti CCP (p <0,05). En 
comparación con AR y SSp, los pacientes AR/SS tuvieron puntajes más altos de 
actividad de la enfermedad tanto de la AR como del SS (14). NE: 4 

 

Pregunta 7- ¿En los pacientes con SSp y dolor articular se debe realizar de 
rutina radiografía de ambas manos y pies para evaluar el compromiso óseo? 

Se realizó una búsqueda en Pubmed ((Primary Sjogren Syndrome) AND (Arthritis) 
AND (arthralgia) AND (radiography) AND (hand) AND (foot) AND (joint involvement)) 

Se identificaron 37 artículos. Se excluyeron 27 por título/abstract/review, 8 por texto 
completo, se seleccionaron 2.  

En la búsqueda en Lilacs no se seleccionó ningún artículo. 

 

Pease y colaboradores publicaron en 1993, una serie de casos que incluyó 48 
pacientes con SSp, 54 % de los cuales desarrollaron artralgias o artritis.  Las 
radiografías (Rx) de manos revelaron erosiones articulares en el 33% de las 
articulaciones en las interfalángicas proximales, en el 27% de las articulaciones 
metacarpofalángicas y en el 12% de articulaciones de la muñeca (15). NE: 4  

Tsampoulas y colaboradores publicaron en 1986, un estudio de corte transversal en el 
cual se evaluaron las Rx de manos en 37 pacientes con SSp, 19 pacientes con AR/SS 
secundario y 29 con AR solamente. A su vez, se analizaron los antecedentes de 
artralgias y/ o artritis esporádicas o persistente. Veinte de 37 pacientes con SSp 
presentaron una historia de artralgias o artritis de las articulaciones de las manos, en 
ninguno de los casos la artritis fue crónica. En contraste, los otros dos grupos 
presentaron artritis crónica. La evaluación de las Rx de la mano demostró que los 
pacientes con SSp presentaban estrechamiento del espacio articular leve, pero sin 
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erosiones, mientras que los otros dos grupos de pacientes presentaron estrechamiento 
del espacio articular más grave y diversos grados de erosiones, con diferencias 
estadísticamente significativas en comparación con los otros dos grupos (16). NE: 4  

 

 

Pregunta 8- ¿Es la ecografía un método diagnóstico eficaz para la evaluación de 
artritis en el SSp? 

Se realize una búsqueda en Pubmed ((primary sjogren syndrome) AND (arthritis) AND 
(joint ultrasound) AND (diagnosis of rheumatoid arthritis))  

Se identificaron 13 artículos, se seleccionaron 8 para evaluación de texto completo, 
incluyéndose 4 para el análisis. 

Amezcua- Guerra y colaboradores publicaron en 2013, un estudio de corte transversal, 
que tuvo como objetivo caracterizar los hallazgos ultrasonográficos (US) del 
compromiso articular en los pacientes con SSp. También se analizó la capacidad de la 
US para discriminar entre SSp y AR con SS asociado. La evaluación de los pacientes 
incluyó la realización de laboratorio inmunológico, evaluación de antecedentes, estado 
clínico y la US. Se incluyeron 17 pacientes con SSp, 18 con SS secundario, y 17 
controles sanos que fueron sometidos a exámenes de diversas regiones articulares. 
En los pacientes con SSp, se observó sinovitis en las articulaciones 
metacarpofalángicas (76%), muñecas (76%), y rodillas (76%). La presencia de power 
doppler fue poco frecuente. Se encontraron erosiones en los carpos de tres (18%) 
pacientes con SSp, uno de ellos, con anti-CCP positivos. La presencia de erosiones en 
la segunda metacarpofalángica mostró una sensibilidad del 28,8% y una especificidad 
del 100% para el diagnóstico de AR con SS secundario (17). NE:  4  

Iagnocco y colaboradores publicaron en 2010, una serie de casos, que tuvo como 
objetivo evaluar el compromiso articular en SSp a través de la US y a su vez, 
relacionarlo con el laboratorio y la clínica. Se evaluaron 32 pacientes con SSp 
mediante US. Se encontraron signos ecográficos de sinovitis de la articulación radio-
ulno-carpiana en 17 (26,5%) de 64 muñecas. Se encontró una correlación 
estadísticamente significativa entre la puntuación del SSDDI (por sus siglas en inglés 
SS Disease Activity Index) y el grado de signos ecográficos de proliferación sinovial en 
la muñeca (p = 0,04). Los pacientes con sinovitis tenían una mayor edad y una 
puntuación superior del SSDDI (p = 0,004) (18). NE: 4  

Riente y colaboradores publicaron en 2009, un estudio de corte transversal que tuvo 
como objetivo evaluar la frecuencia de compromiso articular y tendinoso de manos en 
pacientes con SSp. Se incluyeron 48 pacientes con SSp (criterios americano- 
europeos 2002). Como controles se incluyó a 40 voluntarios sanos. Se observó clara 
evidencia de artritis inflamatoria en nueve (18,7%) pacientes, erosiones en 
metacarpofalángicas e interfalángicas proximales en seis pacientes (12,5%). En diez 
(20,8%) pacientes se observó tenosinovitis de flexores por US, la cual si bien fue más 
frecuente que en los controles, no se fue estadísticamente significativa (19). NE: 4  
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Iagnocco y colaboradores publicaron en 2002, un estudio de corte transversal, que 
tuvo como objetivo evaluar la presencia de sinovitis en pacientes con SSp. Se 
incluyeron 60 pacientes con SSp, 31 pacientes con AR y SS secundario, 17 pacientes 
con SS secundario y otras enfermedades del tejido conectivo (diferentes a AR), 14 
pacientes con AR y 32 controles sanos. El derrame articular fue significativamente más 
frecuente en el SS secundario con AR y en la AR. Los resultados demostraron signos 
de leve sinovitis en SSp. La sinovitis más grave se encontró tanto en el SS secundario 
con AR como en la AR (20). NE: 4  

 

Pregunta 10- ¿Se justifica hacer una evaluación de laboratorio (enzimas 
musculares) y electromiograma (EMG) en pacientes con SSp que presenten 
mialgias? 

Se realizó una búsqueda en Pubmed ((Primary Sjogren Syndrome) AND (myalgia) 
AND (electromyogram) AND (creatin-fosfocinasa) AND (myopathy))  

Se encontraron 164 artículos se excluyeron por título y abstract 155, se incluyeron 3, 
luego de revisar los seleccionados. 

 

Colafracesco y colaboradores publicaron en 2015, una serie de casos retrospectiva 
(1.320 pacientes con SSp), cuyo objetivo fue describir la frecuencia de miositis, así 
como los hallazgos clínicos, histológicos y las estrategias de tratamiento. Diecisiete   
pacientes (1,28%) presentaron debilidad muscular [mialgias (07/17, 41,1%)], 
acompañados por un aumento de CPK [13/17, (76,4%)] y/o EMG anormal [13/14, 
(92,8%)]. Diez de 17 (58,8%) cumplieron al menos tres criterios clasificatorios para 
miositis inflamatoria. Los hallazgos histológicos confirmaron la posible presencia de 
una miositis por cuerpos de inclusión o de una miopatía más similar a la polimiositis  
(PM) (21). NE: 4  

Lindvall y colaboradores publicaron en 2002, una serie de casos en la que se 
incluyeron 48 pacientes con SSp. El dolor muscular y, especialmente la fibromialgia, 
fueron muy común en el SS. Se observaron signos de inflamación en 26 de 36 
biopsias (72%), e inflamación combinada con degeneración/regeneración en 17 
biopsias (47%). Si bien, los signos histopatológicos de miositis fueron muy comunes 
en el SS, los síntomas musculares no estuvieron relacionados con los signos 
histológicos de inflamación muscular (22). NE 4  

Vrethem y colaboradores publicaron en 1990 una serie de casos en la que se 
incluyeron 17 pacientes consecutivos con SSp, a los cuales se les realizó EMG y 
biopsia muscular. Estas últimas fueron realizadas en 15 pacientes con SSp, 11 de las 
cuales mostraron mositis o infiltrados inflamatorios perivasculares y tres mostraron 
signos de denervación. Una combinación de la inflamación y de los signos 
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morfológicos de miopatía, compatible con el diagnóstico histológico de PM, se observó 
en cuatro casos, uno de los cuales mostró signos clínicos de PM (23). NE: 4  

 

Pregunta 11- ¿Los pacientes con SSp y miopatía deben recibir tratamiento 
inmunosupresor? 

 

Se realizó una búsqueda ((Primary Sjogren Syndrome) AND (myopathy) AND 
(ïmmunosuppressive therapy) AND (myopathy remission))  

 

Se identificaron 19 artículos en búsqueda por Pubmed. Se excluyeron 13 por título, 
abstract y review, 3 fueron irrelevantes, otros 3, reportes de casos. No se incluyó 
ningún artículo. 

 

Pregunta 12- ¿En pacientes con SSp y fatiga hay evidencia que la 
hidroxicloroquina controle este síntoma? 

 

Se realize una búsqueda ((Primary Sjogren Syndrome) AND (fatigue) AND 
(hydroxychloroquine) AND (clinical improvement)) 

 Se identificaron 7 artículos en Pubmed. Se excluyó 1 por título. Se seleccionaron 6 de 
los cuales 5 fueron irrelevantes. Se incluyó 1 para análisis. La búsqueda en Cochrane 
no aportó artículos adicionales. 

 

El estudio publicado por Gottenberg y colaboradores, comentado previamente, no 
mostró diferencias estadísticamente significativas entre el grupo tratado con 
hidroxicloroquina y el grupo placebo, respecto a la mejoría de la fatiga (24). NE: 2 
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SINDROME DE SJÖGREN Y COMPROMISO CUTÁNEO 

Rodrigo Aguila Maldonado, Mariana Pera, Mercedes García 
Servicio de Reumatología HIGA Gral San Martín - La Plata 

 

Pregunta 1- ¿Es necesaria la biopsia cutánea ante la sospecha de vasculitis 
cutánea en un paciente con Síndrome Sjögren primario (SSp), para iniciar 
tratamiento?  

Líneas de Búsqueda 

1) primary Sjögren’s syndrome OR sjögren syndrome AND 

2) Cutaneous vasculitis AND 

3) Cutaneous biopsy OR skin biopsy AND  

4) treatment OR therapeutic  

((cutaneous biopsy OR skin biopsy) AND (cutaneous vasculitis) AND (primary 
Sjogren's syndrome OR sjogren syndrome OR sjogren s syndrome OR sjogren 
syndrome OR sjogren mikulicz syndrome) AND (treatment OR therapeutic))  

 

RESULTADO DE BÚSQUEDA:  

• PUBMED: se encontraron 30 artículos. Se descartaron por título y abstract 2, se 
seleccionaron 5.  

• COCHRANE: 3 artículos, pero evaluaban otros desenlaces 

• LILACS: 0 artículo  

 
 Tsai y colaboradores publicaron en 2008 un reporte de un caso de SSp con vasculitis 
leucocitoclástica y nefropatía IgA. La clínica de la paciente era compatible con 
síntomas de sequedad ocular y oral, presencia de anti SSA y además se contaba con 
biopsia de glándula salival menor. Se obtuvo muestra de la lesión purpúrica, y se pudo 
obtener el diagnóstico de vasculitis leucocitoclástica, al igual que con la afectación 
renal (1). NE: 4 
 
Roguedas y colaboradores publicaron en 2010 un estudio de corte transversal, que 
tuvo como objetivo evaluar la frecuencia de xerosis en pacientes con SSp, y comparar 
la histopatología de las glándulas sudoríparas con las glándulas salivales menores, 
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con respecto a su contribución al diagnóstico. Se evaluaron 22 pacientes con SSp y 22 
controles sanos emparejados. Se les solicitó que evalúen su sequedad cutánea de 
acuerdo a una escala análoga visual. La xerosis fue más frecuente en los pacientes 
con SSp que en los controles sanos (9 de 22 en comparación con 2 de 22, P <0,02). 
En las muestras de axila (punch de 6mm) se halló infiltración linfocítica en la piel de 8 
de los 12 pacientes con SSp biopsiados. Concomitantemente se encontró infiltrados 
de células B en infiltrados de la piel de los pacientes, de manera que su presencia 
podría ser una clave para el diagnóstico de la enfermedad (2).  NE: 4 
 
Zazzetti y colaboradores publicaron en 2010 una serie de casos retrospectiva que tuvo 
como objetivo evaluar las características clínicas y serológicas, así como la frecuencia 
de manifestaciones sistémicas en pacientes con SSp. Se incluyeron 41 pacientes que 
cumplían criterios de clasificación americano- europeo 2002 (AECG), todos de sexo 
femenino. El 80,49% presentaron manifestaciones sistémicas, dentro de las cuales las 
más frecuentes fueron artritis, vasculitis cutánea y polineuropatía. Respecto a la 
vasculitis cutánea se observó en diez pacientes, en nueve de ellos la histología fue de 
tipo leucocitoclástica y en una linfocítica (3). NE: 4. 
 
Alexander y colaboradores publicaron en 1983 una serie de casos en la que se 
estudiaron 22 pacientes con SSp y afectación cutánea. Las manifestaciones cutáneas 
más frecuentemente halladas fueron púrpura y urticaria. La mayoría de las lesiones se 
asociaron a histología compatible con angeítis leucocitoclástica y en menor medida a 
vasculitis mononuclear. El 84% de los pacientes que tenían vasculitis presentaban Ro 
positivo (4). NE: 4. 
 
Guggisberg y colaboradores publicaron en 1997 el caso de una mujer de 75 años que 
al examen físico presentaba lesiones cutáneas en miembros inferiores 
hiperpigmentadas, observándose además eritema, lesiones ulceradas y necróticas; 
síndrome sicca, hipergammaglobulinemia, ANA, Ro y La positivos. Se realizó biopsia 
de las lesiones y el estudio histopatológico demostró una vasculitis leucitoclástica (5). 
NE: 4. 

 

Pregunta 2- Ante el diagnóstico de vasculitis cutánea en paciente con SSp, ¿es 
necesario solicitar estudios complementarios para evaluación de afectación 
sistémica?  

 
Líneas de Búsqueda: 

1) primary Sjögren’s syndrome OR sjögren syndrome (Sinónimos) AND 
2) systemic disease OR systemic involvement AND 
3) test OR management  
 
RESULTADO DE BÚSQUEDA:  

 
• PUBMED: Se encontraron 448 artículos, se seleccionaron 7 artículos por título 

y abstract, se seleccionaron 2 por lectura crítica. 
• COCHRANE: 1 artículo, que se descartó por lectura 
• LILACS: 0 
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Ramos- Casals y colaboradores publicaron en 2004 una serie de casos que tuvo como 
objetivo investigar las características clínicas y serológicas de 558 pacientes 
consecutivos con SSp, y seleccionar aquellos con evidencia clínica de lesiones 
cutáneas, excluyendo reacciones alérgicas y xerodermia. Todos cumplían cuatro o 
más criterios para SSp propuestos por el Grupo de Estudio de la Comunidad Europea 
en 1993. Un total de 89 (16%) pacientes presentaban compromiso cutáneo, estando la 
vasculitis cutánea presente en 52 (58%) pacientes. De ellas, 14 fueron vasculitis 
crioglobulinémicas, 11 vasculitis urticarianas y las restantes 26, púrpura cutánea no 
asociada a crioglobulinas. Se obtuvieron biopsias de piel en 38 pacientes (73%). Las 
principales características asociadas a la vasculitis fue el predominio de la afectación 
de los pequeños vasos versus los de mediano calibre. Los pacientes con vasculitis 
cutánea presentaron una mayor prevalencia de compromiso articular (50% vs 29%, p 
= 0.044), neuropatía periférica (31% vs 4%, p < 0.001), fenómeno de Raynaud (40% 
vs 15%, p = 0.008), compromiso renal (10% vs 0%, p = 0.028), anticuerpos 
antinucleares (88% vs 60%, p = 0.002), factor reumatoideo (78% vs 48%, p = 0.004), 
anticuerpos anti Ro/SS-A (70% vs 43%, p = 0.011) y hospitalizaciones (25% vs 4%, p 
= 0.005) comparados con el grupo sin vasculitis. Seis (12%) pacientes murieron, todos 
con crioglobulinemia sistémica (6). NE: 4. 
 
Malladi y colaboradores publicaron en el 2012 un estudio de corte transversal que tuvo 
como objetivo evaluar las manifestaciones extraglandulares en SSp entre los 
pacientes enrolados en el registro the Sjögren’s International Collaborative Clinical 
Alliance (SICCA). Se incluyeron 1927 pacientes del registro SICCA, incluyendo 886 
participantes que cumplían con los criterios AECG del año 2002, 830 casos  
―intermedios‖ que tenían hallazgos objetivos de SSp pero no cumplían con los criterios 
AECG, y 211 controles individuales. Se estudiaron la prevalencia de anormalidades en 
los laboratorios hematológico e inmunológico, hallazgos específicos reumatológicos y 
el compromiso de impacto de órganos, así como presencia de linfoma. Se 
encontraron, como hallazgos frecuentes, hipergammaglobulinemia e 
hipocomplementemia, vasculitis cutánea ((34 (4%) versus 5 (1%) versus 3 (1%), 
respectivamente)) y linfadenopatías ((66 (8%) versus 37 (5%) versus 9 (4%), 
respectivamente)). Entre los otros hallazgos clínicos solo la cirrosis biliar primaria se 
asoció a SSp en mayor frecuencia (7). NE: 4 
 
 
Pregunta 3- En pacientes con SSp y vasculitis cutánea, ¿es necesario utilizar 
corticoides para mejoría o remisión de ésta última?  

 
Líneas de Búsqueda: 

1) Sjögren’s syndrome (sinónimos) AND 
2) Steroid OR glucocorticoid OR corticosteroid AND 
3) Cutaneous vasculitis AND 
4) Treatment  
 
(((((((primary Sjogren's syndrome) OR sjogren syndrome) OR sjogren s syndrome) OR 
sjogren syndrome) OR sjogren mikulicz syndrome)) AND cutaneous vasculitis) AND 
(((Steroid) OR glucocorticoid) OR corticosteroid) 
 
RESULTADOS:  
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• PUBMED: se encontraron 22 artículos, de los cuales sólo 2 responden la 

pregunta 
• COCHRANE: 133 Artículos, se descartan por título y abstract 128, 3 repetidos 

(de búsqueda en PUBMED), 1 sin abstract, 1 con abstract en inglés pero 
artículo original en otro idioma. 

• LILACS: 0 artículo 
 
En la serie de 558 casos descripta previamente, publicada por Ramos-Casals y 
colaboradores, 38 de los 52 pacientes (73%) que presentaban vasculitis cutánea, 
fueron tratados con corticoides orales, siete de los cuales requirieron dosis mayores a 
30 mg/día. Siete pacientes recibieron agentes inmunosupresores y dos plasmaféresis. 
27 pacientes presentaron recaídas del cuadro (6). NE: 4 
 
 

Pregunta 4- ¿DAPSONA y COLCHICINA podrían ser consideradas como 
opciones terapéuticas para remisión de un cuadro de vasculitis cutánea 
asociada a SSp? 

 

Líneas de Búsqueda: 

1) Sjögren’s syndrome (sinónimos) AND 

2) Cutaneous vasculitis AND 

3) Dapsone OR colchicine AND 

4) remission  

((primary Sjogren's syndrome OR sjogren syndrome OR sjogren s syndrome OR 
sjogren syndrome OR sjogren mikulicz syndrome) AND (cutaneous vasculitis) AND 
(dapsone OR colchicine) AND (remission))  

RESULTADO:  

• PUBMED: No se encontraron artículos 

• COCHRANE: No se encontraron artículos 

• LILACS: No se encontraron artículos 

Si bien no se encontraron artículos que respondan la pregunta, se seleccionaron dos 
artículos que proveen información indirecta. 

 Holtman y colaboradores reportaron en 19990 un caso de una paciente de 35 años, 
con diagnóstico presuntivo de Síndrome de Sjögren (SS), con antecedente de 
síntomas de sequedad ocular y oral, agrandamiento parotídeo, y episodio de epistaxis, 
que presento un cuadro de lesiones compatibles con vasculitis urticariana en 
miembros superiores y tronco. Con los hallazgos de laboratorio, más la asociación de 
síntomas que se adicionaron posteriormente se realizó el diagnóstico de Lupus 
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eritematoso sistémico y SS secundario. Realizó tratamiento con corticoide tópico, 
hidroxicloroquina (400 mg/día), difenhidramina (50 mg 4 veces/día) y factor protector 
solar. Intercurrió con eritema multiforme que se asumió por efecto de la 
hidroxicloroquina, y se instauró tratamiento con corticoides vía oral a dosis de 60 
mg/día. A pesar de esto, continuó con el rash urticariano y fotosensibilidad, por lo cual 
se decidió instaurar dapsona a dosis de 100 mg/día, presentando rápida mejoría de las 
lesiones, descendiendo la dosis posteriormente (8). NE: 4 

Wiles y colaboradores reportaron en 1985 dos casos de vasculitis urticariana, una de 
ellas una vasculitis leucocitoclástica y la otra una vasculitis mononuclear. Ambos casos 
se dieron en pacientes de sexo femenino, y antes de realizar tratamiento con 
colchicina, recibieron antihistamínicos (como difenhidramina), corticoides vía oral e 
hidroxicloroquina, entre otros, los cuales fueron inefectivos. Luego de la instauración 
de colchicina a dosis de 0,6 mg (2 o 3 veces por día), hubo una rápida mejoría de las 
placas urticarianas, presentando una de las pacientes un cuadro de diarrea que se 
asumió como efecto adverso de la droga instaurada, por lo cual se suspendió 
transitoriamente y luego de la resolución del cuadro, se reinstauró el tratamiento (9). 
NE: 4 

 

Pregunta 5- ¿Cuál sería la mejoría clínica ante la indicación de medidas locales 
en el tratamiento de la XEROSIS en pacientes con SSp? 

 

Líneas de Búsqueda: 

1) Sjögren’s síndrome (sinónimos) AND 

2) Xerosis OR skin xerosis OR cutaneous xerosis AND 

3) treatment 

((primary Sjogren's syndrome OR sjogren syndrome OR sjogren s syndrome OR 
sjogren syndrome OR sjogren mikulicz syndrome) AND (xerosis OR skin xerosis OR 
cutaneous xerosis)) 

RESULTADO DE BÚSQUEDA:  

• PUBMED: 24 artículos, se seleccionan por título 5, se descartan todos. 

• COCHRANE: 0 

• LILACS: 0 

Pregunta 6- Ante la presencia de manifestaciones cutáneas no vasculíticas 
(eritema anular, vitiligo, liquen plano, etc) en un paciente con diagnóstico de 
SSp, ¿es necesario adoptar conductas terapéuticas diferentes a las adoptadas 
para las mismas entidades en otro contexto patológico?  
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Líneas de Búsqueda: 
 
1) Sjögren’s syndrome (con todos los sinónimos) AND  
2) Annular erythema OR Vitiligo OR Livedo reticularis OR Lichen planus AND   
3) treatment  
 
((primary Sjogren's syndrome) AND [Title/Abstract] OR sjogren syndrome) AND 
Title/Abstract OR sjogren s syndrome) AND [Title/Abstract] OR sjogren syndrome) 
AND [Title/Abstract] OR sjogren mikulicz syndrome) AND [Title/Abstract] AND (Annular 
erythema) AND [Title/Abstract] OR Livedo reticularis) AND [Title/Abstract] OR 
Raynaud's phenomenon) AND [Title/Abstract] OR Vitiligo) AND [Title/Abstract] OR 
Lichen planus) AND [Title/Abstract] AND (treatment))  

 
RESULTADO DE BÚSQUEDA: 
  

• PUBMED: se seleccionan 162 artículos, se seleccionan 11 manualmente según 
título y abstract 

• COCHRANE: 0 
• LILACS: 0  

 
Yokota y colaboradores publicaron en 2005 el caso de una mujer japonesa de 36 años 
de edad, con diagnóstico de SSp, con clínica, pruebas objetivas de sequedad ocular, 
perfil inmunológico y biopsia de glándula salival menor compatibles. Intercurrió con 
lesiones cutáneas compatibles con eritema anular. Se obtuvo notable mejoría con dos 
aplicaciones tópicas de tacrolimus 0,1%, y desaparición completa de las lesiones al 
día 35 de tratamiento (10). NE: 4 

 
Katayama y colaboradores publicaron en 2010 un estudio retrospectivo, en el cual se 
enrolaron 28 casos de eritema anular, 23 en pacientes con SSp y cinco con SS 
secundario de un único centro, y 92 casos obtenidos en la literatura, con el objetivo de 
evaluar las características clínicas y el manejo terapéutico de esta manifestación 
cutánea. El 75% de los casos con EA asociado a SSp tenían positividad para 
anticuerpos anti-SSA y anti-SSB. Entre las opciones terapéuticas se incluyen 
corticoides tópicos y orales, drogas antimaláricas y tacrolimus (11). NE: 4 
 
De Winter y colaboradores reportaron en 2006 un caso de una mujer de 23 años, con 
antecedente de enfermedad de Graves que intercurrió con eritema anular. Presentó 
además síntomas sicca, agrandamiento parotídeo, positividad para anticuerpos anti-
Ro (SS-A) y anti-La (SS-B), test de Schirmer positivo, y biopsia cutánea con infiltrado 
linfocítico perivascular y periapendicular.  Se realizó el diagnóstico de eritema anular 
asociado a SS. Luego de dos meses de tratamiento con hidroxicloroquina, mejoraron 
las manifestaciones cutáneas, así como el componente sicca (12). NE: 4. 
 
Haimowitz y colaboradores reportan en el 2000, el caso de una mujer caucásica de 75 
años, que presentó eritema anular, descartándose tanto clínica como serológicamente 
Lupus eritematoso cutáneo subagudo. La paciente presentaba síntomas sicca, 
anticuerpos anti SSA y anti SSB y evaluación de biopsia de piel y glándula salival 
menor. Tanto el componente cutáneo como lo síntomas sicca mejoraron con la terapia 
antimalárica (hidroxicloroquina y quinacrina) (13). NE: 4. 

 
 Nobeyama y colaboradores exponen el caso de una paciente de sexo femenino, 
asiática, de 26 años de edad, con diagnóstico clínico y serológico de SS y presencia 
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de eritema anular. Realizó tratamiento con corticoides vía oral (betametasona) siendo 
refractaria, por lo cual se añadió ciclosporina a dosis de 1,8 mg/kg/día con posterior 
mejoría de las lesiones cutáneas, manteniéndose inactivas inclusive luego del 
descenso de dosis del corticoide (14). NE: 4. 

Tanioko y colaboradores reportan en 2009 el caso de una paciente de origen japonés 
de 54 años de edad con diagnóstico de SS. Presentaba lesiones compatibles con 
vitíligo en espalda y cuello. Se instauró tratamiento con corticoides tópicos y 
calcipotriol tópico, sin respuesta favorable. Luego de diez sesiones con fototerapia con 
rayos UV B se obtuvo mejoría, quedando sólo lesiones maculares de tipo residual. Se 
consideró que dado el origen autoinmune de ambas enfermedades, estarían 
claramente relacionadas (15). NE: 4. 

 

Pregunta 7- ¿Sería útil indicar drogas inmunomoduladoras / inmunosupresoras 
en pacientes con SSp  y compromiso cutáneo, para mejoría de las 
manifestaciones vasculíticas?  

 
  
Líneas de Búsqueda: 

1) Sjögren’s síndrome (sinónimos) AND  
2) Cutaneous vasculitis AND   
3) Immunomodulatory drugs OR DMARD/DMARDS OR Hydroxychloroquine OR 
Methotrexate OR Cyclophosphamide OR Azathioprine OR Mycophenolate mofetil OR 
Cyclosporine OR Thalidomide  
 
((primary Sjogren's syndrome OR sjogren syndrome OR sjogren s syndrome OR 
sjogren syndrome OR sjogren mikulicz syndrome) AND (cutaneous vasculitis) AND 
(Immunomodulatory drugs OR Azathioprine OR DMARD OR DMARDS OR 
Hydroxychloroquine OR Methotrexate OR Cyclophosphamide OR Mycophenolate 
mofetil) OR Cyclosporine OR Thalidomide))  
 
 
RESULTADO DE BÚSQUEDA: 
  

• PUBMED: Se encontraron 15 artículos, se descartaron todos por lectura crítica 
• COCHRANE: 0 
• LILACS: 0  

 
 
En el reporte de caso de SSp y eritema anular, publicado por Nobeyama y 
colaboradores, comentado previamente, se indicó tratamiento con corticoides vía oral 
(betametasona) siendo refractario, por lo cual se añadió ciclosporina a dosis de 1,8 
mg/kg/día con posterior mejoría de las lesiones cutáneas, manteniéndose inactivas 
inclusive luego del descenso de dosis del corticoide (14). NE: 4 

En la serie de 558 casos descripta previamente, publicada por Ramos- Casals y 
colaboradores, 38 de los 52 pacientes (73%) que presentaban vasculitis cutánea, 
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fueron tratados con corticoides orales, siete de los cuales requirieron dosis mayores a 
30 mg/d.  Siete pacientes recibieron agentes inmunosupresores (cuatro ciclofosfamida 
y tres azatioprina), y dos plasmaféresis. 27 pacientes presentaron recaídas del cuadro. 
Otros tratamientos incluyeron antiinflamatorios no esteroideos en diez casos, 
antihistamínicos en cinco, cloroquina en cuatro y dapsona en un paciente (6). NE: 4. 

 
Pregunta 8- ¿Qué inmunomodulador/ inmunosupresor ha demostrado ser más 
útil como tratamiento para mejoría y/o remisión de la afectación cutánea 
(vasculítica/no vasculítica) en SSp?  

-Se incluyen las siguientes drogas: Hidroxicloroquina (HCQ) – Metotrexato (MTX) 
– Ciclofosfamida (CFM) – Azatioprina (AZA) – Micofenolato Mofetil (MMF) – 
Ciclosporina (CYS) - Talidomida 

 
Las Líneas de Búsqueda eran similares a la de pregunta 7, por lo cual se unificaron. 
Siendo los resultados los mismos. 

 

Pregunta 9- El uso de biológicos en pacientes con SSp y afectación cutánea, 
¿queda reservado sólo si hay compromiso de la vida o afectación de órganos 
internos? 

 

Líneas de Búsqueda: 

1) Sjögren’s síndrome  
2) Skin involvement  
3) Biologic therapy/therapies OR usa como sinónimos el nombre de los biológicos, 
como Rituximab OR antiCD20 OR Rituxan)  
((primary Sjogren's syndrome OR sjogren syndrome OR sjogren s syndrome OR 
sjogren syndrome OR sjogren mikulicz syndrome) AND (Biologic therapy OR Biologic 
therapies OR Rituximab OR anti CD20)) 

((primary Sjogren's syndrome OR sjogren syndrome OR sjogren s syndrome OR 
sjogren syndrome OR sjogren mikulicz syndrome) AND ((Biologic therapy OR Biologic 
therapies OR Rituximab OR anti CD20) AND (cutaneous involvement OR skin 
involvement))  

RESULTADOS DE BÚSQUEDA:  

• PUBMED: la búsqueda arrojó 12 artículos. Se seleccionan por título y abstract 
7 
• COCHRANE: 0 
• LILACS: 0 
 
 Se seleccionan 4 artículos más por búsqueda manual. 
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Logvinenko y colaboradores publicaron en 2012 una serie de casos que incluye 13 
pacientes con SSp y vasculitis crioglobulinémica y 17 pacientes con SSp y linfoma 
MALT en glándula parótida. Se comparó el tratamiento con rituximab (RTX) 
monoterapia y RTX combinado con ciclofosfamida. La respuesta clínica, serológica e 
histológica fue mayor en pacientes con terapia combinada que en pacientes tratados 
con RTX monoterapia, y el número de recaídas fue mayor en este último grupo.  
Respecto a las manifestaciones cutáneas de vasculitis desaparecieron en el 75% de 
los casos luego de la monoterapia con rituximab y en el 100% de los casos luego de 
combinarlo con ciclofosfamida. Luego de seis meses de seguimiento se observó una 
respuesta completa al tratamiento en 25% de los pacientes luego de un curso de 
monoterapia y en el 83% de los casos posterior a la terapia combinada (16). NE: 4. 

Gottenberg y colaboradores publicaron en 2013 una serie de casos retrospectiva del 
registro francés de pacientes tratados con RTX. Incluye 78 pacientes con SSp, cinco 
con vasculitis crioglobulinémica, solo detalla que en dos casos pudo descenderse la 
dosis de corticoides (17). NE: 4. 

Meijer y colaboradores publicaron en 2010, un ensayo doble ciego, aleatorizado, 
controlado con placebo. El objetivo del estudio fue evaluar la eficacia y seguridad del 
Rituximab (RTX) en pacientes con SSp.  Se incluyeron 30 pacientes que fueron 
asignados al azar a un grupo de tratamiento, en una relación 2: 1 (RTX: placebo), 
quienes recibieron RTX a una dosis de 1g en infusiones los días 1 y 15. El seguimiento 
se llevó a cabo a las 5, 12, 24, 36, y 48 semanas. Respecto a manifestaciones 
extraglandulares relacionadas con compromiso cutáneo, 30% de pacientes en cada 
grupo (seis en el grupo tratado y tres en la rama placebo) presentaban vasculitis al 
ingresar al estudio, observándose diferencias significativas a favor del RTX a las 24 
semanas de tratamiento (p: 0,03) (18). NE: 3. 

Ramos- Casals y colaboradores publicaron en 2010 una serie de casos proveniente 
del registro español de enfermedades refractarias tratadas con RTX, los datos fueron 
retrospectivos y el cálculo del ESSDAI fue retrospectivo.15 pacientes con SSp 
recibieron recibieron tratamiento con RTX: seis casos con linfoma (tuvieron 
compromiso cutáneo- púrpura-). El compromiso cutáneo no fue uno de los motivos de 
indicación de RTX: lo fue el compromiso neurológico (cuatro casos), hematológico 
(dos), glomerulonefritis (uno), artritis (uno) y la enteropatía perdedora de proteínas 
(uno) (19). NE: 4.  
 
Pregunta 10- En pacientes con SSp y afectación cutánea severa, en quienes hay 
compromiso de la vida, ¿la realización de plasmaféresis podría ser una conducta 
terapéutica? 

 

Líneas de Búsqueda: 

1) Sjögren’s syndrome 

2) Skin involvement 
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3) Apheresis OR plasmapheresis OR plasma Exchange 

((primary Sjogren's syndrome OR sjogren syndrome OR sjogren s syndrome OR 
sjogren syndrome OR sjogren mikulicz syndrome) AND (cutaneous involvement OR 
skin involvement) AND (Apheresis OR plasmapheresis OR plasma Exchange))  

RESULTADOS DE BÚSQUEDA:  

• PUBMED:  2 artículos 
• COCHRANE: 0  
• LILACS: 0  

 
Ting- Yun y colaboradores reportaron en 2012 un caso de una paciente con 
antecedentes de ojo y boca seca que comenzó con deterioro cognitivo agregando 
anemia, plaquetopenia y falla renal con aumento de LDH. Se inició plasmaféresis con 
sospecha de SS, luego a los tres días se agregó metilprednisolona y ciclofosfamida 
endovenosa (600 mg), continuando con ciclofosfamida vía oral. En la revisión de la 
bibliografía, se encontraron seis casos de PTT asociado a SSp, en tres de ellos la 
plasmaféresis fue eficaz, no siempre asociada a corticoides (20). NE: 4. 
 
Gubin y colaboradores publicaron en 1996 una serie de siete casos de pacientes con 
SSp con GNF crioglobulinemica y vasculitis necrotizante ulcerativa a los cuales se les 
realizó aféresis combinado con pulsos de corticoides. Presentaron mejoria de los 
parámetros de laboratorio y los síntomas sicca (21). NE: 4. 
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SÍNDROME DE SJÖGREN PRIMARIO Y COMPROMISO RESPIRATORIO 

Sofia Velez, Maite Mayer, Juan Carlos Barreira. Hospital Británico 

Pregunta 1- En pacientes con Síndrome de Sjögren primario (SSp), ¿con qué 
frecuencia se diagnostica la presencia de compromiso pulmonar? 
 
Estrategia/combinación de términos: 

((sjogren[All Fields]) AND (involvement[All Fields]) AND (upper[All Fields]) AND 
(respiratory[All Fields]) AND (airway[All Fields]  sjogren[All Fields]) AND 
(involvement[All Fields]) AND (upper[All Fields]) AND (airway[All Fields] 

sjogren[All Fields]) AND (xerotrachea[All Fields])) 
  
Resultados de la búsqueda: pubmed= 56 artículos, Lilacs= 18, Cochrane= 0 
Total: 62 
Excluídos: 60 
Total: 7 

 
Yazisiz y colaboradores publicaron en 2010 una serie de casos retrospectiva que tuvo 
como objetivo investigar la prevalencia, los predictores y los hallazgos radiológicos del 
SSp asociado a afectación pulmonar. Se incluyeron 123 pacientes sin compromiso 
pulmonar pre-existente que fueron seguidos durante cinco años. El diagnóstico de 
afectación pulmonar se basó en la presencia de signos / síntomas pulmonares y / o 
alteración de las pruebas de función pulmonar, junto con alteraciones en la tomografía 
computarizada de alta resolución (TACAR). 14 pacientes (11,4%) presentaron signos/ 
síntomas de compromiso pulmonar con alteraciones en la TACAR y/o en pruebas de 
función pulmonar (PFR). La tasa de fumadores, la razón hombre / mujer y la edad 
media fueron mayores en los pacientes con compromiso de pulmón (p <0,05). El 
patrón más frecuente en la TACAR fue vidrio esmerilado (64.3%). Otros hallazgos 
comunes fueron las bronquiectasias, patrón reticular y panal de abeja, la localización 
predominantemente en los lóbulos inferiores (1). NE: 4  

Palm y colaboradores publicaron en 2013 una serie de casos de pacientes 
consecutivos que tuvo como objetivo describir la prevalencia de manifestaciones 
clínicas pulmonares en el SSp, y en base a los datos de un registro, evaluar la calidad 
de vida y la mortalidad en estos pacientes. La afectación pulmonar se definió como 
anomalías típicas identificadas con TACAR y / o PFR. En nuestra cohorte total (216 
pacientes), 59 (27%) presentaron compromiso pulmonar. Las anormalidades por 
TACAR se encontraron en 50 pacientes (23%) y de las PFT en 34 pacientes (16%). Se 
observó un deterioro significativo e independiente en el dominio de función física del 
SF 36, en el análisis ajustado. En un periodo de 8 años de seguimiento, 17 pacientes 
murieron, 10 de ellos con compromiso pulmonar (4.5% versus 17%, p< 0.01) (2). NE: 4 
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Strimlan y colaboradores publicaron en 1976 una serie de 343 pacientes, 
observándose afectación pulmonar en 31 de ellos (9%). Tos, disnea, neumonitis 
recurrente y dolor pleural fueron las principales manifestaciones. Las características 
radiográficas incluyeron los patrones intersticial y alveolar difuso, y el derrame pleural 
(3). NE: 4 

Constantopoulos y colaboradores publicaron en 1985 una serie de 36 pacientes con 
SSp que fueron evaluados por manifestaciones respiratorias utilizando clínica, 
radiología, PFR y en cinco casos biopsia. 27 pacientes (75%) tenían evidencia de 
compromiso respiratorio, el cual ocurrió, por lo general, a principios del curso de la 
enfermedad. La enfermedad pulmonar intersticial difusa fue la más común (25%), 
seguida de las enfermedades de la pequeña vía aérea (22%) y la sequedad de las 
vías respiratorias superiores (17%) (4) .NE: 4 

Gardiner y colaboradores publicaron en 1993 una serie de 16 pacientes con SSp que 
presentaban disnea, en los que se realizó investigados con la TACAR, lavado 
broncoalveolar y biopsia transbronquial. Seis pacientes presentaban evidencia de 
fibrosis intersticial, cinco infiltración linfocítica peribronquial y tres engrosamiento 
pleural (5). NE: 4 

Uffmann y colaboradores publicaron en el 2001 una serie de 37 pacientes 
consecutivos con SSp y radiografía de tórax normal. En 34 pacientes, la TACAR se 
correlacionó con las PFR. Se observó TACAR anormal en 24 de 37 pacientes (65%): 
engrosamiento septal interlobular, patrón reticulonodular; vidrio esmerilado, quistes 
parenquimatosos, opacidades intralobulillares, panalización, engrosamiento de la 
pared bronquial, bronquiectasias, e irregularidades pleurales. La TACTAR fue normal 
en cuatro pacientes con PFR que indicaba presencia de enfermedad de las pequeñas 
vías aéreas. Se encontraron anormalidades en TACAR en siete pacientes con PFR 
normal. La correlación general entre la TACAR y PFR era pobre (6). NE: 4 

Garcia- Carrasco y colaboradores publicaron en el 2002 una serie de 373 casos 
consecutivos con SSp en la que se describen las características clínicas y de 
laboratorio de los pacientes incluidos en un registro de cuatro hospitales. En lo que 
respecta al compromiso pulmonar, el mismo se observó en 37 (9%) pacientes, 
manifestado por tos y/ o disnea, con anormalidades intersticiales en las radiografías de 
tórax, las PFR y/o alveolitis y/ o fibrosis en la TACAR (7). NE: 4 

 

Pregunta 2- ¿Los pacientes con SSp y enfermedad intersticial pulmonar tienen 
peor pronóstico que los pacientes con SSp sin compromiso pulmonar? 

 

Estrategia/combinación de términos: 
((sjogren[All Fields]) AND (nsip[All Fields] OR uip[All Fields]) AND ("prognosis"[MeSH 
Terms] OR "prognosis"[All Fields])) 
 
Resultados de la búsqueda:  
Pubmed= 9 artículos, lilacs= 3, cochrane= 0 
Total: 175 
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Excluidos: 173 
 Total: 2 
 
Enomoto y colaboradores publicaron en 2013 un estudio de cohorte retrospectivo, que 
tuvo como objetivo evaluar el valor pronóstico de la neumonía intersticial usual (NIU), e 
identificar los factores pronósticos en pacientes con SSp y enfermedad pulmonar 
intersticial (EPI). Se incluyeron 33 pacientes con SSp y EPI: 22 con neumonía 
intersticial no específica (NINE) y 11 con UIP. El tiempo promedio de seguimiento fue 
de 110 meses, y la tasa de supervivencia a los cinco años de 87,3%, en la población 
total de pacientes. El pronóstico de los pacientes con NIU no fue significativamente 
diferente al de los pacientes con NINE. El análisis multivariado identificó a la presión 
arterial de monóxido de carbono (HR: 1.68. IC 95%: 1.24–2.28, P < 0.01) la extensión 
del patrón reticular en la TACTAR (HR: 4.17. IC 95%: 1.18–14.73, P = 0.03), y la 
severidad de los focos de fibroblastos por anatomía patológica (HR: 9.26. IC 95%: 
1.74–49.35, P <0.01) como factores independientes asociados a mayor mortalidad (8). 
NE: 3 

 Parambil y colaboradores publicaron en 2006 una serie de casos retrospectiva, que 
incluyó 18 pacientes con SSp y sospecha de EPI, a quienes se les realizó biopsia de 
pulmón. La histopatología fue compatible con NINE en cinco pacientes, neumonía 
organizada en cuatro, NIU en tres, neumonía intersticial linfocítica en tres, linfoma en 
dos y amiloidosis en un paciente. El tratamiento incluyó prednisona con o sin 
inmunosupresores. En un promedio de 38 meses de seguimiento, la mayoría de los 
pacientes mejoraron o permanecieron estables, excepto tres pacientes con NIU, uno 
con NINE y uno con amiloidosis (9). NE: 4. 

 

Pregunta 3- ¿Aumenta la mortalidad el compromiso respiratorio en SSp? 
 

Estrategia/combinación de términos: 
 
((lund[All Fields]) AND ("disease"[MeSH Terms] OR "disease"[All Fields]) AND 
("mortality"[Subheading] OR "mortality"[All Fields] OR "mortality"[MeSH Terms]) AND 
("sjogren's syndrome"[MeSH Terms] OR "sjogren's"[All Fields]) AND ("syndrome"[All 
Fields] OR "sjogren's syndrome"[All Fields] OR "syndrome"[All Fields]) AND 
("sjogren"[All Fields]) OR "syndrome sjogren"[All Fields]) AND primary[All Fields]) 
(("lung"[MeSH Terms] OR "lung"[All Fields]) AND sjogren[All Fields]) AND 
("mortality"[Subheading] OR "mortality"[All Fields] OR "mortality"[MeSH Terms])) 
 
Resultados de la búsqueda: pubmed= 9 artículos, lilacs= 1, cochrane= 0 
Total: 26 
Excluidos: 24 
 Total: 1 
 

Chen y colaboradores publicaron en 2014 una serie de casos retrospectiva, que 
incluyó 44 pacientes con SSp y compromiso pulmonar, que tuvo como objetivo 
demostrar la correlación entre la TACAR y las PFR con el pronóstico de estos 
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pacientes. 12 de los 44 pacientes murieron en un promedio de tiempo de seguimiento 
de 3. 7 años, en 11 de ellos la causa de muerte fue la falla respiratoria. Los pacientes 
que fallecieron presentaron menor FEV1 (63.1 +/-19.4% vs. 79.0+/- 22.7%, p: 0.017), 
FVC (58.7 +/- 20.4% vs. 77.1 +/- 17.5%, p: 0.005) y PEF (54.3+/- 20.5% vs. 72.0 +/- 
24.8%, p: 0.035) y puntajes más altos de score tomográfico (9.2+/-5.7 vs. 5.2+/- 3.5, p: 
0.033) comparado con los pacientes que sobrevivieron. Un puntaje en el score 
tomográfico mayor o igual a 13, se mostró como un factor de riesgo independiente 
para mortalidad, en el análisis multivariado (OR: 40.15. IC 95%: 2.75- 586.99) (10). NE: 
4 

Pregunta 4- ¿La evaluación de la actividad de la enfermedad pulmonar 
intersticial en el SSp requiere realización de DLCO y TACAR? 

 

Estrategia/combinación de términos: 

((sjogren[All Fields]) AND ( "activity"[All Fields]) AND ("lung diseases, interstitial"[MeSH 
Terms] OR "lung"[All Fields]) AND ("diseases"[All Fields]) AND ("interstitial"[All Fields] 
OR "interstitial lung diseases"[All Fields] OR ("interstitial"[All Fields]) AND ("lung"[All 
Fields]) AND ("disease"[All Fields]) OR "interstitial lung disease"[All Fields]) AND 
(dlco[All Fields]) 

(primary[All Fields]) AND ("sjogren's syndrome"[MeSH Terms] OR "sjogren's"[All 
Fields]) AND ("syndrome"[All Fields] OR "sjogren's syndrome"[All Fields] OR 
("sjogren"[All Fields]) AND ("syndrome"[All Fields] OR "sjogren syndrome"[All Fields]) 
AND ("motor activity"[ "activity"[All Fields]) AND ("lung diseases, interstitial"[MeSH 
Terms] OR "lung"[All Fields]) AND ("diseases"[All Fields]) AND ("interstitial"[All Fields] 
OR "interstitial lung diseases"[All Fields] OR "interstitial"[All Fields] AND "lung"[All 
Fields]) AND ("disease"[All Fields]) OR "interstitial lung disease"[All Fields]) AND 
dlco[All Fields] 

sjogren[All Fields]) AND (interstitial[All Fields]) AND (involvement[All Fields]) AND 
(hrct[All Fields] 

sjogren[All Fields]) AND ("lung diseases, interstitial"[MeSH Terms] OR ("lung"[All 
Fields]) AND ("diseases"[All Fields]) AND ("interstitial"[All Fields] OR "interstitial lung 
diseases"[All Fields] OR "interstitial"[All Fields]) AND ("lung"[All Fields]) AND 
("disease"[All Fields]) OR "interstitial lung disease"[All Fields]) AND (hrct[All Fields])) 
 
 
Resultados de la búsqueda: pubmed= 8 artículos, lilacs= 3, cochrane= 0 
Total: 9 
Excluidos: 5 
 Total: 3 
 
 

Lohrmann  y colaboradores publicaron en 2004 una serie de casos retrospectiva, que 
incluyó 24 pacientes, que tuvo como objetivo evaluar las anomalías pulmonares 
observadas en la TACTAR en pacientes con SSp.  De los 24 pacientes incluidos, 19 
(79,2%) mostraron hallazgos patológicos y cinco (21,8%) presentaron  TACTAR 
normal. Se encontró enfermedad de las vías respiratorias sola o en asociación con la 
presencia de diversos grados de enfermedad intersticial (11). NE: 4 
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En el estudio de Chen y colaboradores, descripto previamente, el grado de 
compromiso por TACTAR se asoció significativamente con mayor mortalidad (10). NE: 4 

En el estudio de Uffman y colaboradores publicado en 2001, comentado con 
anterioridad, que incluyó a 37 pacientes con SSp y radiografías de tórax normales.  24 
(64%) de 37 presentaron TACTAR alterada y 32 pacientes alterados la PFR. La 
correlación entre TACTAR y PFR fue pobre. TACTAR y PFR parecen ser sensibles 
tanto para la detección temprana en anormalidades del parénquima y disminución de 
la función pulmonar en pacientes asintomáticos con SSp (6). NE: 4 

 

Pregunta 5- ¿Se debería indicar la biopsia de glándula salival en pacientes con 
EPI y sospecha de SSp? 
 

Estrategia/combinación de términos: 
(("lung diseases"[MeSH Terms] OR "lung"[All Fields]) AND ("diseases"[All Fields] OR 
"lung diseases"[All Fields] OR "lung"[All Fields] AND "disease"[All Fields] OR "lung 
disease"[All Fields]) AND (gland [All Fields]) AND (salivary [All Fields]) AND 
("pathology"[Subheading] OR "pathology"[All Fields] OR "biopsy"[All Fields] OR 
"biopsy"[MeSH Terms]) AND (sjogren[All Fields])) 

 
Resultados de la búsqueda: pubmed= 15 artículos, lilacs= 8, cochrane= 0 
Total: 18 
Excluidos: 17 
Total: 1 
 

Fischer y colaboradores publicaron en 2009 una serie de casos, que tuvo como 
objetivo describir las características de pacientes con EPI de causa desconocida, con 
manifestaciones compatibles con de SSp y una biopsia de glándula salival positiva. Se 
incluyeron 38 pacientes con EPI, en quienes se realizó evaluación pulmonar, 
serológica y clínica. Todos los pacientes fueron sometidos a biopsia de glándula salival 
menor. En 13 pacientes, la biopsia fue positiva, lo que confirmó el diagnóstico de SSp, 
según criterios clasificatorios 2002. De ellos siete pacientes eran mujeres; 8 tenían 
historia de tabaquismo y 10   presentaban xeroftalmía o xerostomía. Cuatro pacientes 
fueron negativos para anticuerpos antinucleares y factor reumatoideo y tres de ellos 
también eran negativos para anti Ro y anti La (12). NE: 4 

 

Pregunta 6- El diagnóstico de la enfermedad pulmonar en SSp, ¿requiere la 
realización de lavado broncoalveolar/biopsia? 
 

Estrategia/combinación de términos: 

((Involvement [All Fields]) AND ("lung"[MeSH Terms] OR "lung"[All Fields]) AND 
(sjogren[All Fields]) AND (BAL[All Fields] 
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("disease"[MeSH Terms] OR "disease"[All Fields]) AND "lung"[MeSH Terms] OR 
"lung"[All Fields]) AND sjogren[All Fields]) AND (BAL[All Fields] 

"disease"[MeSH Terms] OR "disease"[All Fields]) AND ("lung"[MeSH Terms] OR 
"lung"[All Fields]) AND (sjogren[All Fields]) AND ("lung"[MeSH Terms] OR "lung"[All 
Fields]) AND ("pathology"[Subheading] OR "pathology"[All Fields] OR "biopsy"[All 
Fields] OR "biopsy"[MeSH Terms]) 

Involvement [All Fields]) AND ("lung"[MeSH Terms] OR "lung"[All Fields]) AND 
(sjogren[All Fields]) AND ("lung"[MeSH Terms] OR "lung"[All Fields]) AND 
("pathology"[Subheading] OR "pathology"[All Fields] OR "biopsy"[All Fields] OR 
"biopsy"[MeSH Terms])) 
 

 
Resultados de la búsqueda: pubmed= 86 artículos, lilacs= 18, cochrane= 1 
Total: 89 
Excluidos: 88 
 Total: 0 

 
 

Pregunta 7- ¿El compromiso respiratorio en el SSp debe ser tratado con 
esteroides? 

  

Estrategia/combinación de términos: 

((sjogren[All Fields]) AND (interstitial[All Fields]) AND (involvement[All Fields]) AND 
("therapy"[Subheading] OR "therapy"[All Fields] OR "treatment"[All Fields] OR 
"therapeutics"[MeSH Terms] OR "therapeutics"[All Fields]) AND ("steroids"[MeSH 
Terms] OR "steroids"[All Fields])) 
 
 
Resultados de la búsqueda: pubmed= 7 artículos, lilacs= 2, cochrane= 0 
Total: 8 
Excluidos: 7 
 Total: 1 
 

En la serie de 18 casos, publicada por Parambil y colaboradores y descripta 
previamente, los pacientes fueron tratados con prednisona, generalmente en dosis de 
1 mg/ kg/ dia.  Otras drogas fueron agregadas con posterioridad, en los casos en los 
que no se encontraba mejoría, e incluyeron hidroxichloroquina (cinco pacientes), 
azatioprina (dos pacientes) y ciclofosfamida (dos pacientes). La mitad de los pacientes 
presentaron 10% de aumento de la FVC o 15% en la difusión de monóxido de 
carbono, mientras que el 28% mostro deterioro de estos parámetros. Siete pacientes 
murieron en un periodo de seguimiento promedio de 38 meses, en tres de ellos debido 
a exacerbación de EPI (9). NE: 4 

 

Pregunta 8- ¿El compromiso intersticial en el SSp debe ser tratado con 
inmunosupresores? 
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Estrategia/combinación de términos: 

((sjogren[All Fields]) AND (interstitial[All Fields]) AND (involvement[All Fields]) AND 
("therapy"[Subheading] OR "therapy"[All Fields] OR "treatment"[All Fields] OR 
"therapeutics"[MeSH Terms] OR "therapeutics"[All Fields] 

sjogren[All Fields]) AND (interstitial[All Fields]) AND ("disease"[MeSH Terms] OR 
"disease"[All Fields]) AND ("therapy"[Subheading] OR "therapy"[All Fields] OR 
"treatment"[All Fields] OR "therapeutics"[MeSH Terms] OR "therapeutics"[All Fields]) 
AND ("immunosuppressive agents"[Pharmacological Action] OR "immunosuppressive 
agents"[MeSH Terms] OR "immunosuppressive"[All Fields] AND ("agents"[All Fields] 
OR "immunosuppressive agents"[All Fields] OR "immunosuppressants"[All Fields])) 

 
 
Resultados de la búsqueda: pubmed= 9 artículos, lilacs= 2, cochrane= 0 
Total: 9 
Excluidos: 7 
 Total: 3 

 
Schnabel y colaboradores publicaron en 1998 una serie de seis casos de pacientes 
con rápida progresión de EPI asociada a enfermedades del colágeno,   (dos PM, dos 
ES, un LES y un SSp) recibieron  6-9 ciclos de de cilofosfamida en pulsos 
endovenosos (0,5 g / m2 de superficie corporal, junto con un curso inicial de 50 mg de 
prednisolona, que se disminuyó gradualmente  asociada a un mantenimiento con 
hidroxicloroquina y azatioprina.Todos los pacientes mostraron una mejoría significativa 
en la tolerancia al ejercicio y la función pulmonar (13). NE: 4 

Dalvi y colaboradores publicaron en 2007 un reporte de caso en el cual se observó 
mejoría clínica y radiológica en un paciente con SSp y neumonía intersticial linfocítica 
que fue tratado con corticoides, azatioprina e hidroxichloroquina (14). NE: 4 

En la serie de 18 casos publicada por Parambil y colaboradores, descripta 
previamente, los pacientes recibieron tratamiento con prednisona y, en los casos de en 
los que no se encontraba mejoría, se agregó hidroxichloroquina (cinco pacientes), 
azatioprina (dos pacientes) y ciclofosfamida (dos pacientes). La mitad de los pacientes 
presentaron 10% de aumento de la FVC o 15% en la difusión de monóxido de 
carbono, mientras que el 28% mostro deterioro de estos parámetros. Siete pacientes 
murieron en un periodo de seguimiento promedio de 38 meses, en tres de ellos debido 
a exacerbación de EPI (9). NE: 4 

Deheinzelin y colaboradores publicaron en 1996 una serie de casos que incluyo 20 
pacientes con SSp y EPI, 11 de los cuales fueron tratados con azatioprina, seis de 
ellos recibió concomitantemente prednisona.  La FVC aumentó un 10% en siete de los 
pacientes que recibieron tratamiento (15). NE: 4 

 

Pregunta 9- ¿El compromiso intersticial en el SSp debe ser tratado con terapias 
biológicas? 
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Estrategia/combinación de términos: 
(("biological therapy"[MeSH Terms] OR "biological"[All Fields]) AND ("therapy"[All 
Fields] OR "biological therapy"[All Fields] OR ("biologic"[All Fields] AND "therapies"[All 
Fields]) OR "biologic therapies"[All Fields]) AND (sjogren[All Fields]) AND ("lung 
diseases"[MeSH Terms] OR ("lung"[All Fields]) AND ("diseases"[All Fields] OR "lung 
diseases"[All Fields] OR ("lung"[All Fields]) AND ("disease"[All Fields]) OR "lung 
disease"[All Fields])) 

Resultados de la búsqueda: pubmed= 9 artículos, lilacs= 2, cochrane= 0 
Total: 10 
Excluidos: 8 
 Total: 1 
 
 Seror y colaboradores publicaron en 2007 una serie de casos retrospectiva, que tuvo 
como objetivo investigar la eficacia y seguridad del rituximab en las manifestaciones 
sistémicas del SSp y los cambios en biomarcadores de las células B. Se incluyeron 16 
pacientes que cumplían los criterios clasificatorios 2002. En cinco pacientes la 
indicación fue por linfoma, en dos por EPI refractaria asociada a poliartritis, en otros 
dos por poliartritis severa, en cinco por crioglobulinemia mixta, en uno por 
trombocitopenia y en uno por mononeuritis multiple. Se observó respuesta favorable 
en cuatro de los cinco pacientes con linfoma y en nueve de los 11 pacientes con 
compromiso sistémico, incluyendo una buena respuesta respecto al compromiso 
pulmonar (16). NE: 4 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

cristian.diaz
PDF Creator Trial



 

 107 

                                                                                                                                                                          
 

 

 

BIBLIOGRAFIA: 

1- Yazisiz V, Arslan G, Ozbudak IH, Turker S, Erbasan F, Avci AB, Ozbudak O, 
Terzioglu E.  Lung involvement in patients with primary Sjögren’s syndrome: 

what are the predictors? Rheumatol Int (2010) 30:1317–1324 

2- Palm O, Garen T, Berge Enger T, Jensen JL, Lund MB, Aaløkken TM, Gran JT. 
Clinical pulmonary involvement in primary Sjogren’s syndrome: prevalence, 

quality of life and mortality—a retrospective study based on registry data. 
Rheumatology 2013;52:173-179 

3- Strimlan CV, Rosenow EC 3rd, Divertie MB, Harrison EG Jr. Pulmonary 
Manifestations of Sjögren's syndrome. Chest. 1976 Sep;70(03):354-61  

4- Constantopoulos SH, Papadimitriou CS, Moutsopoulos HM. Respiratory 
manifestations in primary Sjögren's syndrome. A clinical, functional, and 
histologic study. Chest. 1985 Aug;88(2):226-9. 

5- Gardiner P, Ward C, Allison A, Ashcroft T, Simpson W, Walters H, Kelly C. 
Pleuropulmonary abnormalities in primary Sjögren's syndrome. J Rheumatol. 
1993 May;20(5):831-7. 

6- Uffmann M, Kiener HP, Bankier AA, Baldt MM, Zontsich T, Herold CJ. Lung 
manifestation in asymptomatic patients with primary Sjögren syndrome: 
assessment with high resolution CT and pulmonary function tests. J Thorac 
Imaging. 2001 Oct;16(4):282-9. 

7- García-Carrasco M, Ramos-Casals M, Rosas J, Pallarés L, Calvo-Alen J, 
Cervera R, Font J, Ingelmo M. Primary Sjögren syndrome: clinical and 
immunologic disease patterns in a cohort of 400 patients. Medicine (Baltimore). 
2002 Jul;81(4):270-80. 

8- Enomoto Y, Takemura T, Hagiwara E, Iwasawa T, Fukuda Y, Yanagawa N, 
Sakai F, Baba T, Nagaoka S, Ogura T. Prognostic factors in intersticial lung 
disease associated with primary sjogren syndrome a retrospective analisys of 
33 pathologically proven cases. Plos one 2013 sep 9;8 (9) e:73774   

9- Parambil JG, Myers JL, Lindell RM, Matteson EL, Ryu JH. Interstitial lung 
disease in primary Sjögren syndrome. Chest. 2006 Nov;130(5):1489-95. 

10- Chen MH, Chou HP, Lai CC, Chen YD, Chen MH, Lin HY, Huang DF. Lung 
involvement in primary Sjögren's syndrome: Correlation between high-
resolution computed tomography score and mortality. J Chin Med Assoc. 2014 
Feb;77(2):75-82. 

11- Lohrmann C, Uhl M, Warnatz K, Ghanem N, Kotter E, Schaefer O, Langer M. 
High-resolution CT imaging of the lung for patients with primary Sjogren's 
syndrome. Eur J Radiol. 2004 Nov;52(2):137-43. 

12- Fischer A, Swigris JJ, du Bois RM, Groshong SD, Cool CD, Sahin H, Lynch DA, 
Gillis JZ, Cohen MD, Meehan RT, Brown. Minor salivary gland biopsy to detect 

http://www.ncbi.nlm.nih.gov/pubmed/?term=Yazisiz%20V%5BAuthor%5D&cauthor=true&cauthor_uid=19844720
http://www.ncbi.nlm.nih.gov/pubmed/?term=Arslan%20G%5BAuthor%5D&cauthor=true&cauthor_uid=19844720
http://www.ncbi.nlm.nih.gov/pubmed/?term=Ozbudak%20IH%5BAuthor%5D&cauthor=true&cauthor_uid=19844720
http://www.ncbi.nlm.nih.gov/pubmed/?term=Turker%20S%5BAuthor%5D&cauthor=true&cauthor_uid=19844720
http://www.ncbi.nlm.nih.gov/pubmed/?term=Erbasan%20F%5BAuthor%5D&cauthor=true&cauthor_uid=19844720
http://www.ncbi.nlm.nih.gov/pubmed/?term=Avci%20AB%5BAuthor%5D&cauthor=true&cauthor_uid=19844720
http://www.ncbi.nlm.nih.gov/pubmed/?term=Ozbudak%20O%5BAuthor%5D&cauthor=true&cauthor_uid=19844720
http://www.ncbi.nlm.nih.gov/pubmed/?term=Terzioglu%20E%5BAuthor%5D&cauthor=true&cauthor_uid=19844720
http://www.ncbi.nlm.nih.gov/pubmed/?term=Palm%20O%5BAuthor%5D&cauthor=true&cauthor_uid=23192906
http://www.ncbi.nlm.nih.gov/pubmed/?term=Garen%20T%5BAuthor%5D&cauthor=true&cauthor_uid=23192906
http://www.ncbi.nlm.nih.gov/pubmed/?term=Berge%20Enger%20T%5BAuthor%5D&cauthor=true&cauthor_uid=23192906
http://www.ncbi.nlm.nih.gov/pubmed/?term=Jensen%20JL%5BAuthor%5D&cauthor=true&cauthor_uid=23192906
http://www.ncbi.nlm.nih.gov/pubmed/?term=Lund%20MB%5BAuthor%5D&cauthor=true&cauthor_uid=23192906
http://www.ncbi.nlm.nih.gov/pubmed/?term=Aal%C3%B8kken%20TM%5BAuthor%5D&cauthor=true&cauthor_uid=23192906
http://www.ncbi.nlm.nih.gov/pubmed/?term=Gran%20JT%5BAuthor%5D&cauthor=true&cauthor_uid=23192906
http://www.ncbi.nlm.nih.gov/pubmed/?term=Strimlan%20CV%5BAuthor%5D&cauthor=true&cauthor_uid=989035
http://www.ncbi.nlm.nih.gov/pubmed/?term=Rosenow%20EC%203rd%5BAuthor%5D&cauthor=true&cauthor_uid=989035
http://www.ncbi.nlm.nih.gov/pubmed/?term=Divertie%20MB%5BAuthor%5D&cauthor=true&cauthor_uid=989035
http://www.ncbi.nlm.nih.gov/pubmed/?term=Harrison%20EG%20Jr%5BAuthor%5D&cauthor=true&cauthor_uid=989035
http://www.ncbi.nlm.nih.gov/pubmed?term=1976%5Bpdat%5D+AND+Pulmonary+Manifestations+of+Sjogren%27s+Syndrome&TransSchema=title&cmd=detailssearch
http://www.ncbi.nlm.nih.gov/pubmed/?term=Chen%20MH%5BAuthor%5D&cauthor=true&cauthor_uid=24342542
http://www.ncbi.nlm.nih.gov/pubmed/?term=Chou%20HP%5BAuthor%5D&cauthor=true&cauthor_uid=24342542
http://www.ncbi.nlm.nih.gov/pubmed/?term=Lai%20CC%5BAuthor%5D&cauthor=true&cauthor_uid=24342542
http://www.ncbi.nlm.nih.gov/pubmed/?term=Chen%20YD%5BAuthor%5D&cauthor=true&cauthor_uid=24342542
http://www.ncbi.nlm.nih.gov/pubmed/?term=Chen%20MH%5BAuthor%5D&cauthor=true&cauthor_uid=24342542
http://www.ncbi.nlm.nih.gov/pubmed/?term=Lin%20HY%5BAuthor%5D&cauthor=true&cauthor_uid=24342542
http://www.ncbi.nlm.nih.gov/pubmed/?term=Huang%20DF%5BAuthor%5D&cauthor=true&cauthor_uid=24342542
http://www.ncbi.nlm.nih.gov/pubmed/?term=Warnatz%20K%5BAuthor%5D&cauthor=true&cauthor_uid=15489070
http://www.ncbi.nlm.nih.gov/pubmed/?term=High+resolution+CT+imaging+of+de+lung+for+patient+with+primary+sjogren+syndrome
cristian.diaz
PDF Creator Trial



 

 108 

                                                                                                                                                                          
primary Sjogren syndrome in patients with interstitial lung disease. Chest. 2009 
Oct;136(4):1072-8. 

13- Schnabel A, Reuter M, Gross WL. Intravenous pulse cyclophosphamide in the 
treatment of interstitial lung disease due to collagen vascular diseases. Arthritis 
Rheum. 1998 Jul;41(7):1215-20. 

14- Dalvi V, Gonzalez EB, Lovett L. Lymphocytic interstitial pneumonitis (LIP) in 
Sjögren's syndrome: a case report and a review of the literature. Clin 
Rheumatol. 2007 Aug;26(8):1339-43. 

15- Deheinzelin   D ,  Capelozzi   VL ,  Kairalla   RA ,  Barbas Filho   JV ,  Saldiva   
PH ,  de Carvalho   CR .  Interstitial lung disease in primary Sjögren’s 
syndrome. Clinical-pathological evaluation and response to treatment. Am J 
Respir Crit Care Med.  1996; 154 (3 pt 1): 794 - 799 .   

16- Seror R, Sordet C, Guillevin L, et al. Tolerance and efficacy of rituximab and 
changes in serum B cell biomarkers in patients with systemic complications of 
primary Sjögren’s syndrome. Ann Rheum Dis 2007;66(3):351- 7.  

 

 

 

 

 

 

 

 

 
 

 

 

 

 

 

 

 

 

 

 

 

cristian.diaz
PDF Creator Trial



 

 109 

                                                                                                                                                                          
 

 

 

SÍNDROME DE SJÖGREN PRIMARIO Y COMPROMISO NEUROLÓGICO 

Vanesa Cruzat, Laura Raiti. Clinica Bessone. 

Pregunta 1- ¿El compromiso neurológico en Sindrome de Sjögren primario (SSp) 
se asocia a positividad de antiRo/La? 

Se utilizaron los siguientes términos de búsqueda:  neurology affection   - neurologic 
compromise -neurology   - neurologic AND Sjögren   -  Sjögren Syndrome -   Sjogren 
disease   AND La-SSB - La/SSB - Ro/SSA autoantigen -   Ro/SSA autoantibodies - Ro-
SSA autoantibodies - Ro autoantibodies - Ro antibodies   - Ro-SSA antigen -  Ro 
autoantigen   - Ro autoantibody - Ro/La -  SSA antigen - Ro SSA/antigen 

Se encontraron en Pubmed 2754 artículos, 2716 se descartaron por título, 17 se 
descartaron por abstract, 12 se descartaron por contenido; se seleccionaron 9 
artículos para análisis. Las búsquedas por LILACS y por Cochrane no arrojaron 
resultados. 

Kvarnström y colaboradores publicaron en 2015 una serie de casos de pacientes 
consecutivos que tuvo como objetivo determinar la incidencia de SSp y la frecuencia 
de manifestaciones extraglandulares (MEG) al diagnóstico. Se evaluaron pacientes 
derivados por diferentes especialistas y se determinó el número de casos incidentes 
desde enero 2007 hasta diciembre 2011. De los 781 pacientes derivados, 199 (25,5%) 
cumplieron criterios para SSp. En un sub análisis del estudio en el que se compararon 
los pacientes con anticuerpos positivos (FAN, anti Ro y/o anti La) versus aquellos con 
anticuerpos negativos, no se encontraron diferencias significativas respecto a la 
presencia de neuropatía (NPT) periférica entre ambos grupos ((6/105 (5.7%) versus 
4/88 (4.5%), p: 0.15) (1). NE: 4 

Morreale y colaboradores publicaron en 2014 un estudio de corte transversal, que tuvo 
como objetivo evaluar la prevalencia del compromiso del sistema nerviosos central 
(SNC) en SSp y los posibles marcadores de daño del sistema nervioso. Se incluyeron 
120 pacientes de un centro de Italia. En 81 pacientes (67,5%) se observó compromiso 
del SNC, siendo la cefalea la manifestación más frecuente (46,9%), seguidos de los 
trastornos cognitivos (44.4%) y del estado de ánimo (38.3%). Los anticuerpos anti 
Ro/SSA se encontraron en 68 (84%) y anti La/SSB en 22 (27.2%) de los sujetos con 
compromiso del SNC. La presencia de anticuerpos anti Ro/SSA se encontró 
significativa e independientemente asociada a un aumento de riesgo de cefalea (OR: 
2.85, IC 90%: 1.43–9.6; p< 0.01) y alteraciones del estado de ánimo (OR: 2.72, IC 
90%: 2.95–13; p <,0.01) (2). NE: 4 

 
Hsu y colaboradores publicaron en 2014 un estudio de corte transversal, con 
recolección retrospectiva de los datos, cuyo objetivo fue analizar las características 
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clínicas y los marcadores serológicos asociados a la presencia de NPT periférica en 
pacientes con SSp. Se incluyeron 250 pacientes con SSp que habían sido 
hospitalizados en el período comprendido entre junio de 2005 y junio de 2011, en un 
Hospital de Taiwan. Tanto el dosaje de anticuerpos como el electromiograma fueron 
realizados durante la internación. Dieciocho pacientes presentaron compromiso del 
sistema nervioso periférico (SNP), seis neuropatía craneal y 12 neuropatía sensitivo 
motora versus 232 sin compromiso del SNP. De estos últimos, 33 tenían compromiso 
SNC, 16 accidente cerebrovascular o vasculitis, nueve movimientos anormales, cinco 
meningoencefalitis, tres epilepsia. No se encontró asociación estadísticamente 
significativa entre la presencia de neuropatía y la positividad de anticuerpos anti Ro, ni 
anti La (3).  NE: 4 
 
Jamilloux y colaboradores publicaron en 2014, un estudio retrospectivo, longitudinal, 
que tuvo como objetivo evaluar si el perfil inmunológico y la presencia de 
manifestaciones sistémicas se asociaban a la presencia de manifestaciones 
neurológicas. Se incluyeron 420 pacientes de dos centros de Francia con una media 
de seguimiento de 73 (+/- 68) meses. Noventa y cinco pacientes (22%) desarrollaron 
compromiso neurológico, excluyéndose dos por diagnóstico de linfoma. Sesenta y dos 
pacientes presentaron compromiso del SNP, 41 del SNC y diez de ambos. En el 
análisis multivariado se encontró asociación negativa entre la presencia de 
compromiso neurológico y la presencia de anti Ro (OR 0.42, IC 0.25-0.71 p<0.05) (4). 
NE: 4 
 
Séne y colaboradores publicaron en 2011 un estudio de casos de pacientes con NPT 
periférica y controles (pacientes sin NPT periférica) que tuvo como objetivo evaluar la 
relación entre la presencia de NPT periférica en pacientes con SSp y los marcadores 
de proliferación monoclonal de células B y de activación crónica. Se incluyeron 120 
pacientes, de un único centro de Paris evaluados en el período correspondiente a 
1985-2009. Treinta pacientes (25%) presentaban NPT periférica. En el análisis 
multivariado, no se encontró asociación estadísticamente significativa entre el anti Ro, 
ni anti La con la presencia de NPT (5).  NE: 4 
 
Delande y colaboradores publicaron en 2004 una serie de casos que tuvo como 
objetivo describir las manifestaciones clínicas, de laboratorio, e imágenes en pacientes 
con SSp y compromiso neurológico referidos a un departamento de neurología o 
medicina interna en un Hospital de Francia (enero 1993-dic 2001). Se incluyeron 82 
pacientes con compromiso neurológico (31 SNC, 26 SNP y 25 ambos).  En un sub 
análisis se evaluaron las diferencias entre pacientes con compromiso del SNC y SNP. 
Los pacientes con Ro+ (medido por inmunodifusión) tuvieron significativamente mayor 
compromiso del SNP que SNC. En los 39 pacientes en los que también se utilizó 
Western blot para la detección de los anticuerpos anti Ro, está diferencia no se 
observó (6).  NE: 4 
 
Scofield y colaboradores publicaron en 2012 un estudio de corte transversal cuyo 
objetivo fue determinar el porcentaje de pacientes con SSp (según criterios 
clasificatorios americano- europeos 2002) con NPT sensitiva y su asociación con la 
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presencia de anticuerpos anti Ro/La. Se incluyeron 88 pacientes, en los que se realizó 
dosaje de anticuerpos y evaluación neurológica.  En 27 pacientes se encontró NPT 
periférica (alta sensibilidad fina, vibratoria o propiocepción detectados por 
electromiografía); por técnica de doble inmunodifusión se encontraron 12 pacientes 
con anticuerpos anti Ro y anti La positivos. El 66,7% de ellos presentaba NPT versus 
25% de NPT en los pacientes con dichos anticuerpos negativos.  Utilizando métodos 
más sensibles como Inno-Lia assay, se encontraron 32 pacientes con ambos 
anticuerpos positivos; en 13 de ellos, se observó NPT (7).  NE: 4 
 
Ramos- Casals y colaboradores publicaron en 2008 una serie de casos que tuvo como 
objetivo evaluar la presentación clínica de pacientes con SSp atendidos en 12 centros 
de España y determinar cómo las características epidemiológicas, clínicas y analíticas 
modulan la expresión de la enfermedad.  Se incluyeron 1010 pacientes con SSp 
(según criterios europeos 1993), tanto casos prevalentes como incidentes. 110 (11%) 
presentó compromiso SNP, 21 (2%) SNC. 518/1002 (52%) anti Ro positivo. 19/233 
(8%) de casos incidentes tuvieron NPT periférica versus 58/238 (34%) de los 
pacientes con enfermedad mayor a 10 años evolución (p<0.001). En un sub análisis 
los pacientes anti Ro y/o anti La positivos tuvieron mayor frecuencia de NPT periférica 
(74 de 534 pacientes seropositivos (14%) p=0.001), tanto en el análisis univariado 
como multivariado (ajustado por tiempo de evolución, sexo y edad) (8). NE: 4  
Alexander y colaboradores publicaron en 1994 un estudio de corte transversal que 
tuvo como objetivo determinar la relación entre la presencia de anticuerpos anti Ro y 
los diferentes tipos de compromiso del SNC (por ejemplo focal o difuso), así como con 
las imágenes cerebrales y la angiografía. Se incluyeron cuatro grupos: I:  SS y 
compromiso activo del SNC  (N: 52, 45 SSp y 7 SS secundario), en los que se 
determinó la presencia de  anti Ro por doble difusión en gel; II: SS y compromiso 
activo del SNC (N:49, 43 con SSp y seis con SS secundario) con determinación de 
Ro60kD por ELISA; III y IV: sin compromiso del SNC (N grupo III=38, 33 con SSp y 
cinco con SS secundario y N grupo IV=1diez, nueve con SSp y uno con SS 
secundario) con dosaje de anti Ro por doble difusión en gel y ELISA, respectivamente, 
y 20 controles sanos. El anti Ro se encontró presente en 28/52 (54%) pacientes del 
grupo I versus 9/38 (24%) del grupo III (p=0.005). Diez pacientes murieron por 
compromiso del SNC (19%), ocho presentaban anti Ro positivo (29%) versus 2/24 
(8%) Ro negativo (p=0.085). En el grupo I, 39 pacientes (75%) tuvieron alteración en la 
TAC y/o RM de los cuales 25/28(89%) presentaban Ro positivos versus 14/24(58%) 
Ro negativos (p=0.022; OR 6; IC 95%: 1.4-25.3). Lesiones extensas se observaron en 
19/28(68%) Ro positivos versus 4/24(17%) Ro negativos (p<0.0003; OR 10.6; IC 95%: 
2.8-40.1). Se realizaron 44 angiografías: 16/21 (76%) pacientes anti Ro positivos 
mostraron alteraciones versus 4/23 (17%) de los anti Ro negativos (p<0.0002; OR 
15.2; IC 95%: 3.5-66.3) (9).  NE: 4 
 
Pregunta 2- ¿El compromiso neurológico en el SSp se asocia a 
hipergammaglobulinemia? 

Se utilizaron los siguientes términos de búsqueda:  neurology affection   - neurologic 
compromise   - neurology   - neurologic  AND Sjögren   -  Sjögren Syndrome- 
Sjogren disease AND hypergamma - hypergammaglobulinaemia – gammapathy 
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Sjögren   -  Sjögren Syndrome -   Sjogren disease AND              hypergamma - 
hypergammaglobulinaemia – gammapathy 

Se encontraron 4 artículos por LILACS no se seleccionó ninguno. En Cochrane se 
encontraron 70, tampoco se seleccionó ningún artículo. En Pubmed: se encontraron 
175 Artículos, 164 se descartaron por título, 1 se descartó por abstract y 6 se 
descartaron por contenido. Se analizaron 4 artículos. 

Martel y colaboradores publicaron en 2011 un estudio de cohorte retrospectiva que 
tuvo como objetivo evaluar el perfil inmunológico y su impacto en la actividad de la 
enfermedad y evolución a largo plazo en pacientes con SSp y compromiso sistémico. 
Se incluyeron 445 pacientes de dos centros de Francia desde 1985-2009. Setenta 
pacientes (16%) presentaron compromiso del SNP. Doscientos veinticinco pacientes 
tuvieron hipergammaglobulinemia (201 de ellos al momento del diagnóstico), no 
encontrándose asociación estadísticamente significativa e independiente de la misma 
con el desarrollo de compromiso del SNP, en el análisis multivariado (10). NE: 3  
 
En el estudio de Sène D y colaboradores, que fue comentado previamente, se observó 
que los pacientes con NPT sensitiva no atáxica presentaban hipergammaglobulinemia 
con una frecuencia significativamente mayor que los pacientes sin NPT (35% vs. 64%; 
p = 0.023); esta asociación no se observó en el análisis multivariado. En el caso de la 
NPT sensoriomotora se observó una menor frecuencia de hipergammaglobulinemia 
(14% versus 64%; p = 0.01) y una mayor frecuencia de gamapatía monoclonal (71% 
vs. 17%; p = 0.004), comparado con los pacientes sin NPT. Dichas asociaciones no se 
observaron en el análisis multivariado (5).  NE: 4  
 
Brito Zerón y colaboradores publicaron en 2012 un estudio retrospectivo, longitudinal, 
que tuvo como objetivo evaluar las características clínicas y la evolución de los 
pacientes con gammapatía monoclonal (GM). Se incluyeron 408 pacientes 
consecutivos en el período comprendido entre enero 1990 y julio 2011, divididos en 
tres grupos: I- pacientes que cumplían criterios Americano-Europeos (n=221); II- 
pacientes que cumplían exclusivamente criterios 1993 (n=122) y III- pacientes con SS 
asociado a HCV (n=65). 48/221 (22%) de los pacientes del grupo I tuvieron GM; 
mientras que en los grupos control, la prevalencia fue de 16% en el grupo II (p > 0.05) 
y 52% en el grupo III (p < 0.001). En un sub análisis del estudio, los pacientes del 
grupo I con GM tuvieron mayor compromiso neurológico ((20/48 (48%) versus los 
pacientes del mismo grupo, sin GM ((40/173 (23%), p=0.016)). De los 48 pacientes 27 
fueron seguidos al menos 3 años, 15 con GM intermitente y 12 GM persistente.  5/15 
tuvieron compromiso SNC versus ningún paciente con GM persistente (p=0.047) (11). 
NE: 4 
 
Terrier y colaboradores publicaron en 2007 una serie de casos que tuvo como objetivo 
evaluar los resultados de la biopsia neuromuscular en pacientes con NPT periférica y 
SSp. Se incluyeron 40 pacientes.  El diagnóstico de SSp fue posterior al desarrollo de 
NPT en25 casos, simultáneo en dos y posterior en 13.  Al diagnóstico de la NPT, 27 
pacientes (68%) presentaban otras manifestaciones extraglandulares.  Se realizaron 
34 biopsias neuromusculares. En 18 de ellas se observó atrofia neurogénica en 
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ausencia de vasculitis, en ocho vasculitis linfocítica y en 14 vasculitis necrotizante. En 
un sub análisis se observó que 1/18 (6%) pacientes sin vasculitis en la biopsia versus 
8/22 (36%) con hallazgos de vasculitis en la biopsia, presentaban GM (p=0.03) (12). NE: 
4  
 
Pregunta 3- ¿El compromiso neurológico en el SSp se asocia a 
hipocomplementemia? 

Se utilizaron los siguientes términos de búsqueda: neurology affection   - neurologic 
compromise - neurology  - neurologic  AND Sjögren   -  Sjögren Syndrome - Sjogren 
disease  AND  hypocomplementemia - complement C3 - complement C4 Sjögren - 
Sjögren Syndrome - Sjogren disease  AND  hypocomplementemia - complement C3 -  
complement C4                 

Se encontraron en Pubmed 143 artículos (132 se descartaron por título, 2 se 
descartaron por abstract y 6 por contenido). Se seleccionaron 3 artículos para análisis. 
En LILACS no se encontró ninguno. En Cochrane 3 pero no se seleccionó ninguno 
para análisis. 

En el estudio descripto previamente de Terrier y colaboradores, 3/16 (19%) pacientes 
sin vasculitis versus 10/18 (56%) con vasculitis en la biopsia, presentaron 
hipocomplementemia (p=0.04) (12).  NE: 4 

En el estudio de Delalande y colaboradores descripto con anterioridad, los pacientes 
con hipocomplementemia tuvieron mayor frecuencia de compromiso del SNP 
((11(42,3%) versus dos con compromiso del SNC ((6,4%) versus 8 (32%) SNC + SNP, 
p <0, 01)) (6).  NE: 4  

Ramos- Casals y colaboradores publicaron en 2005, un estudio observacional, 
retrospectivo y longitudinal, que tuvo como objetivo analizar la prevalencia e 
implicancias clínicas de la hipocomplementemia en pacientes con SSp. Dos centros, 
en Francia y España, reclutaron desde 1993 al 2003, 336 pacientes. Además, 
analizaron 46 pacientes con SS asociado a HCV y 184 con HCV y crioglobulinemia. Se 
realizó dosaje de complemento en la visita basal y, al menos, anualmente y se 
registraron las manifestaciones clínicas en forma acumulativa y retrospectiva. Los 
pacientes con bajos niveles de C4 tuvieron mayor prevalencia de NPT periférica ((8/39 
(20%) versus 16/297 (5%), p<0.003)). En el análisis multivariado, la NPT mostró una 
asociación significativa e independiente con el descenso de C4 (13). NE: 4 
 
Pregunta 4- ¿El compromiso neurológico en el SSp se asocia a la presencia de 
crioglobulinas? 

Se utilizaron los siguientes términos de búsqueda: neurology affection   - neurologic 
compromise - neurology   - neurologic  AND Sjögren -   Sjögren Syndrome   -   
Sjogren disease AND Cryoglobulins-   cryoglobulinemia - 
cryoglobulinemia/complications - cryoglobulinaemia -  cryoglobulin Sjögren - Sjögren 
Syndrome   - Sjogren disease AND    cryoglobulins -   cryoglobulinemia - 
cryoglobulinaemia   -   cryoglobulin  cryoglobulinemia/complications―  -  
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La búsqueda por Cochrane encontró 1 artículo que no fue seleccionado y por LILACS 
9 que fueron descartados. Por Pubmed se encontraron 267 Artículos, 253 se 
descartaron por título, 4 por abstract y 5 por contenido. Se seleccionaron 5 para su 
análisis. 

En el estudio de Sène y colaboradores, la NPT sensitivomotora se encontró asociada 
a la presencia de crioglobulinemia mixta ((4/7 (57.1%) versus 10/90 (11.1%); 
p=0.008)). Sin embargo, no se observó asociación en el análisis multivariado (11). NE: 4 

En el trabajo de Delalande y colaboradores, los pacientes con crioglobulinas positivas 
tuvieron significativamente mayor compromiso del SNP: 14 (53,8%), versus seis 
(19,3%) con compromiso del SNC versus diiez (40%) con compromiso SNC+SNP (6). 
NE: 4 

En un sub análisis del estudio de Jamiloux y colaboradores, se encontró CN en 29/93 
(31%), compromiso del SNC en 11/41 (27%) y del SNP en 22/62 (36%). A su vez, en 
el análisis multivariado, se observó asociación entre positividad de crioglobulinas y 
presencia de CN (OR 2.96, IC 1.57-5.58 p<0.05). El modelo de Cox mostró a las 
crioglobulinas como el único factor predictivo para el CN, especialmente NPT 
sensitivomotora y mononeuritis múltiple. Cuatro pacientes murieron, tres por encefalitis 
aguda y uno por vasculitis cerebral (presentaban crioglobulinas positivas) (4). NE: 4   

Quatuccio y colaboradores publicaron en 2015 un estudio de casos y controles, que 
tuvo como objetivo determinar diferencias entre pacientes con SSp con vasculitis 
crioglobulinémica (VC) y vasculitis hipergammaglobulinémica (VHG) en cinco centros 
italianos.  Se incluyeron 652 pacientes: grupo I, N=23 (VC con púrpura y crioglobulinas 
positivas); grupo II, N=40 (VHGV) y grupo III, N=589 (controles: pacientes sin púrpura). 
26 (4%) tuvieron NPT periférica.  De ellos, nueve (39%) con VC y 16 (2,7%) de los 
controles (p<0.0001; RR: 23; IC 95%: 8,7-60,9).  Un sólo paciente (2,5%) del grupo de 
VHG, presentó NPT (14). NE: 4  

En el estudio de Martel y colaboradores publicado en 2011, descripto previamente, se 
identificaron 68 de 445 pacientes, con crioglobulinas positivas (tipo II, N=24; tipo III, 
N=44), las cuales estuvieron presentes al momento del diagnóstico en 41 casos (9%). 
26 de estos pacientes desarrollaron CN. Las crioglobulinas se encontraron asociadas 
a mayor frecuencia de compromiso del SPN ((23/68 (34%) versus 47/347 (13%) 
p=0.0003)). En el análisis multivariado se observó asociación significativa e 
independiente entre la presencia de crioglobulinas y NPT (OR 2.18, CI 1.09–4.37, 
p=0.02) (10).  NE: 3 

 

Pregunta 5- ¿El compromiso neurológico en el SSp se asocia a la presencia de 
anticuerpos antifosfolípidos? 

Se utilizaron los siguientes términos de búsqueda: neurology affection -  neurologic 
compromise -   neurology   -   neurologic  AND Sjögren   -    Sjögren Syndrome   -   
Sjogren disease  AND          antiphospholipid antibody   -    glycoprotein   -   
anticardiolipin   -    lupus anticoagulant   
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Se encontraron 8 artículos por LILACS, ninguno seleccionado. Por Cochrane 3, 
ninguno seleccionado. Por Pubmed:   167 Artículos, 4 seleccionados por título abstract 
y contenido. 

Pasoto y colaboradores publicaron en 2012 un estudio de corte transversal, que tuvo 
como objetivo evaluar la frecuencia de anticuerpos antifosfolipídicos (APLs) en SSp y 
su asociación con las manifestaciones clínicas. Se incluyeron 100 pacientes 
consecutivos del Hospital de Clínicas de San Pablo desde el 2010 al 2011, y 89 
controles sanos. En todos los sujetos se realizó dosaje de anti coagulante lúpico (AL), 
anti cardiolipinas (ACL) y anti B2 glicoproteinas. Se realizó una exhaustiva evaluación 
clínica para recabar datos de historia de manifestaciones trombóticas y no trombóticas 
de SAF, factores de riesgo cardiovascular y manifestaciones sistémicas de SSp. Cinco 
pacientes tuvieron eventos trombóticos, dos accidentes cerebrovasculares (ACV), 
cuatro TVP y uno IAM, mientras que no hubo ninguno en los controles (p=0.061). 
16/100 tuvieron alguno de los anticuerpos positivos.  No hubo diferencias respecto a la 
presencia de migraña, ni compromiso SNP entre pacientes con o sin APLs.  Respecto 
a los ACV, la frecuencia fue 2/16 (12,5%) versus 0/84 (p=0.024) (15).  NE: 4. 
 
En este estudio descripto previamente, en el que se incluyeron 250 pacientes con 
SSp, 18 de los cuales presentaban compromiso SNP, seis NPT craneal, 12 NPT 
sensitivomotora, se observaron mayores títulos y positividad de AFL en estos 18 
pacientes, en comparación con el resto:   β2 glicoproteína 13,6 versus 1,35 (p=0.001); 
ACL IgG 6,8 vs 0 (p=0.001); ACL IgM 1,7 vs 0 (p=0.028). La anti B2 glicoproteina I se 
encontró significativa e independientemente asociada a dicha manifestación en el 
análisis multivariado (3).  NE: 4   
 
Fauchais y colaboradores publicaron en 2004 un estudio de corte transversal que tuvo 
como objetivo determinar la prevalencia y significado clínico de los AFLs en una 
cohorte de pacientes con SSp. Los datos fueron recolectados en forma retrospectiva 
en un servicio de Medicina Interna de Francia; se incluyeron 108 pacientes, con una 
mediana de seguimiento de 60±47 meses.  74 pacientes tuvieron al menos dos 
determinaciones de AFL. 28 pacientes (38%) presentaron anticuerpos positivos. 5/28 
(18%) de los pacientes con anticuerpos positivos versus 7/46 (15%) de los pacientes 
con anticuerpos negativos tuvieron compromiso del SNP, mientras que 1/28 (4%) 
versus 9/46 (20%) presentaron compromiso del SNC, respectivamente. Las diferencias 
no fueron estadísticamente significativas en ninguno de los dos casos (16).  NE: 4 
 
Cervera y colaboradores publicaron en 1997 un estudio de corte transversal, cuyo 
objetivo fue determinar la prevalencia y significado clínico de los AFLs en pacientes 
con SSp. Se incluyeron 80 pacientes con SSp, los cuales se compararon con 50 
pacientes con SS asociado a LES, 100 pacientes con LES y 100 controles sanos. En 
todos se realizó dosaje de anticuerpos para SAF y una evaluación clínica y de 
laboratorio. De los 80 pacientes, 11 (14%) tuvieron AFL+. Ningún paciente con 
anticuerpos positivos tuvo NPT periférica versus 9/69 del subgrupo con anticuerpos 
negativos (17). NE: 4 
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 Pregunta 6- ¿El compromiso neurológico en el SSp se asocia a otras 
manifestaciones extraglandulares? 

Se incluyeron los siguientes términos de búsqueda: Sjögren -   Sjögren Syndrome   -   
Sjogren disease ANDneurology affection   -   neurologic compromise    -   neurology   -   
neurologic AND Lung   -    heart   - articular   -   arthritis   -    cutaneous   - kidney   - 
renal    -    extraglandular 

Se encontraron cuatro artículos en Cochrane (ninguno seleccionado). En LILACS diez, 
uno artículo seleccionado (Anaya col). En Pubmed: 326 artículos, dos seleccionados 
por título, abstract y contenido. 

Anaya y colaboradores publicaron en el año 2000 un estudio de corte transversal, que 
tuvo como objetivo determinar la prevalencia y las características clínicas e 
inmunogenéticas de los pacientes con SSp y compromiso neurológico. De los 95 
pacientes incluidos, 11 (11,6%) presentaron compromiso neurológico. Ocho afección 
SNP (cinco con síndrome de túnel carpiano y tres con polineuropatia sensitiva distal) y 
tres SNC (migraña complicada, esclerosis múltiple c/ vasculitis y neuritis óptica c/ 
epilepsia). El compromiso del SNP se observó en pacientes con mayor compromiso 
extraglandular: vasculitis cutánea (OR: 6, IC 1,3-27, p=0.02) y fenómeno de Raynaud 
(OR: 10,3; IC 2-55; p = 0.004) (18).  NE: 4 

En el trabajo de Jamilloux y colaboradores, descripto previamente, se encontró 
asociación significativa e independiente entre CN y el fenómeno de Raynaud (OR 
1.84, IC 1.11-3.04 p<0.05), así como con el compromiso renal (OR 2.39, IC 1.07-5.32 
p<0.05) (4).  NE: 4 

En el estudio de Delalande, comentada con anterioridad, los pacientes con 
compromiso del SNP tuvieron una frecuencia significativamente mayor de Fenómeno 
de Raynaud, compromiso pulmonar, compromiso dermatológico y hematológico 
respecto de los pacientes con compromiso del SNC (6). NE: 4 

 

Pregunta 7- ¿La presencia de vasculitis en la biopsia neuromuscular o cerebral 
en SSp se asocia a positividad de crioglobulinas? 

Se utilizaron los siguientes términos de búsqueda: nerve biopsy - brain biopsy   AND 
Sjögren - Sjögren Syndrome   -   Sjogren disease AND Cryoglobulins-   
cryoglobulinemia - cryoglobulinemia/complications - cryoglobulinaemia -  cryoglobulin 
AND Vasculitis   

Se encontraron 137 artículos en Pubmed, se seleccionó uno para análisis (136 se 
descartaron por título, abstract y por contenido) 

En el estudio de Terrier y colaboradores, 4/18 (22%) pacientes sin vasculitis en la 
biopsia versus 11/22 (50%) tuvieron crioglobulinas positivas (12).  NE: 4 
 
Pregunta 8- ¿Cúales son los métodos diagnósticos apropiados para el 
diagnóstico de compromiso neurológico en SSp? 
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Los términos de búsqueda utilizados fueron:  Sjögren -   Sjögren Syndrome - Sjogren 
disease AND neurology affection   -   neurologic compromise    -   neurology   -   
neurologic AND Diagnosis -   diagnostic 

Se encontraron en Pubmed 374 artículos, se seleccionaron para su análisis siete. El 
resto se descartó por título, abstract o contenido. No se encontraron artículos en las 
búsquedas de Lilacs ni Cochrane. 

Mori y colaboradores publicaron en 2001 una serie de casos, cuyo objetivo fue evaluar 
los hallazgos en EMG, RM y biopsia de nervio sural de pacientes con NPT y SSp. Se 
incluyeron 14 pacientes, 12 de los cuales mostraron hiperintensidad en T2, en el 
cordón posterior de columna cervical. Los dos pacientes restantes mostraron pérdida 
axonal (19).  NE: 4 
Mori y colaboradores publicaron en 2005 una serie de casos, cuyo objetivo fue 
describir las características clínicas de pacientes con NPT asociada a SSp. Se 
incluyeron 92 pacientes. En el 93% de los casos el diagnóstico de SSp fue posterior al 
compromiso neurológico. NPT sensitivo atáxica (n = 36), NPT sensitivo dolorosa sin 
ataxia (n = 18), MNM (n = 11), y polirradiculopatía (n = cuatro). En la NPT sensitiva 
atáxica, dolorosa y autonómica, se observaron anormalidades en RM y potenciales 
evocados. Se realizaron 55 biopsias de nervio sural.  Se observó pérdida de fibras 
axonales pequeñas en los casos de NPT dolorosa y fibras de mayor tamaño en NPT 
atáxica.  En las biopsias se encontró angeítis e infiltrados perivasculares en los casos 
de mononeuritis múltiple y NPT sensitivo atáxica (20).  NE: 4 
 
Alexander y colaboradores publicaron en 1988 un estudio de corte transversal, que 
tuvo como finalidad evaluar los posibles hallazgos en RMN de cerebro en pacientes 
con SSp y manifestaciones neurológicas. Se incluyeron 38 pacientes, 16 de los cuales 
presentaron manifestaciones neuropsiquiátricas.  8/16 además tuvieron déficit 
neurológico focal.  Doce/16 (75%) tuvieron lesiones en RM versus 2/22 (9%) de los 
pacientes sin compromiso neurológico (p<0.0001). 7/8 pacientes con déficit focales y 
5/8 con disfunción cognitiva o síntomas psiquiátricos también presentaron lesiones en 
RM (21). NE: 4 

Tzarouchi y colaboradores publicaron en 2014 un estudio de corte transversal que tuvo 
como objetivo evaluar la presencia de lesiones en sustancia blanca y la presencia de 
cambios micro estructurales en pacientes con SSp. Se incluyeron 19 pacientes versus 
16 controles macheados por edad. No hubo diferencias significativas entre pacientes y 
controles.  13/19 (68,4%) versus 6/16(37,5%) tuvieron áreas de aumento de intensidad 
en sustancia blanca (22).  NE: 4 

En un estudio que incluyó de 82 pacientes, descripto con anterioridad, se realizó RM 
de cerebro en 58 paciente (71%).  Se observaron lesiones en sustancia blanca, gris y 
cuerpo calloso, con una mayor frecuencia de lesiones en pacientes con compromiso 
del SNC que del SNP (80 vs 25%; p=0.008). En 39 (47,5%) de los casos se realizó RM 
de médula espinal   con presencia de lesiones hiperintensas en el 49% de los 
pacientes, todos ellos con manifestaciones clínicas de compromiso del cordón espinal. 
Se observaron lesiones hiperintensas en T2 en el 75% de los 29 pacientes con 
mielopatía(6).  NE: 4 
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En el estudio de Alexander y colaboradores, se observaron alteraciones en la TAC y/o 
RM en 39 pacientes (75%) del grupo con SSp y compromiso de SNC. En 19 de ellos 
las lesiones fueron extensas. A su vez, de las 44 angiografías realizadas, 20 fueron 
patológicas (9).  NE: 4 

En el estudio de Morreale y colaboradores, comentado previamente, que incluyó 120 
pacientes,  81 (67,5%) tuvieron compromiso del SNC. 64 pacientes (79%) de los 
pacientes mostraron síntomas focales del SNC, siendo la cefalea la manifestación más 
común, seguidos de trastornos neurocognitivos. LaRM con espectroscopia reveló 
alteraciones en la sustancia blanca frontal subcortical y en los ganglios de la base, 
mientras que la ultrasonografía mostró deterioro en la microvasculatura (2). NE: 4 
 
 
Pregunta 9- ¿Cúal es el tratamiento y evolución de las manifestaciones 
neurológicas?  

Los términos de búsqueda fueron Sjögren   Sjögren Syndrome   -   Sjogren disease    
AND treatment neurology affection - neurologic compromise - neurology - neurologic  
AND Hydroxychloroquine / azathioprine / corticosteroid – glucocorticoid - steroid - 
methylprednisolone - methylprednisone – prednisone / Cyclophosphamide / Rituximab 
/ Immunoglobulin - gammaglobulin   

Por Cochrane y Lilacs no se seleccionó ningún artículo. Por Pubmed tampoco se 
seleccionó ningún artículo para hidroxicloroquina, azatioprina, corticoides, 
ciclofosfamida, rituximab, gammaglobulinas. 

Por búsqueda manual: 

Morozumi y colaboradores publicaron en 2009 una serie de cinco casos con NPT 
sensitiva dolorosa asociada a SSp. Los cinco tuvieron alteración en EMG y biopsia de 
nervio sural con reducción leve de pequeñas fibras mielínicas y amielínicas.  Ninguno 
tuvo vasculitis. Todos recibieron IG IV 0,4 g/kg x 5 días. Todos mejoraron. Dos 
pacientes tuvieron recaídas que respondieron exitosamente al re tratamiento con IVIG 
(23). NE: 4 

Chen y colaboradores describen una serie de casos de cuatro pacientes con SSp 
entre 1994-1999 con polineuropatía sensitivo atáxica. El tratamiento temprano con 
plasmaféresis (1-2 semanas de evolución) implicó respuesta favorable; mientras que 
en los otros dos casos, en los cuales el inicio de tratamiento fue más tardío (3-4 
semanas) el cuadro neurológico permaneció estable.  Todos los casos recibieron 
corticoides en pulsos o en dosis de 1mg/K (24). NE: 4 

Santosa y colaboradores publicaron en 2012, una serie de ocho casos que tuvo como 
objetivo reportar las características de los pacientes con SSp y compromiso 
neurológico evaluados en un hospital terciario de Singapore. En seis pacientes se 
realizó el diagnóstico de SSp simultáneamente con el diagnóstico del compromiso 
neurológico.  Cuatro pacientes presentaron compromiso del SNP, dos del SNC y dos 
de ambos.  Tres de los casos correspondieron a mielitis transversa.  Todos los 
pacientes recibieron pulsos de metilprednisona; tres pacientes recibieron además, 
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ciclofosfamida + IG IV y tres ciclofosfamida (sin IG IV). El tratamiento de 
mantenimiento fue variable (mofetil micofenolato, azatioprina, hidroxicloroquina y 
metotrexate). En todos los casos se observó una respuesta favorable al tratamiento, y 
en un período de seguimiento de 19 meses, cinco pacientes presentaron recuperación 
completa (25). NE: 4 

De Seze y colaboradores reportaron los resultados de 14 pacientes con SSp y mielitis. 
Seis pacientes tuvieron mielitis aguda y ocho crónica. Ninguno tuvo 
hipocomplementemia o AFL. Seis tuvieron crioglobulinas. Todos recibieron tratamiento 
con ciclofosfamida, sin mayores eventos adversos.  Nueve mejoraron (cuatro con 
respuesta tardía), tres se estabilizaron y dos empeoraron.  Dos pacientes al suspender 
el tratamiento recayeron, uno falleció por IAM; la terapia de mantenimiento fue 
azatioprina en seis y micofenolato en cinco pacientes (26). NE: 4 

Yamada y colaboradores publican en 2005 una serie de tres casos.  

Paciente 1: paciente de sexo masculino, de 46 años, con ganglionopatía sensitiva 
atáxica y diagnóstico de SSp en forma simultánea.  Recibió tratamiento inicial con 
meprednisona 0,5mg/K, ciclosporina y plasmaféresis sin respuesta.  Luego recibió 
inmunoglobulinas endovenosas con mejoría transitoria y requerimiento de tratamiento 
cada tres o cuatro semanas).  Al iniciar interferón α tuvo mejoría clínica y en el EMG.  

Paciente 2: paciente de sexo femenino, de 67 años, con diagnóstico de SSp 14 años 
previos al compromiso neurológico, que consistió en ganglionopatía sensitiva atáxica 
refractaria al tratamiento combinado con glucocorticoides, ciclofosfamida y 
plasmaféresis. Por respuesta insuficiente recibió tratamiento con inmunoglobulinas 
endovenosas con respuesta.  Luego del tratamiento con interferón mejoró en forma 
sostenida. 

Paciente 3: paciente de sexo femenino de 45 años, con polineuropatía sensitivo 
motora y diagnóstico simultáneo de SSp.  No presentó respuesta adecuada al 
tratamiento con glucocorticoides, ciclosporina y ciclofosfamida. La respuesta a la 
plasmaféresis fue parcial.  Luego de inmunoglobulinas endovenosas tuvo una mejoría 
marcada pero con recaídas frecuentes.  A los tres años del inicio del cuadro, recibió 
interferón con mejoría sostenida, descenso en las cifras de anticuerpos y menor 
número de focos en biopsia de glándula salival (27). NE: 4 

Delalande y colaboradores, respecto al tratamiento, de los 73 paciente que recibieron 
glucocorticoides, 29 (45%) mejoraron o se estabilizaron, mientras que 13 no 
respondieron. La mayoría de los casos eran pacientes con NPT.  34 pacientes 
recibieron terapia inmunosupresora: 11 pacientes con mielitis y nueve con 
mononeuritis múltiple recibieron ciclofosfamida, con respuesta favorable en 11/12 
casos de mielopatía y en todos los casos de mononeuritis múltiple (6). NE: 4 
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COMPROMISO NEUROCOGNITIVO EN SÍNDROME DE SJÖGREN PRIMARIO 
 

Damian Duartes Noé, Federico Zazzetti, Juan Carlos Barreira. Hospital Británico 
 

 
 
Pregunta 1- ¿Cuál es la prevalencia del compromiso neurocognitivo en 
Síndrome de Sjögren primario (SSp)? 
Búsqueda  
(("Neurobehavioral Manifestations"[Mesh] OR "Memory Disorders"[Mesh] OR 
"Executive Function"[Mesh] OR "psychology" [Subheading] OR 
"Dyslexia"[Mesh] OR "Conscience"[Mesh] OR "Concept Formation"[Mesh] OR 
"Apraxias"[Mesh] OR "Aphasia"[Mesh]) AND ("Sjogren's Syndrome"[Mesh]) AND 
("Prevalence"[Mesh] OR "Epidemiology"[Mesh]))  
Resultado de búsqueda: 9 
Seleccionados por título y abstract: 3 
 
 
Van Leeuwen y colaboradores publicaron en 2015, un estudio de corte transversal que 
incluyo 300 pacientes con SSp y que tuvo como objetivo identificar los perfiles 
psicológicos niveles de fatiga asociados. Los pacientes completaron cuestionarios 
sobre fatiga (inventario de fatiga multidimensional), cognición de actividad física 
(Tampa-SK), enfermedad cognitiva, regulación cognitiva, procesamiento y regulación 
de las emociones [Escala de alexitimia de Toronto 20, Cuestionario de regulación de la 
emoción (ERQ), Cuestionario  de Expresividad Berkeley], estrategias de copia (COPE) 
y apoyo social. El principal eje de análisis factorial  produjo seis factores psicológicos: 
el apoyo social, el pensamiento negativo, pensamiento positivo, expresividad 
emocional, la evitación y la alexitimia. Al realizar el análisis por cluster, estos factores 
se agruparon en cuatro perfiles psicológicos: funcional (39%), alexitimia (27%), 
autosuficientes (23%) y disfuncional (11%). Independientemente del perfil psicológico, 
el nivel de fatiga fue sustancialmente mayor en los pacientes que en la población 
general. Los pacientes con una disfunción o un perfil alexitímico reportaron más fatiga 
que aquellos con un perfil autosuficiente (1). NE: 4 
 
 
 Yoshikawa y colaboradores publicaron en 2012 un estudio de corte transversal que 
tuvo como objetivo evaluar la prevalencia y el impacto de SS en los pacientes en una 
clínica de función cognitiva. Se reclutaron pacientes con disfunción cognitiva, desde 
2007 a 2010. Además de los exámenes de demencia, se midieron los niveles de 
anticuerpos anti-SSA y SSB de los pacientes. Se añadieron la prueba de Schirmer y/o 
una biopsia de labio si se consideraba necesario. El diagnostico de SSp se basó en los 
criterios de consenso americano- europeos. De los 276 casos que completaron los 
exámenes, 265 (97varones y 168 mujeres, edad media: 77,9, puntuación - mini-mental 
state examination – MMSE- mediana: 23) no demostraron deterioro cognitivo. 16 
pacientes (6,3%) y siete pacientes (2,7%) fueron positivos para anticuerpos SS-B y 
anti-SS-A, respectivamente. 20 pacientes (7,5%) fueron diagnosticados con SSp (edad 
media: 77,2 años de edad, MMSE mediana: 21). Siete de estos pacientes habían sido 
diagnosticados con deterioro congnitivo mínimo, y 13 con demencia. Todos tenían 
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hipoperfusión focal asimétrica en el SPECT, y 18 tenían lesiones subcorticales en la 
RM. 12 fueron tratados por demencia (tiempo medio: 2,1 años), y su MMSE mejoró 
significativamente (mediana MMSE: 26, p = 0,0019), mientras que el MMSE de los 
sujetos sin diagnóstico de SS empeoró (n = 126, mediana: 22) (2). NE: 4 
 
 
 Harboe y colaboradores publicaron en 2009, un estudio de corte transversal que tuvo 
como objetivo comparar la prevalencia y el patrón de los síndromes neuropsiquiátricos 
(NP) observados en el lupus eritematoso sistémico (LES) con aquellos observados en 
pacientes con SSp utilizando los criterios del Colegio Americano de Reumatología 
(ACR) para los 19 síndromes NP de LES. Se incluyeron 68 pacientes con LES ((media 
(DE) de edad de 43,8 (13,6) años)) y 72 con SSp (edad 57,8 (13,0) años). 
Especialistas en medicina interna, neurología y neuropsicología realizaron exámenes 
estandarizados. En todos los pacientes se realizaron imágenes por resonancia 
magnética cerebral y estudios neurofisiológicos. Se observaron similar prevalencia en 
LES y SSp de cefalea (87% vs. 78%, p = 0,165), disfunción cognitiva (46% vs 50%, p 
= 0,273),  trastornos del humor (26% vs 33%, p = 0,376), trastornos de ansiedad (12% 
frente al 4%, p = 0,095), neuropatía craneal (1% frente al 4%, p = 0,339) y trastornos 
convulsivos (7% vs 3%, p = 0,208).La enfermedad cerebrovascular fue más frecuente 
en LES que en SSp (12% frente al 3%, p = 0,049); pero la mononeuropatía (0% frente 
al 8%, p = 0,015) y la polineuropatía (18% vs 56%, p <0,001) fueron menos comunes 
en LES que en SSp. Otros síndromes fueron raros o ausentes en ambos grupos de 
pacientes(3). NE: 4 
 
 
Pregunta 2- ¿El compromiso neurocognitivo en SSp es subclínico? 
 
(("Neurobehavioral Manifestations"[Mesh] OR "Memory Disorders"[Mesh] OR 
"Executive Function"[Mesh] OR "psychology"[Subheading] OR "Dyslexia"[Mesh] 
OR "Conscience"[Mesh] OR "Concept Formation"[Mesh] OR "Apraxias"[Mesh] 
OR "Aphasia"[Mesh]) AND ("Sjogren's Syndrome"[Mesh] AND subclinical [All 
Fields])) 
 
Resultado de búsqueda: 2 
 
 
Le Guern y colaboradores publicaron en 2010 un estudio de corte transversal que tuvo 
como objetivo evaluar el compromiso subclínico del sistema nervioso central (SNC) en 
el SSp, mediante la comparación de resonancia magnética de cerebro, pruebas 
neuropsicológicas y tomografía de cerebro con emisión de fotón simple ((99m) Tc-ECD 
(SPECT)) de los pacientes con SSp con controles emparejados. Se investigaron de 
forma prospectiva 10 mujeres (<55 años) con SSp definido por criterios americano- 
europeos,  sin antecedentes de afectación neurológica, y se compararon con 10 
controles  emparejados por edad y sexo. En todos los sujetos se realizó resonancia 
magnética de cerebro, pruebas neuropsicológicas, incluyendo la evaluación general y 
el estudio de la función cognitiva focal, y (99m) Tc-ECD (SPECT) cerebral. 
Las anomalías en SPECT (99m) Tc-ECD cerebrales fueron significativamente más 
frecuentes en pacientes con SSp (10/10) que en los controles (2/10; p <0,05). También 
fueron significativamente más común en pacientes con SSp (8/10) las disfunciones 
cognitivas, expresadas principalmente como trastornos ejecutivos y visuoespaciales, 
que en los controles (0/10; p <0,01). Notablemente, entre los grupos, las 
comparaciones mostraron una correlación significativa entre la evaluación 
neuropsicológica y anomalías cerebrales en la (99m) Tc-ECD (SPECT) en pacientes 
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con SSP (r (s) = 0,49, p <0,01). Las anomalías en resonancia magnética en pacientes 
y controles no difirieron significativamente (4). NE: 4 
 

 
 

Hietaharju y colaboradores publicaron en 1990 una serie de casos en la que 

describieron las manifestaciones centrales y periféricas del sistema nervioso en 48 

pacientes con SS. 56% de los pacientes tenía alteraciones neurológicas. Las 

manifestaciones más frecuentes fueron neuropatías por atrapamiento (19%) y la 

polineuropatía (15%). Las pruebas electrofisiológicas mostraron compromiso del 

sistema nervioso subclínico en el SS: la electroencefalografía (EEG) fue anormal en el 

48%, y los potenciales evocados visuales (VEP) en el 12% de los pacientes 

evaluados. Para encontrar posibles anomalías neuropsiquiátricas se aplicó el 

Inventario de Personalidad Multifásico de Minnesota, y en 33/43 pacientes se encontró 

que tenían síntomas psiquiátricos. Los más frecuentes fueron síntomas depresivos. En 

el 44% de los pacientes hubo evidencia adicional de compromiso extraglandular o 

trastornos autoinmunes. Ninguna correlación se pudo encontrar entre los grupos de 

pacientes con o sin trastornos neurológicos en relación con la ocurrencia simultánea 

de trastornos asociados (5). NE: 4 

 

 
Pregunta 3- ¿Cómo se realiza la evaluación de compromiso neurocognitivo en 
SSp? 
 
(("Sjogren's Syndrome"[Mesh]) AND (cognitive symptoms inventory (CSI) OR 
beck depression OR minimental test (mmse) OR trail-making test a OR digit span 
OR rey auditory-verbal learning test OR wms-iii OR semantic and phonological vf 
tests OR clock s test OR trail-making test b OR rey osterrieth complex figure))  
 
Resultado de búsqueda: 2 
 
 
Rodrigues y colaboradores publicaron en 2014 un estudio de corte transversal que 
tuvo como objetivo investigar el déficit cognitivo en pacientes con SSp. Se incluyeron 
18 pacientes con SSp, con edades comprendidas entre los 25 y los 61 años, que 
fueron sometidos a una batería neuropsicológica breve y se compararon con 18 
pacientes con esclerosis múltiple y 18 controles sanos. Se observó que tanto los 
pacientes con SSp como los pacientes con esclerosis multiple tuvieron un rendimiento 
significativamente peor que el grupo control en el test de Aprendizaje Auditivo Verbal 
de Rey 3. Ambos grupos de pacientes mostraron niveles significativamente más 
elevados de depresión en el Inventario de Depresión de Beck (BDI); (p = 0,003). El 
análisis de los datos del test Trail Making B-A reveló una diferencia significativa entre 
los grupos de pacientes y el grupo control sano (P = 0,023). Al ajustar el análisis 
utilizando el BDI como covariable, los resultados no se modificaron (6). NE: 4. 
 
Martinez y colaboradores publicaron en 2010, un estudio de cohorte que tuvo como 
objetivo  determinar la progresión de la disfunción cognitiva en el SSp.12 sujetos con 
SSp se compararon con diez sujetos con migraña y diez controles sanos con pruebas 
neuropsicológicas, de estado de ánimo y de fatiga, en el momento basal y ocho años 
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más tarde. Durante el seguimiento, los sujetos SSp tuvieron un rendimiento inferior al 
de los sujetos con migraña en el Ensayo de Performance Continua (CPT), pero no 
difirieron en otras tareas. Comparado con los controles, los dos grupos de pacientes 
obtuvieron puntuaciones más bajas en el tiempo de reacción simple, los pacientes con 
SSp obtuvieron puntuaciones más bajas en el ―Wisconsin Card Sorting Test‖ (WCST) y 
los pacientes con migraña mostraron un rendimiento inferior al de los controles en la 
prueba de orientación temporal ―JOLO‖ (Benton's Judgment of Line Orientation Test). 
Tanto los pacientes con SSp, como el grupo con migraña, no mostraron diferencias 
significativas en los cambios cognitivos con el tiempo, excepto que los sujetos con 
migraña mejoraron la  fluidez verbal. En comparación con el momento basal, tanto 
SSp como los pacientes con migraña tuvieron menor rendimiento en el tiempo de 
reacción simple, en la prueba ―Trail Making Test‖ (TMT) parte B, en el test de Stroop y 
en el test ―JOLO‖. Sin embargo, mostraron puntuaciones más altas en la memoria 
verbal y visual, en el WCST y en la prueba CPT. Los pacientes con SSp mostraron 
también niveles más altos de depresión y fatiga que los otros dos grupos, con cambios 
no significativos en el tiempo (7). NE: 3 

 
 
Pregunta 4- ¿Cuál es el tratamiento del compromiso neurocognitivo en SSp? 
 
(("Neurobehavioral Manifestations"[Mesh] OR "Memory Disorders"[Mesh] OR 
"Executive Function"[Mesh] OR "psychology"[Subheading] OR "Dyslexia"[Mesh] 
OR "Conscience"[Mesh] OR "Concept Formation"[Mesh] OR "Apraxias"[Mesh] 
OR "Aphasia"[Mesh]) AND ("Sjogren's Syndrome"[Mesh]) AND (Treatment)) 
 
Resultado de búsqueda: 16 
 
Artículos seleccionados: 3 
 
 
Wong y colaboradores publicaron en 2014 un caso clínico de una mujer de 54 años de 
edad con diagnóstico de SSpque presentó una historia de 1 año de alucinaciones 
visuales que requirió su ingreso a una unidad psiquiátrica. Si bien las alucinaciones 
resolvieron con olanzapina y hidroxicloroquina, recurrieron cuando fueron 
suspendidas. A pesar de reiniciar olanzapina, sus alucinaciones visuales persistieron. 
Cuando ella comenzó a recibir una dosis decreciente de prednisolona todas sus 
alucinaciones resolvieron. Este informe se suma a la pequeña literatura sobre 
manifestaciones psiquiátricas del SS y proporciona evidencia de que dosis bajas de 
corticosteroides pueden ser un tratamiento eficaz para esta manifestación (8). NE: 4 
 
Hirohata y colaboradores presentaron en 2005 un reporte de un caso de una mujer de 
50 años de edad que inicialmente mostró falta de memoria, y más tarde desarrolló una 
alteración de la conciencia. Además de presentar una meningoencefalitis aséptica 
revelada por el examen del líquido cefalorraquídeo y las imágenes de la resonancia 
magnética, la presencia en el suero de anticuerpos anti-SS-A y anti-SS-B y hallazgos 
inflamatorios en la biopsia de labio indicaron SSp. La resonancia magnética con 
(FLAIR) reveló áreas pequeñas bien definidas de alta intensidad de señal en la corteza 
con compromiso de la sustancia blanca subcortical. La terapia con corticosteroides dio 
lugar a una rápida y casi completa resolución de las lesiones corticales con una 
marcada mejoría de las manifestaciones clínicas. La alteración de la memoria es una 
manifestación inicial rara en la meningoencefalitis asociada con SSp. Nuestro paciente 
con SSp mostró lesiones corticales inflamatorias en la resonancia, que fueron 
revertidas con el tratamiento con corticosteroides (9). NE: 4 
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Caselli y colaboradores publicaron en 1991 el reporte de un caso de una mujer de 56 
años con diagnóstico de SSp serológica y clínicamente documentado y una demencia 
progresiva desarrollada durante un período de 15 meses. La resonancia magnética y 
angiografía fueron normales, pero una biopsia cerebral dió a conocer una inflamación 
linfocítica perivascular en leptomenínges y de vasos de parénquima. El tratamiento 
con dosis altas de corticoides produjo una rápida y casi completa resolución de la 
demencia (10). NE: 4 
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MANIFESTACIONES Y ENFERMEDADES GASTROINTESTINALES- HEPÁTICAS 

ASOCIADAS AL SÍNDROME DE SJÖGREN PRIMARIO 

 

M. Paula Girard Bosch, Rodrigo Garcia Salinas, Alfredo Arturi. Htal. Italiano de La 

Plata 

 

Pregunta 1- En pacientes con síndrome de Sjögren primario (SSp), ¿es de 
utilidad realizar manometría esofágica para evaluar los trastornos de motilidad 
(aperistalsis, ondas terciarias, disminución de la contractilidad, contracciones 
no peristálticas) y la presión del esfínter esofágico inferior como posibles 
causas de disfagia? 
 

ESTRATEGIA DE BÚSQUEDA: 

LILACS:  (tw:(sjogren)) AND (tw:(disfagia)) 

(tw:(sjogren)) AND (tw:(trastornos de la motilidad esofágica)) 

COCHRANE: Sjogren AND dysphagia 

                       Sjogren AND esophageal motility disorder  

                       Sjogren AND lower esophageal sphincter  

PUBMED:  ((sjogren OR sjogren syndrome OR sjogren s syndrome OR sjogren´s 
syndrome) AND (esophageal motility disorder OR esophageal motility disorders) AND 
(lower esophageal sphincter) AND (dysphagia)) 

La búsqueda en Cochrane arrojó 7 artículos, se desecharon los 7 por título. La 
búsqueda en Lilacs, 56. Se desecharon 50 artículos por título, 5 por abstract, se 
incluyó 1 artículo. La búsqueda en Pubmed encontró 4, se descartaron 2 por título, se 
incluyeron 2. 

 Türy y colaboradores publicaron en 2005 un estudio de corte transversal que tuvo 
como objetivo evaluar la motilidad esofágica por manometría en pacientes con SSp. 
Se llevó a cabo manometría esofágica en 40 pacientes con SSp, 15 con artritis 
reumatoidea (AR), 15 con AR y SS secundario y 21 voluntarios sanos. Diversos 
parámetros de la motilidad esofágica (presión del esfínter esofágico inferior EEI, 
velocidad y duración de la contracción peristáltica) se encontraron alterados en 
pacientes con SSp los cuales podrían estar relacionados con un aumento de la presión 
del EEI. No se halló correlación entre trastornos esofágicos y otros factores estudiados 
(duración de la enfermedad, sintomatología, manifestaciones extraglandulares, 
marcadores serológicos e histología de biopsia de glándula salival menor) lo cual 
sugiere que la causa de la disfagia es multifactorial (1). NE: 4 
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Rosztóczy y colaboradores publicaron en 2001, un estudio de corte transversal en el 
que evaluaron por manometría los cambios de la motilidad esofágica en pacientes con 
SSp. La manometría esofágica se llevó a cabo en 25 pacientes con SSp con 
manifestaciones sistémicas y en 42 controles. Los pacientes con SSp también 
completaron un cuestionario de disfagia y se sometieron a mediciones de flujo salival. 
Como la disminución de la velocidad peristáltica era la anomalía motora más frecuente 
en los pacientes con SSp (11/25 casos), se dividieron en dos grupos para su posterior 
análisis: los pacientes con una disminución de la velocidad peristáltica (2,7 cm/s) 
mostraron una disminución de la presión (p <0,01) y prolongación del tiempo de 
relajación en el EEI (p <0,05), con mayores tasas de contracciones simultáneas 
(p=0,05) en el cuerpo esofágico, en comparación con los que tenían una velocidad 
peristáltica normal. De los parámetros clínicos, la disminución de la velocidad 
peristáltica en el cuerpo esofágico se asoció con una disminución en la producción de 
saliva, tanto en estado basal como después de la estimulación. Por otra parte, este 
grupo de pacientes tenía requerimientos de líquido significativamente mayor para 
tragar que los que tenían velocidades peristálticas normales (p = 0,05). No se hallaron 
diferencias significativas con parámetros de laboratorio o con manifestaciones 
sistémicas de la enfermedad (2). NE: 4 

Manterola y colaboradores publicaron en 1994, un estudio observacional que tuvo 
como objetivo evaluar la función motora esofágica en pacientes con síndrome de 
Sjögren (SS) y su relación con el síntoma disfagia. Se estudiaron, mediante 
manometría esofágica, 20 pacientes con SS. Además contestaron un cuestionario 
acerca de la existencia de sintomatología esofágica. Se utilizaron 20 individuos como 
grupo control, ninguno de los cuales refería sintomatología esofágica ni ingería 
medicamentos que pudiesen influir en la motilidad digestiva. En el estudio de 
parámetros motores esofágicos se constató un incremento significativo de la presión 
del EEI y un enlentecimiento de la progresión de las ondas peristálticas tras las 
degluciones líquidas en pacientes con SS al compararlos con el grupo control. De 
acuerdo al resultado de la encuesta, 15 pacientes (75%) presentaban disfagia de 
mayor o menor intensidad. Al comparar los parámetros de motilidad entre el grupo con 
y sin disfagia, no se constataron alteraciones ni diferencias significativas entre ellos (3).  
NE: 4 

 

Pregunta 2- En pacientes con SSp y sospecha de gastritis crónica atrófica, ¿es 

de utilidad realizar fibroendoscopía digestiva alta y eventual biopsia para 

descartar la presencia de alteraciones en la mucosa (gastritis atrófica o infiltrado 

linfocítico)? 

 

ESTRATEGIA DE BÚSQUEDA: 

 

LILACS: (tw:(sjogren)) AND (tw:(gastritis atrófica)) 

COCHRANE:  Sjogren AND atrophic gastritis  
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PUBMED: ((sjogren OR sjogren syndrome OR sjogren s syndrome OR sjogren´s 
syndrome) AND (atrophic gastritis)) 

Se encontró 1 artículo por Cochrane que se descartó por título. Por Lilacs 8, se 
descartaron 4 por título, el resto por abstract. Por Pubmed se encontraron 19, se 
descartaron 13 por título, 3 por abstract, se incluyeron 3. 
 

Ostuni y colaboradores, publicaron en 1993 una serie de 20 pacientes italianos con 
SSp y complicaciones gástricas. Se observaron síntomas gástricos en 11 casos (55%) 
y anormalidades endoscópicas en diez (50%), incluyendo dos casos con úlcera 
duodenal activa. Sólo dos pacientes (10%) mostraron moderada gastritis atrófica 
crónica (AG), mientras que la mayoría (85%) tenían gastritis superficial (SG). No se 
encontró correlación entre la endoscopia, histología y síntomas gástricos. Los niveles 
en suero de pepsinógeno (PGI) fueron significativamente mayores (p <0,01) y las 
concentraciones de PGI en el fondo del estómago fueron significativamente menores 
(p <0,05) en los pacientes con SSp que en un grupo control de sujetos con dispepsia. 
Los niveles de gastrina antral y en suero fueron elevados en tres casos con SSp (15%) 
que incluye los dos con AG, aunque los niveles medios no fueron diferentes de los 
controles. Se detectaron anticuerpos frente a células parietales gástricas (PCA) en dos 
casos (10%), de los cuales uno presentaba AG (4). NE: 4 
 

Pokorny y colaboradores publicaron en 1991 un estudio de corte transversal en el que 
realizaron examen histológico de la mucosa gástrica de 44 pacientes con SSp con 
compromiso extraglandular y en un grupo control. Las muestras de biopsia se tomaron 
de tres regiones separadas: el antro, el corpus, y la zona de transición entre el antro y 
el cuerpo. La incidencia de gastritis atrófica crónica fue considerablemente mayor en 
los pacientes con SSp que en los controles. En los pacientes jóvenes las lesiones 
atróficas fueron más comunes tanto en el antro y en el corpus que en el grupo control. 
En pacientes de mediana edad sólo el antro, y en los ancianos sólo el corpus, se 
vieron afectados con más frecuencia que en los controles. Los tres tipos de gastritis 
atrófica fueron observados en los pacientes con SSp. La disminución de la secreción 
de ácido gástrico principalmente se asoció a gastritis atrófica de los tipos A y AB, 
mientras que la hipergastrinemia se observó casi exclusivamente en la gastritis de tipo 
A (5). NE: 4 
 

Collin y colaboradores publicada en 1997 un estudio de corte transversal que evaluó la 
aparición de gastritis de acuerdo con la clasificación de Sydney en pacientes con SSp. 
Treinta y dos pacientes consecutivos (27 mujeres y cinco hombres) con SSp y 64 
sujetos control con dispepsia se sometieron a gastroscopia y toma de biopsia de la 
mucosa del antro y cuerpo gástricos. La gastritis atrófica del cuerpo se encontró con 
mayor frecuencia en los sujetos control, pero la diferencia no fue estadísticamente 
significativa. Ninguno de los sujetos tenía una atrofia severa (grado 3). Se encontró 
inflamación de la mucosa gástrica, ya sea en el corpus o antro, en 85% de los 
pacientes con SSp y en el 61% de los sujetos control (p= 0,02). El Helicobacter pylori 
estaba presente en el 31% del SSp y en el 39% de los controles, sin diferencias 
significativas entre los grupos (6). NE: 4 
 

Pregunta 3- En pacientes con SSp, ¿es de utilidad controlar los niveles de 

pepsinógeno y gastrina séricos para descartar gastritis corporal atrófica 

crónica?  
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ESTRATEGIA DE BÚSQUEDA: 

LILACS:  (tw:(sjogren)) AND (tw:(gastritis atrófica)) 

(tw:(sjogren)) AND (tw:(pepsinogeno)) AND (tw:(gastrina)) 

COCHRANE:   Sjogren AND atrophic gastritis 

                         Sjogren AND pepsinogen  

                         Sjogren AND gastrin  

PUBMED:  ((sjogren OR sjogren syndrome OR sjogren s syndrome OR sjogren´s 
syndrome) AND ( atrophic gastritis))  

 ((sjogren OR sjogren syndrome OR sjogren s syndrome OR sjogren´s syndrome) AND 
(atrophic gastritis) AND (gastrin) AND (pepsinogen)) 

En la búsqueda en Cochrane se encontró 1 artículo que fue descartado por título. Por 
Lilacs 10, se descartaron 4 por título y el resto por abstract. Por Pubmed se 
encontraron 19, se descartaron 13 por título, 4 por abstract, se seleccionaron 2. 

Los artículos seleccionados, ya fueron descriptos en preguntas previas. Se destacan 
los siguientes datos: 
En la publicación de Otsuni y colaboradores, los niveles séricos de PG I fueron 
mayores (p <0.01) y las concentraciones de PG I en el fondo del estómago fueron 
menores (p <0,05) en los pacientes con SSp que en un grupo control de sujetos 
dispépticos. Los niveles séricos y antrales de gastrina fueron elevados en tres casos 
con SSp (15%), incluyendo los dos con GA, aunque los niveles medios no fueron 
diferentes de los controles.  El SSp se asoció a menudo con la presencia de gastritis 
superficial y altos niveles séricos de PG I (4). NE: 4 
En la publicación de Pokorny y colaboradores, los tres tipos de gastritis crónica atrófica 
se observaron en pacientes con SSp. La disminución de la secreción ácida gástrica se 
asoció principalmente con la gastritis atrófica de los tipos A y AB, mientras que 
hipergastrinemia se produjo casi exclusivamente en la gastritis de tipo A (5). NE: 4 
 

Pregunta 4- En pacientes con SSp, ¿es de utilidad controlar los niveles de 
vitamina B 12 séricos y la presencia de anticuerpos anticélulas parietales y 
antifactor intrínseco para descartar gastritis corporal atrófica crónica? 
 

ESTRATEGIA DE BÚSQUEDA: 

LILACS:  

(tw:(sjogren)) AND (tw:(vitamina b12)) AND (tw:(factor intrinseco)) AND (tw:(células 

parietales)) 

(tw:(sjogren)) AND (tw:(vitamina b12)) 

(tw:(sjogren)) AND (tw:(células parietales)) 

(tw:(sjogren)) AND (tw:(factor intrinseco)) 

COCHRANE:  Sjogren AND vitamin b12 AND intrinsic factor AND gastric parietal cells  
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PUBMED:  ((sjogren OR sjogren syndrome OR sjogren s syndrome OR sjogren´s 
syndrome) AND atrophic gastritis) AND (vitamin b12) AND (intrinsic factor) AND 
((gastric parietal cell OR gastric parietal cells)) 

(vitamin b12) AND (sjogren OR sjogren syndrome OR sjogren s syndrome 
sjogren OR sjogren syndrome OR sjogren s syndrome) AND (intrinsic factor 
(sjogren OR sjogren syndrome OR sjogren s syndrome) AND (parietal cell OR parietal 
cells)) 
 

En la búsqueda por Cochrane no se encontraron artículos; por Lilacs se encontraron 
21 que se descartaron por título. De los 58 artículos encontrados por Pubmed se 
seleccionó 1. 

En el artículo de Ostuni y colaboradores, descripto previamente, se detectaron 
anticuerpos contra las células parietales gástricas (PCA) en dos casos (10%) de los 
cuales uno presentaba gastritis atrófica (4). NE: 4  
 

Pregunta 5- En pacientes con SSp, ¿debemos solicitar autoanticuerpos 
específicos y dosaje de IgA para descartar enfermedad celíaca subclínica 
asociada?  
 
ESTRATEGIA DE BÚSQUEDA: 

LILACS: (tw:(sjogren)) AND (tw:(enfermedad celiaca)) 

COCHRANE:  Sjogren AND celiac disease 

PUBMED: ((sjogren OR sjogren syndrome OR sjogren s syndrome OR sjogren´s 

syndrome) AND (celiac disease)) 

Se encontraron por Cochrane 3 artículos que se descartaron por título. Por Lilacs 67, 
se descartaron 63 por título, se incluyeron 4. Por Pubmed se encontraron 110 
artículos, se descartaron 104 por título, 2 por abstract, se seleccionaron 4. 
 
Luft y colaboradores publicaron en 2003 un estudio de corte transversal en el que se 
evaluó la prevalencia de anticuerpos transglutaminasa IgA tisular (anti-tTG) por ELISA 
en una cohorte de pacientes con SSp y otras enfermedades reumatológicas 
sistémicas. Se estudió el suero de 50 pacientes con SSp, 50 con lupus eritematoso 
sistémico (LES), 50 con artritis reumatoidea (RA), 30 con esclerosis sistémica (SSc) y 
50 controles sanos. También se incluyó un grupo de 40 pacientes con enfermedad 
celíaca (EC) confirmada por biopsia. Seis de los 50 (12%) pacientes con SSp 
presentaban anti-tTG comparado con dos (4%) de los sueros normales, tres (6%) con 
LES, dos (7%) con SSc y uno con (2%) AR. Al comparar con el grupo de pacientes 
con EC confirmada, 33 (83%) presentaban anti-tTG. Cinco de los seis pacientes con 
SSp y anti-tTG positivos presentaban síntomas, signos, o biopsia compatible con EC 
(7). NE: 4 
 
Frente a la hipótesis de que los pacientes con SSp presentan EC concomitante más 
frecuentemente que en la población sana (con predominio de la forma latente), 
Szodoray y colaboradores publicaron en 2004 un estudio de corte transversal, en el 
que se evaluaron 111 pacientes húngaros con diagnóstico de SSp observando que la 
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frecuencia de EC en la población con SSp fue significativamente mayor que en la 
población europea sin SSp (4,5: 100 vs 4.5-5.5: 1000). Los hallazgos de laboratorio en 
estos pacientes mostraron significativamente más altas tasas de eritrosedimentación y 
niveles de IgG, IgA, IgM (8). NE: 4 
 
Iltanen y colaboradores publicaron en 1999 un estudio de corte transversal en el que 
evaluaron la presencia de EC e inflamación de la mucosa del intestino delgado en 
pacientes con SSp. Un total de 34 pacientes con SSp y 28 controles fueron sometidos 
a biopsia de intestino delgado, se evaluaron: morfología de las vellosidades, linfocitos 
intraepiteliales del yeyuno, HLA-DR, DQA y DQB y anticuerpos antigliadina y 
antiendomisio en suero. En cinco (14,7%) de 34 pacientes con SSp se encontró EC. 
La densidad de las células T yeyunales intraepiteliales se encontró incrementada en 
todos los pacientes celíacos y en cuatro pacientes no celíacos. Todos los pacientes 
celíacos, el 69% de no celíacos con SSp y el 11% de los sujetos control mostraron un 
aumento en la expresión de HLA-DR (p: 0,001). HLA DQ2 estaba presente en 19 
(56%) pacientes con SSp, incluyendo los cinco pacientes celíacos (9). NE: 4 
 
Pregunta 6- En pacientes con SSp, ¿debemos descartar por endoscopía y 
biopsia enfermedad inflamatoria intestinal subclínica asociada? 
 

ESTRATEGIA DE BÚSQUEDA: 

LILACS:  

(tw:(sjogren )) AND (tw:(enfermedad inflamatoria intestinal)) 

COCHRANE:  Sjogren AND inflammatory bowel disease 

PUBMED: ((sjogren OR sjogren syndrome OR sjogren s syndrome OR sjogren´s 

syndrome) AND (inflammatory bowel disease OR inflammatory bowel diseases)) 

 

En la búsqueda bibliográfica por Cochrane se encontraron 12 artículos, se descartaron 
9 por título y 1 por abstract; se seleccionaron 2. En la búsqueda por Lilacs se encontró 
sólo 1 que se descartó por abstract. En la búsqueda por Pubmed se encontraron 58, 
se descartaron por título 57, se incluyó 1. 
 
Palm y colaboradores publicaron en 2002, un estudio de corte transversal en el que 
evaluaron la prevalencia de SSp, la producción de saliva y lágrimas, y de síntomas 
sicca en pacientes con enfermedad inflamatoria intestinal (EII). Se evaluaron 521 
pacientes con EII y un grupo control formado por 68 sujetos sanos. SSp fue 
diagnosticada de acuerdo con los criterios europeos propuestos por el Grupo de 
Consenso americano- europeo y los criterios europeos. Observaron que tanto el SSp, 
los síntomas sicca y la producción de saliva y lágrimas no presentaban mayor 
prevalencia en los pacientes con EII en comparación con los controles, lo que indica 
una falta de asociación entre el SSp y la EII (10). NE: 4 
 

Pregunta 7- Los pacientes con SSp y crioglobulinemia asociada, ¿requieren 
controles más estrictos para descartar compromiso intestinal vasculítico? 
 
ESTRATEGIA DE BÚSQUEDA: 

LILACS: (tw:(sjogren)) AND (tw:(crioglobulinemia)) AND (tw:(vasculitis)) 

COCHRANE:  Sjogren AND cryoglobulinemia AND vasculitis 
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PUBMED: ((sjogren OR sjogren s syndrome OR sjogren syndrome) AND 

(cryoglobulinemia) AND (vasculitis)) 

 

La búsqueda en Cochrane encontró 1 artículo que se descartó por título. La búsqueda 
de Lilacs, 51 que se descartaron también por título. La búsqueda por Pubmed 
encontró 112, se descartaron por título 109, por abstract 1, se descartaron 2 por texto 
completo. No se seleccionó ningún artículo. 
 

Pregunta 8- En pacientes con SSp, ¿es de utilidad solicitar enzimas pancreáticas 
séricas para el monitoreo de la función pancreática exócrina? 
 

ESTRATEGIA DE BÚSQUEDA: 

LILACS: (tw:(sjogren)) AND (tw:(insuficiencia pancreatica exocrina)) 

COCHRANE:  Sjogren AND exocrine pancreatic insufficiency 

PUBMED: ((sjogren OR sjogren s syndrome OR sjogren syndrome) AND (exocrine 

pancreatic insufficiency)) 

 

No se encontraron artículos por Cochrane. Por Lilacs 6, 3 se descararon por título, 1 
por abstract, se seleccionaron 2. Por Pubmed se encontraron 9, se descartaron por 
título 4, por abstract 2, se seleccionó un artículo. 

Afzelius y colaboradores, en una serie de casos publicada en 2010 examinaron la 
morfología, las funciones endocrina y exocrina del páncreas en 12 pacientes con SSp 
incluidos de manera consecutiva, sin enfermedad pancreática conocida. Se utilizaron: 
colangiopancreatografía por resonancia magnética estimulada por secretina (CPRM), 
prueba de Lundh, prueba de tolerancia oral a la glucosa y toma de muestras de 
sangre. El 25% de los pacientes tenían cambios morfológicos del páncreas y dos 
pacientes tuvieron cambios similares a pancreatitis crónica. Cuatro pacientes 
presentaban función exócrina del páncreas reducida, ya sea por reducción significativa 
de amilasa y/o lipasa en el jugo pancreático (11). NE: 4 
 

Pregunta 9- En pacientes con SSp, ¿es de utilidad la colangeopancreatografía 
por resonancia magnética estimulada con secretina para descartar insuficiencia 
pancreática exócrina y pancreatitis crónica? 
 

ESTRATEGIA DE BÚSQUEDA: 

LILACS:  (tw:(sjogren)) AND (tw:(pancreatitis cronica)) 

COCHRANE: Sjogren AND chronic pancreatitis 

PUBMED:  ((sjogren OR sjogren s syndrome OR sjogren syndrome) AND (chronic 

pancreatitis)) 

En la búsqueda para pancreatitis crónica no se encontraron artículos por Cochrane. 

Por Lilacs 6, se descartaron por título 3, por abstract 1, se incluyeron 2 para el análisis. 

Por Pubmed se encontraron 9, se descartaron por título 4, por abstract 2, se incluyeron 
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3. 

LILACS:  

(tw:(sjogren)) AND (tw:(insuficiencia pancreatica exocrina)) 

PUBMED: ((sjogren OR sjogren s syndrome OR sjogren syndrome) AND (exocrine 

pancreatic insufficiency)) 

En la búsqueda para insuficiencia pancreática exócrina se encontró 1 artículo por 
Cochrane que se descartó por título. Por Lilacs se encontraron 47 que fueron 
descartados por título. Por Pubmed 86, se descartaron por título 83, por abstract 2, se 
seleccionó 1 para su análisis. 

En el estudio descripto previamente de Afzelius y colaboradores, al estudiar a 12 
pacientes con SSp se encontró que el 25% presentaba anormalidades en la 
morfología pancreática por colangiorresonancia magnética, y dos pacientes cambios 
semejantes a los descritos en casos de pancreatitis crónica. El 80% de los pacientes 
presentaron función exocrina normal y el 100% llenados duodenales normales (11). NE: 
4 
 
 
Pregunta 10- En pacientes con SSp y afección pancreática, ¿cuál es el 

tratamiento de primera línea? 

 

ESTRATEGIA DE BÚSQUEDA: 

LILACS: (tw:(sjogren)) AND (tw:(insuficiencia pancreatica exocrina)) AND 

(tw:(tratamiento)) 

(tw:(sjogren)) AND (tw:(pancreatitis cronica)) AND (tw:(tratamiento)) 

COCHRANE:  Sjogren AND chronic pancreatitis AND treatment  

                        Sjogren AND exocrine pancreatic insufficiency AND treatment 

PUBMED:((sjogren OR sjogren s syndrome OR sjogren syndrome) AND (chronic 

pancreatitis) AND (treatment sjogren OR sjogren s syndrome OR sjogren syndrome) 

AND (exocrine pancreatic insufficiency) AND (treatment)) 

No se encontraron artículos por Cochrane, por Lilacs se encontraron 4, se descartaron 
3 por título y 1 por abstract. Por Pubmed se encontraron 33, se descartaron 32 por 
título y 1 por abstract. Ningún artículo arrojo resultados que respondan a la pregunta 
pico. 

 

Pregunta 11- En pacientes con SSp, ¿es de utilidad monitorear los niveles 
séricos de fosfatasa alcalina para evaluar la asociación con cirrosis biliar 
primaria? 
 

ESTRATEGIA DE BÚSQUEDA: 

LILACS: (tw:(sjogren)) AND (tw:(cirrosis biliar primaria)) 
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COCHRANE: Sjogren AND primary biliary cirrhosis 

PUBMED:   

((sjogren OR sjogren s syndrome OR sjogren syndrome) AND (primary biliary 
cirrhosis)) 

Se encontraron 11 artículos por Cochrane que se descartaron por título. Por Lilacs 
206, se descartaron por título 196, 5 por abstract y se seleccionó 1. Por Pubmed se 
encontraron 386 artículos, se descartaron por título 365 y 16 por abstract. Se 
seleccionaron 2 artículos. 

 

Hatzis y colaboradores publicaron en 2008 un estudio de corte transversal que tuvo 
como objetivo evaluar la prevalencia de cirrosis biliar primaria (CBP) en pacientes con 
SSp. Se evaluaron 410 pacientes con SSp, encontrándose una bioquímica compatible 
con colestasis en 36 de ellos (8.8%). Veintiuno de los 36 pacientes (5.1%) presentaron 
anticuerpos antimitocondriales positivos (AMA); a diez de ellos y a siete de los 15 
pacientes AMA negativos, se les realizó biopsia de hígado. El resultado de la anatomía 
patológica fue compatible con CBP en todos, menos un caso (AMA negativo). En la 
mayoría se encontró un estadio 1 (12). NE: 4 

 

Skoupoli y colaboradores publicaron en 1994 un estudio de corte transversal, que 
incluyo 300 pacientes con SSp, en quienes se investigó la frecuencia de compromiso 
hepático. En 7% de los pacientes se observó compromiso subclínico, con elevación de 
enzimas hepáticas. En 6.6% se detectaron AMA positivos por inmunofluorescencia, 
92% de los cuales presentaron biopsia compatible con estadio 1 de CBP (13). NE: 4 

 

Pregunta 12-  En pacientes con SSp, ¿es de utilidad monitorear la presencia de 
AMA para descartar cirrosis biliar primaria?  

 

ESTRATEGIA DE BÚSQUEDA: 

LILACS:  (tw:(sjogren)) AND (tw:(cirrosis biliar primaria)) 

COCHRANE:  Sjogren AND primary biliary cirrhosis 

PUBMED: ((sjogren OR sjogren s syndrome OR sjogren syndrome) AND (primary 

biliary cirrhosis)) 

Se encontraron 11 artículos por Cochrane que se descartaron por título. 206 por Lilacs 
de los cuales 196 se descartaron por título y cinco por abstract. Se encontraron 386 
por Pubmed, se descartaron 365 por título y 16 por abstract. Se seleccionaron 3 

Tanto el estudiode Hatzis y colaboradores (12), como el de Skoupoli y colaboradores (13) 

fueron descriptos previamente. NE: 4 
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Csepregi y colaboradores publicaron en 2002 un estudio de cohorte que tuvo como 
objetivo evaluar la utilidad de los anticuerpos AMA y anti músculo liso (ASMA) en 
predecir el desarrollo de enfermedad hepática autoinmune en pacientes con SSp. Se 
incluyeron 180 pacientes, sin antecedentes de compromiso hepático, en quienes se 
realizó el dosaje de ambos anticuerpos y se los siguió durante cinco años. Nueve (5%) 
pacientes presentaron hepatopatía de causa autoinmune (cinco CBP, dos hepatitis 
autoinmune tipo 1, uno superposición de hepatits autoinmune y hepatitis C y otro 
diagnosticado como una colangiopatía autoinmune). En tres pacientes se encontraron 
AMA positivos en el momento basal y dos de ellos desarrollaron CBP, mientras que el 
tercero (en el cual no se realizó biopsia) permaneció asintomático en los cinco años de 
seguimiento. 27 pacientes (39%) presentaron ASMA positivos, la mayoría en títulos de 
1:80, sólo tres en títulos igual o mayor a 1:160 y estos últimos fueron los que se 
encontraron asociados al desarrollo de hepatitis autoinmune (14). NE: 3   
 

Pregunta 13- En pacientes con SSp, ¿es de utilidad monitorear la presencia de 

ASMA para descartar la asociación con hepatitis autoinmune? 

 

ESTRATEGIA DE BÚSQUEDA: 

LILACS: (tw:(sjogren)) AND (tw:(hepatitis autoinmune)) 

COCHRANE:  Sjogren AND autoimmune hepatitis 

PUBMED: ((sjogren OR sjogren s syndrome OR sjogren syndrome) AND (autoimmune 
hepatitis)) 
En la búsqueda por Cochrane se encontrron 14 artículos que fueron todos descartados 
por título. Por Lilacs se encontraron 78; se descartaron por título74 y 3 por abstract. 
Por Pubmed se encontraron 290, se descartaron 278 por título, 10 por abstract, se 
seleccionó 1 artículo   
 

El artículo seleccionado es el de Csepregi y colaboradores, descripto previamente (14). 
NE: 3 
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SÍNDROME DE SJÖGREN PRIMARIO Y COMPROMISO RENAL 

 

Mirtha Sabelli, Valeria Scaglioni, Enrique Soriano 

Hospital Italiano de Buenos Aires, CABA 

                    

Pregunta 1- En los pacientes con Síndrome de Sjögren Primario (SSp) y acidosis   
tubular (ATR) distal, ¿es necesario realizar biopsia renal para el diagnóstico? 

Estrategia/combinación de términos: 

((primary sjogren syndrome) AND (renal tubular acidosis) AND (renal biopsy) AND 
(diagnosis))  

Resultados de la búsqueda: pubmed= 41 artículos, lilacs= 23, cochrane= 0 

Total: 64 

Artículos Duplicados: 22 

Total: 42 

Excluídos: 38  

Total: 5 

Ren y colaboradores publicaron en 2008 una serie de casos que tuvo como objetivo 
identificar las características clínicas, alteraciones en la anatomía patológica y 
evolución de los pacientes con SSp. Se incluyeron todos los pacientes con SSp y 
compromiso  renal que fueron admitidos en el Hospital Ruijin desde abril de 1993 a 
diciembre de 2006. Se analizaron retrospectivamente todos los datos de las 
características clínicas y cambios patológicos, habiéndose realizado biospia renal en 
41 pacientes. Este estudio incluyó 130 pacientes con SSp: 122 mujeres y ocho 
hombres. Las edades oscilaron entre 16 y 68 años (media 44,1 +-11.52). Noventa y 
cinco pacientes (73.1%) desarrollaron ATR (acidosis tubular renal) de los cuales 91 
tuvieron ATR distal. Nueve pacientes  presentaron  parálisis hipopotasémica. Cuatro 
pacientes desarrollaron síndrome de Fanconi y tres diabetes insípida nefrogénica. 
Veintisiete de los 130 pacientes (20,8%) desarrollaron proteinuria tubular y 18/130 
(13,8%) presentaron compromiso glomerular, 35 (27,7%) desarrollaron insuficiencia 
renal (creatininemia > 115 micromol/l). La mayoría (70,8%) presentó aumento de los 
niveles de IgG en el suero. La incidencia de nefritis intersticial crónica en la biopsia fue 
de 80,5%. La inmunofluorescencia fue negativa en la mayoría de los casos.  Noventa y 
seis pacientes fueron tratados con corticoIdes o inmunosupresores de los cuales 18 
recuperaron la función renal (1). NE: 4. 
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Bridoux y colaboradores publicaron en 2004 una serie de dos casos en la que se 
describieron los hallazgos clínico- patológicos en la disfunción tubular proximal en 
pacientes con SSp. El cuadro clínico de ambos pacientes se caracterizó por 
xerostomía, xeroftalmía, extenso infiltrado linfocítico en la biopsia de glándula salival, 
pruebas positivas para anticuerpos anti-SSA/SSB y anticuerpos antinucleares, 
insuficiencia renal con proteinuria, hematuria microscópica y ATR tipo 1. Estudios 
posteriores revelaron que un paciente padecía de ATR proximal (tipo 2). Ninguno de 
estos pacientes tuvo proteinuria de Bence Jones o gamapatía monoclonal. La biopsia 
renal demostró tubulitis proximal focal asociada a diferenciación y atrofia de células 
tubulares proximales y nefritis intersticial difusa con fibrosis. No se observaron 
depósitos glomerulares o peritubulares considerables de inmunoglobulina de cadena 
ligera ni pesada. Estos resultados demuestran que la disfunción tubular difusa, distal y 
proximal, puede ocurrir en pacientes con SSp y nefritis intersticial y que la Infiltración 
linfocítica de las células tubulares proximales probablemente está implicada en la 
patogenia del síndrome de Fanconi en el SSp (2). NE: 4 

Bossini y colaboradores publicaron en 2001 una serie de casos para estudiar la 
prevalencia y naturaleza del compromiso renal en pacientes con SSp. Se incluyeron 
60 pacientes italianos con SSp, diagnosticado según los criterios de clasificación 
europeos. En todos los pacientes se realizaron los siguientes exámenes: electrolitos y 
creatinina en suero y en orina de 24 h, pH venoso con bicarbonato, análisis de orina, 
cultivo de orina, osmolaridad urinaria y pH urinario. En los pacientes que presentaron 
una osmolaridad en la primera orina de la mañana por debajo de los valores de 
referencia ajustados para la edad, se realizó una prueba de privación de agua. Se 
efectuó, además, una prueba de carga oral con cloruro de amonio a los pacientes con 
pH urinario por encima de 5.5 en las muestras de la mañana. Se practicó biopsia renal 
a los pacientes que tuvieron alteración de la función. Dieciséis pacientes (27%) 
tuvieron evidencia de laboratorio de disfunción tubular y glomerular. Un grado variable 
de disminución del clearence de creatinina fue encontrado en ocho pacientes (13%);  
acidosis tubular distal en tres (5%); hipokalemia en cuatro (7%); y proteinuria 
patológica en 12 (20%). La capacidad de concentrar la orina fue defectuosa en diez 
pacientes. Sólo cuatro pacientes presentaron manifestaciones clínicas, incluyendo 
cuadriparesia hipokalémica (uno), síndrome nefrótico (dos), litiasis renal con cólicos 
recurrentes con dolor en el flanco y hematuria (uno). En dos pacientes el compromiso  
renal precedió el inicio del síndrome sicca. Las biopsias renales de nueve pacientes 
demostraron nefritis túbulo intersticial en seis y enfermedad glomerular en tres. Los 
pacientes con afectación renal tuvieron una duración de la enfermedad 
significativamente más corta en comparación con los pacientes sin anormalidades 
renales (3). NE: 4  

Maripuri y colaboradores publicaron en 2009, una serie de casos cuyo objetivo fue 
reportar los hallazgos clínicos y los resultados de las biopsias renales en pacientes 
con SSp y compromiso de la función renal. Se les practicó biopsia renal a 24 pacientes 
de los 7276 con SSp a lo largo de 40 años. Todos los casos fueron revisados por un 
patólogo renal, nefrólogo y reumatólogo. Se presentaron los hallazgos de laboratorio, 
anatomía patológica, tratamiento inicial y la respuesta terapéutica. Diecisiete de 24 
pacientes (71%) tuvieron nefritis túbulo intersticial aguda o crónica como lesión 
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primaria, siendo la forma crónica la más frecuente (11 de 17; 65%). Dos tuvieron 
glomerulonefritis (GN) crioglobulinémica, dos glomeruloesclerosis focal y segmentaria. 
Veinte pacientes (83%) fueron tratados inicialmente con corticoides. Además, tres 
recibieron rituximab durante el seguimiento. Dieciséis fueron seguidos después de la 
biopsia por más de 12 meses (media de 76 meses; rango 17 a 192), y 14 de 16 
mantuvieron la mejoría de la función renal a través del seguimiento. De los 7 pacientes 
que presentaron insuficiencia renal crónica estadío IV, ninguno progresó a etapa V con 
el tratamiento (4). NE: 4 

Goules y colaboradores publicaron en el año 2000, una amplia serie de casos, en la 
que evaluaron la frecuencia y significado de la nefritis intersticial (NI) y la GN. Se 
incluyeron 471 pacientes con SSp que fueron seguidos durante una media de 10 años. 
Veinte pacientes (4.2%) desarrollaron enfermedad renal. A 18 pacientes se le realizó 
biopsia renal percutánea; dos pacientes se negaron. Diez pacientes tuvieron nefritis 
intersticial, ocho pacientes GN y dos pacientes presentaron ambas entidades 
combinadas. La histología glomerular mostró cambios compatibles con GN 
membranoproliferativa en cinco pacientes y mesangial proliferativa en cuatro. Los 
pacientes con NI fueron más jóvenes al inicio de la enfermedad en comparación con 
los pacientes con GN (36.8 en comparación con 46,0 años, p= 0,063). Los pacientes 
con GN tenían más larga duración de la enfermedad en comparación con los 
pacientes con NI (media de 8 años vs 2.2 años respectivamente, p=0,001). La mayoría 
de los pacientes con GN (80%) tuvo crioglobulinemia monoclonal IgMk (tipo II) y bajos 
niveles de complemento C4. Dos pacientes (ambos con GN) desarrollaron 
insuficiencia renal crónica que requirió hemodiálisis (5). NE: 4 

Pregunta 2- En los pacientes con SS p y ATR distal, ¿es mandatorio el uso de 
inmunosupresión para lograr la remisión?  

Estrategia/combinación de términos:  

((primary sjogren syndrome) AND (renal tubular acidosis) AND (steroids) AND 
(remission)) 

((primary sjogren syndrome) AND (renal tubular acidosis)) AND (treatment) AND 
(remission)) 

((primary sjogren syndrome) AND (renal tubular acidosis)) AND (steroids) AND 
(azathioprine) AND (remission)) 

((primary sjogren syndrome) AND (renal tubular acidosis) AND (treatment)) 

  

Resultados de la búsqueda: pubmed= 36, lilacs= 20, cochrane= 1 

Total: 57 

Artículos Duplicados: 19 

Total: 38 
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Excluídos: 33  

Total: 4 

Saeki y colaboradores en 2001 reportaron el caso de una paciente joven con SSp, 
insuficiencia renal progresiva y ATR. Fue tratada con tres infusiones de altas dosis de 
corticoesteroides (en pulsos) seguido de la administración posterior de dosis bajas por 
vía oral. Se evaluó la eficacia a los seis meses después del comienzo de la terapia, 
observándose una mejoría significativa sin la aparición de efectos adversos. Esto se 
objetivó no sólo en pruebas de laboratorio sino también en la anatomía patológica de 
una nueva biopsia renal (6). NE: 4 

Ring y colaboradores reportaron en 2006 el caso de una mujer de 55 años de edad, el 
primer paciente con SSp y ATR distal pero sin linfoma tratado con depleción de células 
B, rituximab. Rápidamente después de la depleción de las células B mejoró 
notablemente la xerostomía, mientras que los resultados serológicos y la ATR 
permanecieron sin cambios. En la biopsia de glándulas salivares labiales la infiltración 
de linfocitos y particularmente las células CD20 disminuyeron notablemente. La 
expresión de Acuaporina1 (AQP-1) en células mioepiteliales era muy baja antes del 
tratamiento y aumentó notablemente después del mismo. La AQP-5 apical en el acino 
celular también aumentó después del rituximab. Por el contrario, la NKCC1 basolateral  
no expresó cambios ni antes ni después del rituximab. La mejoría fue sostenida y 
permaneció durante diez meses después del tratamiento (7). NE: 4 

El estudio de Ren, descripto al comienzo, incluyó 130 pacientes con SSp, 95 (73.1%) 
con ATR, 27 (20,8%) con proteinuria tubular y 18 (13,8%) con compromiso glomerular. 
Noventa y seis  fueron tratados con corticoides o inmunosupresores de los cuales 18 
recuperaron la función renal (1). NE: 4 

Kaufman y colaboradores publicaron en 2008 un caso de nefritis intersticial severa con 
proteinuria en un paciente con SSp, realizaron una revisión de la literatura con 
respecto a la enfermedad renal en SSp y su manejo para sugerir recomendaciones 
acerca del tratamiento. Se describió un caso raro de SSp que se presentó con 
tetraparesia hipokalémica y proteinuria debido a una severa NI. Fue tratado con éxito 
con altas dosis de esteroides y azatioprina. Revisando la literatura, se identificaron 180 
casos reportados de compromiso renal en SSp (que cumplían criterios europeos para 
SSp), 89 de los cuales tuvieron biopsias renales que revelaron NI en 49 casos, GN en 
33 muestras y ambas entidades en siete. Dieciocho estudios reportaron experiencias 
de tratamiento de la enfermedad renal en 32 casos de SSp. Diecisiete pacientes 
fueron tratados con corticosteroides y ciclofosfamida, y 15 pacientes recibieron sólo 
esteroides con mejoría en la mayoría de los casos (8). NE: 4 

                                                  

Pregunta 3- a. ¿Son la potasemia y el estado ácido los mejores indicadores para el 
diagnóstico de ATR distal? 

  3- b. En pacientes con SSp y sospecha de ATR distal incompleta, ¿debe realizarse 
prueba de sobrecarga de amonio para el diagnóstico? 
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 Estrategia/combinación de términos: 

((primary sjogren syndrome) AND (renal tubular acidosis) AND (metabolic acidosis) 
AND (hypokalemia) AND (diagnosis)) 

((primary sjogren syndrome) AND (renal tubular acidosis) AND (incomplete renal 
tubular acidosis) AND (diagnosis)) 

(((primary sjogren syndrome) AND renal tubular acidosis)) AND diagnosis 

  

Resultados de la búsqueda: pubmed= 77, lilacs= 67, cochrane= 0 

Total: 144 

Artículos Duplicados: 65 

Total: 79 

Excluídos: 74 

 Total: 5 

Both y colaboradores publicaron en 2015, un estudio de corte transversal, que tuvo 
como  objetivos  analizar la prevalencia de la ATR distal en SSp y comparar una 
prueba de acidificación urinaria con furosemida y fludrocortisona (FF) con el patrón 
oro, cloruro de amonio (NH4Cl), para detectar la ATR distal. Se evaluó la acidificación 
urinaria en 57 pacientes con SSp con NH4Cl y FF. Un defecto de acidificación urinaria 
se definió como una incapacidad para alcanzar un pH urinario  < 5.3 después de 
NH4Cl. La prevalencia de ATR distal completa (defecto de acidificación urinaria con 
acidosis) fue del 5% (tres/57). Los tres pacientes tuvieron autoanticuerpos SSA/RO y 
SSB/LA positivos y deterioro de la función renal. La prevalencia de la forma incompleta 
(defecto de acidificación urinaria sin acidosis) fue del 25% (14/57). En comparación 
con pacientes sin ATR distal, los pacientes con ATR distal incompleta presentaron un 
PH venoso significativamente menor, y bicarbonatemia y PH urinario mayor. Los 
anticuerpos SSB/LA fueron más prevalentes en los grupos ATR distal (p < 0.05). En 
comparación con NH4CL, los valores predictivos positivos y negativos de FF fueron 
46% y 82%, respectivamente.  Durante la prueba de acidificación urinaria con NH4CL 
los pacientes presentaron vómitos más frecuentemente que con la prueba con FF (9 
vs 0, p < 0.05) (9). NE: 4. 

Duffles y colaboradores publicaron en 2014 un estudio de corte transversal en el cual 
evaluaron la disfunción tubular (principalmente ATR distal tipo 1 y defectos en la 
concentración) en pacientes con SSp. Se valoró la función tubular renal de pacientes 
con SSp mediante la detección de la lesión tubular proximal (a través de mediciones 
de urinaria β2microglobulina y albúmina), de ATR tipo 1 (a través de un protocolo de 
acidificación con furosemida y fludrocortisona) y defectos en la con concentración (a 
través de la prueba de privación de agua). Se evaluaron un total de 25 pacientes con 
SSp, con una función renal conservada (eGFR 92,5 ± 26,3 mL/min/1.73 m2). Se 
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encontró ATR tipo 1 en el 24%. Por otro lado, los defectos en la concentración fueron 
diagnosticados en el 28% de los pacientes, los que presentaron una peor función renal 
(FGe 68.6 ± 27,7 mL/min/1.73 m2). Un aumento de β2microglobulina fue encontrado 
en un 16% de los pacientes, los que asimismo, tuvieron alteraciones de la función 
renal (FG 39,5 ± 11,9 mL/min/1.73 m (2). Estos datos mostraron una alta prevalencia 
de disfunción tubular (10). NE: 4 

Pertoovara y colaboradores publicaron en 2001 un estudio de casos y controles con el 
objeto de identificar factores de riesgo clínicos e inmunológicos subyacentes al 
desarrollo de compromiso renal en el SSp. Setenta y ocho pacientes (75 mujeres, tres 
hombres) con SSp fueron cuidadosamente entrevistados obteniéndose además datos 
clínicos y de laboratorio desde el momento del diagnóstico. Los datos de referencia de 
una latente o evidente ATR distal (casos) fueron proteinuria leve o mayor excreción 
urinaria de alfa-1 microglobulina (alpha1m) después de un tiempo de enfermedad 
promedio de nueve +/- cuatro años. Se compararon con los datos de referencia 
basales de los pacientes que no tuvieron manifestaciones de ATR distal en el 
seguimiento (controles). Los pacientes con ATR distal latente o manifiesta presentaron 
niveles más altos de gamaglobulina en suero total (24 +-7 vs 19 +/-6 g/l, p = 0.011) y 
proteinemia (84 +-7 vs 79 +/-7 g/l, p = 0.024) comparado con aquellos con capacidad 
de acidificación renal normal. Los niveles de referencia de suero de beta-2 
microglobulina (beta2m) fueron mayores en pacientes con un defecto de acidificación 
que en aquellos con capacidad de acidificación normal (3.1 +-1.1 vs 2.6 +/-0,8 mg/l, p 
= 0.072). En aquellos que desarrollaron proteinuria con posterioridad los niveles 
séricos de beta2m fueron significativamente mayores al inicio del estudio en 
comparación con aquellos con excreción urinaria de proteínas normal (3.1 +-1.4 vs 2.5 
+/-0,8 mg/l, p = 0.052). El subgrupo de pacientes con SSp que había aumentado la 
excreción urinaria de alpha1m como un signo de proteinuria tubular, tuvo niveles más 
altos  de eritrosedimentación (55 +/-27 mm/h vs 40 +/-23 mm/h, p = 0.076) y 
significativamente mayores niveles de beta2m (4.6 + /-1.8 vs 2.6 +/-0,8 mg/l, p = 
0,029) comparado con aquellos que tuvieron una excreción normal. Por lo tanto, altos 
niveles de gamma-globulina en suero total, proteínas en suero y beta2m fueron las 
variables más fuertemente asociadas al desarrollo de ATR distal en pacientes de SSp. 
Niveles basales altos en suero de beta2m también se asociaron con la posterior 
aparición de proteinuria leve y aumento de la excreción urinaria de alpha1m en 
pacientes con SSp (11). NE: 4 

Aasarod y colaboradores publicaron en el 2000, un estudio de corte transversal en el 
que analizaron la utilidad del cociente citrato/creatinina para identificar pacientes con 
ATR distal en pacientes con SSp. Se evaluó el compromiso renal en 62 pacientes con 
SSp, clasificados según criterios propuestos por el Grupo Europeo. La capacidad de 
concentración de la orina se evaluó mediante la aplicación de 1-desamino-8-D-
arginine-vasopressina intranasal. En los pacientes con pH urinario  > 5.5 sin acidosis 
metabólica (n = 28), se realizó una prueba de acidificación con cloruro amónico. Se 
midieron el citrato urinario, albúmina, NAG, ALP y beta2m y se calculó el aclaramiento 
de creatinina. La capacidad de concentración máxima de la orina y la creatinina se 
redujeron en 13 casos (21%). La excreción de albúmina fue > 30 µg/min en solamente 
un paciente (1,6%). Siete pacientes (11,3%) tuvieron ATR distal completa o 
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incompleta, cuatro tuvieron disminución del clearence de creatinina y cinco 
disminución de la capacidad de concentración máxima de orina. La relación de 
citrato/creatinina en orina fue por debajo del percentilo 2.5 en todos los pacientes con 
ATR distal completa o incompleta. La prevalencia de ATR distal fue menor que en 
estudios anteriores. Hubo también algunos pacientes con signos de enfermedad 
glomerular (1.6%) (12). NE: 4 

Pertovaara y colaboradores publicaron en 1999 un estudio de corte transversal, que 
tuvo como objetivo determinar la presencia  de compromiso renal en pacientes con 
SSp. Se evaluó la excreción urinaria de proteínas totales en orina de 24 h, así como 
las tasas de excreción urinaria de albúmina, alfa-1 microglobulina (alpha1m) y de IgG 
de recolecciones de ocho hs durante la noche, en 78 pacientes con SSp (75 mujeres, 
tres hombres). La capacidad de acidificación de orina después de una carga oral de 
cloruro de amonio fue evaluada en 55 de estos pacientes. Se observó proteinuria leve 
(0.42 0.15 g/24 h) en 34 pacientes (44%). Aumento de las tasas de excreción urinaria 
de albúmina (> = 20 microgramos/min), alpha1m (> = 7,0 µg/min) o IgG (> = 5.0 
µg/min) fueron detectados en nueve (12%), nueve (12%) y 11 pacientes (14%), 
respectivamente. ATR distal latente o evidente se observó en 18 de los 55 pacientes 
con SSp (33%). Estos pacientes tuvieron una duración más larga de la enfermedad 
(10 +-4 vs 8 +-4 años; p</=0.05); también presentaron proteinuria (67 vs 27%; 
p</=0.025) e hipertensión arterial (44 vs 14%; p</=0.05), una creatininemia mayor 
(92+/-39 vs 78+/-13 µmol/l; p</=0.025) y una concentración de β2m elevada (3.3+/-1.6 
g/l vs 2.6+/-0. 6 g/l; p</=0.025) comparados con pacientes con una acidificación 
urinaria normal. Por lo tanto, los que presentaron ATR distal tuvieron una más larga 
duración de la enfermedad, un mayor nivel sérico de β2m, hipertensión y proteinuria, 
comparados con aquellos con capacidad de acidificación renal normal (13). NE: 4 

 

Pregunta 4- En pacientes con SSp y glomerulonefritis (GN), ¿debe el tratamiento ser el 
mismo que el de la GN lúpica para lograr la remisión?  

Estrategia/combinación de términos: 

((primary sjogren syndrome) AND (glomerulonephritis) AND (renal biopsy) AND 
(diagnosis))  

((primary sjogren syndrome) AND (glomerulonephritis) AND (steroids) AND 
(remission))  

((primary sjogren syndrome) AND (glomerulonephritis) AND (steroids) AND 
(azathioprine)) 

((primary sjogren syndrome) AND (glomerulonephritis) AND (treatment)) 

((primary sjogren syndrome) AND (glomerulonephritis) AND (treatment) AND 
(remission)) 
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Resultados de la búsqueda: pubmed= 46, lilacs= 25, cochrane= 1 

Total: 72 

Artículos Duplicados: 24 

Total: 48 

Excluídos: 41 

 Total: 4 

Goules y colaboradores publicaron en 2013 un estudio de cohorte para estimar la 
prevalencia e investigar los hallazgos clínicos y resultados del compromiso renal 
clínicamente significativo en una cohorte de 715 pacientes con SSp según criterios del 
consenso americano-europeo. Se identificaron los casos con compromiso renal 
clínicamente significativo y se registraron los hallazgos clínicos e inmunológicos. El 
pronóstico en estos pacientes fue evaluado por la presencia de cualquiera de los 
siguientes eventos: muerte, hemodiálisis, fallo renal crónico y linfoma. La mortalidad 
entre pacientes con y sin compromiso renal se evaluó mediante curvas de Kaplan-
Meier. Treinta y cinco pacientes con SSp (4.9%) tuvieron compromiso renal 
clínicamente significativo, representando un tiempo de seguimiento luego del 
diagnóstico de compromiso renal de 252.2 personas-año. Trece pacientes (37.1%) 
tuvieron nefritis intersticial sola, 17 pacientes (48.6%) tuvieron GN sola, y cinco 
pacientes (14.3%) tuvieron ambas entidades. Nueve pacientes murieron (25.7%), 11 
(31.4%) desarrollaron fallo renal crónico (incluidos cuatro pacientes con hemodiálisis 
crónica) y nueve desarrollaron linfoma (25.7%). La tasa global de sobrevida a cinco 
años fue del 85%. El análisis de Kaplan-Meier mostró una reducción de la sobrevida 
estadísticamente significativa en los pacientes con compromiso renal comparados con 
los que no lo tenían (P<0.0001), con mayor aumento de la mortalidad entre los 
pacientes con GN ((ocho de nueve muertes reportadas (89%) y ocho de nueve 
linfomas (89%) se observaron entre los pacientes con GN)). Respecto al tratamiento 
de la GN, el mismo fue instaurado según criterio médico. Para la inducción se 
utilizaron diferentes opciones: ciclofosfamida endovenosa mensual en dosis de 1 
gm/m2 sumado a 1 gramo de metilprednisolona; metilprednisolona oral como 
monoterapia (0.5–0.75 mg/kg día) o en combinación con otro inmunosupresor (2 
mg/kg/día de azatioprina o  2–3 mg/kg/ día de ciclosporina); terapia de depleción de 
células B (3 ciclos de dos infusiones cada uno de rituximab, con un intervalo entre 
ciclos de seis meses). La mayoría de los pacientes presentó una respuesta favorable 
con los diferentes esquemas de tratamiento instaurados (14). NE como estudio 
pronóstico de compromiso renal: 2. NE para responder la pregunta: 4. 

En la serie de casos publicada por Maripuri y colaboradores en 2009, comentada 
previamente, 20 pacientes (83%) fueron tratados inicialmente con corticoides, tres 
recibieron rituximab durante el seguimiento. La mediana de dosis inicial de prednisona 
fue 40 mg (rango 30 a 60 mg) con una mediana de duración de 30 semanas (rango 
cuatro a 52 semanas). Dieciséis pacientes fueron seguidos por más de 12 meses 
luego de la biopsia renal (mediana de 76 meses, rango de 17 a 192) y 14 de 16 
mantuvieron o mejoraron la función renal durante el seguimiento. De los siete 

cristian.diaz
PDF Creator Trial



 

 149 

                                                                                                                                                                          
pacientes con insuficiencia renal estadio IV ninguno progreso a estadio V con 
tratamiento (15). NE: 4 

En el reporte de caso y revisión de la literatura publicada por Kaufman y colaboradores 
en 2008, un paciente con nefritis tubulointersticial severa fue tratado exitosamente con 
dosis altas de corticoides y azatioprina. Revisando la literatura se identificaron 180 
reportes de casos de compromiso renal en SSp, a 89 de los cuales se les realizó 
biopsia renal la cual revelo nefritis intersticial en 49 casos, GN en 33 casos y ambos 
hallazgos en siete. Diecisiete pacientes fueron tratados con corticoides y 
ciclofosfamida y 15 pacientes recibieron solo corticoides con mejoría en la mayoría de 
los casos (16). NE: 4 

Tatsumi y colaboradores publicaron en 1998 un caso de GN crescéntica asociada a 
nefropatía membranosa en un paciente con SSp. El paciente desarrolló insuficiencia 
renal, la cual resolvió con el tratamiento con corticoides y plasmaféresis. Varios 
reportes han descripto el efecto beneficioso del uso de corticoides con o sin otros 
agentes citotóxicos en la GN asociada al SSp. Las drogas utilizadas, dosis y tiempo de 
tratamiento no están protocolizadas y con frecuencia son extrapoladas de su uso en 
otras patologías (17). NE: 4 

 

Pregunta 5- ¿Existen biomarcadores que puedan predecir el compromiso renal en 
pacientes con SSp? 

  

Estrategia/combinación de términos: 

((primary sjogren syndrome) AND (renal disease) AND (predictive factors)) 

  

Resultados de la búsqueda: pubmed= 4, lilacs= 2, cochrane= 0 

Total: 6 

Artículos Duplicados: 2 

Total: 4 

Excluídos: 3 

Total: 1 

 

El estudio de Goules descripto con anterioridad, tuvo como objetivo identificar factores 
de riesgo clínicos e inmunológicos relacionados con el desarrollo de compromiso renal 
en SSp. Incluyó 78 pacientes. Se observó que los pacientes con ATR distal latente o 
establecida presentaron niveles basales significativamente más altos de 
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gammaglobulina total 24 +/- 7 vs 19 +/- 6 g/l, p= 0.011) y de proteínas séricas (84 +/- 7 
vs 79 +/- 7 g/l, p= 0.024) comparados con aquellos con capacidad de acidificación 
renal normal. Los niveles basales de β2m fueron más altos en pacientes con defectos 
de la acidificación comparados con aquellos con capacidad de acidificación normal 
(3.3 +/- 1.1 vs 2.6 +/- 0.8 mg/l, p=0.072). En aquellos con proteinuria subsecuente los 
niveles séricos basales de β2m fueron más altos comparados con aquellos con 
excreción de proteínas urinarias normal (3.1 +/- 1.4 vs 2.5 +/- 0.8 mg/l, p= 0.052). El 
subgrupo de pacientes con SSp que tuvo aumentada la excreción de la alfa1m urinaria 
tuvo signos de proteinuria tubular, mayores niveles basales de eritrosedimentación (55 
+/- 27 vs 40 +/- 23 mm/h, p= 0.076) y valores basales significativamente más altos de 
β2m (4.6 +/- 1.8 vs 2.6 +/- 0.8 mg/l, p= 0.029) comparado con los pacientes con 
excreción urinaria normal de alfa-1m (11). NE: 4 
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COMPROMISO CARDIOVASCULAR EN EL SÍNDROME DE SJÖGREN 

Carla Gobbi, Eduardo Albiero. Hospital Córdoba 

 

Pregunta 1- ¿Qué consejo de prevención cardiovascular primaria deben darse en 
el Síndrome de Sjögren primario (SSp)? 

Límites: Publicación 01/1999-06/2015. Humanos, ambos sexos, >18 años. Core 
clinical journal, clinical trial, meta-analysis, practice guidelines, randomized controlled 
trial, review, comparative study, serie de casos.  

Términos de la búsqueda (MeSH): Sjögren syndrome AND cardiovascular diseases 
AND prophylaxis; prevention 

Pub Med: 58 artículos: 1 seleccionado 

Lilacs: 0 

Cochrane: 8 descartados.  

  
Cruz y colaboradores publicaron en 2010 un estudio de corte transversal, en el que se 
incluyeron73 pacientes y 65 controles. El objetivo fue investigar el perfil lípidico en SSp 
y su asociación con test de laboratorio incluyendo marcadores de inflamación. Las 
características demográficas eran similares entre ambos grupos. Los resultados de 
colesterol total (204.0±43.39 versus 206.5±42.76 mg/ml, p= 0.73), LDL (131.6±37.38 
versus 130.62±38.24 mg/dl, p = 0.88), HDL  (49.7±13.5 versus 51±11.5 mg/dl, p = 
0.56) y triglicéridos (129.3±81.0 versus 116.8±53.5 mg/dl, p = 0.29) fueron similares en 
ambos grupos. Al categorizar a los sujetos en dislipémicos y no dislipémicos, se 
observó una mayor frecuencia de dislipemia en los pacientes con SSp (76.7% versus 
61.5% en los controles, p= 0.06).A su vez, los pacientes con SSp con dislipemia 
presentaron valores de eritrosedimentación significativamente mayores que los 
pacientes con SSp sin dislipemia (44.05±28.07 versus 28.28±18.00; p= 0.03). La 
dislipemia se asoció con aumento de la VSG. Los pacientes con SSp tuvieron una 
fuerte tendencia a presentar dislipemia cuando se los comparó con sujetos sanos (1). 
NE: 4 

 

Pregunta 2- ¿Tiene utilidad el ecocardiograma en pacientes con SSp 

asintomáticos para detectar pericarditis? 

Límites: Publicación 01/1999-06/2015. Humanos, ambos sexos, >18 años. Core 

clinical journal, clinical trial, meta-analysis, practice guidelines, randomized controlled 

trial, review, comparative study, serie de casos.  

Términos de la búsqueda (MeSH): echocardiography - pericarditis- Sjögren 

syndrome - asymptomatic pericarditis – asymptomatic condition 

Pub Med: 3 artículos, los 3 descartados 

Manual: 1 seleccionado (Pub Med) 
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Lilacs: 9 descartados por título 

Cochrane: 0 

 

 
Vassiliou y colaboradores publicaron en 2008 un estudio de corte transversal que tuvo 
como objetivo describir las alteraciones ecocardiográficas en los pacientes con SSp y 
su relación con los parámetros clínicos y de laboratorio. Se incluyeron 107 pacientes 
con SSp (casos) y 112 controles sanos (controles). 32 de 107 pacientes con SSp 
versus 12 de 112 controles presentaron regurgitación de la válvula mitral (p < 0.001). 
La regurgitación se encontró en 25 casos en comparación con 11 controles (p = 
0.007); mientras que la regurgitación tricuspídea se observó en 11 versus tres sujetos 
(p = 0.022). En nueve pacientes con SSp se observó derrame pericárdico leve y en un 
sujeto del grupo control (p= 0.008). También el índice de masa del ventrículo fue 
significativamente superior en los casos que en los controles (108.9± 17.21 gm-2 vs. 
85.8 ± 6.73 gm-2; p <0.001). Las principales manifestaciones clínicas que se 
encontraron asociadas con los diferentes hallazgos ecocardiográficos fueron la 
púrpura palpable, los anticuerpos reactivos y la disminución de C4 (2). NE: 4 

 

Pregunta 3- ¿Tiene utilidad la realización de ecocardiograma en pacientes 
asintomáticos con SSp como método de rastreo para detectar pericarditis, 
valvulopatías o hipertensión pulmonar? 

Límites: Publicación 01/1999-06/2015. Humanos, ambos sexos, >18 años. Core 
clinical journal, clinical trial, meta-analysis, practice guidelines, randomized controlled 
trial, review, comparative study, serie de casos.  

Términos de la búsqueda (MeSH): Sjögren syndrome - valvular heart disease – 
echocardiography - asymptomatic disease – pulmonary hypertension 

Echocardiography and Sjögren síndrome Pub Med: 52. 6 seleccionados. 

Lilacs: 9 descartados por título 

Cochrane: 1 descartado 
 
Cicek y colaboradores publicaron en 2014 un estudio  de corte transversal en el que se 
incluyeron  50 pacientes y 47 voluntarios sanos, que tuvo como objetivo evaluar la 
función ventricular izquierda en pacientes con SSp usando ecocardiograma con 
doppler, el índice de performance miocárdico y métodos ecocardiográficos 
convencionales. Los grupos eran similares en cuanto a edad, sexo, niveles de tensión 
arterial, niveles de glucemia, perfil lipídico y antecedentes de tabaquismo. Se observó 
que la relajación isovolumétrica y la desaceleración eran significativamente más 
prolongadas; mientras que, la onda diastólica temprana (ODT) era significativamente 
menor en los pacientes con SSp. Al comparar los hallazgos del ecocardiograma con 
doppler tisular, se encontró que la onda sistólica (OS), la ODT eran significativamente 
menores; mientras que el tiempo de relajación isovolumétrica y el índice de 
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performance miocárdico eran significativamente superiores en lo pacientes con SSp. A 
su vez, aunque estadísticamente significativos, los niveles de correlación entre la 
elasticidad de la aorta y la OS fueron bajos (r = 0.35, p < 0.001), ODT (r = 0.42, p < 
0.001) (3). NE: 4  
 
Bayram y colaboradores publicaron en 2013 un estudio de corte transversal en el que 
se evaluaron 50 pacientes con SSp y 48 voluntarios sanos con características 
demográficas similares. Se excluyeron a los pacientes menores de 18 años, mayores 
de 60 años, con enfermedad cardíaca estructural, hipertensión, diabetes, enfermedad 
pulmonar y otras enfermedades sistémicas crónicas. Como resultados se observó que 
la onda sistólica miocárdica, la onda diastólica temprana y la onda diastólica tardía 
fueron significativamente menores, mientras que el tiempo de relajación isovolumétrico 
y el índice de performance miocárdico fueron significativamente superiores en los 
pacientes con SSp (4). NE: 4   
 
Akyel y colaboradores publicaron en 2012 un estudio de corte transversal en el que se 
estudiaron 40 pacientes con SSp y 25 controles. Cualquier otra enfermedad diferente a 
SSp se consideró criterio de exclusión (incluídas la hipertensión arterial y diabetes). 
Las características basales de ambos grupos fueron similares. El índice de 
performance miocárdica se encontró significativamente alterado en los pacientes con 
SSp (0.41 vs. 0.32, p<0.01). Se encontró un significativo retardo electromecánico intra 
atrial (16.4±6.4, 5.0±4.5, p<0.01) e inter atrial (30.6±10.1,15.4 ± 5.9, p<0.01) en los 
pacientes, en comparación con los controles sanos (5). NE: 4  

El estudio publicado por Vassiliou y colaboradores en 2008, fue descripto previamente 
(2). 

 Kobak y colaboradores publicaron en 2014 un estudio de corte transversal que tuvo 

como objetivo describir la frecuencia de la hipertensión pulmonar en el SSp y analizar 

su relación con el laboratorio y la clínica. Se incluyeron 47 pacientes con SSp. Una 

presión sistólica mayor a 30 mmHg medida por ecocardiograma con doppler se 

consideró como hipertensión pulmonar. En 23.4% (11 pacientes) se detectó 

hipertensión pulmonar, en cinco de estos pacientes el valor fue superior 35mmHg. La 

misma fue más frecuente en los pacientes más jóvenes (promedio de edad 41.6 

versus 56.2 años; p: 0,04) y menor tiempo de evolución de la enfermedad (promedio 

4.3 versus 9.5 años; p: 0,04), sin encontrarse asociaciones con las manifestaciones 

clínicas, ni de laboratorio (6). NE: 4 

  

Ye y colaboradores publicaron en 2008 una serie de casos retrospectiva que tuvo 
como objetivo analizar las manifestaciones de pacientes con SSp y SS secundario.   
Se analizaron datos clínicos, serológicos y ecocardiograma de 124 pacientes 
incluídos. Se excluyeron los pacientes con enfermedad cardíaca congénita, reumática 
y coronaria, los pacientes hipertensos y los diabéticos. Los pacientes eran 
asintomáticos, en los que presentaron derrame pericárdico se asoció a disminución del 
complemento, aumento de la PCR y Ro+. La hipertensión pulmonar se asoció a 
aumentos de la gammaglobulina. Los hallazgos más frecuente fueron el derrame 
pericárdico (20%), la disfunción ventricular diastólica (13.7%) y la hipertensión 
pulmonar (12.9%) (7). NE: 4  
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Pregunta 4- ¿Los pacientes con SSp que van a ser sometidos a procedimientos 
odontológicos que son portadores de valvulopatía, deben recibir profilaxis 
antibiótica? 

Límites: Publicación 01/1999-06/2015. Humanos, ambos sexos, >18 años. Core 
clinical journal, clinical trial, meta-analysis, practice guidelines, randomized controlled 
trial, review, comparative study, serie de casos.  

Términos de la búsqueda (MeSH): antibiotic prophylaxis – dental instrumentation – 
Sjögren syndrome – heart valvular disease 

Pub Med: 0 

Lilacs: 0 

Cochrane: 0 

 

Pregunta 5- ¿Qué tratamientos farmacológicos han demostrado utilidad en los 
pacientes con SSp y fenómeno de Raynaud para disminuir la intensidad o la 
frecuencia de los episodios? Antagonistas cálcicos 

Límites: Publicación 01/1999-06/2015. Humanos, ambos sexos, >18 años. Core 
clinical journal, clinical trial, meta-analysis, practice guidelines, randomized controlled 
trial, review, comparative study, serie de casos.  

Términos de la búsqueda (MeSH): Sjögren syndrome – Raynaud – Raynaud 
syndrome – decrease intensity - decrease frecuency – calcium channel blockers 

Pub Med: 5 artículos todos descartados 

Lilacs: 0 

Cochrane: 0 

Pregunta 6- ¿Qué tratamientos farmacológicos han demostrado utilidad en los 
pacientes con SSp y fenómeno de Raynaud para disminuir la intensidad o la 
frecuencia de los episodios?  bosentán 

Límites: Publicación 01/1999-06/2015. Humanos, ambos sexos, >18 años. Core 
clinical journal, clinical trial, meta-analysis, practice guidelines, randomized controlled 
trial, review, comparative study, serie de casos.  

Términos de la búsqueda (MeSH): Sjögren syndrome – Raynaud – Raynaud 
syndrome – decrease intensity - decrease frecuency – bosentan – digital ulcers 

Pub Med: 1 artículos descartado 
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Lilacs: 0 

Cochrane: 1 descartado 

 

Pregunta 7- ¿Qué tratamientos farmacológicos han demostrado utilidad en los 
pacientes con SSp y fenómeno de Raynaud para disminuir la intensidad o la 
frecuencia de los episodios? Anticoagulación 

Límites: Publicación 01/1999-06/2015. Humanos, ambos sexos, >18 años. Core 
clinical journal, clinical trial, meta-analysis, practice guidelines, randomized controlled 
trial, review, comparative study, serie de casos.  

Términos de la búsqueda (MeSH): Sjögren syndrome – Raynaud – Raynaud 
syndrome – decrease intensity  - decrease frecuency – anticoagulation 

Pub Med: 0 

Lilacs: 0 

Cochrane: 0 

Pregunta 8- ¿Qué tratamientos farmacológicos han demostrado utilidad en los 
pacientes con SSp y fenómeno de Raynaud para disminuir la intensidad o la 
frecuencia de los episodios? Corticoides 

Límites: Publicación 01/1999-06/2015. Humanos, ambos sexos, >18 años. Core 
clinical journal, clinical trial, meta-analysis, practice guidelines, randomized controlled 
trial, review, comparative study, serie de casos.  

Términos de la búsqueda (MeSH): Sjögren syndrome – Raynaud – Raynaud 
syndrome – decrease intensity - decrease frecuency – corticosteroids 

Pub Med: 9 descartados 

Lilacs: 0 

Cochrane: 0 

Pregunta 9- ¿Qué tratamientos farmacológicos han demostrado utilidad en los 
pacientes con SSp y fenómeno de Raynaud para disminuir la intensidad o la 
frecuencia de los episodios? Prostaglandinas. 

Límites: Publicación 01/1999-06/2015. Humanos, ambos sexos, >18 años. Core 
clinical journal, clinical trial, meta-analysis, practice guidelines, randomized controlled 
trial, review, comparative study, serie de casos.  

Términos de la búsqueda (MeSH): Sjögren syndrome – Raynaud – Raynaud 
syndrome – decrease intensity - decrease frecuency – prostaglandins  

Pub Med: 0  
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Lilacs: 0 

Cochrane: 0 

Pregunta 10- ¿Qué tratamientos han demostrado disminuír la mortalidad y la 
morbilidad en el tratamiento de las vasculitis sistémicas graves? Corticoides, 
rituximab, recambio plasmático, micofenolato, azatioprina? 

Límites: Publicación 01/1999-06/2015. Humanos, ambos sexos, >18 años. Core 
clinical journal, clinical trial, meta-analysis, practice guidelines, randomized controlled 
trial, review, comparative study, serie de casos.  

Términos de la búsqueda (MeSH): Sjögren syndrome – Systemic vasculitis – 
treatment  - decrease mortality – mycophenolic acid – mofetil mycofenolate – 
corticosteroids – rituximab – azathioprine – plasmapheresis exchage 

Pub Med: 1 descartado (habla sobre transplante de stem cells pero no Sjögren), mico 
0, corticoides 0, rituximab 24, descartados, azatioprina 6, descartados, plasmaferesis: 
0 

Lilacs: 0 

Cochrane: 1 descartado 

Pregunta 11- ¿Qué utilidad clínica tienen los nuevos métodos complementarios 

de diagnóstico como angio resonancia en el paciente con SSp y evidencia de 

cardiopatía isquémica y miocarditis? ¿Es igual que en la población general? 

Límites: Publicación 01/1999-06/2015. Humanos, ambos sexos, >18 años. Core 

clinical journal, clinical trial, meta-analysis, practice guidelines, randomized controlled 

trial, review, comparative study, serie de casos.  

Términos de la búsqueda (MeSH): Sjögren syndrome – Myocarditis 

Pub Med: 31, todos descartados, 2 hablaban del diagnóstico pero en 1999 cuando no 

existían las nuevas tecnologías.  

Lilacs: 10 todos descartados, mismas razones 

Cochrane: 0 
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MANIFESTACIONES HEMATOLÓGICAS DEL SINDROME DE SJÖGREN 
PRIMARIO 

Leandro Carlevaris, Felix Romanini, Marta Mamani 

Hospital Rivadavia 

 

Pregunta 1- En pacientes con Síndrome de Sjögren primario (SSp), ¿con qué 
frecuencia se diagnostica la presencia de anemia?  

• Search ((Primary Sjögren's syndrome OR Primary syndrome, Sjogrens OR 
Primary sicca syndrome) AND (Anemia) AND (diagnosis OR assessment)) 

• 29 RESULTADOS; SELECCIONADOS POR TÍTULO Y ABSTRACT 

Zhou y colaboradores publicaron en 2010 un estudio de corte transversal que tuvo 
como objetivo evaluar la prevalencia y causas de anemia en pacientes con SSp. Se 
incluyeron 132 pacientes consecutivos. Se realizaron determinaciones habituales de 
índices hematológicos, inmunológicos y examen de médula ósea. Se observó una 
frecuencia de 34% (45 pacientes). Las causas fueron anemia de trastornos crónicos 
(69%), anemia hemolítica autoinmune ((AHA) 18%)), anemia ferropénica (9%) y por 
otras causas (4%). La prevalencia de anticuerpos FAN, anti-Ro/SSA y anti-La/SSB fue 
mayor en el grupo de pacientes con anemia. Los pacientes con AHA presentaron una 
mayor frecuencia de anticardiolipinas y a su vez, la frecuencia de 
hipocomplementemia fue mayor en los pacientes con AHA comparado con los 
pacientes sin anemia. Se observaron anormalidades en la médula ósea en dos 
pacientes con anemia (1). NE: 4 

Baimpa y colaboradores en una serie de casos retrospectiva publicada en el 2009, que 
incluyó 536 pacientes con SSp, reportaron una frecuencia de anemia del 29% (IC 
95%, 28,5%-32,6%) (2). NE: 4 

Ramos-Casals y colaboradores, en una serie de 1010 pacientes con SSp publicada en 
2008, encontraron mayor frecuencia de anemia de trastornos crónicos en pacientes 
con hipocomplementemia y crioglobulinas positivas (3). NE: 4 

 

Pregunta 2- En pacientes con SSp, ¿con qué frecuencia se diagnostica 
leucopenia?  
 
•             Search ((Primary Sjögren's syndrome OR Primary syndrome, Sjogrens 
OR Primary sicca syndrome) AND (diagnosis) OR assessment) AND 
(Leukopenia)) 

• 35 RESULTADOS; 4 SELECCIONADOS POR TÍTULO Y ABSTRACT 
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La leucopenia está descripta como la manifestación más frecuente junto con la anemia 
y su prevalencia varía del 14% al 33% dependiendo las series (2,3,5). 

Baimpa y colaboradores en su trabajo de 536 pacientes, reportan una frecuencia de 
leucopenia del 14% (IC 95%, 4,2%-17,2%) (2); mientras que Ramos-Casals y 
colaboradores, en la publicación de la serie de 1010 pacientes, encontraron que la 
presencia de leucopenia es más frecuente en pacientes seropositivos para FAN/Ro/La 
y en aquellos que presentan hipocomplementemia y positividad para crioglobulinas (3). 

NE: 4  

Con respecto a la linfopenia, Baimpa y colaboradores describieron una frecuencia del 
6,5% y asociación con parótidomegalia (2). NE: 4 

Mandl y colaboraodres publicaron en 2004, un estudio de corte transversal en el que 
incluyeron 80 pacientes con SSp según criterios clasificatorios americano-europeos 
2002 y 37 pacientes con síntomas sicca que no cumplían dichos criterios. Informan 
una frecuencia del 16% en pacientes Ro+, encontrando diferencia significativa frente a 
los Ro negativos y frente a los pacientes que no cumplían criterios de SSp (5). NE: 4 

La agranulocitosis es una manifestación infrecuente. Friedman colaboradores 
publicaron una serie de 13 pacientes con agranulocitosis y SSp y observaron que en 
11 de estos pacientes la misma había sido la primera manifestación de la enfermedad 
(7). NE: 4 

Pregunta 3- En pacientes con SSp, ¿con qué frecuencia se diagnostica 
hipergammaglobulinemia?  

• Search ((Primary Sjögren's syndrome) OR Primary syndrome, Sjogrens 
OR Primary sicca syndrome) AND (diagnosis OR assessment) AND 
(Hypergammaglobulinemia)) 

  

• 87 RESULTADOS; 2 SELECCIONADOS POR TÍTULO Y ABSTRACT 

 La Hipergamaglobulinemia es una manifestación frecuente en estos pacientes y se la 
asocia a mayor incidencia de manifestaciones extraglandulares. Baimpa colaboradores 
observaron una frecuencia de 26,3% (IC 95%, 22,6%-30,3%) y asociación 
estadísticamente significativa con manifestaciones del sistema nervioso periférico, 
(p=0,0045), púrpura palpable (p<0.001) y linfadenopatía (p=0,003). En su serie de 
casos también se describe una frecuencia de gammapatía monoclonal de 3,9% (IC 
95%, 2,4%-5,9%) y asociación estadísticamente significativa con compromiso 
pulmonar (p=0,0035), púrpura palpable (p<0,001), linfadenopatía (p=0,004), 
esplenomegalia (p=0,001) y vasculitis confirmada por biopsia (p<0,001) (2). NE: 4 

 

Pregunta 4- En pacientes con Síndrome de Sjögren primario, ¿con qué 
frecuencia se diagnostica trombocitopenia?  
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Search ((Primary Sjögren's syndrome) OR Primary syndrome, Sjogrens) OR 
Primary sicca syndrome)) AND ((diagnosis) OR assessment)) AND Thrombotic 
thrombocytopenic purpura 

• 4 RESULTADOS, 2 SELECCIONADOS POR TÍTULO Y ABSTRACT.  

La trombocitopenia autoinmune es una manifestación infrecuente. Baimpa y 
colaboradores reportaron una frecuencia de 3,7% (IC 95%, 2,3%-5,7%) (2); mientras 
que Ramos-Casals y colaboradores observaron una frecuencia de 16% en pacientes 
Ro/La +, 20% en pacientes con hipocomplementemia y un 30% en pacientes con 
crioglobulinas positivas (3). NE: 4 

Pregunta 5- En pacientes con SSp y anemia hemolítica asociada, ¿el tratamiento 
con inmunosupresores revierte la hemólisis? 

ANEMIA HEMOLÍTICA: Search ((Primary Sjögren's syndrome OR Primary 
syndrome, Sjogrens OR Primary sicca syndrome) AND (treatment OR 
management) AND (hemolytic anemia) AND (immunosuppressive)) 

 15 RESULTADOS, 3 SELECCIONADOS POR TÍTULO Y ABSTRACT  

 

Pregunta 6- En pacientes con SSP y Neutropenia asociada, ¿el tratamiento con 
inmunosupresores revierte la misma? 

NEUTROPENIA: Search ((Primary Sjögren's syndrome OR Primary syndrome, 
Sjogrens OR Primary sicca syndrome) AND (treatment OR management) AND 
(neutropenia OR leukopenia OR lymphopenia) AND (immunosuppressive))  

 10 RESULTADOS; 1 SELECCIONADO POR TÍTULO Y ABSTRACT   

 

Pregunta 7- En pacientes con SSp y Trombocitopenia autoinmune asociada, ¿el 
tratamiento con inmunosupresores revierte la lisis plaquetaria? 

TROMBOCITOPENIA AUTOINMUNE: Search (((((((Primary Sjögren's syndrome) 
OR Primary syndrome, Sjogrens) OR Primary sicca syndrome))) AND ((treatment) 
OR management)) AND ((thrombotic thrombocytopenic purpura) OR autoimmune 
thrombocytopenia) AND immunosuppressive.  

 11 RESULTADOS, 1 SELECCIONADO POR TÍTULO Y ABSTRACT  

Pregunta 8- En pacientes con SSp e hipergammaglobulinemia asociada, ¿el 
tratamiento con inmunosupresores la disminuye? 

HIPERGAMMAGLOBULINEMIA: ((Primary Sjögren's syndrome OR Primary 
syndrome, Sjogrens) OR Primary sicca syndrome) AND (treatment OR 
management) AND (hypergammaglobulinemia)) 

 13 RESULTADOS, 0 SELECCIONADOS 
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((Sjogren's syndrome) AND (treatment OR management) AND 
(immunosuppressive) AND ("last 10 years"[PDat])) 

328 RESULTADOS, 6 SELECCIONADOS 

Resultados: 

Se analizarán las preguntas 5, 6, 7 y 8 en conjunto debido a la superposición de 
artículos hallados en las búsquedas respectivas.  

La evidencia del rol de los inmunosupresores para el tratamiento del SSp que 
podemos encontrar en la literatura es muy limitada. Los principales datos provienen de 
reportes o de series de casos de pacientes con manifestaciones hematológicas 
severas. Los pocos estudios clínicos que se encuentran no tienen por objetivo evaluar 
dichos tratamientos para las manifestaciones hematológicas secundarias a la 
enfermedad.Fialho y colaboradores reportaron en 2012 un paciente con posterior 
diagnóstico de SSp, que debutó con pancitopenia a predominio de leucopenia, 
asociado a hipergammaglobulinemia, con punción de médula ósea  normal. Fue 
tratado con prednisona 1mg/kg/día asociado a factor estimulante de colonias de 
granulocitos y posteriormente con ciclosporina, con pobre respuesta. Se indicó 
tratamiento con con Mofetil Micofenolato 2 gr/día con mejoría de las tres series y 
seguimiento al año sin recaídas (8). NE: 4 

De la misma manera, Willeke y coloboradores publicaron en 2007 una serie de casos 
prospectiva, en la que se incluyeron 11 pacientes con SSp y manifestaciones 
sistémicas refractarias a terapias convencionales. Los pacientes recibieron tratamiento 
con micofenolato sódico 1,440 mg/día durante seis meses, con resultados favorables. 
Dentro de los criterios de inclusión se describió la presencia de 
hipergammaglobulinemia y reportaron que siete de los 11 pacientes presentaban 
leucopenia. Luego de 12 semanas de tratamiento se observó una disminución 
significativa de las gammaglobulinas (únicamente Ig M) (p<0,05) y un aumento 
significativo en el recuento de la serie blanca (p<0,05) (9). NE: 4  

Choung colaboradores reportaron en 2012 un caso de un paciente con posterior 
diagnóstico de SSp que debutó con pancitopenia a predominio de trombocitopenia 
severa, con biopsia de médula ósea normal, que inicialmente fue tratado con 
prednisona 1 mg/kg/día por dos semanas y ante la falta de respuesta se rotó el 
tratamiento a inmunoglobulinas endovenosas 1,200 mg/día por tres días y posterior 
mantenimiento con prednisona 10 mg/día asociada a ciclosporina 100 mg/día con 
recuperación de las tres series, y seguimiento por cinco meses sin recaídas (10). NE: 4 

Chen y colaboradores publicaron en 2013, un estudio de casos y controles en el que 
incluyeron 35 pacientes con SSp asociado a trombocitopenia y 15 controles sanos. En 
el grupo de pacientes con SSp encontraron menor porcentaje de linfocitos B de 
memoria (CD19+ y 27+) y a su vez, estos presentaban menor expresión del receptor 
FcγRIIb. Por otro lado observaron una asociación negativa con la positividad del auto-
anticuerpo Ro. Luego de tres pulsos de 1 g de metilprednisolona reportaron un up-
regulation de estos receptores en el subgrupo de linfocitos B CD19+ y CD27+ y 
aumento del recuento de plaquetas (11). NE: 4 
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Respecto al rituximab, los estudios en pacientes con SSp en general tienen como 
objetivo evaluar su eficacia para mejorar la función lagrimal, el flujo salival, las 
medidas subjetivas de severidad y las manifestaciones sistémicas en forma global. 
Toumeh A y colaboradores, publicaron en 2014 el caso de un paciente con púrpura 
trombótica trombocitopénica refractaria a plasmaféresis y corticoides, el cual fue 
tratado con rituximab con buena respuesta (12). NE: 4 
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SÍNDROME DE SJÖGREN PRIMARIO: COMPROMISO EXTRAGLANDULAR 

Cecilia Asnal, Catherine Crow, Alejandro Nitsche 

Hospital Alemán 

 

Se realizó una extensa búsqueda bibliográfica en Pubmed, Cochrane y Lilacs. Se 
resume la búsqueda de Pubmed. Las otras búsquedas no aportaron información 
adicional. 

 

Pregunta 1- ¿Es eficaz / seguro el uso de corticoides en el tratamiento del 
Síndrome de Sjögren primario (SSp) extraglandular? 

Estrategias/combinación de términos para la búsqueda 

((multiorganic OR non-sicca OR non sicca OR nonsicca features 

 OR nonsicca OR systemic OR multiorgan 

 OR multiple organ OR extra-glandular OR extraglandular OR primary Sjögren 
syndrome 

 OR Sjögren syndrome OR Sjögren) AND (Sjögren OR Sjögren syndrome 

 OR primary Sjögren syndrome) AND (therapy OR treatmen)) AND (corticosteroids)) 

Se encontraron 13 referencias en pubmed, que se descartaron por título y resumen, no 
se seleccionó ninguno por lectura crítica 

Pregunta 2- ¿Es eficaz / seguro el uso de antipalúdicos en el tratamiento del SSp 
extraglandular? 

Estrategias/combinación de términos para la búsqueda 

((multiorganic OR non-sicca OR non sicca OR nonsicca features 

 OR nonsicca OR systemic OR multiorgan 

 OR multiple organ OR extra-glandular OR extraglandular OR primary Sjögren 
syndrome 

 OR Sjögren syndrome OR Sjögren) AND (Sjögren OR Sjögren syndrome 

 OR primary Sjögren syndrome) AND (therapy OR treatment) AND 
(hydroxychloroquine OR chloroquine  OR antimalarial)) 

Se encontraron 129 referencias, se descartaron por título y resumen 126, se 
seleccionaron por lectura crítica 3 
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Gottenberg y colaboradores publicaron en 2014 un ensayo clínico aleatorizado, 
placebo controlado. Se evaluaron 120 pacientes aleatorizados (1:1) a recibir 
tratamiento con hidroxicloroquina 400mg/d vía oral versus placebo. El objetivo del 
estudio fue evaluar la eficacia de la hidroxicloroquina medidos en la reducción de 30% 
o más en dos de tres EVAs de sequedad, dolor y fatiga entre la semana 0 y 24.  Todos 
los pacientes recibieron hidroxicloroquina en la fase abierta del estudio, que culminó 
en la semana 48. Se realizó un análisis post- hoc del mismo objetivo a la semana 48. 
No se encontraron diferencias significativas entre ambos grupos en cuanto al objetivo 
primario. (17.9% versus 17.2%; P = .98). . En el análisis post hoc en la semana 48, 
aunque hubo una diferencia numérica a favor del grupo que recibió hidroxicloroqina de 
inicio, tampoco las diferencias fueron estadísticamente significativas. Dentro de los 
objetivos secundarios se encontraban, el ESSPRI (por sus siglas en inglés EULAR 
Sjogren’s Syndrome Patient Reported Index) y el ESSDAI (por sus siglas en inglés 
EULAR Sjogren’s Syndrome Disease Activity Index), no encontrándose diferencias 
significativas entre ambos grupos a la semana 24 No hubo eventos adversos 
significativos (1). NE: 2. 

Fox y colaboradores publicaron en 1996 una serie de casos en la que incluyeron 50 
pacientes tratados con hidroxicloroquina 400 mg/d, de los cuales 40 completaron dos 
años de tratamiento. Se definió mejoría con el tratamiento a una mejoría mayor o igual 
al 20% en el test de Schirmer o Rosa de Bengala, en el flujo saliva y, en al menos dos 
de las siguientes mediciones: EVA global del médico, EVA del dolor y de fatiga del 
paciente, y del 20% o más de la eritrosedimentación. Se encontró una mejoría 
significativa en los síntomas de sequedad y en el Rosa de Bengala, test de Schirmer, 
de la xerostomía, flujo salival y la eritrosedimentación. En aproximadamente el 60% de 
los pacientes se encontró mejoría en todos los parámetros evaluados por EVAs. Se 
evaluaron sicca, dolor, fatiga. Hubo mejoría leve, no hubo eventos adversos (2) .NE: 4 

Kruize y colaboradores publicaron en 1993 un estudio doble ciego, controlado, que 
incluyó 19 pacientes que recibieron hidroxicloroquina 400 mg/día vía oral versus 
placebo, durante dos años. Se observó un descenso significativo de IgG e IgM en 
comparación con el placebo. No se observaron diferencias significativas respecto a las 
manifestaciones extraglandulares evaluadas (fatiga, mialgias y artralgias). Tampoco se 
observó mejoría en los síntomas sicca (3).  NE: 3  

 

Pregunta 3- ¿Es eficaz / seguro el uso de metotrexate en el tratamiento del SSp 
extraglandular? 

Estrategias/combinación de términos para la búsqueda 

((multiorganic OR non-sicca OR non sicca OR nonsicca features 

 OR nonsicca OR systemic OR multiorgan 

 OR multiple organ OR extra-glandular OR extraglandular OR primary Sjögren 
syndrome 

 OR Sjögren syndrome OR Sjögren) AND (Sjögren OR Sjögren syndrome 

 OR primary Sjögren syndrome) AND (therapy OR treatment) AND (methotrexate)) 
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Se encontraron 85 referencias, se descartaron por título y resumen 84, se seleccionó 
por lectura crítica 1 artículo 

Skopouli y colaboradores publicaron en 1996 una serie de casos que incluyó 17 
pacientes, que tuvo como objetivo evaluar la utilidad del metotrexate en el tratamiento 
del SSp. Los pacientes recibieron 0.2 mg/ kg peso por semana durante un año. Se 
observó mejoría en los síntomas sicca. En siete pacientes se redujo la dosis de 
metotrexate por elevación de transaminasas (4). NE: 4 

 

Pregunta 4- ¿Es eficaz / seguro el uso de leflunomida en el tratamiento del SSp 
extraglandular? 

Estrategias/combinación de términos para la búsqueda 

((multiorganic OR non-sicca OR non sicca OR nonsicca features 

 OR nonsicca OR systemic OR multiorgan 

 OR multiple organ OR extra-glandular OR extraglandular OR primary Sjögren 
syndrome 

 OR Sjögren syndrome OR Sjögren) AND (Sjögren OR Sjögren syndrome 

 OR primary Sjögren syndrome) AND (therapy OR treatment) AND (leflunomide)) 

Se encontraron 17 referencias, se descartaron por título y resumen todos, no se 
seleccionó ninguno por lectura crítica 

 

Pregunta 5- ¿Es eficaz / seguro el uso de azatioprina en el tratamiento del SSp 
extraglandular ? 

Estrategias/combinación de términos para la búsqueda 

((multiorganic OR non-sicca OR non sicca OR nonsicca features 

 OR nonsicca OR systemic OR multiorgan 

 OR multiple organ OR extra-glandular OR extraglandular OR primary Sjögren 
syndrome 

 OR Sjögren syndrome OR Sjögren) AND (Sjögren OR Sjögren syndrome 

 OR primary Sjögren syndrome) AND (therapy OR treatment) AND (azathioprine)) 

Se encontraron 20 referencias, se descartaron por título y abstract  19, se seleccionó 
por lectura crítica 1 

Prince y colaboradores publicaron en 1998, un estudio doble ciego, controlado con 
placebo, que incluyo 25 pacientes y tuvo como objetivo establecer el lugar de bajas 
dosis de azatioprina (1 mg/kg/d) como droga modificadora de la enfermedad en 
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pacientes con SSp, no complicado.  Seis pacientes suspendieron el tratamiento por 
efectos adversos. No se encontraron cambios significativos en las variables clínicas, 
serológicas e histológicas medidas luego de seis meses de tratamiento (5). NE: 3    

 

Pregunta 6- ¿Es eficaz / seguro el uso de ciclofosfamida en el tratamiento del SSp 
extraglandular? 

Estrategias/combinación de términos para la búsqueda 

((multiorganic OR non-sicca OR non sicca OR nonsicca features 

 OR nonsicca OR systemic OR multiorgan 

 OR multiple organ OR extra-glandular OR extraglandular OR primary Sjögren 
syndrome 

 OR Sjögren syndrome OR Sjögren) AND (Sjögren OR Sjögren syndrome 

 OR primary Sjögren syndrome) AND (therapy OR treatment) AND 
(cyclophosphamide)) 

 

 Se encontraron 220 referencias, se descartaron todas por título y resumen. 

 

Pregunta 7. ¿Es eficaz / seguro el uso de micofenolato en el tratamiento del SSp 
extraglandular? 

Estrategias/combinación de términos para la búsqueda 

((multiorganic OR non-sicca OR non sicca OR nonsicca features 

 OR nonsicca OR systemic OR multiorgan 

 OR multiple organ OR extra-glandular OR extraglandular OR primary Sjögren 
syndrome 

 OR Sjögren syndrome OR Sjögren) AND (Sjögren OR Sjögren syndrome 

 OR primary Sjögren syndrome) AND (therapy OR treatment) AND (mycophenolate)) 

Se encontraron 18 referencias, se descartaron por título y abstract 17 y se seleccionó 
1 por lectura crítica 

Willeke y colaboradores publicaron en 2007, una serie de casos (11 pacientes), que 
tuvo como objetivo evaluar la eficacia y seguridad de micofenolato sódico en pacientes 
con SSp refractarios a otros agentes inmunosupresores. Se evaluó el estado clínico, 
pruebas de función glandular, diferentes parámetros de laboratorio y parámetros 
subjetivos, a través de diferentes cuestionarios. Se observó mejoría en el EVA de 
sequedad ocular y disminución en los requerimientos de lágrimas artificiales. Sin 
embargo, no se encontró mejoría significativa en los parámetros objetivos de 
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xeroftalmía ni xerostomía. Se observó un descenso significativo de la 
hipergamaglobulinemia, el factor reumatoideo, aumento de los niveles de 
complemento y glóbulos blancos (6). NE: 4 

 

Pregunta 8- ¿Es eficaz/seguro el uso de la sulfasalazina en el tratamiento del SSp 
extraglandular? 

Estrategias/combinación de términos para la búsqueda 

((multiorganic OR non-sicca OR non sicca OR nonsicca features 

 OR nonsicca OR systemic OR multiorgan 

 OR multiple organ OR extra-glandular OR extraglandular OR primary Sjögren 
syndrome 

 OR Sjögren syndrome OR Sjögren) AND (Sjögren OR Sjögren syndrome 

 OR primary Sjögren syndrome) AND (therapy OR treatment) AND (Sulfasalazine)) 

Se encontraron 14 referencias, se descartaron por título y resumen todos, no se 
seleccionó ninguno por lectura crítica 

 

Pregunta 9. ¿Es eficaz / seguro el uso de rituximab en el tratamiento del SSp 
extraglandular ? 

Estrategias/combinación de términos para la búsqueda 

((multiorganic OR non-sicca OR non sicca OR nonsicca features 

 OR nonsicca OR systemic OR multiorgan 

 OR multiple organ OR extra-glandular OR extraglandular OR primary Sjögren 
syndrome 

 OR Sjögren syndrome OR Sjögren) AND (Sjögren OR Sjögren syndrome 

 OR primary Sjögren syndrome) AND (therapy OR treatment) AND (rituximab)) 

Se encontraron 198 referencias, se descartaron por título y resumen 193, se 
seleccionaron por lectura crítica 5. Un estudio se encontraba en etapa de desarrollo al 
momento de realizarse la búsqueda  (―The TRACTISS protocol: a randomised double 
blind placebo controlled clinical trial of anti-B-cell therapy in patients with primary 
Sjögren's Syndrome‖, Brown S et al. BMC MusculoskeletDisord. 2014 Jan 17;15:21, 
110 pacientes, ongoing). 

 

Meijer y colaboradores publicaron en 2010 un estudio doble ciego, aleatorizado (2:1, 
rituximab versus placebo) que tuvo como objetivo primario evaluar la respuesta al 
rituximab en el flujo salival. Dentro de los objetivos secundarios se evaluaron variables 
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funcionales, de laboratorio y subjetivas. Se incluyeron 30 pacientes con una secreción 
de saliva estimulada mayor a 0,15 ml/minuto, que recibieron rituximab versus placebo 
en día 1 y 15. El seguimiento fue por 48 semanas. Se encontró mejoría significativa en 
el flujo de saliva en el grupo tratado con rituximab (el cual comenzó a decrecer en la 
semana 12), mientras que en el grupo que recibió placebo se observó un descenso 
significativo del mismo desde el momento basal, las diferencias entre ambos grupos 
fueron significativas en la semana 12. También se encontraron diferencias 
significativas en comparación con el placebo en el recuento de células B, niveles de 
factor reumatoideo, escala de fatiga, EVA de síntomas sicca y algunas 
manifestaciones extraglandulares, como vasculitis (7). NE: 3  

Devauchelle-Pensec y colaboradores publicaron en 2014, un estudio aleatorizado 
(1:1), placebo controlado, multicéntrico, paciente e investigador ciegos (farmacéutico 
no ciego). El objetivo fue evaluar la respuesta al tratamiento con rituximab (1 gramo 
semana 0 y 2), medido por la mejoría en al menos 30 mm en dos de cuatro EVAs 
(actividad global, dolor, fatiga y sequedad) en la semana 24. Se incluyeron 120 
pacientes con al menos 50 mm en dos de los cuatro EVAs mencionados, con una 
enfermedad de menos de 10 años de evolución.  El promedio de actividad basal 
medida por ESSDAI de los pacientes incluidos fue 10, 1 (DS 6,8).  No se encontraron 
diferencias significativas entre los grupos en cuanto al  objetivo primario (diferencia: 
1.0%. IC 95%: -16.7% a 18.7%). La proporción de pacientes que alcanzó dicho 
objetivo fue mayor en la semana 6 en el grupo tratado con rituximab (22.4% versus 
9.1%; p: 0.036). También se encontró una mejoría significativa de al menos 30 mm en 
el EVA de fatiga en las semanas seis y 16 (8). NE: 2 

Carubbi y colaboradores publicaron en 2013 un estudio de cohorte que tuvo como 
objetivo evaluar los beneficios del rituximab en comparación con drogas 
convencionales, medidos por ESSDAI cada 12 semanas, hasta la semana 120. El 
rituximab se administró en semana cero y dos; este esquema se repitió cada 24 
semanas. Se incluyeron 41 pacientes de dos centros con una enfermedad de menos 
de dos años de evolución desde el inicio de los síntomas, con ESSDAI igual o mayor a 
seis y dos de cuatro EVAs mayor a 50 mm (actividad global, sequedad, fatiga, dolor). 
Los pacientes de un centro recibieron tratamiento con rituximab y los del otro centro 
drogas convencionales. El ESSDAI basal en cada grupo fue 19.8 (6 a 41) en grupo de 
tratamiento convencional y 20.3 (6 a 41) en el grupo de rituximab. A partir del segundo 
curso de tratamiento, se observaron diferencias significativas a favor de rituximab, la 
cual se mantuvo a lo largo de todo el período de seguimiento (9) .NE: 3 

Clair y colaboradores publicaron en 2013 una serie de casos que incluyó 12 pacientes 
y tuvo como objetivo evaluar la seguridad y respuesta al tratamiento con rituximab, 
administrado en dosis de 1 gramo en el día 1 y 15, con un seguimiento de 52 
semanas. No se observó toxicidad, observándose una mejoría significativa entre la 
semana 0 y 26 en la actividad global de la enfermedad, medida por EVA del médico 
(mediana de disminución 26 mm; P: 0.012) y del paciente (mediana de disminución:  
8.5 mm; P: 0.009). también se observó una mejoría significativa en la xerotráquea, 
sed, discomfort oral y en la fatiga. No se observaron mejorías significativas en los test 
objetivos de función glandular (10).  NE: 4 

Gottenberg y colaboradores publicaron en 2013, una serie de casos, que evaluó la 
utilidad del rituximab en 78 pacientes. La indicación del tratamiento fue el compromiso 
sistémico en 74 casos y el compromiso glandular severo en los cuatro restantes. 17 
pacientes recibían concomitantemente otro agente inmunosupresor. La mediana de 
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seguimiento fue de 34.9 meses (6–81.4) (226 pacientes/año). La mediana de ESSDAI 
disminuyó significativamente desde el basal ((11 (2–31) a 7.5 (0–26)). La mediana de 
dosis de corticosteroides se disminuyó de 17.6 mg/d (3–60) a 10.8 mg/d (p: 0.1). 41 
pacientes recibieron re tratamiento con rituximab (11). NE: 4 

 

Pregunta 10- ¿Es eficaz / seguro el uso de infliximab en el tratamiento del SSp 
extraglandular? 

Estrategias/combinación de términos para la búsqueda 

 ((multiorganic OR non-sicca OR non sicca OR nonsicca features 

 OR nonsicca OR systemic OR multiorgan 

 OR multiple organ OR extra-glandular OR extraglandular OR primary Sjögren 
syndrome 

 OR Sjögren syndrome OR Sjögren) AND (Sjögren OR Sjögren syndrome 

 OR primary Sjögren syndrome) AND (therapy OR treatment) AND (infliximab)) 

Se encontraron 9 referencias, se descartaron por título y resumen 8. Se seleccionó 
para lectura crítica 1 artículo 

Mariette y colaboradores publicaron en 2004 un ensayo clínico aleatorizado, doble 
ciego, placebo controlado, que incluyó 103 pacientes aleatorizados a recibir infusiones 
de infliximab (5 mg/kg) o placebo en las semanas cero, dos y seis, y fueron seguidos 
por 22 semanas. Los pacientes tenían una enfermedad activa definida por EVA mayor 
a 50 mm en dos de tres EVAs que evaluaban dolor articular, fatiga y sequedad. Se 
definió respuesta favorable a una mejoría mayor o igual al 30% en dos de tres EVAs, 
entre las semanas cero y diez. En la semana 10, 26.5% del grupo placebo y 27.8% del 
grupo tratado con infliximab, tuvo una respuesta favorable (P: 0.89). En la semana 22, 
tampoco se encontraron diferencias significativas entre los grupos (20.4% versus 
16.7%, respectivamente; P: 0.62) (12).   NE: 3 

 

Pregunta 11. ¿Es eficaz / seguro el uso de etanercept en el tratamiento del SSp 
extraglandular? 

Estrategias/combinación de términos para la búsqueda 

((multiorganic OR non-sicca OR non sicca OR nonsicca features 

 OR nonsicca OR systemic OR multiorgan 

 OR multiple organ OR extra-glandular OR extraglandular OR primary Sjögren 
syndrome 

 OR Sjögren syndrome OR Sjögren) AND (Sjögren OR Sjögren syndrome 

 OR primary Sjögren syndrome) AND (therapy OR treatment) AND (etanercept)) 
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Se encontraron 7 referencias, se descartaron por título y resumen 6 artículos. Se 
seleccionó para lectura crítica 1.  

Sankar y colaboradores publicaron en 2004, un estudio aleatorizado, doble ciego, 
placebo controlado de 12 semanas de duración para evaluar la utilidad del etanercept. 
Se incluyeron 14 pacientes en cada grupo. El objetivo primario fue evaluado mediante 
al menos 20% de mejoría desde el basal de dos de tres variables: medición subjetiva u 
objetiva de sequedad oral, medición subjetiva u objetiva de sequedad ocular, y niveles 
de IgG o eritrosedimentación (ESR).  De los 14 pacientes que recibieron etanercept, 
tres tenían SS secundario. Tres pacientes en el grupo de etanercept y uno en el grupo 
placebo, no completaron el estudio. Cinco pacientes en el grupo tratado y tres en el no 
tratado mostraron mejoría en la semana 12, sin diferencias significativas entre ambas 
ramas (13). NE: 3 

 

Pregunta 12. ¿Es eficaz / seguro el uso de adalimumab en el tratamiento del SS 
extraglandular? 

Estrategias/combinación de términos para la búsqueda 

((multiorganic OR non-sicca OR non sicca OR nonsicca features 

 OR nonsicca OR systemic OR multiorgan 

 OR multiple organ OR extra-glandular OR extraglandular OR primary Sjögren 
syndrome 

 OR Sjögren syndrome OR Sjögren) AND (Sjögren OR Sjögren syndrome 

 OR primary Sjögren syndrome) AND (therapy OR treatment) AND (adalimumab)) 

Se encontraron 3 referencias, se descartaron las 3, por lo tanto no se seleccionó 
ningún artículo para lectura. 

 

Pregunta 13. ¿Es eficaz / seguro el uso de abatacept en el tratamiento del SSp 
extraglandular? 

Estrategias/combinación de términos para la búsqueda 

((multiorganic OR non-sicca OR non sicca OR nonsicca features 

 OR nonsicca OR systemic OR multiorgan 

 OR multiple organ OR extra-glandular OR extraglandular OR primary Sjögren 
syndrome 

 OR Sjögren syndrome OR Sjögren) AND (Sjögren OR Sjögren syndrome 

 OR primary Sjögren syndrome) AND (therapy OR treatment) AND (abatacept)) 
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Se seleccionaron 9 artículos, se descartaron por título y resumen 8. Se seleccionó 1 
artículo para lectura crítica.  

Meiners y colaboradores publicaron en 2014 una serie de casos que evaluó la 
respuesta al tratamiento con abatacept, medidos por ESSDAI y ESSPRI. Se incluyeron 
15 pacientes vírgenes de tratamiento biológico. Los pacientes recibieron tratamiento 
hasta la semana 24 y fueron controlados hasta la semana 48.  Los pacientes 
mostraron una mejoría significativa del ESSDAI desde el basal, tanto en la semana 
cuatro, como en la 12 y en la 24 ((media (DS): 11±5 (11), 6±4 (6), 6±8 (3) y 3±3 (2), 
respectivamente)). Lo mismo sucedió con el ESSPRI ((7.0±1.5 (7.5), 6.0±1.7 (6.0), 
5.6±1.6 (6.0), 5.8±2.3 (5.8), respectivamente (14). NE: 4 

 

Pregunta 14. ¿Es eficaz / seguro el uso de belimumab en el tratamiento del SSp 
extraglandular? 

Estrategias/combinación de términos para la búsqueda 

((multiorganic OR non-sicca OR non sicca OR nonsicca features 

 OR nonsicca OR systemic OR multiorgan 

 OR multiple organ OR extra-glandular OR extraglandular OR primary Sjögren 
syndrome 

 OR Sjögren syndrome OR Sjögren) AND (Sjögren OR Sjögren syndrome) 

 OR primary Sjögren syndrome) AND (therapy OR treatment) AND (belimumab)) 

Se seleccionaron 14 artículos, se descartaron por título y resumen 13. Se seleccionó 1  

artículo para lectura crítica 

Mariette y colaboradores publicaron en 2015 una serie de casos para evaluar la 
respuesta al tratamiento con belimumab. Se incluyeron 30 pacientes, con 
manifestaciones sistémicas, o enfermedad menor a cinco años de evolución o 
marcadores de activación de células B. Recibieron tratamiento durante 24 semanas y 
el objetivo primario fue la mejoría  en dos de cinco ítems, medidos en la semana 28: 
reducción de al menos 30% en el EVA de sequedad, en el de fatiga, en el de dolor, 
actividad global por el médico y  mayor a 25% de mejoría en los marcadores de 
activación de células B. El objetivo primario fue alcanzado en 18 (60%) del total de 
pacientes. El promedio de ESSDAI disminuyó de 8.8 (7.4) a 6.3 (6.6), (p=0.0015) y; el 
ESSPRI disminuyó de 6.4 (1.1) a 5.6 (2.0), (p=0.0174)(15). NE: 4  

 

Pregunta 15. ¿Es eficaz / seguro el uso de plasmaféresis en el tratamiento del SSp 
extraglandular? 

Estrategias/combinación de términos para la búsqueda 

((multiorganic OR non-sicca OR non sicca OR nonsicca features 

 OR nonsicca OR systemic OR multiorgan 
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 OR multiple organ OR extra-glandular OR extraglandular OR primary Sjögren 
syndrome 

 OR Sjögren syndrome OR Sjögren) AND (Sjögren OR Sjögren syndrome 

 OR primary Sjögren syndrome) AND (therapy OR treatment) AND (plasmapheresis)) 

Se encontraron 16 referencias, se descartaron por título y resumen todas. Sin 
embargo existen muchos reportes de casos en los que se utilizó plasmaféresis con 
otros inmunosupresores a criterio del médico tratante en cada caso con resultados 
variables. 

 

Pregunta 16. ¿Es eficaz / seguro el uso de gammaglobulinas en el tratamiento del 
SSp extraglandular? 

Estrategias/combinación de términos para la búsqueda 

((multiorganic OR non-sicca OR non sicca OR nonsicca features 

 OR nonsicca OR systemic OR multiorgan 

 OR multiple organ OR extra-glandular OR extraglandular OR primary Sjögren 
syndrome 

 OR Sjögren syndrome OR Sjögren) AND (Sjögren OR Sjögren syndrome 

 OR primary Sjögren syndrome) AND (therapy OR treatment) AND (gammaglobulinas)) 

Se encontraron 15 referencias, se descartaron por título y resumen14. Se seleccionó 
para lectura crítica 1 artículo. 

En el artículo de Gheitasi y colaboradores, del total de 1120 pacientes con SSp,  
recibieron IVIG 25 pacientes, todos con diferentes combinaciones de drogas 
inmunosupresoras por lo que no se pueden obtener conclusiones (16). NE: 4 
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CLINIMETRÍA EN SÍNDROME DE SJÖGREN 

 
 Demarchi Julia, Barrios Belén, Papasidero Silvia 

Hospital General de Agudos Enrique Tornú - Ciudad Autónoma de Buenos Aires 
 

Pregunta 1- ¿Existe algún instrumento que permita evaluar respuesta a 
tratamiento en SINTOMAS SICCA en pacientes con Síndrome de Sjögren 
primario (SSp)? 
 
Términos utilizados: ((Sjögren syndrome) AND (dry mouth) AND (treatment response, 
Sjögren syndrome) AND (dry mouth) AND (measure Sjögren syndrome) AND 
(xerostomia) AND (treatment response Sjögren syndrome) AND (xerostomia) AND 
(measure sicca symptoms) AND (Sjögren syndrome) AND (treatment response sicca 
symptoms) AND (Sjögren syndrome) AND (measure response laboratory parameters) 
AND (correlation) AND (xerostomia) AND (Sjögren syndrome laboratory parameters) 
AND (correlation) AND (dry mouth) AND (Sjögren syndrome) AND (dry eye) AND 
(measure, Sjögren syndrome) AND (xerophthalmia) AND (measure, Sjögren 
syndrome) AND (xerophthalmia) AND (treatment response, Sjögren syndrome) AND 
(dry eye) AND (treatment response, laboratory parameters) AND (correlation) AND 
(sicca symptoms, laboratory parameters) AND (correlation) AND (sicca symptoms) 
AND (Sjögren syndrome, laboratory parameters) AND (correlation) AND (dry eye) AND 
(Sjögren syndrome, laboratory parameters) AND (correlation) AND (xerophthalmia) 
AND (Sjögren syndrome)) 
 
Artículos encontrados:  Pubmed: 1255; Cochrane: 0; Lilacs: 5 
Artículos seleccionados por título: Pubmed: 52; Cochrane: 0; Lilacs: 0  
Artículos seleccionados por abstract y texto completo: Pubmed: 6; Cochrane: 0; Lilacs: 
0  
Artículos seleccionados por referencia:  2 
 
Bowman colaboradores publicaron en 2003 un estudio de corte transversal que tuvo 
como objetivo evaluar la utilidad de un cuestionario construído para evaluar los 
síntomas SICCA en pacientes con SSp: el SICCA Symptom Inventory (SSI). Se 
incluyeron 130 pacientes con SSp, 93 con Artritis Rematoidea (AR), 83 con Lupus 
Eritematoso Sistémico (LES), y 103 controles sanos, de diferentes centros en 
Inglaterra. Como grupo control alternativo se incluyeron 26 pacientes con síntomas 
orales u oculares sin enfermedad autoinmune de base. Los resultados arrojaron que 
los cuatro grupos (SSp, AR, LES y SICCA sin enfermedad autoinmune) coincidían en 
siete componentes de sequedad y discomfort: sequedad ocular, oral, vaginal, cutánea, 
manos frías, fatiga y artralgias. Sobre esta base se construyó el SSI que incluía cuatro 
de estos dominios SICCA: oral, ocular, vaginal y cutáneo; la primera versión incluía 42 
síntomas, mientras que la versión corta incluyó diez síntomas con la misma cantidad 
de dominios (1).  
NE: 2 
 
Seror y colaboradores publicaron en 2011 un estudio de corte transversal que tuvo 
como objetivo evaluar el desempeño del ESSPRI (por su sigla en inglés European 
League Against Rheumatism Sjogren's Syndrome Patient Reported Index). El mismo 
consiste en tres escalas análogo visuales (EVAs) de sequedad, fatiga y dolor músculo 
esquelético. Se incluyeron 230 pacientes, de 12 países, los cuales completaron el 
ESSPRI, el SSI, el PROFAD (por sus siglas en inglés Profile of Fatigue and 
Discomfort) y un EVA global por el paciente. El ESSPRI mostró una muy buena 
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correlación con el EVA global por el paciente (r=0.70), el PROFAD (r=0.73) y el SSI 
(r=0.66) (2). NE: 2 
 
Seror y colaboradores publicaron en 2015 un estudio multicéntrico, que tuvo por 
objetivo validar el ESSDAI (por sus siglas en inglés European League Against 
Rheumatism Sjögren’s Syndrome Disease Activity Index) y el ESSPRI en diferentes 
países. Se incluyeron 395 pacientes y en cada visita el médico completó el ESSDAI, el 
Índice de Actividad de la Enfermedad (SSDAI), el Índice de Actividad Sistémica en 
Sjögren (SCAI) y el EVA global del médico; los pacientes completaron el ESSPRI, el 
SSI, el PROFAD y el EVA global del paciente.  La correlación del ESSDAI con el EVA 
global del médico fue de r=0.59 y la del ESSRPI con el EVA global del paciente de 
r=0.70. La correlación entre los índices realizados por los pacientes y los índices de 
actividad sistémica fueron baja o muy baja (rango: 0.07- 0.29). La confiabilidad fue 
muy buena en todos los casos. La sensibilidad al cambio fue muy buena en los índices 
de actividad sistémica y baja en los índices autoreportados siendo significativamente 
mejor en el caso del ESSPRI que el SSI y el PROFAD (3). NE: 2 
 

Pregunta 2- ¿Existe algún instrumento para evaluar FATIGA en pacientes con 
SSp?  

Términos utilizados: ((Sjögren syndrome, mesaure fatigue, assessment fatigue, 
establishment fatigue, fatigue index, fatigue self report, fatigue and correlation activity, 
fatigue and Sjögren syndrome) AND (treatment response)) 
 
Artículos encontrados: Pubmed: 150; Cochrane: 6; Lilacs: 1  
Artículos seleccionados por título: Pubmed: 22; Cochrane: 0; Lilacs: 0  
Artículos seleccionados por abstract y texto completo: Pubmed: 2; Cochrane: 0; Lilacs: 
0  
Artículos seleccionados por referencia: 2 
 
Bowman y colaboradores, publicaron en el 2004, un estudio de corte transversal, 
multicéntrico, para evaluar la validez de un cuestionario creado exclusivamente para 
medir fatiga en SSp, el Profile of Fatigue and Discomfort - Sicca Symptoms Inventory 
(ProFAD-SSI). El estudio incluyó 380 pacientes, de los cuales 137 presentaban 
diagnóstico de SSp, 74 de AR, 66 de LES y 103 controles sanos. Dicho cuestionario 
comprende 64 preguntas divididas en 8 dominios (fatiga somática, fatiga mental, 
artralgias, disfunción vascular, y sequedad ocular, oral, cutánea y vaginal). Cada 
pregunta tiene un valor de 0 a 7 en una escala de Likert. Este nuevo cuestionario se 
comparó con otros ya existentes no específicos para SSp como el Medical Outcome 
Study Short-Form 36 (SF-36), el World Health Organization’s cross cultural quality of 
life questionnaire (WHOQOL-BREF) y el Hospital Anxiety and Depression Scale (HAD) 
que consta de 14 preguntas auto-reportadas para identificar depresión o ansiedad 
clínicamente significativas. El ProFAD-SSI demostró ser una herramienta útil y 
sensible para medir FATIGA en pacientes con SSp, y también en AR y LES (4). NE: 2 
 
Bowman y colaboradores publicaron en 2009 un estudio de corte transversal que 
validó la versión abreviada del primer cuestionario, el ProFAD-SSI-SF. Se incluyeron 
43 pacientes con SSp (casos) y 50 controles AR. Esta última versión consta de 19 
preguntas, cada una de las cuales refleja las distintas facetas de los 8 dominios de la 
versión extendida. Se encontró una fuerte correlación entre el ProFAD-SSI y el 
ProFAD-SSI-SF (r= 0,8) (5). NE: 2 
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En el estudio de Seror y colaboradores publicado en 2011 y mencionado previamente, 
el ProFAD-SSI-SF se correlacionó con el EVA de fatiga reportado por el paciente, 
siendo útil para identificar fatiga somática no así para fatiga mental (2). Este último dato 
sirvió de base para desarrollar el ESSPRI el cual incluye, como fue mencionado 
anteriormente, un EVA de fatiga (3). NE: 2.   
 
 

Pregunta 3- ¿Existe algún instrumento para evaluar el COMPROMISO 
ARTICULAR en pacientes con SSp? 

Términos utilizados: (("Sjögren syndrome") AND ("arthritis evaluation" OR "arthritis 
impact" OR "arthritis impact measure" OR "arthritis impact measurement"OR "arthritis 
impact measurement scale" OR "arthritis impact measurement scale 2" OR "arthritis 
impact measurement scale aims" OR "arthritis impact measurement scales 
questionnaire" OR "arthritis impact measurement scales, 2" OR "arthritis impact 
measurement scales 2 pain‖ OR "arthritis impact measurement scale score" OR 
"arthritis impact measurement scale short" OR "arthritis impact measurement scales 
aims" OR "arthritis impact measurement scales aims questionnaire" OR "arthritis 
impact scale" OR "arthritis implications") OR "arthritis improvement" OR "arthritis index" 
OR "arthritis index pain" OR "arthritis index questionnaires" OR "arthritis index score" 
OR "arthritis measurement" OR "arthritis pain scale" OR "arthritis pain scales" OR 
"arthritis questionnaire" OR "arthritis remission criteria" OR "arthritis remission criteria 
Sjögren syndrome and arthritis evaluation, Sjögren syndrome and arthritis index, 
Sjögren syndrome and arthritis impact measurement, Sjögren syndrome and arthritis 
impact scale)) 

Artículos encontrados: Pubmed: 779; Cochrane: 1; Lilacs: 9  
Artículos seleccionados por título: Pubmed: 0; Cochrane: 0; Lilacs: 0         
 

No se encontró evidencia de cómo evaluar el compromiso articular en pacientes con 
SSp. 

Pregunta 4- ¿Existen instrumentos para medir ACTIVIDAD y DAÑO en SSp? 

Términos utilizados: ((Sjögren Syndrome) AND (Disease activity) AND (Outcome 
measures , Sjögren syndrome) AND (instruments disease activity, Sjögren Syndrome 
AND damage index) AND (outcome measures, Sjögren syndrome) AND (damage 
index, Sjögren syndrome) AND (disease activity) AND (weights and measures, Sjögren 
Syndrome) AND (damage index) AND (outcome measures, Sjögren syndrome) AND 
(structural damage) AND (disease activity, Sjögren Syndrome) AND (Disease activity) 
AND (outcome measure ,Sjögren Syndrome) AND (damage index) AND (outcome 
measures, Sjögren syndrome) AND (damage index, Sjögren syndrome) AND 
(instruments disease activity, Sjögren syndrome) AND (damage index , Sjögren 
Syndrome) AND (Disease activity) AND (Outcome measures)). 

 
Artículos encontrados: Pubmed: 150; Cochrane: 139; Lilacs: 59  
Artículos seleccionados por título:  Pubmed: 40; Cochrane: 0; Lilacs: 0  
Artículos seleccionados por abstract y texto completo:  Pubmed: 6; Cochrane: 0; 
Lilacs: 0  
Artículos seleccionados por referencia: 4  
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El ESSPRI es un cuestionario auto-reportado, comentado previamente, diseñado para 
medir actividad en los tres principales síntomas referidos por los pacientes con SSp 
(sequedad, dolor y fatiga). El ESSPRI, ha demostrado ser un índice simple, con buena 
sensibilidad al cambio, siendo útil también para valorar la actividad de la enfermedad, 
tanto en los ensayos clínicos como en la práctica diaria (3). NE: 2 
 
 Vitali y colaboradores publicaron en 2007 un estudio multicéntrico, de corte 
transversal, en el que se incluyeron 206 pacientes con SSp. Un modelo con 11 
variables (SSDAI) fue el mejor en predecir la actividad sistémica de los pacientes. El 
mismo mostró una alta correlación con el EVA global del médico en la evaluación 
basal y a los tres meses (r: 0.87 y 0.82, respectivamente). El análisis de las curvas 
ROC mostró que los pacientes con una alta actividad de la enfermedad podían 
identificarse con un score mayor o igual a cinco (6). NE: 2   
 
Bowman y colaboradores publicaron en 2007 un estudio de corte transversal que 
incluyó 104 pacientes con SSp, 65 de los cuales fueron controlados cada tres meses, 
durante 12 meses. Un grupo de expertos propuso los dominios a considerar en el 
índice de actividad sistémica en SS (SCAI) el cual fue testeado por análisis de 
factores. Se encontró una alta correlación entre los dominios de fatiga, músculo 
esquelético y Raynaud del SCAI, con los dominios de fatiga, artralgias y vascular del 
PROFAD. Se encontró una asociación significativa entre las modificaciones de 
tratamiento y la aparición de brotes, definida por SCAI. La correlación entre el SCAI y 
la escala de evaluación por el médico para evaluar brotes fue alta (r: 0.71), mostrando 
ser un índice reproducible y sensible al cambio (7). NE: 2 
  
Seror y colaboradores publicaron en 2010 un estudio multicéntrico, de corte 
transversal, que tuvo como objetivo desarrollar un nuevo índice de actividad sistémica 
de la enfermedad: el ESSDAI. 39 expertos identificaron 12 dominios órgano 
específicos, cada uno de los cuales estaba conformado por tres o cuatro ítems. Se 
tomaron los datos de 96 pacientes con complicaciones sistémicas y se generaron 702 
viñetas. A su vez, los expertos evaluaron la actividad de la enfermedad de cinco 
pacientes con un EVA global. Utilizando el EVA como variable dependiente, se estimó 
el peso de cada dominio en un modelo de regresión logística múltiple. Los 12 dominios 
se encontraron significativamente asociados con el EVA global del médico, con un 
peso de cada uno de ellos entre 1 y 6. El ESSDAI mostró una buena correlación con el 
EVA global del médico tanto de los pacientes reales como con las 702 viñetas (r=0.61 
y r=0.58, respectivamente). En la actualidad, este es el índice con más repercusión (8). 
NE: 2  
 
En el estudio publicado por Seror y colaboradores en el 2015, se compararon todos los 
índices específicos para evaluar a los pacientes con SSp y se encontró una baja 
correlación entre los índices de actividad sistémica y los índices auto-reportados, 
implicando que estos dos componentes evalúan diferentes facetas de la enfermedad. 
Debido a la baja correlación entre ambos, se recomienda utilizar ambos índices para 
evaluar la actividad de la enfermedad en los pacientes con SSp (3). NE: 2 
 
Dentro de los índices de daño se encuentran: el Sjögren’s Syndrome Disease Damage 
Index (SSDDI) que es un Índice desarrollado en el mismo estudio y con la misma 
metodología que el SSDAI (6), y el Sjögren’s Syndrome Damage Index (SSDI) que 
correspondería a una versión modificada del SLICC (9). 
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En el primer caso se observó que un modelo compuesto por nueve variables, era el 
mejor predictor de daño. El puntaje obtenido con el SSDDI mostró una alta correlación 
con el EVA global de daño por el médico (r= 0.760) (6). NE: 2 
 
Barry y colaboradores publicaron en 2008 un estudio de corte transversal que incluyó 
114 pacientes con SSp que fueron evaluados en visita basal y a los 12 meses. 
Basados en la validación por expertos (reumatólogos, oftalmólogos y odontólogos) se 
generó un índice de daño formado por 29 items incorporados en los dominios ocular, 
oral y de compromiso sistémico (SSDI). El SSDI mostró una baja correlación con la 
duración de la enfermedad (r = 0.436), la función física medida por SF-36 (r = 0.250, T 
= 0; r = 0.261 T = 12 meses) y la actividad de la enfermedad (r = 0.213, T = 0; r = 
0.215, T =12 meses). El índice de daño ocular mostró una baja correlación con el 
dominio de sequedad ocular del PROFAD-SSI (r = 0.228, T = 0; r = 0.365, T = 12 
meses). El índice fue sensible al cambio a los 12 meses (z = -3.262; P < 0.01). El SSDI 
posee como ventaja por sobre el SSDDI en que reconoce daño en los aparatos 
cardiovascular, gastrointestinal y osteomuscular (9). NE: 2 
 
 
Pregunta 5- ¿Existe algún instrumento para evaluar CALIDAD de vida en SSp? 
 
Términos utilizados: ((quality of life) AND (measure) AND (Sjögren syndrome, quality of 
life) AND (assessment) AND (Sjögren syndrome, quality of life) AND (Sjögren 
syndrome)). 
 
Artículos encontrados:  Pubmed: 252; Cochrane: 1; Lilacs: 2  
Artículos seleccionados por título:  Pubmed: 34; Cochrane: 0; Lilacs: 0  
Artículos seleccionados por abstract y texto completo:  Pubmed: 13; Cochrane: 0; 
Lilacs: 0  
Artículos seleccionados por referencia: 3 
Artículos seleccionados: 0 
 
Varios trabajos han demostrado una disminución de la calidad de vida en los pacientes 
con SSp, y esto se ve asociado en su mayoría a la intensidad de los síntomas SICCA 
y mioarticulares. La mayoría de estos trabajos han elegido para medir calidad de vida 
el cuestionario Short Form-36, pero no existe en la actualidad instrumento específico 
de SSp para medir calidad de vida (10-12). 

Pregunta 6- ¿Existe algún instrumento para evaluar CAPACIDAD FUNCIONAL en 
SSp? 

Términos utilizados: ((Sjögren syndrome) AND ("physical function" OR "physical 
function/disability" OR "physical function assessment" OR "physical function 
assessments" OR "physical function capacity" OR "physical function categories" OR 
"physical function category‖ OR "physical function component" OR "physical function 
components" OR "physical function data" OR "physical function domain scale" OR 
"physical function domain scores" OR "physical function domains" OR "physical 
function evaluation" OR "physical function exams" OR "physical function impairment" 
OR "physical function impairments" OR "physical function improvement" OR "physical 
function improvements" OR "physical function index" OR "physical function indicators" 
OR "physical function instrument" OR "physical function item" OR "physical function 
level" OR "physical function levels" OR "physical function limitation" OR "physical 
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function limitations" OR "physical function loss" OR "physical function measure" OR 
"physical function measurements" OR "physical function measures" OR "physical 
function outcome" OR "physical function outcomes" OR "physical function parameters" 
OR "physical function questionnaire" OR "physical function questionnaires" OR 
"physical function questions" OR "physical function scale" OR "physical function 
scales" OR "physical function score" OR "physical function scores" OR "physical 
function sf 36" OR "physical function short" OR "physical function short form" OR 
"physical function status" OR "physical function sub scale" OR "physical function 
subscale" OR "physical function subscale s ability" OR "physical function subscale 
score" OR "physical function subscale scores" OR "physical function subscale's ability" 
OR "physical function subscales" OR "physical function variables" OR "physical 
function, disability" OR "physical function, loss" OR "physical functional" OR "physical 
functional abilities" OR "physical functional ability" OR "physical functional activities" 
OR "physical functional aspects" OR "physical functional outcome" OR "physical 
functional outcomes" OR "physical functional performance" OR "physical functional  
performance test" Sjögren syndrome) AND (HAQ Sjögren syndrome and physical 
function capacity Sjögren syndrome and physical function, Sjögren syndrome and 
functional impairment, Sjögren syndrome and functional assessment, Sjögren 
syndrome and HAQ, Sjögren syndrome and physical function involvement, Sjögren 
syndrome and physical function capacity))                        

Artículos encontrados: Pubmed: 1446; Cochrane: 5; Lilacs: 12  
Artículos seleccionados por título:  Pubmed: 2; Cochrane: 0; Lilacs: 0  
Artículos seleccionados por abstract y texto completo:  Pubmed: 2; Cochrane: 0; 
Lilacs: 0  
Artículos seleccionados por referencia: 0 
Artículos seleccionados: 2 
 

No hay un instrumento validado para evaluar la capacidad funcional en pacientes con 
SSp. El más empleado es el HAQ.  

Hackett y colaboradores publicaron en 2012 un estudio de corte transversal en la que 
se incluyeron 69 pacientes con SSp y 69 voluntarios sanos. El deterioro funcional 
evaluado por una versión de dicho cuestionario, denominada ―HAQ improved‖, se 

asoció con reducción en la calidad de vida, dolor, fatiga, depresión y actividad de la 
enfermedad (13). NE: 4 

George y colaboradores publicaron en 2011 una serie de 40 pacientes en la que 
determinaron que la diferencia mínimamente importante para el HAQ fue, en 
promedio, -0.18 (±0.23) para mejoría y 0.14 (±0.30) para deterioro, comparado con un 
reporte del estado general por el paciente (14). NE: 4 
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SÍNDROME DE SJÖGREN PRIMARIO: FACTORES PRONÓSTICOS 

Guillermo Bennasar, Marta Mamani.  

Servicio de Reumatología, Hospital B. Rivadavia. 

 

1) En pacientes con Síndrome de Sjögren primario (SSp), la presencia de anticuerpos 
Ro/SSA, La/SSB y factor reumatoideo, ¿se asocian a un mayor riesgo de linfoma?  

2) En pacientes con SSp, las crioglobulinas positivas ¿se asocian a mayor riesgo de 
linfoma/ mortalidad?  

3) En pacientes con SSp, la hipocomplementemia, ¿se asocia a un mayor riesgo de 
linfoma/mortalidad?  

4) En pacientes con SSp, la presencia de parótidomegalia, ¿se asocia a un mayor 
riesgo de linfoma/mortalidad?  

5) En pacientes con SSp, la vasculitis cutánea, ¿se asocia a mayor riesgo de 
linfoma/mortalidad?  

6) En pacientes con SSp, la linfadenopatías y la esplenomegalia, ¿se asocian a mayor 
riesgo de viraje a linfoma/mortalidad?  

7) En pacientes con SSp, la biopsia de glándula salival menor grado III/IV de la 
clasificación de Chisholm, ¿se asocia a un mayor riesgo de desarrolla linfoma?   

8) En pacientes con SSp, la leucopenia, ¿se asocia a mayor riesgo de desarrollar 
linfoma?  

9) En pacientes con SSp, la gamapatia monoclonal, ¿se asocia a mayor riesgo de 
desarrollo de linfoma?  

10) En pacientes con SSp la presencia de compromiso pulmonar, ¿se asocia a mayor 
mortalidad?  

11) En pacientes con SSp, la glomérulonefritis crioglobulinémica, ¿se asocia a un 
mayor riesgo de linfoma?  

12) La presencia de centros germinales en la biopsia de glándula salival menor, ¿se 
asocia a mayor riesgo de desarrollo de linfoma?  

13) En pacientes con SSp, la elevación de los niveles séricos de beta 2 microglobulina, 
¿se asocia a mayor actividad de la enfermedad, con aumento de riesgo de desarrollo 
de linfoma?  

 

Estrategias de búsqueda: 
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1) ((sjogren syndrome) AND (anti ro) AND (anti la OR rheumatoid factor) AND 
(lymphoma))  

2) ((sjogren syndrome) AND (cryoglobulin) AND (mortality/lymphoma))  

3) ((sjogren syndrome) AND (hypocomplementemia) AND (lymphoma /mortality)) 

4) ((sjogren syndrome) AND (parotid enlargement) AND (lymphoma))  

5) ((sjogren syndrome) AND (lymphadenopathy) AND (splenomegaly) AND 
(lymphoma/mortality))  

6) ((sjogren syndrome) AND (vasculitis OR palpable purpura) AND 
(mortality/lymphoma)) 

7) ((sjogren syndrome) AND (biopsy) AND (gland salivary minor) AND (chisholm) AND 
(lymphoma))  

8) ((sjogren syndrome) AND (leucopenia OR lymphopenia OR neutropenia OR 
anemia) AND (lymphoma))  

9) ((sjogren syndrome) AND (monoclonal gammapathy) AND (lymphoma))  

10) ((sjogren syndrome) AND (lung disease) AND (mortality))  

11) ((sjogren syndrome) AND (glomerulonephritis) AND (lymphoma))  

12) ((sjogren syndrome) AND (centers germinal) AND (lymphoma))  

13) ((sjogren syndrome)) AND (B2microglobulia) AND (mortality/lymphoma)). 

 

Artículos encontrados: 

 

Pubmed: 522 

Cochrane: 22 

Lilacs: 3 

Se seleccionaron 37 artículos por título y abstract, todos ellos de la base de Pubmed. 
Se agregaron 4 artículos por búsqueda manual. 

En este capítulo los artículos se describen de manera conjunta, dado que la mayoría 
de los mismos responden a varias de las preguntas PICO seleccionadas.  

La asociación de SSp y linfoma, en su mayoría linfoma no Hodgkin (LNH), ha sido 
documentada en los últimos 40 años1-6. Acorde a distintos reportes, el riesgo de 
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desarrollar linfoma o enfermedad linfoproliferativa (ELP), se encuentra alrededor del 
4% durante los primeros 5 años, 10% a los 15 años y 18% después de 20 años de 
realizado el diagnóstico7-14. 

Zintzaras y colaboradores publicaron un meta análisis de estudios de cohorte, 
heterogéneos entre ellos, donde reportaron que los pacientes con SSp son más 
susceptibles a desarrollar linfoma (tasa de incidencia estandarizada: 18,8. IC 95%: 9,5-
37,3) en comparación con pacientes con otras enfermedades autoinmunes como el 
lupus eritematoso sistémico ((LES) (7.4. IC 95%: 3,3-17,0)) y la artritis reumatoide 
(AR). En el caso de SSp la tasa de incidencia estandarizada fue de 18,8 (95%: 9.5-
37.3); seguidos por LES, y un menor riesgo para AR (3.9; 95% CI, 2.5-5.9)15. NE: 2 

Nishishinya, y colaboradores publicaron en el año 2014 una revisión sistemática que 
incluyó 18 artículos en la cual resumen la evidencia existente respecto a los factores 
predictivos de linfoma en pacientes con SSp. Dichos estudios incluyen pacientes que 
cumplen criterios clasificatorios diferentes para la enfermedad, con eventual desarrollo 
de diferentes tipos de linfoma16.  

Dado la heterogeneidad de los estudios incluídos, los mismos se describirán en el 
transcurso de este texto: 

Skopouli y colaboradores publicaron en el año 2000 un estudio de cohorte prospectiva 
en el que evaluaron 261 pacientes con SSp, según criterios clasificatorios 1993, con 
una mediana de seguimiento de tres años ((rango intercuartilo (RIQ): 2- 5)). El 
desarrollo de linfoma se encontró asociado con bajos niveles de C4 (RR: 7.5; IC 
95%::2.1- 26; p = .0016),  presencia de crioglobulinas (RR: 7.9; IC 95%:  2.3-27.4; p= 
.0012),y púrpura (RR: 3.9; IC 95%: 1.1-14.2; p =.037).  El principal predictor de 
mortalidad fue el descenso del complemento (RR: 6.5; p= .0041) 8. NE: 2. 

Ioannidis y colaboradores publicaron en 2002 un estudio de cohorte retrospectiva que 
incluyó 723 pacientes griegos con SSp, según criterios europeos 1993, en un 
seguimiento promedio de 6,06 años, donde evaluaron el riesgo de mortalidad y 
desarrollo de ELP. Durante un seguimiento de 4384 personas- año, se hallaron 39 
muertes, de las cuales siete se debieron a linfoma, 38 pacientes desarrollaron ELP. La 
razón de mortalidad estandarizada fue 1,15 (IC 95%: 0,86-1,73) en comparación con la 
población general de Grecia. En los casos incidentes, la probabilidad de desarrollo de 
ELP fue de 2, 6% a los cinco años y 3,9% a los diez años. La tasa de mortalidad fue 
significativamente mayor en pacientes con niveles bajos de C4 en la primera visita del 
estudio HR: 4,39; IC del 95%: 2,18 a 8,83). En el análisis multivariado se encontraron 
como predictores independientes del desarrollo de ELP parótidomegalia (HR 5,21; IC 
del 95%: 1,76 a 15,4), la púrpura palpable (HR 4.16, IC 95%: 1,65 a 10,5), y bajos 
niveles de C4 (HR 2.40, IC 95%: 0,99 a 5,83), en la primera visita del estudio4. NE: 2.  

Baimpa y colaboradores publicaron en el año 2009 un estudio de cohorte retrospectiva 
que incluyó 536 pacientes con SSp, según criterios 2002, con una media de 
segumiento de 31 meses (rango: 0- 317 meses). Anemia, linfopenia, trombocitopenia, 
hipergammaglobulinemia, gammapatía monoclonal, y crioglobulinemia mostraron una 
correlación significativa con la presencia de síntomas extraglandulares tales como 
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púrpura palpable, linfadenopatía y esplenomegalia7. El linfoma se diagnosticó en 7,5% 
(IC del 95% 5,4% -10%) de los pacientes. En el modelo multivariado, se encontró que 
el desarrollo de LNH en pacientes con SSp se podría predecir por la presencia de 
neutropenia (HR: 8,97. IC 95%: 1, 10- 73; p = 0,041), crioglobulinemia (HR: 2,91. IC 
95%: 1,15- 6,94; P = 0,008), esplenomegalia (HR: 3,97. IC 95%: 1,49- 10, 62; p = 
0,006), linfadenopatía (HR: 2, 62. IC 95%: 1,15- 5 ,94; p = 0,021), y bajos niveles de 
C4 (HR: 3,31. IC 95%: 1,35- 8,12; p = 0,009) 7. NE: 2.  

Solans- Laque y colaboradores describieron en el año 2011 una cohorte prospectiva, 
que incluyó 244 pacientes con SSp, según criterios 1993, con una mediana de 
seguimiento de 8, 6 años (1- 20 años) y encontraron que la púrpura (HR 8.04, 95% [IC] 
2.33-27.67), parotidomegalia (HR 6.75, 95%IC 1.89-23.99), anemia (HR 3.43, 95%IC 
1.04-11.35), leucopenia (HR 8.70, 95%IC 2.38-31.82), linfocitopenia (HR 16.47, 95%IC 
3.45-78.67), hipergammaglobulinemia (HR 4.06, 95%IC 1.06-15.58), disminución de 
C3 (HR 36.65, 95%IC 10.65-126.18), y descenso de C4 (HR 39.70, 95%IC 8.85-
126.18) fueron predictores de desarrollo de LNH, pero solo la hipocomplementemia y 
la linfocitopenia fueron factores de riesgo independientes en el análisis multivariado 
ajustado por edad 10. NE: 2. 

Kassan y Colaboradores reportaron en el año 1978, en 142 pacientes con síndrome 
sicca, con un seguimiento promedio de ocho años, que la presencia de linfopenia, 
espleno y parótidomegalia se asociaban a un mayor riesgo de desarrollo de linfoma 2. 
NE: 3. 

A su vez Risselada y colaboradores publicaron en el año 2013 un estudio de cohorte 
retrospectiva, que incluyó 195 pacientes con SSp, según criterios 2002, con un 
promedio de seguimiento de 7, 6 años de los cuales 21 pacientes (11%) desarrollaron 
LNH. La parotidomegalia (OR 2.84) y los bajos niveles de C4 (OR 7.71) se 
encontraron asociados con el desarrollo de LNH 13 .NE: 2.  

Quartuccio y Colaboradores en el año 2013 publicaron un estudio de corte transversal 
que incluyó 661 pacientes con SSp, según criterios clasificatorios 2002, observándose 
asociación independiente tanto de las crioglobulinas (RRR) 6.8; IC 95: 2.1- 22.1], los 
bajos niveles de C4 (RRR 8.3, IC95%: 3.6- 19.2), como de la leucopenia (RRR 3.3; 
IC95%: 1.5- 7.05) con el desarrollo de linfoma 14.NE: 4 

Theander y colaboradores publicaron en el año 2006 un estudio de cohorte 
prospectiva, que incluyó 506 pacientes con SSp, que cumplían criterios de 
Copenague, o 1993, o 2002, con una mediana de seguimiento de ocho años (rango: 1- 
19 años). En este estudio no se consideraron las crioglobulinas. Dentro de los factores 
evaluados, se encontraron como fuerte predictores de malignidad a la púrpura 
palpable (HR) = 4.64; IC 95%: 1.13- 16.45), descenso de C3 (HR = 6.18; IC 95%: 1.57- 
24.22), descenso de C4 (HR = 9.49; IC 95%: 1.94- 46.54), linfocitopenia T CD4+ (HR = 
8.14; IC95%: 2.10- 31.53) 18. NE: 4 

Brito-Zeron publicaron en 2007 un estudio de cohorte prospectiva que incluyó 247 
pacientes, con diagnóstico de SSp según criterios 1993 (167 de ellos cumplían 
criterios 2002) llegaron a la conclusión de que tanto las crioglobulinas (HR 4.58, 
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p=0.013) y los bajos niveles séricos de C4 (HR 5.47, p= 0.027), se correlacionaron 
sustancialmente con progresión a linfoma, ya sea de forma independiente o 
combinados 19. NE: 2 

Aunque la púrpura palpable se encuentra relacionada con el desarrollo de desórdenes 
linfoproliferativos, pocos estudios mostraron una asociación independiente4,8,11. En el 
estudio de cohorte publicado por Ioannidis y colaboradores en 2002 (723 pacientes), la 
presencia de púrpura al diagnóstico se asoció en forma independiente al desarrollo de 
linfoma 4. NE: 2  

Seis estudios evaluaron anti-Ro / anti-La,4,14,17-19,21 pero sólo un estudio mostró una 
asociación significativa con el desarrollo de enfermedad linfoproliferativa en el análisis 
univariado, la cual no se mantuvo en el análisis multivariado 4. NE: 2 

La linfopenia se mostró como un factor de riesgo independiente en la mitad de los 
trabajos que evaluaban este resultado.11   Es así que Theander y colaboradores 
destacaron como fuerte predictor de malignidad a la linfocitopenia T CD4+ (HR = 8.14, 
95% CI 2.10 to 31.53) 18. En particular, hubo una asociación estadísticamente 
significativa entre la linfopenia T CD4 + y LNH (p = 0,001) 9. La neutropenia también se 
identificó como un factor predictor importante en un estudio9, pero no alcanzó 
asociación estadísticamente significativa en otros tres2,15,22. Por último, la anemia, la 
presencia de ANA o factor reumatoideo e hipergammaglobulinemia no se asociaron 
con linfoma o ELP en los análisis ajustados2,4,9,12,15,17,18-22. NE: 2 
 
Partiendo de otros artículos no incluidos en la revisión previamente mencionada y con 
respecto a la gammapatía monoclonal, en la década de 1980, Moutsopoulos y 
colaboradores informaron la presencia de inmunoglobulinas monoclonales en 
pacientes con SSp y su asociación con manifestaciones extraglandulares y trastornos 
linfoproliferativos; estudios posteriores han informado que hasta el 20% de los 
pacientes con SSp pueden tener gammapatía monoclonal de significado 
indeterminado 23-27.  NE: 4.   

A su vez Brito-Zeron y colaboradores, presentaron en el año 2012 un estudio de 
cohorte que incluyó a 221 pacientes con SSp de los cuales 48 (22%) presentaron esta 
manifestación. Los pacientes con gammapatía tuvieron una mayor prevalencia de 
parotidomegalia (38% vs 20%, p= 0.021), vasculitis (21% vs 6%, p= 0.003), 
compromiso neurológico (42% vs 23%, p= 0.016), bajos niveles de C3 (24% vs 11%, p 
= 0.028), descenso de C4 (24% vs 7%, p = 0.003), y crioglobulinas (23% vs 8%, 
p=0.012) comparados con aquellos pacientes sin gammapatía. De 48 pacientes con 
SSp y gammapatía, ocho desarrollaron neoplasias hematológicas después de una 
media de seguimiento de diez años (17% vs 5%, p= 0.009). La tasa de supervivencia 
acorde a la presencia o ausencia de gammapatía fue de 83% y 97%, respectivamente 
(log rank 0.004)28. NE: 3 

 
El valor pronóstico del análisis de la histología de la glándula salival ha sido 
recientemente destacado debido a que la organización de focos de linfocitos dentro de 
los centros germinales se mostró asociado a mayor riesgo de linfoma no hodgkin 
(LNH) y enfermedad sistémica. Theander y colaboradores publicaron en el 2011 un 
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estudio de cohorte retrsopectiva en el cual la presencia de centros germinales (CG) se 
asoció con el desarrollo de linfoma; dada las características del estudio, el análisis no 
pudo ajustarse por el resto de los factores predictores 29. N: 3. El número de focos en 
las glándulas salivales ha demostrado estar asociado positivamente con la formación 
de centros germinales30. Estas observaciones subrayan la importancia de la biopsia de 
glándula salival menor, cuyo análisis histológico incluye la evaluación del número de 
focos linfocitarios. NE: 2. 

Risselada y colaboradores publicaron un estudio de cohorte retrospectiva, en el año 
2014, que incluyó 174 pacientes con SSp. La media de focus score (FS número de 
focos linfocitarios en 4 mm2) fue significativamente mayor en pacientes que desarrollan 
LNH (3,0 ± 0,894 vs 2,25 ± 1,086; p = 0,021). El umbral de ≥ tres focos mostró un valor 

predictivo positivo del 16% para linfoma, y un valor predictivo negativo de 98%. Un FS 
≥ tres contribuyó de forma significativa e independiente con el desarrollo de la LNH en 
un modelo de regresión múltiple 31. NE: 2 

Así mismo Carubbi y colaboradores en un estudio multicéntrico, retrospectivo, de corte 
transversal, realizado en Italia y publicado en el año 2014, también demostraron el 
valor pronóstico de la biopsia de glándula salival 32. NE: 4 

Risselada y colaboradores en una revisión sistemática de la literatura, estudiaron el rol 
de los CG ectópicos en la inmunopatología de pacientes con SSp. Seleccionaron 16 
estudios, heterogéneos entre ellos, en donde encontraron presencia de CG en 25.1 +/- 
5,0% de los pacientes con SSp. La media de FS era 1,25 puntos mayor en pacientes 
con CG en comparación con aquellos sin CG. La producción de saliva fue menor en 
pacientes con CG, aunque esto no alcanzó significancia estadística. Los porcentajes 
de pacientes positivos para el factor reumatoide, anti RO y anti LA, fueron 
significativamente mayores en pacientes con CG (aumento, 15%, 18% y 18%, 
respectivamente). Además, los pacientes con CG se caracterizaron por niveles 
aumentados de mediadores proinflamatorios locales y sistémicos. Es importante 
destacar que estos pacientes tuvieron un mayor riesgo de desarrollo de linfoma (14% 
frente a 1%) 30. NE: 2 

Los pacientes con SSp con afectación renal presentan una reducción de la 
supervivencia y este hecho estaría estrechamente relacionado con el tipo de 
enfermedad renal y la propensión a desarrollar linfoma. Si bien, los pacientes con 
nefritis intersticial tienen un mejor pronóstico, la glomerulonefritis se asocia con el 
desarrollo de linfoma, como parte de las manifestaciones extraepiteliales mediada por 
complejos inmunes crioprecipitables, posiblemente debido a crioglobulinemia, que se 
considera un factor de riesgo independiente de mortalidad y morbilidad en SSp.  
Goules y colaboradores publicaron en 2013 un estudio de cohorte; en el cual, en 715 
pacientes con SSp encontraron 35 pacientes (4,9%) con afectación renal clínicamente 
significativa. Trece (37,1%) tenían solo nefritis intersticial, 17 pacientes (48,6%) 
tuvieron solo glomerulonefritis (GN), y cinco pacientes (14,3%) tenían ambas 
entidades. Nueve pacientes fallecieron (25,7%), 11 desarrollaron insuficiencia renal 
crónica (incluyendo 4 que requirieron hemodiálisis crónica) (31,4%), y nueve linfoma 
(25,7%). En general la tasa de supervivencia a los cinco años fue del 85%. El análisis 
de sobrevida mostró reducción estadísticamente significativa de la supervivencia de 
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pacientes con SSp con afectación renal en comparación a los que no tenían afectación 
renal (p <0,0001 por log rank test). Ocho de nueve muertes (89%) y ocho de nueve 
linfomas (89%) se observaron entre los pacientes con GN 33. NE: 2 

La frecuencia de compromiso pulmonar en pacientes con SSp varía de un 8 a un 75% 
en diferentes series, dependiendo del método de diagnóstico empleado34. Nannini y 
colaboradores, en un estudio de cohorte prospectiva publicado en 2013, encontraron 
que el desarrollo de enfermedad pulmonar en SSp se asociaba con pobre 
supervivencia (HR 2,16; IC del 95%: 0,99 a 4,74).35NE: 2 Similares hallazgos 
encontraron Palm y colaboradores en un estudio retrospectivo donde estudiaron a 216 
pacientes con SSp, de los cuales 59 presentaron compromiso pulmonar. Detectaron 
un aumento del riesgo cuatro veces mayor de morir a los diez años de la enfermedad 
entre los pacientes con afectación pulmonar (n = 10, 17%) en comparación con los 
que no tenían afectación pulmonar (n = 7, 4,5%) (p = 0,002) 36. NE: 4 

En estudios previos la B2 microglobulina fue encontrada en el suero, saliva y líquido 
sinovial de pacientes con SSp37-40. Gottenberg y Colaboradores publicaron en 2005, un 
estudio de corte transversal, en el que estudiaron la asociación existente entre B2 

microglobulina con la producción de autoanticuerpos y el compromiso extraglandular 
en el momento basal, en 177 pacientes con SSp. Encontraron que la secreción de 
anticuerpos (anti Ro y anti La) se relacionó con un aumento de la B2 microglobulina en 
suero. Así mismo, su concentración se asoció con compromiso extraglandular en el 
análisis univariado (p<10-4). Entre los 25 pacientes que tuvieron determinaciones 
seriadas de B2 microglobulina, la concentración se incrementó en todos aquellos con 
exacerbación de la enfermedad 41 .NE: 4  
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SÍNDROME DE SJÖGREN PRIMARIO Y EMBARAZO 

María Victoria Martire, Marta Mamani. Servicio de Reumatología, Hospital B Rivadavia 

 

Pregunta 1- Complicaciones en el embarazo: 

1a.  ¿Las pacientes con Síndrome de Sjögren Primario (SSp), requieren 
controles más estrictos durante su embarazo para evitar abortos? 

1b.  ¿Las pacientes con SSp, requieren controles más estrictos durante su 
embarazo para evitar partos pre término? 

1c.  ¿Las pacientes con SSp, requieren controles más estrictos durante su 
embarazo para evitar el bajo peso al nacer? 

Se realizó la siguiente búsqueda: 

((Sjogren's Syndrome OR Sjogren OR Sjögren's Syndrome OR sjogren syndrome) 
AND (pregnancy complication OR abortion OR Pre-Eclampsia OR Fetal growth 
restriction OR intra-uterine growth restriction OR pre term delivery OR Low Birth 
Weight)) 

(tw:("Sjogren's Syndrome" OR Sjogren OR "Sjögren's Syndrome" OR "sjogren 
syndrome" OR "síndrome de sjogren" )) AND (tw:("pregnancy complication" OR 
abortion OR "Pre-Eclampsia" OR "Fetal growth restriction" OR "intra-uterine growth 
restriction" OR "pre term delivery" OR "Low Birth Weight" OR "bajo peso al nacer" OR 
abortos OR "retraso crecimiento intrauterino")) 

Se hallaron 240 artículos de los cuales 228 fueron eliminados por título, 5 por abstracts 
y 1 por el contenido del texto completo; quedando seleccionados 6 artículos. 

De Carolis y colaboradores publicaron en 2014 un estudio retrospectivo que tuvo como 
objetivo evaluar los resultados del embarazo en mujeres con SSp. Se compararon 34 
mujeres con SSp con 136 controles. Se observó un aumento estadísticamente 
significativo de la tasa de abortos espontáneos, partos prematuros y cesáreas en los 
embarazos en los pacientes con SSp. La media de peso al nacer y el percentil de peso 
medio al nacer fueron significativamente menores en los hijos de mujeres con SSp en 
comparación con los controles. El resultado del embarazo fue similar en las mujeres 
con diagnóstico previo y post embarazo analizado. Es importante resaltar que las 
mujeres con SSp experimentaron embarazos complicados con más frecuencia que los 
controles aún antes de la aparición de los síntomas (1). NE: 4 

Hussein y colaboradores publicaron en 2011 un estudio de casos y controles anidado, 
que tuvo como objetivo analizar los resultados del embarazo y del feto en pacientes 
con SSp en comparación con la población general. Se encontró que el peso al nacer 
fue significativamente diferente entre los casos y los controles (p = 0,025). Los recién 
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nacidos de las mujeres con SSp se caracterizaron por presentar menor peso al nacer 
(p = 0,007). El 25% de estos bebés eran pequeños para la edad gestacional en 
comparación con sólo el 7,5% de los controles (p = 0,04). Las cesáreas fueros más 
frecuentes en las mujeres con SSp (p=0.020). En este estudio todos los bebés nacidos 
prematuramente y con bajo peso al nacer entre los casos se encontraron en el grupo 
de pacientes con SSp diagnosticado antes del embarazo (2). NE: 4 

Siamopoulou-Mavridou y colaboradores publicaron en 1988, un estudio retrospectivo, 
que tuvo como objetivo evaluar los resultados de los embarazos en mujeres que 
posteriormente desarrollaron manifestaciones clínicas de enfermedades autoinmunes. 
Se evaluaron 419 embarazos en 154 mujeres con enfermedades autoinmunes, 
observándose que los embarazos en mujeres que posteriormente desarrollaron SSp 
(N: 21), tuvieron una mayor incidencia de abortos espontáneos que los controles 
sanos (p < 0,05) (3). NE: 4 

En otros tres estudios no se encontraron diferencias estadísticamente significativas (4-

6). NE: 4 

En conclusión, si bien no se encontró evidencia en cuanto a la frecuencia en la que 
deben realizarse los controles del embarazo en estas pacientes, se observó mayor 
prevalencia de abortos espontáneos, partos prematuros y cesáreas en pacientes con 
SSp. El peso al nacer fue significativamente menor en los hijos de mujeres con SSp en 
comparación con los controles.  

Pregunta 2- Control de Complicaciones cardiológicas: 

¿En pacientes con SSp con anticuerpo anti Ro y/o La positivo, es de utilidad el 
doppler fetal para el diagnóstico de bloqueo cardíaco congénito? 

Se realizó la siguiente búsqueda: 

((Sjogren's Syndrome OR Sjogren OR Sjögren's Syndrome OR sjogren syndrome OR 
RO ANTIBODIES OR LA ANTIBODIES) AND (atrioventricular block OR congenital 
heart block) AND (diagnosis) AND (DOPPLER COLOR OR ULTRASOUND OR cardiac 
monitoring)) 

(tw:("Sjogren's Syndrome" OR Sjogren OR "Sjögren's Syndrome" OR "sjogren 
syndrome" OR "síndrome de sjogren" )) AND (tw:("lupus neonatal" OR "neonatal 
lupus")) AND (tw:("doppler color" OR ultrasound OR ―echocardiographic screening‖ OR 

―cardiac monitoring‖ OR ―echocardiography‖ OR ―doppler color echocardiography‖ OR 

ecocardiograma)) 

Se hallaron 155 artículos de los cuales 153 fueron eliminados por título, 1 por abstract, 
quedando seleccionado 1 artículo. 

Friedman y colaboradores, publicaron en 2010 una serie de casos (estudio PRIDE) en 
la que evaluaron  127 mujeres embarazadas con anti-SSA / Ro de las cuales se 
analizaron 98 embarazos. El protocolo incluyó ecocardiogramas fetales semanales 
entre las 16 y 26 semanas de gestación y estudios quincenales en las semanas 26 a 
34. Los intervalos PR de 150 ms o mayores eran considerados prolongados (bloqueo 
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de primer grado). La prolongación del intervalo PR fue poco común (tres casos) y no  
precedió al bloqueo más avanzado. El BCC de tercer grado ocurrió en tres pacientes. 
En este estudio se observó que el bloqueo avanzado y la miocardiopatía pueden 
ocurrir dentro de la primera semana posterior a un ecocardiograma normal (7). NE: 4 

Pregunta 3- Utilidad de la Hidroxicloroquina (HCQ) 

¿En pacientes con SSp, es de utilidad el tratamiento profiláctico con HCQ para 
prevenir el lupus neonatal/bloqueo cardiaco congénito (BCC)? 

Se realizó la siguiente búsqueda: 

((Sjogren's Syndrome OR Sjogren OR Sjögren's Syndrome OR sjogren syndrome SS-
A antibodies OR ro antibodies OR la antibodies OR SS-B antibodies) AND 
(hydroxychloroquine OR antimalarial drug) AND (Neonatal Systemic lupus 
erythematosus OR neonatal lupus OR Congenital heart block OR congenital heart 
defect OR congenital complete heart block)) 

(tw:("Sjogren's Syndrome" OR Sjogren OR "Sjögren's Syndrome" OR "sjogren 
syndrome" OR "SINDROME DE SJOGREN")) AND (tw:(hydroxychloroquine OR 
"antimalarial drug" OR"antimaláricos" OR hidroxicloroquina)) AND (tw:("Neonatal 
Systemic lupus erythematosus" OR "neonatal lupus" OR "Congenital heart block" OR 
"congenital heart defect" OR "congenital complete heart block")) 

Se hallaron 80 artículos de los cuales se eliminaron 75 por título, 1 por abstract y 3 por 
texto completo, 1 artículo fue seleccionado. 

Izmirly y colaboradores publicaron en 2012 un estudio de cohorte histórica en el que 
se incluyeron 257 embarazos de madres con anticuerpos anti SSA / Ro positivos 
posteriores al nacimiento de un niño con lupus neonatal (LN). De las madres 
evaluadas, 40 habían recibido HCQ y 217 no habían sido expuestos a la misma. La 
tasa de recurrencia de LN con compromiso cardíaco en los fetos expuestos a HCQ fue 
7,5 % (3/40) en comparación con 21,2 % (46/217) en el grupo no expuesto (p = 0,050). 
En el análisis multivariado el uso de HCQ resultó significativamente asociado a un 
menor riesgo de LN cardíaco (OR = 0,2; IC95 %: 0,06- 0,92 ; p = 0,037) (8). NE: 4 

Pregunta 4- Utilidad de las inmunoglobulinas en el LN: 

¿En pacientes con SSp embarazadas la utilización de inmunoglobulinas cambia 
el pronóstico del LN? 

Se realizó la siguiente búsqueda: 

((Sjogren's Syndrome OR Sjogren OR Sjögren's Syndrome OR sjogren syndrome SS-
A antibodies OR ro antibodies OR la antibodies OR SS-B antibodies) AND (Neonatal 
Systemic lupus erythematosus OR neonatal lupus OR Congenital heart block OR 
congenital heart defect OR congenital complete heart block) AND (intravenous 
immunoglobulin OR immunoglobulin OR IVIG)) 
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(tw:(("Sjogren's Syndrome" OR Sjogren ORS "sjögren's Syndrome" OR "sjogren 
syndrome" OR "SS-A antibodies" OR "ro antibodies" OR "la antibodies" OR "SS-B 
antibodies" OR ―Síndrome de Sjogren‖) AND (tw:("Neonatal Systemic lupus 
erythematosus" OR "neonatal lupus" OR "Congenital heart block" OR "congenital heart 
defect" OR "congenital complete heart block" OR ―bloqueo cardíaco congénito‖ OR 
―bloqueo cardíaco‖)) AND (tw:("intravenous immunoglobulin" OR immunoglobulin OR 

IVIG OR inmunoglobulinas)) 

Se encontraron 455 artículos. De los mismos, 439 fueron eliminados por título, 14 por 
abstract, quedando 2 seleccionados. 

Pisoni y colaboradores publicaron en 2010 un estudio multicéntrico, observacional, de 
cohorte prospectiva. Se evaluaron 24 embarazos en 22 mujeres en las que en un 
embarazo anterior los fetos habían desarrollaron BCC. Quince pacientes recibieron 
infusiones de inmunoglobulinas endovenosas (IVIG). Los nueve embarazos en las 
siete pacientes restantes se utilizaron como controles. Las IVIG se administraron a una 
dosis de 400 mg / kg en las semanas 12, 15, 18, 21, y 24 de embarazo. Tres fetos de 
madres con diagnóstico de SSp desarrollaron BCC entre los 15 embarazos en el grupo 
de tratamiento (20%) y en los nueve embarazos del grupo control (11%). La utilización 
de IVIG a la dosis y la frecuencia utilizada en este estudio no fue eficaz como terapia 
profiláctica para evitar el BCC en madres de alto riesgo (9). NE: 4  

Friedman y colaboradores publicaron en 2010 una serie de casos, multicéntrica. Se 
evaluaron 20 madres las cuales recibieron IVIG en las mismas dosis que en el estudio 
previo, cada tres semanas, desde la semana 12 hasta la semana 24 de gestación. 
Tres fetos desarrollaron bloqueo cardíaco a pesar de las infusiones de IVIG (10).NE: 4 

Pregunta 5- Utilidad de los corticoides en el LN: 

¿En pacientes con SSp es útil el uso de corticoides para evitar o tratar el lupus 
neonatal ? 

Se realizó la siguiente búsqueda: 

((Sjogren's Syndrome OR Sjogren OR Sjögren's Syndrome OR sjogren syndrome SS-
A antibodies OR ro antibodies OR la antibodies OR SS-B antibodies) AND (Neonatal 
Systemic lupus erythematosus OR neonatal lupus OR Congenital heart block OR 
congenital heart defect OR congenital complete heart block) AND (dexamethasone OR 
betamethasone OR glucocorticoid OR corticosteroids)) 

(tw:(―Sjogren's Syndrome‖ OR Sjogren OR ―Sjögren's Syndrome‖ OR ―sjogren 

syndrome‖ OR ―síndrome de sjogren‖ OR ―SS-A antibodies‖ OR ―ro antibodies‖ OR ―la 

antibodies‖ OR ―SS-B antibodies") AND (tw:(―Neonatal Systemic lupus erythematosus‖ 

OR ―neonatal lupus‖ OR ―lupus neonatal‖  OR ―Congenital heart block‖ OR ―congenital 

heart defect‖ OR ―congenital complete heart block‖ OR ―bloqueo cardíaco congénito" 
OR "lupus neonatal") AND (tw:(dexamethasone OR glucocorticoid OR corticosteroids 
OR corticoides OR dexametasona OR betametasona)) 
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Se hallaron 92 artículos, 73 fueron eliminados por título, y 15 por abstract. Quedaron 
seleccionados 4 artículos que se presentan a continuación. 

Costedoat-Chalumeau y colaboradores publicaron en 2003 una serie de casos 
restrospectiva en la que se evaluaro siete madres consideras "pacientes de alto 
riesgo" con historia pasada de BCC y anti Ro positivo. Se produjeron 13 embarazos 
posteriores en los cuales no se observó BCC. De los cuatro embarazos en mujeres 
tratadas con 10 mg / día de prednisona, en ninguno se produjeron complicaciones. En 
los tres embarazos en mujeres que no recibieron esteroides se reportaron dos abortos 
espontáneos tempranos y un hijo nacido vivo. Al evaluar los seis embarazos en 
mujeres tratadas con dexametasona (4-5 mg / día), se encontró: un aborto temprano 
espontáneo y otro tardío, dos mortinatos, y dos nacidos vivos con restricción del 
crecimiento intrauterino e insuficiencia suprarrenal leve (11). NE: 4 

Shinohara y colaboradores publicaron en 1999 un estudio de cohorte retrospectiva, en 
el que se evaluaron 87 hijos de 40 madres con Anticuerpos anti-Ro / SSA positivo. 
Ninguno de los 26 recién nacidos cuyas madres recibieron la terapia de mantenimiento 
con corticoesteroides antes de la semana 16 de gestación mostró BCC. En 15 de los 
61 recién nacidos cuyas madres no recibieron corticoesteroides durante el embarazo o 
comenzaron a recibirlos después de las 16 semanas de gestación se desarrolló BCC. 
El BCC completo, una vez desarrollado, no respondió al tratamiento con 
corticoesteroides (12). NE: 4 

En el estudio PRIDE comentado previamente (estudio prospectivo, observacional, 
multicéntrico, serie de casos), se evaluaron 98 embarazos. El LN se desarrolló en diez 
casos (cuatro sólo se manifestaron como compromiso cutáneo). Tres fetos 
presentaron bloqueo de tercer grado los cuales no revirtieron con el uso de 
dexamentasona. Dos fetos presentaron prolongación del intervalo PR mayor a 150 ms 
y ambos revirtieron con la utilización de 4 mg de dexametasona (7). NE: 4 

Saleeb y colaboradores publicaron en 1999 un estudio de cohorte retrospectivo en el 
que se evaluaron 47 madres con Anticuerpos anti-SSA / Ro o anticuerpos anti-SSB/La 
positivos e hijos con BCC. En 28 embarazos las madres recibieron dexametasona 4-9 
mg / día durante tres a 19 semanas o betametasona 12-24 mg / semana (grupo A). En 
22 embarazos no se utilizaron esteroides (grupo B).  Se desarrolló bloqueo de tercer 
grado en 21 fetos en el grupo A y 18 fetos del grupo B y ninguno fue reversible a pesar 
del tratamiento con esteroides.  La terapia con esteroides fue más eficaz en la 
resolución de los derrames pleurales, ascitis y la hidropesía fetal. Aunque los fetos del 
grupo A tenían más complicaciones en la presentación que los del grupo B, no hubo 
diferencias significativas en la duración del embarazo, el número de muertes, el grado 
final del bloqueo cardiaco, o la necesidad implantación de marcapasos (13). NE: 4 

 

Pregunta 6- Utilidad de la plasmaféresis en el LN: 

¿En pacientes con SSp, es de utilidad el uso de plasmaféresis para el 
tratamiento del BCC? 
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Se realizó la siguiente búsqueda: 

((Sjogren's Syndrome OR Sjogren OR Sjögren's Syndrome OR sjogren syndrome SS-
A antibodies OR ro antibodies OR la antibodies OR SS-B antibodies) AND (Neonatal 
Systemic lupus erythematosus OR neonatal lupus OR Congenital heart block OR 
congenital heart defect OR congenital complete heart block) AND (Plasmapheresis OR 
plasma exchange OR plasma exchanges)) 

(tw:("Sjogren's Syndrome" OR Sjogren OR "Sjögren's Syndrome" OR "sjogren 
syndrome" OR "síndrome de sjogren" OR "síndrome de Sjögren") AND (tw:("Neonatal 
Systemic lupus erythematosus" OR "neonatal lupus" OR "Congenital heart block" OR 
"congenital heart defect" OR "congenital complete heart block") AND 
(tw:(Plasmapheresis OR "plasma exchange" OR plasmaféresis)) 

Se hallaron 27 artículos de los cuales 13 fueron eliminados por el título, 12 por el 
contenido del abstract, 1 por el texto, quedando seleccionado 1 artículo. 

Martínez-Sánchez y colaboradores publicaron en 2015 una serie de tres casos que 
tuvo como objetivo evaluar la eficacia y seguridad de la combinación de esteroides, 
plasmaféresis y la admisnsitración de IGIV sobre los niveles de Ro / SS-A maternos en 
casos de afectación cardíaca fetal. Los tres casos fueron fetos con afectación cardíaca 
leve los cuales fueron tratados con la triple terapia. La disminución más significativa de 
anticuerpos se produjo después del primer ciclo. La evolución natural de la 
enfermedad fue detenida y ninguno de los recién nacidos necesitó marcapasos (14). 
NE: 4 

Pregunta 7- Utilidad de los niveles de Vitamina D: 

¿Es de utilidad lograr niveles adecuados de vitamina D para evitar el desarrollo 
de LN en pacientes con SSp? 

Se realizó la siguiente búsqueda: 

((Sjogren's Syndrome OR Sjogren OR Sjögren's Syndrome OR sjogren syndrome SS-
A antibodies OR ro antibodies OR la antibodies OR SS-B antibodies) AND (Neonatal 
Systemic lupus erythematosus OR neonatal lupus OR Congenital heart block OR 
congenital heart defect OR congenital complete heart block) AND (VITAMIN D 2 OR 
VITAMIN D 3 OR vitamin d)) 

(tw:(―Sjogren's Syndrome‖ OR Sjogren OR ―Sjögren's Syndrome‖ OR ―sjogren 

syndrome‖ OR ―síndrome de sjogren‖ OR ―SS-A antibodies‖ OR ―ro antibodies‖ OR ―la 

antibodies‖ OR ―SS-B antibodies‖) AND (tw:(―Neonatal Systemic lupus erythematosus‖ 

OR ―neonatal lupus‖ OR ―lupus neonatal‖  OR ―Congenital heart block‖ OR ―congenital 
heart defect‖ OR ―congenital complete heart block‖ OR ―bloqueo cardíaco conegénito" 
OR "lupus neonatal") AND (tw:(―VITAMIN D‖ 2 OR ―VITAMIN D 3‖ OR ―vitamin d‖ OR 

―vitamina D‖)) 

Se hallaron 3 artículos, todos fueron eliminados por título. 

Pregunta 8- Síndrome Antifosfolipídico en pacientes con SSp: 
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En pacientes embarazadas con SSp, ¿es necesaria la búsqueda de anticuerpos 
anti fosfolipídicos (aFL)? 

Se realizó la siguiente búsqueda: 

((Sjogren's Syndrome OR Sjogren OR Sjögren's Syndrome OR sjogren syndrome) 
AND (antiphospholipid antibody syndromes OR antiphospholipid syndrome OR 
Antibodies, Antiphospholipid)) 

(tw:("Sjogren's Syndrome" OR Sjogren OR "Sjögren's Syndrome" OR "sjogren 
syndrome" OR "síndrome de sjogren" OR "síndrome de Sjögren") AND 
(tw:("antiphospholipid antibody syndromes" OR "antiphospholipid syndrome" OR 
"Antibodies, Antiphospholipid" OR "síndrome antifosfolipídico" OR SAF)) 

Se hallaron 382 artículos, de los cuales 377 fueron eliminados por el título, 4 por 
abstracts, 1 artículo fue seleccionado. 

Cervera y colaboradores publicaron en 1997 un estudio de corte transversal que tuvo 
como objetivo determinar la prevalencia y la importancia clínica de los aFL en una 
cohorte de pacientes con SSp. Se evaluaron 87 pacientes de manera prospectiva. Se 
compararon con los siguientes grupos de pacientes: 50 pacientes con SS asociado 
con lupus eritematoso sistémico (LES), 100 pacientes con LES sin SS; y 100 donantes 
de sangre sanos. Sólo 11 (14%) de los pacientes con SSp presentaron anticuerpos 
anticardiolipinas o anticoagulante lúpico, o ambos en el suero, pero ninguno contra la 
beta 2-glicoproteína I.  En los pacientes con SSp, los aFL estuvieron presentes en un 
porcentaje menor que en los pacientes con SS secundario a LES o en pacientes con 
LES sin SS. La presencia de aFL en estos pacientes con SSp no se asoció con 
eventos clínicos de SAF (15). NE: 4. 

Pregunta 9- Suspensión de drogas en pacientes embarazadas con SSp: 

¿En pacientes con SSp embarazadas es necesario suspender el uso de 
pilocarpina para evitar efectos teratógenos? 

Se realizó la siguiente búsqueda: 

((Sjogren's Syndrome OR Sjogren OR Sjögren's Syndrome OR sjogren syndrome) 
AND (pilocarpine) AND (Teratogenesis OR CONGENITAL ABNORMALITIES OR 
Abnormalities, Drug-Induced)) 

(tw:("Sjogren's Syndrome" OR Sjogren OR "Sjögren's Syndrome" OR "sjogren 
syndrome" OR "síndrome de sjogren" OR "síndrome de Sjögren")) AND 
(tw:(pilocarpine OR pilocarpina) AND (tw:(Teratogenesis OR "CONGENITAL 
ABNORMALITIES" OR "Abnormalities, Drug-Induced" OR teratogénesis OR 
"anormalidades congénitas")) 

Se hallaron 2 artículos, ambos fueron eliminados por el título. 

Pregunta10-¿En pacientes con SSp embarazadas es necesario suspender el uso 
de hidroxicloroquina para evitar efectos teratógenos? 
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((Sjogren's Syndrome OR Sjogren OR Sjögren's Syndrome OR sjogren syndrome) 
AND (hydroxychloroquine) AND (Teratogenesis OR CONGENITAL ABNORMALITIES 
OR Abnormalities, Drug-Induced)) 

(tw:("Sjogren's Syndrome" OR Sjogren OR "Sjögren's Syndrome" OR "sjogren 
syndrome" OR "síndrome de sjogren" OR "síndrome de Sjögren")) AND 
(tw:(Teratogenesis OR "CONGENITAL ABNORMALITIES" OR "Abnormalities, Drug-
Induced" OR teratogénesis OR "anormalidades congénitas")) AND 
(tw:(hydroxychloroquine OR HIDROXICLOROQUINA)) 

Se hallaron 5 artículos, todos eliminados por el título. 

Se realizó una nueva búsqueda sin especificar la población de estudio (SSp):  
(hydroxychloroquine) AND (Teratogenesis OR CONGENITAL ABNORMALITIES OR 
Abnormalities, Drug-Induced) 

(tw:(hydroxychloroquine OR HIDROXICLOROQUINA)) AND (tw:(Teratogenesis OR 
"CONGENITAL ABNORMALITIES" OR "Abnormalities, Drug-Induced")) 

Se hallaron 64 artículos de los cuales 60 fueron eliminados por el título, 2 por el 
contenido del abstract, quedando 2 artículos seleccionados. 

En el primer estudio, publicado por Diav-Citrin y colaboradores en 2013, se evaluó la 
seguridad de la HCQ durante el embarazo en enfermedades reumatológicas. Consistió 
en un estudio observacional, de cohorte prospectiva. Se evaluaron114 embarazos de 
madres expuestas a HCQ que se compararon con 455 embarazos de mujeres no 
expuestas. La diferencia en la tasa de anomalías congénitas no fue estadísticamente 
significativa (p = 0,094). El presente estudio sugiere que el tratamiento con HCQ en el 
embarazo no es un teratógeno (16). NE: 3 

Levy y colaboradores publicaron en 2001 un estudio aleatorizado y controlado para 
evaluar la seguridad del uso de la HCQ durante el embarazo. Se incluyeron 20 
pacientes embarazadas de manera consecutiva. El grupo que recibió HCQ incluyó 
ocho pacientes con LES y dos con lupus eritematoso discoide. El grupo de placebo 
incluyó a nueve pacientes con LES. No se encontraron anormalidades congénitas, ni 
en la evaluación neuro-oftalmológica y auditiva que se realizó a los 1,5 y a los tres 
años de edad (17). NE: 3 
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Executive Summary

Scope and purpose

SSc is a complex, multi-organ disease that requires a

comprehensive multidisciplinary guideline. This is a short

summary of the guideline, which is available in full as sup-

plementary material at Rheumatology Online. Each

recommendation is graded for level of evidence (I-IV)

and strength (A-D).

Eligibility and exclusion criteria

Patients are classified as having SSc based on current

classification criteria (ACR/EULAR 2013 [1]). Other sclero-

derma spectrum diseases are not included in this

document.

Part A: general approach to SSc
management

Figure 1 summarizes a general approach to management

of SSc.

Importance of early diffuse SSc: current priorities and
approach

Management of early diffuse cutaneous SSc (dcSSc) should

occur within the framework of a multidisciplinary team.

Recommendations in management of early SSc

(i) Early recognition and diagnosis of dcSSc is a pri-

ority, with referral to a specialist SSc centre (III, C).
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(ii) Patients with early dcSSc should be offered an im-

munosuppressive agent: MTX, MMF or i.v. CYC (III/

C), although the evidence base is weak. Some pa-

tients might later be candidates for autologous

haemopoietic stem cell transplant (ASCT; see below).

(iii) D-Pen is not recommended (IIa/C).

(iv) ASCT may be considered in some cases, particularly

where there is risk of severe organ involvement, bal-

ancing concerns about treatment toxicity (IIa/C).

(v) Skin involvement may be treated with either MTX (II,

B) or MMF (III, C). Other options include CYC (III,

C), oral steroid therapy (in as low a dose as pos-

sible to suppress symptoms, and with close moni-

toring of renal function; III, C) and possibly

rituximab (III, C).

(vi) AZA or MMF should be considered after CYC to

maintain improvement in skin sclerosis and/or lung

function (III, C).

Part B: key therapies and treatment of
organ-based disease

RP and digital ulcers

RP is almost universal and can be treated by vasodilators, but

benefit must be balanced against side-effects. Around half of

patients with SSc report a history of digital ulceration that re-

flects more structural vasculopathy. Severe digital ulcers (DUs)

are those causing or threatening tissue destruction or when

three or more occur in 1 year. These should be considered for

advanced therapy, such as sildenafil, iloprost or bosentan [2].

Recommendations for RP in SSc

(i) First-line treatments are calcium channel blockers

(Ia, A) and angiotensin II receptor antagonists (Ib, C).

(ii) Other treatments that may be considered are: se-

lective serotonin reuptake inhibitors, a-blockers and

statin therapy (III, C).

(iii) Phosphodiesterase type 5 inhibitors are being used

increasingly for SSc-related RP (IIa, C).

(iv) Intravenous prostanoid (e.g. iloprost; Ia, B) and digi-

tal (palmar) sympathectomy (with or without botu-

linum toxin injection) should be considered in

severe and/or refractory cases (III, D).

Recommendations for DUs in SSc

(i) DUs require integrated management by a multidis-

ciplinary team; management includes local and sys-

temic treatment (III, C).

(ii) Oral vasodilator treatment should be optimized, an-

algesia optimized and any infection promptly trea-

ted (III, C).

FIG. 1 Overview of management of SSc

The principles of current management of SSc are summarized. Once a confirmed diagnosis is established, all patients

can be designated as either lcSSc or dcSSc subset based upon the extent of skin thickening. Proximal skin involvement,

involving skin of trunk or proximal limbs, is designated diffuse. Cases with overlap disease should be identified so that

overlap features may be treated concurrently with SSc. All patients require symptomatic treatment, and both limited and

diffuse cases should be treated for vascular manifestations. Active, early dcSSc requires immunosuppressive treatment.

In all cases of SSc, vigilant follow-up to determine significant organ-based complications is mandatory. dcSSc: diffuse

cutaneous SSc; lcSSc: limited cutaneous SSc; GI: gastrointestinal.
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(iii) Sildenafil should now be used before considering

i.v. prostanoids and bosentan, in line with the cur-

rent National Health Service (NHS) England Clinical

Commissioning policy [3] (I, A).

(iv) In severe active digital ulceration, patients should

receive i.v. prostanoid (Ia, B). In patients with recur-

rent, refractory DUs, a phosphodiesterase type 5

inhibitor (IIa, B) or i.v. prostanoid (Ia, B) and an

endothelin receptor antagonist (including bosentan;

Ia, B) should be considered.

(v) Digital (palmar) sympathectomy (with or without

botulinum toxin injection) may also be considered

in severe and/or refractory cases (III, D).

Lung fibrosis

Up to 80% of SSc patients will develop interstitial lung dis-

ease, but this may be mild and stable. Immunosuppression

should be considered when extensive or progressive disease

is confirmed.

Recommendations for lung fibrosis in SSc

(i) All SSc cases should be evaluated for lung fibrosis.

Treatment is determined by the extent and severity

and the likelihood of progression to severe disease

(I, A).

(ii) CYC by i.v. infusion is recommended (I, A/B), and

MMF may also be used as an alternative or after

CYC (II, B).

Pulmonary arterial hypertension

For patients living in England, treatments are initiated

through a designated Pulmonary Hypertension Centre

(see NHS England A11/S/a) according to the national

commissioning policy for treatment of pulmonary arterial

hypertension (PAH; NHS England/A11/P/b and NHS

Commissioning Board (NHSCB)/A11/P/a), reflecting

expert recommendations [4].

Recommendations for PAH in SSc

(i) Diagnosis should be based upon results of full

evaluation of PAH, including right heart catheteriza-

tion and evaluation of concomitant SSc-related car-

diac or lung disease (I, A).

(ii) Therapies licensed for PAH should be used in the

UK Pulmonary Hypertension Centres, taking ac-

count of the agreed commissioning policies (I, A/B).

Gut disease

Gastro-oesophageal reflux is near universal and needs

treatment. Other gastrointestinal (GI) manifestations in-

clude constipation, bloating, small intestinal bacterial

overgrowth, altered bowel habit and anorectal incontin-

ence (overall management covered elsewhere [5]).

Recommendations for GI manifestations in SSc

The following therapeutic approaches and drugs are con-

sidered by experts to be of value in treatment of GI tract

complications of SSc.

(i) Proton pump inhibitors and histamine H2 receptor

antagonists are recommended for treatment of

gastro-oesophageal reflux and dysphagia and may

require long-term administration (III, C).

(ii) Prokinetic dopamine agonists may be used for dys-

phagia and reflux (III, C).

(iii) Parenteral nutrition should be considered for pa-

tients with severe weight loss refractory to enteral

supplementation (III, C).

(iv) Intermittent broad-spectrum oral antibiotics (e.g.

ciprofloxacin) are recommended for intestinal over-

growth, and rotational regimes may be helpful (III, C).

(v) Anti-diarrhoeal agents (e.g. loperamide) or laxatives

may be used for symptomatic management of diar-

rhoea or constipation that often alternate as clinical

problems (III, C).

Renal complications

SSc renal crisis (SRC) causes severe hypertension and

acute kidney injury and without treatment is often lethal.

It affects 5�10% of SSc patients, predominantly the dif-

fuse subset.

Recommendations for treatment of SRC

(i) Patients at risk of SRC should be followed closely and

their blood pressure monitored at least weekly (III, C).

(ii) Prompt recognition of SRC and initiation of therapy

with an angiotensin-converting enzyme inhibitor offers

the best opportunity for a good outcome (III, C).

(iii) Other anti-hypertensive agents may be considered

for management of refractory hypertension in con-

junction with an angiotensin-converting enzyme in-

hibitor in SRC (III, C).

Cardiac disease

Clinically evident cardiac involvement includes diastolic or

systolic heart failure, arrhythmia and conduction disturb-

ances and has a significant mortality.

Recommendations for treatment of cardiac manifesta-

tions of SSc

Although the published evidence base is limited, experts

have recommended the following treatment approach for

cardiac complications of SSc.

Systolic heart failure

(i) Consider immunosuppression with or without a

pacemaker (IV, D).

(ii) Consider the potential benefit of an implantable

cardioverter defibrillator (III, D).

(iii) Angiotensin-converting enzyme inhibitors and car-

vedilol. Selective b-blockers may be considered,

but consider aggravation of RP (IV, D).

Diastolic heart failure with preserved left ventricular ejec-
tion fraction

(i) Diuretics, including spironolactone and furosemide

(IV, D).
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(ii) Calcium channel blockers have been shown to

reduce the frequency of systolic heart failure in

SSc with investigational evidence of cardiac

abnormalities (III, D).

Skin manifestations

Treatment of skin thickening, assessed by modified

Rodnan skin score, is central to management of dcSSc

treatment, and pruritus is common and troublesome in

early stage disease.

Recommendations for skin manifestations in SSc

(i) Practical approaches to ensure adequately

moisturized skin are essential, especially moistur-

izers that are lanolin based (III, C).

(ii) Antihistamines are often used for itch (III, C).

(iii) Current treatment options for telangiectasia include

skin camouflage and laser or intense pulsed light

therapy (III, C).

Calcinosis in SSc

There is a very limited evidence base (mainly case reports

and small series) to guide clinicians on the management of

calcinosis in patients with SSc.

Recommendations for treatment of calcinosis in SSc

(i) Calcinosis complicated by infection should be

recognized early and treated with appropriate anti-

biotic therapy (III, D).

(ii) Surgical intervention should be considered for severe,

refractory calcinosis, which is severely impacting

upon functional ability and quality of life (III, D).

Musculoskeletal manifestations

Musculoskeletal involvement includes tendinopathy, joint

contractures and, in some cases, overlap arthritis.

Recommendations for musculoskeletal manifestations in

SSc

(i) Musculoskeletal manifestations of SSc may benefit

from immunomodulatory treatments given for other

complications, such as skin disease (III, C).

(ii) When arthritis or myositis is more severe, generally

in the context of an overlap SSc syndrome, man-

agement is in line with similar clinical conditions

occurring outside the context of SSc (III, C).

ASCT as a treatment for poor prognosis early dcSSc

Haematopoietic stem cell transplant registry data, several

case reports and pilot studies in the USA and Europe in

dcSSc demonstrated a rapid clinical improvement, but

with important treatment-related mortality [6].

Recommendation for ASCT in SSc

(i) Current evidence supports use of ASCT in poor-

prognosis diffuse SSc where patients do not have

severe internal organ manifestations that render this

treatment option highly toxic (Ib, B).

Non-drug interventions

Although the evidence base is limited, non-drug interven-

tions may have merit and are well tolerated.

Recommendation for non-drug interventions in SSc

(i) Specialist experience of SSc cases is likely to make

non-drug interventions more effective, and these

approaches are popular with patients and can be

expected to impact positively on the disease. More

research is needed in this area (III, D).

Part C: service organization and
delivery within NHS England

SSc should be diagnosed promptly, investigated appro-

priately and managed within an integrated system of pri-

mary, secondary and tertiary level care.
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This standard is based on NG59.

This standard should be read in conjunction with NG12, CG75, NG41 and NG65.

Quality statementsQuality statements

Statement 1 Primary care services have an approach to risk stratification for young people and

adults presenting with a new episode of low back pain with or without sciatica.

Statement 2 Young people and adults with low back pain with or without sciatica do not have

imaging requested by a non-specialist service unless serious underlying pathology is suspected.

Statement 3 Young people and adults with low back pain with or without sciatica are given advice

and information to self-manage their condition.

Statement 4 Young people and adults are not given paracetamol alone, anticonvulsants or

antidepressants to treat low back pain without sciatica.

Statement 5 Young people and adults are not given opioids to treat chronic low back pain without

sciatica.

Statement 6 Young people and adults do not have spinal injections for low back pain without

sciatica with the exception of radiofrequency denervation for people who meet the criteria.

NICE has developed guidance and a quality standard on patient experience in adult NHS

services (see the NICE pathway on patient experience in adult NHS services), which should be

considered alongside these quality statements.

A full list of NICE quality standards is available from the quality standards topic library.
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Quality statement 1: Risk strQuality statement 1: Risk stratificationatification

Quality statement

Primary care services have an approach to risk stratification for young people and adults

presenting with a new episode of low back pain with or without sciatica.

Rationale

Risk stratification can be used to identify a person's risk of poor functional outcome or long-term

problems from low back pain with or without sciatica. Risk stratification tools can help to

determine the complexity and intensity of support that a person may need.

Quality measures

StructureStructure

Evidence of a locally defined approach to risk stratification and of systems in place to make staff

aware of the approach.

Data sourData source:ce: Local data collection, for example, service specifications and written communications

to staff.

What the quality statement means for different audiences

Service proService providersviders (primary care services) have an approach to risk stratification that they

communicate to staff who undertake consultations for young people and adults presenting with a

new episode of low back pain with or without sciatica. This can help support decisions about

whether risk stratification is used with individual patients and, if so, which risk stratification tool is

selected.

Healthcare professionalsHealthcare professionals (such as GPs and nurses) are aware of their service's approach to risk

stratification for use at the first consultation with young people and adults presenting with low

back pain with or without sciatica. This can determine whether risk stratification is used and, if so,

which risk stratification tool is selected.

CommissionersCommissioners (such as clinical commissioning groups and NHS England) ensure that the services

they commission have an approach to risk stratification for people presenting with a new episode

Low back pain and sciatica in over 16s (QS155)

© NICE 2017. All rights reserved. Page 5 of 23

cristian.diaz
PDF Creator Trial



of low back pain with or without sciatica and systems in place to make staff aware of their local

approach.

YYoung people and adults presenting with a new episode ofoung people and adults presenting with a new episode oflow back pain with or without sciaticalow back pain with or without sciatica are

assessed in a way that is consistent with a local approach to risk stratification. Their treatment and

support is then chosen in line with the results of the assessment.

Source guidance

Low back pain and sciatica in over 16s (2016) NICE guideline NG59, recommendation 1.1.2.

Definition of terms used in this quality statement

Risk strRisk stratificationatification

Stratification aims to improve the outcome by selecting treatments that may be more likely to work

in certain groups of people. There are several methods of stratification which are all similar in

outcome. The STarT Back risk assessment tool is an example of a validated tool for stratification by

risk of ongoing functional impairment.

[Adapted from NICE's guideline on low back pain and sciatica in over 16s, recommendation 1.1.2

with expert opinion]
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Quality statement 2: ReferrQuality statement 2: Referrals for imagingals for imaging

Quality statement

Young people and adults with low back pain with or without sciatica do not have imaging requested

by a non-specialist service unless serious underlying pathology is suspected.

Rationale

Imaging does not often change the initial management and outcomes of someone with back pain.

This is because the reported imaging findings are usually common and not necessarily related to

the person's symptoms. Many of the imaging findings (for example, disc and joint degeneration) are

frequently found in asymptomatic people. Requests for imaging by non-specialist clinicians, where

there is no suspicion of serious underlying pathology, can cause unnecessary distress and lead to

further referrals for findings that are not clinically relevant.

Quality measures

StructureStructure

a) Evidence of local arrangements for young people and adults with low back pain with or without

sciatica to be referred for specialist opinion.

Data sourData source:ce: Local data collection, for example, service protocols.

b) Evidence of local protocols outlining serious underlying pathology in relation to presentations of

low back pain with or without sciatica.

Data sourData source:ce: Local data collection, for example, service protocols.

ProcessProcess

Proportion of young people and adults with low back pain with or without sciatica who have

imaging requested by a non-specialist service when no serious underlying pathology is suspected.

Numerator – the number in the denominator who have imaging requested by a non-specialist

service.

Low back pain and sciatica in over 16s (QS155)
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Denominator – the number of young people and adults with low back pain with or without sciatica

for whom there is no suspicion of serious underlying pathology.

Data sourData source:ce: Local data collection, for example, patient notes.

What the quality statement means for different audiences

Service proService providersviders (non-specialist services) ensure that staff are aware of and use local referral

pathways to specialist services and do not request imaging for young people and adults with low

back pain with or without sciatica unless serious underlying pathology is suspected.

Healthcare professionalsHealthcare professionals (such as GPs and nurses) do not request imaging within a non-specialist

service for young people and adults with low back pain with or without sciatica unless serious

underlying pathology is suspected. Healthcare professionals should explain to young people and

adults who are referred for a specialist opinion that they may not need imaging.

CommissionersCommissioners (such as clinical commissioning groups and NHS England) ensure that they

commission specialist services with clinicians who have the expertise to make a decision about

whether young people and adults with low back pain with or without sciatica should have imaging

and that these services accept referrals from non-specialist services.

YYoung people and adults withoung people and adults withlow back pain with or without sciaticalow back pain with or without sciatica do not have imaging requested

by a non-specialist service (such as a GP practice) unless serious underlying disease is suspected.

Source guidance

Low back pain and sciatica in over 16s (2016) NICE guideline NG59, recommendations 1.1.1 and

1.1.4.

Definitions of terms used in this quality statement

Non-specialist serviceNon-specialist service

Services such as a GP practice in primary care.

[Expert opinion]
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Serious underlying pathologySerious underlying pathology

Example of serious underlying pathology include but are not limited to: cancer, infection, trauma or

inflammatory disease such as spondyloarthritis. If serious underlying pathology is suspected, refer

to relevant NICE guidance on:

metastatic spinal cord compression in adults

spinal injury

spondyloarthritis in over 16s

suspected cancer.

[Adapted from NICE's guideline on low back pain and sciatica in over 16s, recommendation 1.1.1]
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Quality statement 3: Self-managementQuality statement 3: Self-management

Quality statement

Young people and adults with low back pain with or without sciatica are given advice and

information to self-manage their condition.

Rationale

Low back pain and sciatica are common and recurrent conditions that can be long term. It is

therefore important that the person learns how to manage their symptoms to reduce their pain and

distress and improve their functioning and quality of life. Healthcare professionals can support the

person's ability to self-manage their condition by giving reassuring advice about the benign nature

of the condition, the high probability of a rapid improvement in symptoms and the importance of

early return to normal life activities. These include returning to work where applicable, physical

activity and exercise.

Quality measures

StructureStructure

Evidence of local arrangements to ensure that staff have access to information and the knowledge

needed to signpost to other services for young people and adults with low back pain with or

without sciatica.

Data sourData source:ce: Local data collection, for example, service protocols.

ProcessProcess

Proportion of young people and adults with low back pain with or without sciatica who are given

advice and information to self-manage their condition.

Numerator – the number in the denominator who are given advice and information to self-manage

their condition.

Denominator – the number of young people and adults with low back pain with or without sciatica.

Data sourData source:ce: Local data collection, for example, audit of patient notes.
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OutcomeOutcome

a) Number of repeat GP appointments for young people and adults with low back pain with or

without sciatica.

Data sourData source:ce:Local data collection, for example, audit of patient notes.

b) Levels of satisfaction amongst young people and adults with the management of their low back

pain with or without sciatica.

Data sourData source:ce:National Pain Audit 2012 and local data collection.

What the quality statement means for different audiences

Service proService providersviders (such as GP practices) ensure that staff have the knowledge and information

needed to support young people and adults with low back pain with or without sciatica to self-

manage their condition. This can include having the expertise to give verbal information, providing

leaflets or giving information about access to exercise schemes such as walking support groups.

Healthcare professionalsHealthcare professionals (such as GPs, nurses and physiotherapists) advise and provide

information to young people and adults with low back pain with or without sciatica to help them

self-manage their condition. This can include verbal information provided by a healthcare

professional, leaflets, or information about access to exercise schemes such as walking support

groups.

CommissionersCommissioners (such as clinical commissioning groups and NHS England) ensure that the services

they commission employ healthcare professionals with the expertise to give verbal information,

provide leaflets or give information about access to exercise schemes such as walking support

groups for young people and adults with low back pain with or without sciatica to self-manage their

condition.

YYoung people and adults withoung people and adults withlow back pain with or without sciaticalow back pain with or without sciatica are given advice and

information to manage their condition themselves. The information can cover the importance of

continuing with normal activities and, where applicable, returning to work and access to exercise

schemes such as walking support groups.
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Source guidance

Low back pain and sciatica in over 16s (2016) NICE guideline NG59, recommendation 1.2.1.

Definition of terms used in this quality statement

Advice and information to self-manage their conditionAdvice and information to self-manage their condition

People are provided with advice and information, tailored to their needs and capabilities, to help

them self-manage their low back pain with or without sciatica, at all steps of the treatment

pathway. It includes:

information on the nature of low back pain and sciatica

encouragement to continue with normal activities and access to exercise schemes.

[Adapted from NICE's guideline on low back pain and sciatica in over 16s, recommendation 1.2.1

with expert opinion]
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Quality statement 4: AnticonQuality statement 4: Anticonvulsants, antidepressants and parvulsants, antidepressants and paracetamolacetamol
for low back pain without sciaticafor low back pain without sciatica

Quality statement

Young people and adults are not given paracetamol alone, anticonvulsants or antidepressants to

treat low back pain without sciatica.

Rationale

The use of medicines without a significant clinical benefit in managing low back pain with or

without sciatica can lead to unnecessary side effects for the person, risk of dependency and

inappropriate use of resources.

Quality measures

StructureStructure

Evidence of local arrangements to ensure that no GP prescriptions include paracetamol alone,

anticonvulsants or antidepressants to treat young people and adults with low back pain without

sciatica unless the young person or adult has other indications for those medicines.

Data sourData source:ce: Local data collection, for example, service protocols.

ProcessProcess

a) Proportion of young people and adults with low back pain without sciatica, who are given

anticonvulsants and have no other indications for them.

Numerator – the number in the denominator who are given anticonvulsants.

Denominator – the number of young people and adults with low back pain without sciatica and no

other indications for anticonvulsants.

Data sourData source:ce: Local data collection, for example, GP prescribing audits.

b) Proportion of young people and adults with low back pain without sciatica, who are given

antidepressants and have no other indications for them.

Low back pain and sciatica in over 16s (QS155)
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Numerator – the number in the denominator who are given antidepressants.

Denominator – the number of young people and adults with low back pain without sciatica and no

other indications for antidepressants.

Data sourData source:ce: Local data collection, for example, GP prescribing audits.

c) Proportion of young people and adults with low back pain without sciatica, who are given

paracetamol alone and have no other indications for it.

Numerator – the number in the denominator who are given paracetamol alone.

Denominator – the number of young people and adults with low back pain without sciatica and no

other indications for paracetamol.

Data sourData source:ce: Local data collection, for example, GP prescribing audits.

OutcomeOutcome

Number of medicines-related adverse events for young people and adults with low back pain

without sciatica.

Data sourData source:ce:Local data collection, for example, GP prescribing audits.

What the quality statement means for different audiences

Service proService providersviders (such as GP practices) have systems in place to make staff aware that they should

not give paracetamol alone, anticonvulsants or antidepressants to treat low back pain without

sciatica. Young people and adults should only be given these medicines if they have other

indications for them.

Healthcare professionalsHealthcare professionals (such as GPs and nurses) do not treat low back pain without sciatica with

paracetamol alone, anticonvulsants or antidepressants. They should only offer these medicines if

there are other indications for them.

CommissionersCommissioners (such as clinical commissioning groups and NHS England) ensure that they have

agreed service specifications which state that services do not treat low back pain without sciatica

with paracetamol alone, anticonvulsants or antidepressants.

Low back pain and sciatica in over 16s (QS155)
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YYoung people and adults withoung people and adults withlow back painlow back painwithout sciaticawithout sciatica are not given paracetamol alone,

anticonvulsants or antidepressants unless they need them for other conditions. This is because

these medicines are not effective in either easing back pain or restoring function such as walking

and doing daily tasks.

Source guidance

Low back pain and sciatica in over 16s (2016) NICE guideline NG59, recommendations 1.2.21 and

1.2.24–25.

Low back pain and sciatica in over 16s (QS155)
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Quality statement 5: Opioids for chronic low back pain without sciaticaQuality statement 5: Opioids for chronic low back pain without sciatica

Quality statement

Young people and adults are not given opioids to treat chronic low back pain without sciatica.

Rationale

The use of opioids does not have a significant clinical benefit in the management of chronic low

back pain without sciatica. It can therefore lead to unnecessary side effects for the person, risk of

dependency and inappropriate use of resources.

Quality measures

StructureStructure

Evidence of local arrangements to ensure that no GP prescriptions include opioids to treat young

people and adults with chronic low back pain without sciatica unless they have other indications for

those medicines.

Data sourData source:ce: Local data collection, for example, service protocols.

ProcessProcess

Proportion of young people and adults who are given opioids to treat chronic low back pain without

sciatica and have no other indications for them.

Numerator – the number in the denominator who are given opioids.

Denominator – the number of young people and adults with chronic low back pain without sciatica

and no other indications for opioids.

Data sourData source:ce: Local data collection, for example, GP prescribing audits.

OutcomeOutcome

Number of opioids-related adverse events for young people and adults with chronic low back pain

without sciatica.

Low back pain and sciatica in over 16s (QS155)
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Data sourData source:ce:Local data collection, for example, GP prescribing audits.

What the quality statement means for different audiences

Service proService providersviders (such as GP practices) have systems in place to make staff aware that they should

not give opioids to treat chronic low back pain without sciatica. Young people and adults should

only be offered opioids when there are other indications for those medicines.

Healthcare professionalsHealthcare professionals (such as GPs and nurses) do not give opioids to young people and adults

to treat chronic low back pain without sciatica. They should only offer opioids when there are other

indications for those medicines.

CommissionersCommissioners (such as clinical commissioning groups and NHS England) ensure that they have

agreed service specifications which state that services do not treat chronic low back pain without

sciatica using opioids.

YYoung people and adults withoung people and adults withlow back painlow back painwithout sciaticawithout sciatica are not given opioids to treat their

condition unless they need them for other conditions. This is because these medicines are not

effective in either easing pain or restoring function such as walking and doing daily tasks.

Source guidance

Low back pain and sciatica in over 16s (2016) NICE guideline NG59, recommendation 1.2.23.

Definition of terms used in this quality statement

Chronic low back painChronic low back pain

Having symptoms for more than 3 months.

[Adapted from NICE's full guideline on low back pain and sciatica in over 16s]

Low back pain and sciatica in over 16s (QS155)
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Quality statement 6: Spinal injectionsQuality statement 6: Spinal injections

Quality statement

Young people and adults do not have spinal injections for low back pain without sciatica with the

exception of radiofrequency denervation for people who meet the criteria.

Rationale

Spinal injections for treating low back pain without sciatica are not clinically or cost effective,

except for people who meet the criteria for a procedure called 'radiofrequency denervation'. To

determine whether these people will benefit from this procedure, they may be offered a diagnostic

block of the nerves that supply the joints between the vertebrae. If they experience significant pain

relief they may then be offered radiofrequency denervation in an attempt to achieve longer-term

relief.

Quality measures

StructureStructure

Evidence of local arrangements to ensure that spinal injections are not given to young people and

adults to treat low back pain without sciatica, with the exception of radiofrequency denervation for

people who meet the criteria.

Data sourData source:ce: Local data collection, for example, service protocols.

ProcessProcess

Proportion of young people and adults who have spinal injections for low back pain without sciatica

who meet the criteria for radiofrequency denervation.

Numerator – the number in the denominator who meet the criteria for radiofrequency

denervation.

Denominator – the number of young people and adults who have spinal injections for low back pain

without sciatica.

Data sourData source:ce: Local data collection, for example, patient notes.

Low back pain and sciatica in over 16s (QS155)

© NICE 2017. All rights reserved. Page 18 of 23

cristian.diaz
PDF Creator Trial



What the quality statement means for different audiences

Service proService providersviders (such as hospitals) have systems in place to make staff aware that spinal

injections for low back pain without sciatica should not be performed, with the exception of

radiofrequency denervation for people who meet the criteria.

Healthcare professionalsHealthcare professionals (such as physicians, surgeons and radiologists) do not give young people

and adults spinal injections for low back pain without sciatica, with the exception of radiofrequency

denervation for people who meet the criteria.

CommissionersCommissioners (such as clinical commissioning groups and NHS England) specify in contracts that

services that treat young people and adults with low back pain without sciatica do not perform

spinal injections, with the exception of radiofrequency denervation for people who meet the

criteria.

YYoung people and adults withoung people and adults withlow back painlow back painwithout sciaticawithout sciatica do not have spinal injections with the

exception of the procedure of 'radiofrequency denervation' for people who meet the criteria. To

check whether the procedure is suitable for the person, an anaesthetic is injected to temporarily

block some of the nerves in the spine. If the pain is significantly reduced, the nerves are

permanently sealed off using heat (radiofrequency ablation). This stops them from transmitting

pain signals.

Source guidance

Low back pain and sciatica in over 16s (2016) NICE guideline NG59, recommendations 1.3.1, 1.3.2

and 1.3.3.

Definitions of terms used in this quality statement

Spinal injectionsSpinal injections

These are injected agents which aim to either reduce inflammation in tissues (for example, steroid

injections), induce inflammation to stimulate healthy tissue regrowth (for example, prolotherapy)

or reduce firing of nerve fibres that may be contributing to pain (for example, local anaesthetic).

However, medial branch block injections can be used as a diagnostic tool to establish whether the

person is likely to respond to radiofrequency denervation.

[Adapted from NICE's guideline on Low back pain and sciatica in over 16s with expert opinion]
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Radiofrequency denervationRadiofrequency denervation

The procedure called 'radiofrequency denervation' involves sealing off some of the nerves to the

joints of the spine to stop the nerves transmitting pain signals. It aims to achieve longer-term pain

relief in people with low back pain who experience significant but short-term relief after a

diagnostic block by injection of local anaesthetic.

[Adapted from NICE's guideline on Low back pain and sciatica in over 16s with expert opinion]

CriteriaCriteria

Referral for assessment for radiofrequency denervation for people with chronic low back pain

should be considered using the following criteria:

non-surgical treatment has not worked for them andand

the main source of pain is thought to come from structures supplied by the medial branch

nerve andand

they have moderate or severe levels of localised back pain (rated as 5 or more on a visual

analogue scale, or equivalent) at the time of referral.

Only perform radiofrequency denervation in people with chronic low back pain after a positive

response to a diagnostic medial branch block.

[Adapted from NICE's guideline on low back pain and sciatica in over 16s, recommendations 1.3.2

and 1.3.3 with expert opinion]
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About this quality standardAbout this quality standard

NICE quality standards describe high-priority areas for quality improvement in a defined care or

service area. Each standard consists of a prioritised set of specific, concise and measurable

statements. NICE quality standards draw on existing NICE or NICE-accredited guidance that

provides an underpinning, comprehensive set of recommendations, and are designed to support

the measurement of improvement.

Expected levels of achievement for quality measures are not specified. Quality standards are

intended to drive up the quality of care, and so achievement levels of 100% should be aspired to (or

0% if the quality statement states that something should not be done). However, this may not

always be appropriate in practice. Taking account of safety, shared decision making, choice, and

professional judgement, desired levels of achievement should be defined locally.

Information about how NICE quality standards are developed is available from the NICE website.

See quality standard advisory committees on the website for details of standing committee 4

members who advised on this quality standard. Information about the topic experts invited to join

the standing members is available on the quality standard's webpage.

This quality standard has been incorporated into the NICE pathway on Low back pain and sciatica

in over 16s.

NICE has produced a quality standard service improvement template to help providers make an

initial assessment of their service compared with a selection of quality statements. This tool is

updated monthly to include new quality standards.

NICE produces guidance, standards and information on commissioning and providing high-quality

healthcare, social care, and public health services. We have agreements to provide certain NICE

services to Wales, Scotland and Northern Ireland. Decisions on how NICE guidance and other

products apply in those countries are made by ministers in the Welsh government, Scottish

government, and Northern Ireland Executive. NICE guidance or other products may include

references to organisations or people responsible for commissioning or providing care that may be

relevant only to England.

Improving outcomes

This quality standard is expected to contribute to improvements in the following outcomes:

Low back pain and sciatica in over 16s (QS155)
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functional improvement

avoidance of harm

return to work.

It is also expected to support delivery of the Department of Health's outcome frameworks:

Adult social care outcomes framework 2015–16

NHS outcomes framework 2016–17

Public health outcomes framework for England, 2016–19.

Resource impact

NICE quality standards should be achievable by local services. The potential resource impact is

considered by the quality standards advisory committee, drawing on resource impact work for the

source guidance.

Diversity, equality and language

During the development of this quality standard, equality issues were considered and equality

assessments are available. Any specific issues identified during development of the quality

statements are highlighted in each statement.

Commissioners and providers should aim to achieve the quality standard in their local context, in

light of their duties to have due regard to the need to eliminate unlawful discrimination, advance

equality of opportunity and foster good relations. Nothing in this quality standard should be

interpreted in a way that would be inconsistent with compliance with those duties.

ISBN: 978-1-4731-2616-9

Endorsing organisation

This quality standard has been endorsed by NHS England, as required by the Health and Social

Care Act (2012)
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Supporting organisation

Many organisations share NICE's commitment to quality improvement using evidence-based

guidance. The following supporting organisations have recognised the benefit of the quality

standard in improving care for patients, carers, service users and members of the public. They have

agreed to work with NICE to ensure that those commissioning or providing services are made

aware of and encouraged to use the quality standard.

• Public Health England
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Objective. To develop recommendations for pre-
vention and treatment of glucocorticoid-induced osteo-
porosis (GIOP).

Methods. We conducted a systematic review to
synthesize the evidence for the benefits and harms of
GIOP prevention and treatment options. The Grading of
Recommendations Assessment, Development and Eval-
uation methodology was used to rate the quality of evi-
dence. We used a group consensus process to determine
the final recommendations and grade their strength.
The guideline addresses initial assessment and reassess-
ment in patients beginning or continuing long-term (‡3
months) glucocorticoid (GC) treatment, as well as the
relative benefits and harms of lifestyle modification and
of calcium, vitamin D, bisphosphonate, raloxifene, teri-
paratide, and denosumab treatment in the general adult
population receiving long-term GC treatment, as well as
in special populations of long-term GC users.

Results. Because of limited evidence regarding
the benefits and harms of interventions in GC users,
most recommendations in this guideline are conditional
(uncertain balance between benefits and harms). Rec-
ommendations include treating only with calcium and
vitamin D in adults at low fracture risk, treating with
calcium and vitamin D plus an additional osteoporosis
medication (oral bisphosphonate preferred) in adults at
moderate-to-high fracture risk, continuing calcium plus
vitamin D but switching from an oral bisphosphonate to
another antifracture medication in adults in whom oral
bisphosphonate treatment is not appropriate, and con-
tinuing oral bisphosphonate treatment or switching to
another antifracture medication in adults who complete
a planned oral bisphosphonate regimen but continue to
receive GC treatment. Recommendations for special
populations, including children, people with organ trans-
plants, women of childbearing potential, and people
receiving very high-dose GC treatment, are also made.

Conclusion. This guideline provides direction for
clinicians and patients making treatment decisions. Cli-
nicians and patients should use a shared decision-
making process that accounts for patients’ values, pref-
erences, and comorbidities. These recommendations
should not be used to limit or deny access to therapies.

INTRODUCTION

Glucocorticoids (GCs) play an important role in
the treatment of many inflammatory conditions. It is esti-
mated that 1% of the US population is treated long-term
with GCs (1). However, GC use causes significant toxic-
ity, including bone loss and fractures (2,3). More than

10% of patients who receive long-term GC treatment are
diagnosed with a fracture, and 30–40% have radio-
graphic evidence of vertebral fractures (4,5). The highest
rate of bone loss occurs within the first 3–6 months of GC
treatment, and a slower decline continues with persistent
use (6). Both high daily and high cumulative GC doses
increase risk of fracture, particularly vertebral fracture,
due to the greater effects of GCs on trabecular bone than
on cortical bone. Risk factors for GC-induced fracture
include low bone strength at the beginning of GC treat-
ment and the rate of decline in bone mass during treat-
ment, which is largely determined by the dose and
duration of GC use. In children, GC treatment also
affects bone strength, growth, and total adult skeletal
mass, with a similar profile of risk factors (7–10).

However, GC treatment is a potentially revers-
ible risk factor for glucocorticoid-induced osteoporosis
(GIOP); if GC treatment is terminated, bone mineral
density (BMD) increases and fracture risk declines
(6,11,12). In addition, the absolute risk of future frac-
ture in an individual is substantially influenced by demo-
graphic and other characteristics (age, race, sex, and
concomitant OP risk factors). For these reasons, it is
important to identify those patients taking GCs for
whom the benefits of preventive therapy sufficiently out-
weigh potential harms.

Numerous risk calculators can be applied in clini-
cal practice to provide estimates of risk of major OP
fracture and hip fracture clinically diagnosed, with
adjustment for GC dose in some but not all calculators
(13–15). Most stratify GC use into 2 categories: low
(prednisone #7.5 mg/day) or high (.7.5 mg/day), based
on data from clinical trials and epidemiologic studies
(15,16) demonstrating increasing fracture risk with higher
daily doses. However, these calculators may underesti-
mate the fracture risk in patients with prolonged treat-
ment with very high doses of GCs for conditions such as
giant cell arteritis, vasculitis, lupus, and dermatomyositis
(16,17). Van Staa et al reported a marked increase in rela-
tive risk of vertebral and hip fractures in patients who had
received treatment with prednisolone $30 mg/day with a
cumulative dose of .5 gm (15).

There are insufficient data to develop individual
prediction tools for children and for adults ,40 years of
age. Nevertheless, observational data indicate a substan-
tial risk of clinically diagnosed vertebral fracture among
premenopausal women $30 years of age receiving very
high doses of GCs (10-year risk 5–20%) (18–25).

Despite increasing information about risk factors
for fracture in GC users and the availability of effective
therapies to prevent fracture, many long-term GC users
never receive therapy to prevent bone loss or are treated
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only after a fracture has occurred (26,27). The American
College of Rheumatology (ACR) identified GIOP as an
important public health issue and first published recom-
mendations for its prevention and treatment in 1996 (28).
The ACR updated these guidelines in 2001 and 2010, as
new techniques for assessing fracture risk and new infor-
mation about risk factors and therapies became available
(28–30). The present ACR guideline outlines the treat-
ment recommendations for GIOP. The guideline was
developed using the Grading of Recommendations As-
sessment, Development and Evaluation (GRADE) ap-
proach (see below) and included therapies for the
treatment of OP approved by the US Food and Drug
Administration before 2015. No other therapies have been
approved as of the time of publication of these guidelines.

METHODS

Methodology overview. We developed this guideline
according to the ACR guideline development process (http://
www.rheumatology.org/Practice-Quality/Clinical-Support/Clini-
cal-Practice-Guidelines). This process includes the GRADE
methodology (www.gradeworkinggroup.org) (31–33). Conflicts
of interest and disclosures were determined and managed
according to ACR policy (https://www.rheumatology.org/Portals/
0/Files/GIOP-Guidelines-Disclosure-Summary.pdf). The full
methods are described in detail in Supplementary Appendix 1
(available on the Arthritis & Rheumatology web site at http://
onlinelibrary.wiley.com/doi/10.1002/art.40137/abstract). This
work involved 4 teams: 1) a Core Leadership Team (4 members),
which supervised and coordinated the project and drafted the
clinical questions and manuscript; 2) a Literature Review
Team, which completed the literature search and abstraction;
3) an Expert Panel, which developed the clinical questions
(PICO [population/intervention/comparator/outcomes] ques-
tions) and the scope of the guideline project; and 4) a Voting
Panel, which included adult and pediatric rheumatologists,
internists, a nephrologist, a pulmonologist, a gastroenterolo-
gist, medical specialists with clinical expertise in treating
GIOP, and a patient who provided input from the patient
perspective and voted on the recommendations. Rosters of
the team and panel members are shown in Supplementary
Appendix 2 (http://onlinelibrary.wiley.com/doi/10.1002/art.40137/
abstract).

Framework for the GIOP guideline development. The
Panel ranked fracture (hip, vertebral, nonvertebral) as the
critically important outcome measure for treatment evaluation.
Important outcome measures included adverse effects of
treatments, in particular the incidence of serious and total
adverse events (see Supplementary Appendix 3 [http://
onlinelibrary.wiley.com/doi/10.1002/art.40137/abstract] for a
list of adverse events).

At the initial meeting, the Voting Panel and Expert
Panel agreed that the scope of the project should be the
assessment, prevention, and treatment of OP and fractures in
children and adults taking glucocorticoids (prednisone at
.2.5 mg/day for $3 months), including patients with organ
transplants, women of childbearing potential, and people
receiving very high-dose GCs. Treatment of people using

inhaled GCs and those with a glomerular filtration rate of
,30 ml/minute were not addressed in these guidelines.

Adult men and women were divided into 2 groups
based on age ($40 years or ,40 years). After population risk
groups were defined, interventions and comparators for each
clinical scenario were specified using a PICO question (see list
of PICO questions in Supplementary Appendix 3). PICO
questions included assessment and reassessment of fracture
risks, treatment comparisons, and questions about duration
and reassessment of treatment. When it was necessary to use
BMD to support a recommendation (which was the case in
only 4 PICO questions, all addressing pediatric patients with
GIOP), the Voting Panel downgraded the quality of evidence
for indirectness, since BMD provides only indirect evidence of
the impact on fracture.

Systematic synthesis of the literature. We performed
systematic searches of the published English-language litera-
ture including OVID Medline, PubMed, Embase, and the
Cochrane Library (including Cochrane Database of Systematic
Reviews, Database of Abstracts of Reviews of Effects,
Cochrane Central Register of Controlled Trials, and Health
Technology Assessments) from the beginning of each database
through October 6, 2015 (Supplementary Appendix 4, on the
Arthritis & Rheumatology web site at http://onlinelibrary.wiley.
com/doi/10.1002/art.40137/abstract), and update searches were
conducted on April 23, 2016. We performed duplicate screen-
ing of literature search results using DistillerSR software
(https://distillercer.com/products/distillersr-systematic-review-
software/) (Supplementary Appendix 5, http://onlinelibrary.
wiley.com/doi/10.1002/art.40137/abstract). Data were extracted
into RevMan software (http://tech.cochrane.org/revman), and
the quality of each study was evaluated using the Cochrane
risk of bias tool (http://handbook.cochrane.org/). We exported
RevMan files into GRADEpro software to formulate a
GRADE summary of findings table (Supplementary Appendix
3) for each PICO question (34). The overall quality of evidence
was evaluated using GRADE quality assessment criteria (31).

In clinical scenarios not addressed by data from ran-
domized clinical trials, data from observational cohort studies
were used to estimate relative effects. In situations in which
the question had not been tested in a sample of patients taking
GCs but had been tested in a non-GIOP population, we
applied the relative risk values from that study, making the
assumption that the effect was generalizable, but we
downgraded the quality of evidence for indirectness.

We projected absolute risk reduction within each risk
stratum according to hypothetical baseline fracture risk rang-
ing from 1% to 20%. The following cut points were used to
stratify levels of risk: ,5% incidence of vertebral fractures
over 5 years, between 5% and ,10%, and $10%. The Voting
Panel then made recommendations based on absolute fracture
reduction with treatment in each of these strata. We focused
on vertebral fracture rates because this outcome was more
consistently reported in the literature and because of the
greater effects of GCs on trabecular bone.

Moving from evidence to recommendations. GRADE
methodology specifies that panels make recommendations
based on the balance of relative benefits and harms of the
treatment options under consideration, the quality of the evi-
dence (i.e., confidence in the effect estimates), and patients’
values and preferences. Key to the recommendation is the
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tradeoff between desirable and undesirable outcomes and
cost; recommendations require estimating the relative value
patients place on the outcomes. We are unaware of published
literature exploring patient values and preferences regarding
these issues. Our judgments were based on the experience of
the Panel members (which included a patient) in shared
decision-making with their patients. Below we outline the Vot-
ing Panel’s assessment of these tradeoffs that informed the
final recommendations.

Consensus building. The Voting Panel voted on the
direction and strength of the recommendation related to each
PICO question. An 80% level of agreement was used as the
threshold for a recommendation; if 80% agreement was not
achieved during an initial vote, the Panel members held addi-
tional discussions before re-voting. Consistent with GRADE
guidance, in some instances the Voting Panel chose to provide
a strong recommendation despite a low quality rating of evi-
dence (33). In such cases, a written explanation is provided,
describing the reasons for this decision.

Moving from recommendations to practice. When
applying these risk-stratified recommendations in clinical
settings, adults $40 years of age receiving long-term GCs
should be designated as being at moderate-to-high risk or low
risk of fracture (Table 1) based on BMD, history of fracture, and
10-year risk of major OP fracture and hip fracture calculated
using a tool that combines risk factors with GC dose. Although
many tools that incorporate GC use are available, the Voting
Panel suggested using FRAX (https://www.shef.ac.uk/FRAX/
tool.jsp) for fracture risk assessment. When GC use is included
as a risk factor in FRAX, the fracture risk generated is the

risk associated with a prednisolone dose of 2.5–7.5 mg/day
(prednisolone and prednisone doses are nearly equivalent).
For people receiving doses of .7.5 mg/day, the fracture risk
generated with FRAX should be increased by a relative 15%
for major osteoporotic fracture and 20% for hip fracture risk
(13). For example, if the 10-year hip fracture risk is 2.0% with
GC use entered in FRAX, the risk estimate should be increased
to 2.4% if the prednisone dose is .7.5 mg.

There are no tools available to estimate absolute frac-
ture risk in children or in adults ,40 years of age. These
groups were considered to be at high fracture risk if they have
previously sustained an OP fracture. The Voting Panel desig-
nated men and women ,40 years of age to be at moderate risk
if they were expected to continue GC treatment at .7.5 mg/
day for 6 months and had either 1) a hip or spine BMD Z
score of ,23 or 2) a rapid decline in hip or spine BMD
(equivalent to $10% in 1 year) during GC treatment.

RESULTS/RECOMMENDATIONS

How to interpret the recommendations

1. The Voting Panel’s assessment was that patients
would be willing to take calcium and vitamin D with
only a very small absolute risk reduction, that all or
virtually all would be willing to take bisphos-
phonates to achieve a 5-year absolute reduction in
vertebral fracture risk of 5%, and that most would
choose to take oral bisphosphonates if the fracture

Table 1. Fracture risk categories in GC-treated patients

Adults $40 years of age Adults ,40 years of age

High fracture risk Prior osteoporotic fracture(s)
Hip or spine bone mineral density

T score #22.5 in men age
$50 years and postmenopausal
women

FRAX* (GC-adjusted†) 10-year
risk of major osteoporotic
fracture‡ $20%

FRAX* (GC-adjusted†) 10-year
risk of hip fracture $3%

Prior osteoporotic fracture(s)

Moderate fracture risk FRAX* (GC-adjusted†) 10-year
risk of major osteoporotic
fracture‡ 10–19%

FRAX* (GC-adjusted†) 10-year
risk of hip fracture .1% and
,3%

Hip or spine bone mineral
density Z score ,23
or
rapid bone loss ($10% at the
hip or spine over 1 year)

and
Continuing GC treatment at

$7.5 mg/day for $6 months

Low fracture risk FRAX* (GC-adjusted†) 10-year
risk of major osteoporotic
fracture‡ ,10%

FRAX* (GC-adjusted†) 10-year
risk of hip fracture #1%

None of above risk factors other
than GC treatment

* https//www.shef.ac.uk/FRAX/tool.jsp.
† Increase the risk generated with FRAX by 1.15 for major osteoporotic fracture and 1.2 for hip fracture
if glucocorticoid (GC) treatment is .7.5 mg/day (e.g., if hip fracture risk is 2.0%, increase to 2.4%).
‡ Major osteoporotic fracture includes fractures of the spine (clinical), hip, wrist, or humerus.
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reduction were $3% to ,5% (leading to a condi-
tional recommendation in favor). The 5-year time
period was chosen because few clinical trials have
data on fracture risk reduction past 3–5 years. Fur-
ther, the Panel members thought that most
patients would decline oral bisphosphonates with

an absolute reduction in 5-year risk of vertebral
fractures of 1.6–2.9% (leading to a conditional rec-
ommendation against), and all or virtually all would
decline if the risk reduction were ,1.5% (leading,
in the presence of high- or moderate-quality evi-
dence, to a strong recommendation against).

Figure 1. Initial fracture risk assessment. A clinical fracture risk assessment includes obtaining a history with the details of glucocorticoid (GC) use
(dose, duration, pattern of use), an evaluation for falls, fractures, frailty, and other osteoporosis (OP) risk factors (malnutrition, significant weight loss or
low body weight, hypogonadism, secondary hyperparathyroidism, thyroid disease, family history of hip fracture, history of alcohol use [at $3 units/day] or
smoking) and other clinical comorbidities, and a physical examination including measurement of weight and height (without shoes), testing of muscle
strength, and assessment for other clinical findings of undiagnosed fracture (i.e., spinal tenderness, deformity, and reduced space between lower ribs and
upper pelvis) as appropriate given the patient’s age. The risk of major osteoporotic fracture calculated with the FRAX tool (https://www.shef.ac.uk/
FRAX/tool.jsp) should be increased by 1.15, and the risk of hip fracture by 1.2, if the prednisone dose is .7.5 mg/day (e.g., if the calculated hip fracture
risk is 2.0%, increase to 2.4%). It is recognized that in some cases, bone mineral density (BMD) testing may not be available.
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For intravenous (IV) bisphosphonates, denosu-
mab, raloxifene, and teriparatide, which have great-
er harms or burden of treatment, the threshold was
higher, although the Panel did not specify a thresh-
old value. Because raloxifene may increase the risk
of death due to stroke in postmenopausal women
with documented coronary heart disease or at
increased risk of major coronary events and/or may
increase the risk of deep vein thrombosis and pul-
monary embolism (35), and there is no evidence of
its benefit in fracture reduction in GC-treated
patients, the Voting Panel considered the drug as a
treatment option only for postmenopausal women
with contraindications to all other treatments. We
are unaware of published literature exploring
patient values and preferences regarding these
issues. The judgments are based on the experience
of the Panel members (which included a patient) in
shared decision-making with their patients.

2a. A strong recommendation means that the Panel was
confident that the desirable effects of following the
recommendation outweigh the undesirable effects
(or vice versa), so the course of action would apply to
all or almost all patients, and only a small proportion
would not want to follow the recommendation.

2b. A conditional recommendation means that the
Panel believed the desirable effects of following
the recommendation probably outweigh the unde-
sirable effects, so the course of action would
apply to the majority of the patients, but some
may not want to follow the recommendation.
Because of this, conditional recommendations are
preference sensitive and always warrant a shared
decision-making approach.

2c. A good practice recommendation (36) means that
although the Panel believed the benefits of proceed-
ing according to the guidance far outweigh the
harms, the supporting evidence is indirect, and the
Panel did not formally assess the relevant evidence.
The logic for the good practice statements is as
follows: Appropriate management regarding bone
health is based on an initial assessment and reas-
sessment of fracture risk. However, there are inade-
quate data directly addressing outcomes in patients
whose cases were managed with, versus those with-
out, initial and follow-up fracture risk assessments.
The chain of evidence—limited antifracture treat-
ment with limited adverse effects in those at low
risk; more aggressive antifracture treatment with
resultant decrease in fractures in those at high
risk—is nevertheless compelling, though without a

structured review of the evidence for the benefits
and harms, the statement in question does not war-
rant a formal GRADE recommendation.

3. For each recommendation, details regarding the
PICO questions and the GRADE evidence tables
are listed in Supplementary Appendices 1 and
3 (on the Arthritis & Rheumatology web site at
http://onlinelibrary.wiley.com/doi/10.1002/art.40137/
abstract).

4. Recommendations for BMD testing are based on
the assumption that it is available in the region
where the patient receives treatment and that
there are no significant barriers, including the
patient’s functional status or financial barriers, that
preclude testing, and that the results are likely to
have an impact on clinical decision-making.

Recommendations for fracture risk assessment and
reassessment

Initial fracture risk assessment. All of the frac-
ture risk assessment and reassessment recommenda-
tions are made as good practice recommendations. In
all adults and children, an initial clinical fracture risk
assessment should be performed as soon as possible, but
at least within 6 months of the initiation of long-term GC
treatment (Figure 1). This assessment should include a
history with the details of GC use (dose, duration, pat-
tern of use), an evaluation for falls, fractures, frailty,
and other risk factors for fracture (malnutrition, signifi-
cant weight loss or low body weight, hypogonadism,
secondary hyperparathyroidism, thyroid disease, family
history of hip fracture, history of alcohol use [at $3
units/day] or smoking) and other clinical comorbidities,
and a physical examination including measurement of
weight and height (without shoes), testing of muscle
strength, and assessment for other clinical findings of
undiagnosed fracture (i.e., spinal tenderness, deformity,
and reduced space between lower ribs and upper pelvis)
as appropriate given the patient’s age.

In addition, for adults $40 years of age, the initial
absolute fracture risk should be estimated using FRAX
(https://www.shef.ac.uk/FRAX/tool.jsp) with the adjust-
ment for GC dose and BMD testing (if available, or with-
out BMD if it is not available) as soon as possible, but at
least within 6 months of the initiation of GC treatment.

For adults ,40 years of age, BMD testing
should be done as soon as possible but at least within
6 months of the initiation of GC treatment if the
patient is at high fracture risk because of a history
of previous OP fracture(s) or if the patient has other
significant OP risk factors (malnutrition, significant
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weight loss or low body weight, hypogonadism, sec-
ondary hyperparathyroidism, thyroid disease, family
history of hip fracture, smoking, alcohol use at $3
units/day).

Reassessment of fracture risk. In all adults and
children who continue GC treatment, a clinical fracture

risk reassessment should be performed every 12 months
(Figure 2).

Adults $40 years of age. For adults $40 years of
age who continue GC treatment and are not treated
with an OP medication beyond calcium and vitamin D,
reassessment with FRAX, with BMD testing if available,

Figure 2. Reassessment of fracture risk. A clinical fracture risk reassessment includes obtaining a history with the details of glucocorticoid (GC)
use (dose, duration, pattern of use), an evaluation for falls, fractures, frailty, and other osteoporosis (OP) risk factors (malnutrition, significant
weight loss or low body weight, hypogonadism, secondary hyperparathyroidism, thyroid disease, family history of hip fracture, history of alcohol
use [at $3 units/day] or smoking) and other clinical comorbidities, and a physical examination including measurement of weight and height
(without shoes), testing of muscle strength, and assessment for other clinical findings of undiagnosed fracture (i.e., spinal tenderness, deformity,
and reduced space between lower ribs and upper pelvis) as appropriate given the patient’s age. Very high-dose GC treatment was defined as
treatment with prednisone $30 mg/day and a cumulative dose of .5 gm in the past year. Reliability of FRAX (https://www.shef.ac.uk/FRAX/
tool.jsp) after OP treatment is debated, but FRAX calculation can be repeated in adults age $40 years who have not received treatment. It is
recognized that in some cases, bone mineral density (BMD) testing may not be available.
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Table 2. Recommendations for initial treatment for prevention of GIOP in adults (women not of child-bearing potential and men) beginning
long-term GC treatment*

All adults taking prednisone at a dose of ‡2.5 mg/day for ‡3 months

Optimize calcium intake (800–1,000 mg/day) and vitamin D intake (600–800 IU/day) and lifestyle modifications (balanced diet, maintaining
weight in the recommended range, smoking cessation, regular weight-bearing or resistance training exercise, limiting alcohol intake to 1–2
alcoholic beverages/day) over no treatment or over any of these treatments alone.

Conditional recommendation because of indirect evidence on the impact of lifestyle modifications on fracture risk, low-quality evidence on the
impact of calcium and vitamin D on fractures in GC users, and indirect evidence on the benefit of calcium and vitamin D on fracture risk in
the general OP population

Adults age ‡40 years at low risk of fracture

Optimize calcium and vitamin D intake and lifestyle modifications over treatment with bisphosphonates, teriparatide, denosumab, or
raloxifene.

Conditional recommendation for calcium and vitamin D over oral bisphosphonates, teriparatide, and denosumab because of low-quality
evidence on additional antifracture benefit of the alternative treatments in this low-risk group, costs, and potential harms

Strong recommendation for calcium and vitamin D over IV bisphosphonates and raloxifene because of low-quality evidence on additional
antifracture benefit in this low-risk group and their potential harms

Adults age ‡40 years at moderate risk of major fracture

Treat with an oral bisphosphonate over calcium and vitamin D alone.

Treat with an oral bisphosphonate over IV bisphosphonates, teriparatide, denosumab, or raloxifene.

Oral bisphosphonates preferred for safety, cost, and because of lack of evidence of superior antifracture benefits from other OP medications.
Other therapies if oral bisphosphonates are not appropriate, in order of preference:

IV bisphosphonates
Higher risk profile for IV infusion over oral bisphosphonate therapy

Teriparatide
Cost and burden of therapy with daily injections

Denosumab
Lack of safety data in people treated with immunosuppressive agents

Raloxifene (for postmenopausal women in whom none of the medications listed above is appropriate)
Lack of adequate data on benefits (impact on risk of vertebral and hip fractures in GC users) and potential harms (clotting risks, mortality)

Conditional recommendations because of indirect and low-quality evidence comparing benefits and harms of alternative treatments in people
with moderate fracture risk

Adults age ‡40 years at high risk of fracture

Treat with an oral bisphosphonate over calcium and vitamin D alone.

Treat with an oral bisphosphonate over IV bisphosphonates, teriparatide, denosumab, or raloxifene.

Oral bisphosphonates preferred for safety, cost, and because of lack of evidence of superior antifracture benefits from other OP medications.
Other therapies if oral bisphosphonates are not appropriate, in order of preference:

IV bisphosphonates
Higher risk profile for IV infusion over oral bisphosphonate therapy

Teriparatide
Cost and burden of therapy with daily injections

Denosumab
Lack of safety data in people treated with immunosuppressive agents

Raloxifene (for postmenopausal women in whom none of the medications listed above is appropriate)
Lack of adequate data on benefits (impact on risk of vertebral and hip fractures in GC users) and potential harms (clotting risks, mortality)

Strong recommendation for oral bisphosphonates over calcium and vitamin D alone because of the strength of the indirect evidence of
antifracture efficacy and low harms

All other recommendations conditional because of indirect and low-quality evidence comparing benefits and harms of alternative treatments
in people with high fracture risk

Adults age <40 years at low risk of fracture

Optimize calcium and vitamin D intake and lifestyle modifications over treatment with bisphosphonates, teriparatide, or denosumab.

Conditional recommendation for calcium and vitamin D over oral bisphosphonates, teriparatide, and denosumab because of low-quality
evidence on additional antifracture benefit of the alternative treatments, costs, and potential harms

Strong recommendation for calcium and vitamin D over IV bisphosphonates because of low-quality evidence for additional antifracture benefit
in this low-risk group and potential harms
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should be completed every 1–3 years. This reassessment
should be performed earlier within this 1–3-year time
range for adults age $40 years who are receiving very
high doses of GCs (initial prednisone dose $30 mg/day,
cumulative dose .5 gm in the previous year) or those
with a history of OP fracture(s). Later or less frequent
testing within this range can be done for adults age $40
years who are taking lower doses of GCs with no other
OP risk factors.

For adults $40 years old who continue GC treat-
ment and are currently treated with an OP medication in
addition to calcium and vitamin D, BMD testing should
be completed every 2–3 years during treatment in high-
risk patients such as those receiving very high-dose GCs
(initial prednisone dose $30 mg/day, cumulative dose
.5 gm in the previous year), a history of OP fracture
occurring after $18 months of treatment with anti-
fracture medication (other than calcium and vitamin D),
risks for poor medication adherence or absorption, or
other significant OP risk factors.

For adults $40 years old who received an OP treat-
ment in the past but are no longer being treated with an OP
medication other than calcium and vitamin D, BMD testing
should be done every 2–3 years. Within this range, reassess-
ment should be conducted earlier in patients receiving
higher doses of GCs and those with a history of fracture or
low BMD, and later in those receiving lower doses of GCs,
with higher BMD and no other OP risk factors.

Adults ,40 years of age. For all adults ,40
years of age who continue GC treatment and are at
moderate-to-high fracture risk (history of previous fracture,
BMD Z score ,23, received very high-dose prednisone
[$30 mg/day and cumulative dose .5 gm] in the previous
year, risks for poor medication adherence or absorption,

or multiple OP risk factors), BMD testing should be done
every 2–3 years.

Recommendations for treatment

The Voting Panel’s rationale and strength of rec-
ommendations for treatment are detailed in Table 2.

Calcium and vitamin D intake and lifestyle
modifications. Optimizing calcium intake (1,000–
1,200 mg/day) and vitamin D intake (600–800 IU/day;
serum level $20 ng/ml) (37) as well as lifestyle modi-
fications (a balanced diet, maintaining weight in the rec-
ommended range, smoking cessation, regular weight-
bearing or resistance training exercise, limiting alcohol
intake to 1–2 alcoholic beverages/day) are conditionally
recommended for all patients receiving GC treatment.

Initial pharmacologic treatment. Adults $40
years of age. Women $40 years of age and not of
childbearing potential and men $40 years of age (Fig-
ure 3) who are at moderate-to-high risk of fracture
should be treated with an oral bisphosphonate (strong
recommendation for those at high risk; conditional rec-
ommendation for those at moderate risk). For patients
in whom oral bisphosphonates are not appropriate (for
example, due to comorbidities, patient preference, or
concerns about adherence with an oral medication regi-
men), IV bisphosphonates should be used rather than
the patient receiving no additional treatment beyond
calcium and vitamin D. If bisphosphonate treatment
is not appropriate, teriparatide should be used rather
than the patient receiving no additional treatment
beyond calcium and vitamin D. If neither oral nor IV
bisphosphonates nor teriparatide treatment is appropri-
ate, denosumab should be used rather than the patient
receiving no additional treatment beyond calcium and

Table 2. (Cont’d)

Adults age <40 years at moderate-to-high risk of fracture

Treat with an oral bisphosphonate over calcium and vitamin D alone.

Treat with an oral bisphosphonate over IV bisphosphonates, teriparatide, or denosumab.

Oral bisphosphonates preferred for safety, cost, and because of lack of evidence of superior antifracture benefits from other OP medications.
Other therapies if oral bisphosphonates are not appropriate, in order of preference:

IV bisphosphonates
Higher risk profile for IV infusion over oral bisphosphonate therapy

Teriparatide
Cost and burden of therapy with daily injections

Denosumab
Lack of safety data in people treated with immunosuppressive agents

Conditional recommendations because of low- to very low-quality evidence on absolute fracture risk and indirect and low-quality evidence
comparing relative harms and benefits of alternative treatments in this age group

* GIOP 5 glucocorticoid (GC)–induced osteoporosis; IV 5 intravenous.
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vitamin D. For postmenopausal women in whom none
of these medications is appropriate, raloxifene should
be used rather than the patient receiving no additional
treatment beyond calcium and vitamin D. The order of
the preferred treatments was determined based on a
comparison of efficacy (fracture reduction), toxicity, and
cost. These are conditional recommendations.

Adults ,40 years of age. For adults ,40 years of
age (women not of childbearing potential and men)
(Figure 3) with a history of OP fracture, or those continuing
GC treatment ($6 months at a dose of $7.5 mg/day) who
have either a hip or spine BMD Z score ,23 or bone loss of
$10%/year at the hip or spine as assessed by dual x-ray
absorptiometry (DXA), an oral bisphosphonate should

Figure 3. Initial pharmacologic treatment for adults. Recommended doses of calcium and vitamin D are 1,000–1,200 mg/day and 600–800 IU/
day (serum level $20 ng/ml), respectively. Lifestyle modifications include a balanced diet, maintaining weight in the recommended range, smok-
ing cessation, regular weight-bearing and resistance training exercise, and limiting alcohol intake to 1–2 alcoholic beverages/day. Very high-dose
glucocorticoid (GC) treatment was defined as treatment with prednisone $30 mg/day and a cumulative dose of .5 gm in the past year. The risk
of major osteoporotic (OP) fracture calculated with the FRAX tool (https://www.shef.ac.uk/FRAX/tool.jsp) should be increased by 1.15, and the
risk of hip fracture by 1.2, if the prednisone dose is .7.5 mg/day (e.g., if the calculated hip fracture risk is 2.0%, increase to 2.4%). It is recog-
nized that in some cases, bone mineral density (BMD) testing may not be available. PMP 5 postmenopausal; IV 5 intravenous.

10 BUCKLEY ET AL

https://www.shef.ac.uk/FRAX/tool.jsp
cristian.diaz
PDF Creator Trial



Table 3. Recommendations for initial treatment for prevention of GIOP in special populations of patients beginning long-term GC treatment*

Women of childbearing potential at moderate-to-high risk of fracture (Table 1) who do not plan to become pregnant within the period of OP
treatment and are using effective birth control or are not sexually active

Treat with an oral bisphosphonate over calcium and vitamin D alone, teriparatide, IV bisphosphonates, or denosumab.

Oral bisphosphonates preferred for safety, cost, and because of lack of evidence of superior antifracture benefits from other OP medications.
Other therapies if oral bisphosphonates are not appropriate, in order of preference:

Teriparatide
Safety, cost, and burden of therapy with daily injections

Consider the following therapies only for high-risk patients because of lack of safety data on use of these agents during pregnancy:
IV bisphosphonates

Potential fetal risks of IV infusion during pregnancy
Denosumab

Potential fetal risks during pregnancy

Conditional recommendations because of indirect and very low-quality evidence on benefits and harms of these treatments to the fetus during
pregnancy

Adults age ‡30 years receiving very high-dose GCs (initial dose of prednisone ‡30 mg/day and cumulative dose >5 gm in 1 year)

Treat with an oral bisphosphonate over calcium and vitamin D alone.

Treat with an oral bisphosphonate over IV bisphosphonates, teriparatide, or denosumab.

Oral bisphosphonates preferred for safety, cost, and because of lack of evidence of additional antifracture benefits from other OP
medications.

If bisphosphonate treatment is not appropriate, alternative treatments are listed by age ($40 years and ,40 years) in Table 2.

Conditional recommendations because of low-quality evidence on absolute fracture risk and harms in this population

Adults with organ transplant, glomerular filtration rate ‡30 ml/minute, and no evidence of metabolic bone disease who continue treatment
with GCs

Treat according to the age-related guidelines for adults without transplants (Table 2), with these additional recommendations:

An evaluation by an expert in metabolic bone disease is recommended for all patients with a renal transplant.

Recommendation against treatment with denosumab due to lack of adequate safety data on infections in adults treated with multiple
immunosuppressive agents.

Conditional recommendations because of low-quality evidence on antifracture efficacy in transplant recipients and on relative benefits and
harms of the alternative treatments in this population

Children ages 4–17 years treated with GCs for ‡3 months

Optimize calcium intake (1,000 mg/day) and vitamin D intake (600 IU/day) and lifestyle modifications over not optimizing calcium and
vitamin D intake and lifestyle modifications.

Conditional recommendation because of lack of antifracture efficacy of calcium and vitamin D in children but limited harms

Children ages 4–17 years with an osteoporotic fracture who are continuing treatment with GCs at a dose of ‡0.1 mg/kg/day for ‡3 months

Treat with an oral bisphosphonate (IV bisphosphonate if oral treatment contraindicated) plus calcium and vitamin D over treatment with
calcium and vitamin D alone.

Conditional recommendation because of very low-quality antifracture data in children but moderate-quality evidence of low harms of oral
bisphosphonates in children and less potential harm of oral over IV bisphosphonates

* GIOP 5 glucocorticoid (GC)–induced osteoporosis; IV 5 intravenous.
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be used rather than the patient receiving no additional
treatment beyond calcium and vitamin D. If treatment
with an oral bisphosphonate is not appropriate, the same
alternative medications listed for adults $40 years of age
are recommended with the exception of raloxifene, which
is not used in men and premenopausal women. These
are conditional recommendations.

Special populations. For women who meet crite-
ria for moderate-to-high risk of fracture (Table 1) and are
of childbearing potential (Table 3 and Figure 3), but do
not plan to become pregnant within the period of OP treat-
ment and are using effective birth control or are not sexu-
ally active, an oral bisphosphonate should be used rather
than the patient receiving no additional treatment
beyond calcium and vitamin D. If oral bisphosphonate
treatment is not appropriate, teriparatide should be
used rather than the patient receiving no additional
treatment beyond calcium and vitamin D. Because
of the lack of safety data and the potential fetal harm
associated with denosumab in animal studies and with
high-dose IV bisphosphonates (38–53), these therapies
should be used only in women who are at high risk of frac-
ture in whom treatment with an oral bisphosphonate and

teriparatide is not appropriate. Denosumab or IV bis-
phosphonate treatment should be initiated only after a
discussion with the patient about the very low quality of
evidence about fetal harms in the event of an unplanned
pregnancy. These are conditional recommendations.

There is a lack of data on the safety of currently
available OP treatments during pregnancy. Therefore, these
guidelines do not include recommendations about OP pre-
vention or treatment, other than calcium and vitamin D
intake and lifestyle modification, in women who are
pregnant.

For adults �30 years of age who are receiving very
high-dose GC treatment (initial prednisone dose of
$30 mg/day [or equivalent GC exposure] and a cumulative
annual dose of .5 gm) (Table 3), oral bisphosphonate
treatment should be initiated. If treatment with an oral bis-
phosphonate is not appropriate, the age-related recom-
mendations for second-line therapy (Table 2) should be
followed (with adjustments for women of childbearing
potential as outlined in these guidelines). These are condi-
tional recommendations.

For adults who have received an organ transplant
and who are continuing treatment with GCs (Table 3),

Table 4. Recommendations for follow-up treatment for prevention of GIOP*

Adults age ‡40 years continuing GC treatment who have had a fracture that occurred after ‡18 months of treatment with an oral
bisphosphonate or who have had a significant loss of bone mineral density (‡10%/year)

Treat with another class of OP medication (teriparatide or denosumab; or, consider IV bisphosphonate if treatment failure is judged to be
due to poor absorption or poor medication adherence) with calcium and vitamin D over calcium and vitamin D alone or over calcium and
vitamin D and continued oral bisphosphonate.

Conditional recommendation because of very low-quality evidence comparing benefits and harms of the compared treatment options in this
clinical situation

Adults age ‡40 years who have completed 5 years of oral bisphosphonate treatment and who continue GC treatment and are assessed to be at
moderate-to-high risk of fracture

Continue active treatment (with an oral bisphosphonate beyond 5 years or switch to IV bisphosphonate [if concern with regard to adherence
or absorption] or switch to an OP treatment in another class) over calcium and vitamin D alone.

Conditional recommendation because of very low-quality data on benefits and harms in GC-treated patients, but moderate-quality data in the
general OP literature on benefits and harms of continuing treatment with oral bisphosphonates past 5 years for people at high risk of fracture

Adults age ‡40 years taking an OP medication in addition to calcium and vitamin D who discontinue GC treatment and are assessed to be at
low risk of fracture

Discontinue the OP medication but continue calcium and vitamin D over continuing the OP medication.

Conditional recommendation made by expert consensus; evidence informing it too indirect for the population and very low-quality

Adults age ‡40 years taking an OP medication in addition to calcium and vitamin D who discontinue GC treatment and are assessed to be at
moderate-to-high risk of fracture

Complete the treatment with the OP medication over discontinuing the OP medication.

Strong recommendation for high-risk patients based on expert consensus that patients who are at high risk should continue an OP treatment
in addition to calcium and vitamin D

Conditional recommendation for moderate-risk patients because of lower fracture risk compared to potential harms

* GIOP 5 glucocorticoid (GC)–induced osteoporosis; IV 5 intravenous.

12 BUCKLEY ET AL

cristian.diaz
PDF Creator Trial



the age-related treatment recommendations outlined in
these guidelines for men and women who do not have
transplants should be followed if the glomerular filtra-
tion rate is $30 ml/minute and there is no evidence of
metabolic bone disease. An evaluation by an expert in
metabolic bone disease is recommended before initiat-
ing pharmacologic treatment in adults with a renal
transplant (54). The Panel made a recommendation
against the use of denosumab because of lack of safety
data in this population of patients who are treated with
multiple immunosuppressive agents. These are condi-
tional recommendations.

For GC-treated children 4–17 years of age, a calcium
intake of 1,000 mg/day and vitamin D intake of 600 IU/day
is recommended. For children who have had an OP frac-
ture who continue GC treatment at a dose of $0.1 mg/kg/
day for $3 months, treatment with an oral bisphospho-
nate (or an IV bisphosphonate if oral treatment is not
appropriate) is recommended (Table 3). These are con-
ditional recommendations.

Follow-up treatment recommendations. Initial
treatment failure. For adults $40 years of age who are
continuing GC treatment who have had a fracture
that occurred $18 months after beginning treatment with
an oral bisphosphonate or had a significant decline in
BMD ($10%/year) after 1 year of treatment (Table 4),
treatment with another class of OP medication (teriparatide,
denosumab) or an IV bisphosphonate (if treatment failure is
judged to be due to poor absorption or poor medication
adherence) is recommended rather than the patient receiv-
ing no additional treatment beyond calcium and vitamin D
alone or continuing oral bisphosphonate treatment. These
are conditional recommendations.

Treatment if moderate-to-high fracture risk persists
after bisphosphonate therapy. For adults $40 years of
age who have completed 5 years of oral bisphosphonate
treatment (Table 4) who are continuing GC treatment
and are assessed to be at moderate-to-high risk of frac-
ture (Table 1), continuation of active OP treatment (in
addition to calcium and vitamin D) is recommended
rather than the patient receiving no additional treatment
beyond calcium and vitamin D. Suggested treatment
options include continuing the oral bisphosphonate for
7–10 years, switching to an IV bisphosphonate if absorp-
tion or adherence is a problem, or treatment with another
class of OP medication (teriparatide or denosumab),
depending on the response to the initial bisphosphonate
treatment (change in BMD, new fractures) and with con-
sideration of rare risks, including jaw necrosis and atypi-
cal femur fractures, which might increase with the
duration of antiresorptive therapy. These are conditional
recommendations.

Treatment if GCs are discontinued. For adults
$40 years of age who are treated with OP medication in
addition to calcium and vitamin D and are discontinuing
GC treatment (Table 4), discontinuation of the OP medica-
tion is recommended if fracture risk at the time of GC dis-
continuation is assessed to be low. Otherwise, the OP
treatment course should be completed or continued until
the fracture risk is assessed to be low. Continuation of OP
treatment in the setting of high risk is a strong recommen-
dation. The others are conditional recommendations.

Application of these treatment recommenda-
tions. These recommendations are made for average or
typical GC-treated patients. They may not be applicable
to GC-treated patients with multiple risk factors or
feasible for patients with financial or social barriers to
testing and treatment.

DISCUSSION

This report presents the updated ACR recommen-
dations for the prevention and treatment of osteoporosis
and fractures in patients receiving glucocorticoid treatment.
The goal is to optimize identification of patients at risk of
GC-induced fractures so that they can be appropriately
treated while limiting the risk and the burden of testing
and treatment. The guiding principle for these guide-
lines was to use outcome measures that are clinically
relevant to patients and providers, so in decision-
making, data about absolute fracture risk reduction were
given priority over BMD changes. The recommenda-
tions on the order of first-line treatments were based on
the Voting Panel’s assessment of antifracture efficacy,
potential harms, and costs. Thus, oral bisphosphonates
were recommended as the preferred first-line therapy in
most clinical situations given their antifracture benefit,
safety, and low cost, unless there are contraindications,
intolerance, or concerns about patient adherence to
treatment.

Robust methodology was used in the literature
search. The Voting Panel had a broad representation of
clinicians, both primary care providers and sub-
specialists, with experience in bone health and in pre-
scribing GC medications. In addition, these guidelines
include recommendations for the assessment and reas-
sessment of fracture risk and antifracture therapy dur-
ing GC treatment and for special populations, such as
children, people with organ transplants, people receiv-
ing very high doses of GCs, and women of childbearing
potential.

There are limitations to these recommendations.
First, many important clinical situations could not be
addressed given the limited scope of this guideline

ACR GUIDELINE FOR GLUCOCORTICOID-INDUCED OSTEOPOROSIS PREVENTION AND TREATMENT 13

cristian.diaz
PDF Creator Trial



project. Recommendations addressing initial assessment
and reassessment of fracture risk were made as good
practice recommendations (36) because, although the
Panel believes that the benefits of proceeding according
to the guidance far outweigh the undesirable conse-
quences, the supporting evidence is indirect or not avail-
able, and the Panel did not formally gather, summarize,
or assess the relevant evidence.

We adopted generally accepted thresholds to
define high, medium, and low levels of absolute risk of
incident fracture (i.e., ,10%, 10–19%, and $20% 10-
year risk of major osteoporotic fracture). These cut
points were used to stratify PICO questions and weigh
potential benefits versus harms in those different clinical
situations. However, the application of these recom-
mendations to a clinical setting requires that the physi-
cian assign the individual patient into a risk stratum.
For adults age $40 years, this can be accomplished
using fracture risk calculators that take the GC dose
into account, such as the FRAX tool. However, FRAX
has important limitations. First, the fracture risk gener-
ated when GC use is included as a risk factor estimates
the risk that would be associated with moderate-dose
prednisone (2.5–7.5 mg/day). To accurately estimate the
risk associated with doses of .7.5 mg/day, the clinician
must multiply the risk of major osteoporotic fracture
and the risk of hip fracture generated with the FRAX
by 1.15 and by 1.2, respectively. This adjustment may
not adequately estimate the risk associated with very
high-dose GC use. FRAX uses hip BMD to calculate
fracture risk, but GC use has a greater impact on spine
BMD. For GC-treated patients with discordant spine and
hip BMD (with lower spine BMD), the Fracture Risk
Calculator, which includes spine BMD in absolute frac-
ture risk estimation, is available (https://riskcalculator.
fore.org). Finally, there is debate about the validity of
FRAX fracture risk estimates after pharmacologic treat-
ment for OP, which should be considered in the reassess-
ment of fracture risk in treated patients.

The available evidence about fracture risk and
risk reduction was particularly limited with regard to
treatment recommendations in adults ,40 years of age
and children, and there are no tools available to esti-
mate absolute fracture risk in these age groups. Youn-
ger people are often treated with higher doses of GCs,
but they have higher bone mass and greater potential
for recovery of bone mass when the GC treatment is dis-
continued. To try to better categorize fracture risk in
adults ,40 years of age, the Panel considered several
risk factors as indicators of moderate-to-high fracture
risk—including history of previous fragility fracture, sig-
nificant decrease in BMD, or low BMD Z score with

continued use of prednisone (limiting the recovery of
bone mass) at a dose of $7.5 mg/day for at least 6
months—in patients ,40 years old, as well as in patients
$30 years old treated with very high doses of GCs (ini-
tial prednisone dose $30 mg/day with a cumulative dose
of .5 gm) (15,18,21–25). The lack of data on long-term
outcomes with OP treatment in this age group may lead
to under- or overtreatment, but the possible benefits to
long-term bone health and the relatively low risks asso-
ciated with the recommended OP treatments led to the
recommendation of treatment with an oral bisphospho-
nate in addition to calcium and vitamin D. There is a
need for more research about absolute risk of fracture
in this age group during and after GC use and into later
adult life.

Fracture data are very limited in GIOP-specific
clinical trials and population studies. Lacking these
data, the relative fracture reduction associated with OP
medications was extrapolated from the risk reduction
ascertained in clinical trials of many different treatments
for OP in general. While this step introduced indirect-
ness into the quality of evidence for many PICO ques-
tions, it is reassuring that where parallel data from
GIOP and non-GIOP trials exist, the derived relative
risks for treatment effects from the same intervention
are often similar, indicating that the assumption of gen-
eralizability may be reasonable (Supplementary Appen-
dix 3 [Summary of Findings Tables 1.4a/b/c, 1.9a/b/c],
available on the Arthritis & Rheumatology web site
at http://onlinelibrary.wiley.com/doi/10.1002/art.40137/
abstract). Imprecision in the estimate of benefits of
treatment is increased by these extrapolations. Future
clinical trials in GC-treated patients should include frac-
ture as a primary outcome measure.

The Panel faced low-quality evidence regarding
the magnitude of benefit GC-treated patients would
require as a tradeoff for assuming the burden and risks
of treatment for lowering fracture risk, particularly
given the uncertainties associated with estimates of ben-
efit. Awareness of the need to attain “minimally disrup-
tive medicine” (55) has increased in recent years, and
many of the candidate patients already bear the burden
of multiple medications. This burden may influence
their willingness to tolerate yet additional treatment.
The Panel’s assessment was that patients would be will-
ing to take calcium and vitamin D with only a very small
absolute risk reduction, that all or virtually all would be
willing to take bisphosphonates to achieve a 5-year abso-
lute reduction in vertebral fracture risk of 5%, and that
most would choose to take oral bisphosphonates if
the fracture reduction were between $3% and ,5%.
Patients who value these small absolute reductions less
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highly than the Panel estimated may decide against rec-
ommended treatment after discussion of risks and
benefits with their providers.

There are concerns about the potential harms
of calcium and vitamin D supplementation with regard to
cardiovascular risks (56,57). Optimizing calcium intake,
however, may be even more important in GC-treated
patients because of the increase in urinary calcium excretion
during GC use. For this reason, the guidelines suggest opti-
mizing dietary intake of calcium. More research about the
benefits and harms of supplemental calcium and vitamin D
in GC-treated patients is needed.

Because of these limitations, most of the recom-
mendations in this guideline are conditional or good
clinical practice recommendations. Further studies are
needed to examine differences in fracture risk in people
with different OP risk factors (age, race, and sex), the
role of spine imaging using vertebral fracture assess-
ment with DXA or radiography in assessing fracture
risk in GC users, the risk of OP medications to the fetus
in women of childbearing potential, and the impact of
OP treatment versus no treatment on adult bone health
and fracture risk in GC-treated children.

GIOP is not a problem that is unique to rheumatol-
ogy; GCs are widely prescribed by primary care providers
and subspecialists. The Panel’s judgments regarding
patients’ values and preferences were informed by input
from the primary care physicians, non-rheumatology spe-
cialists, and the patient who served on the Panel. This
patient highlighted the significant challenges that patients
and clinicians confront when making decisions about opti-
mizing bone health during GC treatment of chronic inflam-
matory conditions.
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Objective: The objective of this consensus is to update the recommenda-
tions for the treatment of hand, hip, and knee osteoarthritis (OA) by agree-
ing on key propositions relating to the management of hand, hip, and knee
OA, by identifying and critically appraising research evidence for the effec-
tiveness of the treatments and by generating recommendations based on a
combination of the available evidence and expert opinion of 18 countries
of America.
Methods: Recommendations were developed by a group of 48 specialists
of rheumatologists, members of other medical disciplines (orthopedics and
physiatrists), and three patients, one for each location of OA. A systematic
review of existing articles, meta-analyses, and guidelines for the manage-
ment of hand, hip, and knee OA published between 2008 and January
2014 was undertaken. The scores for Level of Evidence and Grade of Rec-
ommendation were proposed and fully consented within the committee
based on The American Heart Association Evidence-Based Scoring Sys-
tem. The level of agreement was established through a variation of
Delphi technique.
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Results: Both “strong” and “conditional” recommendations are given for
management of hand, hip, and knee OA and nonpharmacological, pharma-
cological, and surgical modalities of treatment are presented according to
the different levels of agreement.
Conclusions: These recommendations are based on the consensus of
clinical experts from a wide range of disciplines taking available evidence
into account while balancing the benefits and risks of nonpharmacological,
pharmacological, and surgical treatmentmodalities, and incorporating their
preferences and values. Different backgrounds in terms of patient educa-
tion or drug availability in different countries were not evaluated but will
be important.

Key Words: osteoarthritis of the hand, hip, and knee,
consensus recommendations
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O steoarthritis (OA) is the most common type of rheumatic dis-
ease; it is one of the main reasons for presentation to a rheu-

matologist. As the second most common cause of work disability
after cardiovascular disease, OA incurs direct and indirect costs that
have a major impact on the world economy and health systems.1,2

The reported prevalence of OA ranges from 0.5 to 40% of the
general population. Thewide variation is attributed to the variabil-
ity of the clinical features of the disease and the different criteria
used for diagnosis.1,2 Multiple patient factors are associated with
an increased risk of OA, with age being the most important,
followed by gender, body mass index, and microtraumas.3–6 This
consensus derives from a previous study of Demographic and
Clinical Characteristics of 3040 Patients by the PANLAR OA
study group, reporting significant differences in handling these
patients and the need for reaching an agreement in the manage-
ment of OA in Latin America, taking into account the conditions
of this region.7

As there is a lack of standardized criteria for the treatment of
OA, the objective of this committee of experts was to obtain
agreement on OA treatment and to provide recommendations for
the three most common joints affected by OA: the hand, hip,
and knee.
METHODS

Literature Research
A group specialized in literature research performed a reviewof

the literature available from 2008 to 2014 in MEDLINE, PubMed
(National Center for Biotechnology Information, Bethesda, MD,
USA), Cochrane Library (John Wiley & Sons, Inc., NJ, USA),
and Embase (Elsevier, Madrid, Spain). The level of evidence
and strength of recommendation were evaluated as shown in
Table 1, which were proposed and fully consented within the com-
mittee based on The American Heart Association Evidence-
Based Scoring System.8

A total of 896 articles were selected for analysis. The articles
were classified according to the model proposed by the Center for
Evidence-Based Medicine at Oxford, UK or the Jadad scale.9

Using these criteria, 108 articles were selected, and individual re-
sponses to questions developed through the analysis of the evi-
dence available in the literature were given by the committee
of experts.

Participants
Forty-eight experts in the field of OA (rheumatologists, or-

thopedic surgeons, and physical medicine specialties and OA
TABLE 1. Level of Evidence

Level M
A Information from various randomized clinical trials or meta-a
B Information from a randomized clinical trial or nonrandomiz
C Experts’ consensus, case studies, or care standards.

Strength of Recommendation
Level M
I There is evidence and/or general agreement that a procedure
II Conflicting evidence and/or differing opinions about the effic
IIa Evidence and/or agreement favor usefulness or efficacy.
IIb Usefulness or efficacy is not established by evidence or opin
III Conditions for which there is evidence, general agreement, o

cases may be harmful.
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patients and a general coordinator) representing 18 Latin American
countries agreed to take part in this study.

Experts’ Consensus
Two sessionswere conducted with the aim of reaching agree-

ment on the final recommendations for OA in all three joints. Each
participant was asked to contribute independently with questions
related to key clinical aspects in the management of hand, hip,
and knee OA. The consensus was reached by using a variation
of the Delphi technique. The experts answered questionnaires in
three rounds. After each round, a facilitator provided an anony-
mous summary of the experts’ forecasts from the previous round
and the reasons they provided for their judgments. The experts re-
vised their earlier answers in light of the replies of other members
of their panel.

Upon completion of the expert opinions, the document was
edited by the Editorial Committee with the final texts approved
by members of the working groups.

Recommendations for Hand OA
The recommendations for the management of hand OA

are summarized in Table 2 together with the level of evi-
dence supporting them. The treatment propositions are cate-
gorized into nonpharmacological, pharmacological, and surgical
treatment modalities.

The treatment of hand OA should be individualized accord-
ing to the type of OA (nodal or erosive), its location and severity,
the presence of inflammation, the pain level, the level of disability
and reduction in quality of life, the comorbidities and concomitant
medication, and the needs and expectations of patients.10–15

Nonpharmacological Treatment Modalities
Education with regard to joint protection should be pro-

vided (how to avoid adverse mechanical factors) together with
an exercise regimen that includes muscle strengthening and
range-of-motion exercises (IC).14–17 Furthermore, the combi-
nation of an orthosis (splint) with an exercise regimen to im-
prove pain and functionality in the short and long term and an
exercise regimen has been shown to decrease pain and increase
the range of motion and strength in hand OA.10,14,16–27

Pharmacological Treatment Modalities
Pharmacological modalities of treatment include the use of

topical NSAIDs, acetaminophen/paracetamol, and oral NSAIDs.
Topical NSAIDs are indicated as being effective and safe for mild
to moderate pain, and they are also indicated in elderly patients
eaning
nalyses.
ed studies.

eaning
or treatment is beneficial, useful, or effective.
acy of a procedure or treatment.

ion.
r both that the procedure treatment is not useful/effective and in some
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TABLE 2. Recommendations and Level of Evidence Relating to Hand OA

Proposition
Level of
Evidence

Nonpharmacological treatment modalities
1. Education with regard to joint protection together with an exercise regimen including muscle strengthening and range of
motion exercises.14–17

(IC)

2. The combination of an orthosis (splint) with an exercise regimen to improve pain and functionality in the short and long
term.7,14,16–26

(IIaB)

Pharmacological treatment modalities
3. Topical NSAIDs are indicated as being effective and safe for mild to moderate pain in patients with few affected joints and
in elderly patients with mild to moderate persistent pain.13,30–34

(IA)

4. Acetaminophen/paracetamol (up to 3 g/day) is the preferred oral analgesic for the long-term treatment particularly in elderly
patients because of its relative safety in comparison with NSAIDs.31,32

(IB)

5. Oral NSAIDs are recommended at the lowest effective dose and for the shortest time possible if patients present inadequate
response to acetaminophen/paracetamol.13,31,35–37,42 The high risk associated with gastrointestinal and cardiovascular events
should be considered.

(IA)

6. The use of chondroitin sulfate for pain relief and function is recommended as it has a good safety profile.38–40 (IA)
7. Glucosamine and chondroitin sulfate are supported in the treatment of hand and knee OA.39 (IB)
8. Steroids or intra-articular hyaluronic acidmay be considered for use in the treatment of OA of the symptomatic TMC joint.28,29,41,43–46 (IIaB)
9. Intramuscular steroid is not recommended for patients with symptomatic hand OA.47,48 (IIIC)
10. The use of diacerein is not recommended as its effectiveness and the risk/benefits profile has not been established. (IIIC)
11. Adalimumab or infliximab are not recommended in patients with secondary or erosive hand.29,50,51,53 (IIIB)
12. Bisphosphonates (clodronate) is not recommended.54,118–120 (IIIB)
13. Hydroxychloroquine is not recommended for the symptomatic treatment of erosive hand OA.52 (IIIC)

Surgical treatment modalities
14. Trapeziectomia, arthroplasty with ligament reconstruction and tendon interposition, or arthrodesis may be considered for severe

OA of the base of the first finger (rhizarthrosis) if severe pain and/or disability and after conservative treatment have failed.53–60
(IIbB)

15. Ligament reconstruction is recommended for stage I. Hemitrapeziectomy, TM joint arthrodesis, implant, or arthroplasty is
recommended for stages II and III. Complete removal of the trapezium with or without ligament reconstruction is
recommended for stage IV.59,60,62

(IIbB)
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with mild to moderate persistent pain. For long-term treatment of
hand OA, acetaminophen/paracetamol is the preferred oral anal-
gesic. Other treatments in hand OA include the use of chondroitin
sulfate for pain relief and function and the use of glucosamine and
chondroitin sulfate. Furthermore, the use of steroids or intra-
articular hyaluronic acid may be considered for use in the treat-
ment of OA of the symptomatic TMC joint.28,29,41

Surgical Treatment Modalities
Surgery (trapeziectomia, arthroplasty with ligament recon-

struction and tendon interposition, or arthrodesis) may be consid-
ered for severe OA of the base of the first finger (rhizarthrosis) in
patients who have severe pain and/or disability and after conserva-
tive treatment has failed (IIbB).53–60 Proper use of arthroplasty or
arthrodesis for the affected joints requires careful consideration of
the needs of the patient with regard to the affected fingers.55–60

Recommendations for Hip OA
The recommendations for the management of hip OA

are summarized in Table 3 together with the level of evi-
dence supporting them. The treatment propositions are cate-
gorized into nonpharmacological, pharmacological, and surgical
treatment modalities.

Nonpharmacological Treatment Modalities
Early rehabilitation is indicated to maintain mobility and pre-

vent impairment of the extension and abduction function of the
hip. Patients with hip OA should receive information and educa-
tion regarding the therapeutic objectives and the importance of
© 2016 Wolters Kluwer Health, Inc. All rights reserved.
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changes in lifestyle, which include an exercise regimen, weight re-
duction, the use of walking aids (walking stick and crutches) and
shoe adjustments, and other measures to prevent the progression
of joint damage.62–64

Available treatment options for pain relief in patients with
hip OA include thermotherapy and transcutaneous electrical nerve
stimulation (TENS).

Pharmacological Treatment Modalities
The use of acetaminophen/paracetamol is recommended for

use in hip OA owing to its safety profile.65 NSAIDs may be indi-
cated at higher than usual doses to treat more severe pain.61,66,67

The use of hyaluronic acid in the treatment of hip OAmay be ben-
eficial and, thus, could help to reduce NSAID use.70 In patients
who suffer painful relapses and who do not respond to analgesics
and NSAIDs, intra-articular corticosteroid injection (ultrasound-
guided) may be beneficial to provide fast pain relief (IIaB).69,70

Surgical Treatment Modalities
The recommendations for the surgical treatment of hip OA

are based on the available literature from the last 2 years.
Total hip arthroplasty is a surgical modality that is undergo-

ing continuous development. It is indicated in patients who have
OA accompanied by pain and difficulty walking and whose qual-
ity of life is impaired as it improves not only these factors but also
patient survival.73,76 Avariety of models and metal implants are
available, and different approaches can be chosen such as the use
of a cemented, uncemented, or hybrid prosthesis. The available
evidence shows that cemented prostheses are as effective as
www.jclinrheum.com 347
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TABLE 3. Recommendations and Level of Evidence Relating to Hip OA

Proposition
Level of
Evidence

Nonpharmacological treatment modalities
1. Information and education regarding the therapeutic objectives and the importance of changes in lifestyle, which include an
exercise regimen, weight reduction, use of walking aids (walking stick and crutches) and shoe adjustments and other measures
to prevent the progression of joint damage.62

(IB)

2. Strengthening the extensors and abductors improves functionality and can be used to prepare the patient before a hip
implant.61,62,64

(IB)

3. The use of orthoses is recommended to prevent the progression of degenerative changes and improve hip function.61,62,64 (IIbB)
4. Thermotherapy can be performed to relieve pain.61,62,64 (IB)
5. Transcutaneous electrical nerve stimulation (TENS) should also be used for pain relief and to reduce stiffness.62 (IIbB)
6. Aerobic exercise performed on a regular basis and muscle stretching and strengthening and joint mobility exercises are
recommended.62

(IB)

7. The use of a walking stick in the contralateral hand is also recommended. The handle should be at the level of the greater
trochanter of the femur.62

(IIbB)

8. A neuromuscular bandage may be beneficial as it aids analgesia, stimulates circulation, and reduces pressure. Consequently,
the patient’s posture is improved.61

(IIaB)

Pharmacological treatment modalities
9. The use of acetaminophen/paracetamol is recommended in mild to moderate pain, owing to its safety profile.63 (IB)
10. NSAIDs (ibuprofen, naproxen, diclofenac, meloxicam) or selective COX-2 inhibitors (celecoxib, etoricoxib) may be indicated

higher than usual doses in more severe pain.61,66,67
(IB)

11. Naproxen could be used in patients with cardiovascular risk. It should be administered in conjunction with a proton-pump
inhibitor owing to the high gastrointestinal risk.66

(IA)

12. Weak opioids such as tramadol may be beneficial if there is no response to NSAIDs or COX-2 inhibitors, no toleration, or are
contraindicated.61

(IIbB)

13. The use of hyaluronic acid may be beneficial and, thus, could help to reduce the NSAID use.68 (IIbB)
14. Intra-articular corticosteroid injection (ultrasound-guided) may be beneficial to provide fast pain relief in patients who suffer

painful relapses and who do not respond to analgesics and NSAIDs.69,70
(IIaB)

15. Avocado and soybean unsaponifiable may play a useful role, and recent studies have provided the evidence that they may slow
the progression of OA.71

(IIA)

16. The use of diacerein has reported a high rate of adverse effects, such as diarrhea and risk of liver damage.49,70,72 (IIIB)
Surgical treatment modalities
17. Total hip arthroplasty is indicated when OA is accompanied by pain and walking difficulty and when the quality of life is

impaired. It improves not only these factors but also patient survival.74,75 Avariety of models and metal implants are available
and different approaches can be chosen such as the use of a cemented, uncemented, or hybrid prosthesis.77,78

(IA)

Rillo et al JCR: Journal of Clinical Rheumatology • Volume 22, Number 7, October 2016
uncemented, especially in the stem (femoral component),
whereas uncemented prostheses are more effective for the cup
(acetabular component).

Recommendations for Knee OA
The recommendations for the management of knee OA

are summarized in Table 4 together with the level of evi-
dence supporting them. The treatment propositions are cate-
gorized into nonpharmacological, pharmacological, and surgical
treatment modalities.

Nonpharmacological Treatment Modalities
Information and education regarding treatment goals and the

importance of lifestyle changes to reduce the degenerative damage
of the knee joint should be provided to the patient. Use of support
devices such as insoles and knee braces may help to reduce pain
and stiffness.61,80,81

Pharmacological Treatment Modalities
A wide range of pharmacological treatment modalities is

available for patients with knee OA, including acetaminophen/
paracetamol, oral and topical NSAIDs, and tramadol. Further-
more, oral administration of hyaluronic acid may have a beneficial
348 www.jclinrheum.com
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therapeutic effect in patients with symptomatic knee OA and may
possibly have an even greater effect in relatively young patients.82

Treatment with chondroitin sulfate, which has a high safety pro-
file, has been shown to have a beneficial effect on symptoms in
patients with knee OA. In addition, it has been proven that this ef-
fect persists for 3 months after stopping the treatment (carryover
effect). Recent studies have provided evidence that chondroitin
sulfate use may delay OA progression.39,83–86 Moreover, the com-
bined use of glucosamine and chondroitin sulfate is indicated in
patients with knee OA and moderate to severe pain.98–100 Many
other pharmacological treatment modalities are described in
Table 4 (available only online only at…).

Surgical Treatment Modalities
Total knee arthroplasty may be indicated in the treatment of

knee OA owing to its outstanding effect on pain and stiffness
and the improvement obtained in physical activity 6 months after
intervention.129,130 In patients with a partial rupture of the menis-
cus, a partial meniscectomy performed arthroscopically may be
beneficial, followed by a physical therapy program.131,132

DISCUSSION
From the results of a recently published study7 of the

PANLAR OA group, we found it important to have a consensus
© 2016 Wolters Kluwer Health, Inc. All rights reserved.
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TABLE 4. Recommendations and Level of Evidence Relating to Knee OA

Proposition
Level of
Evidence

Nonpharmacological treatment modalities
1. Information and education regarding treatment goals and the importance of lifestyle changes to reduce the degenerative
damage of the knee joint should be provided.61,79

(IA)

2. Hydrotherapy in a therapeutic tank may be indicated in mild knee pain without swelling or stiffness; it is especially
beneficial for elderly patients.68 A program of exercises for flexibility, mobilization, and stretching can be included.79

(IIaA)

3. Mechanotherapy, including flexibility programs and mobilization and stretching exercises, can reduce pain and
improve the range of motion of the knee.79

(IIbA)

4. Thermotherapy (heat and cold) may help to improve the symptoms of knee OA.79 (IIaA)
5. The use heat to reduce pain and stiffness before performing flexion exercises in moderate and persistent pain is
recommended.81

(IB)

6. A program of flexibility, stretching, and strengthening exercises for symptomatic knee OA is recommended as this
reduces pain during walking and climbing stairs and improves the strength of the quadriceps femoris.83

(IA)

7. A daily walk is recommended as this improves muscle strength, aerobic capacity, and endurance; facilitates a good night’s
sleep; and reduces knee pain.81

(IA)

8. Aerobic exercise can be implemented gradually and progressively according to each patient’s level of fitness at a
frequency of three or more times per week, with a minimum duration of 20 to 30 minutes per session.81

(IA)

9. Exercises for concentric contraction of the flexor and extensor muscles of the knee are indicated as these have been shown
to reduce pain both at rest and during activity.82

(IA)

10. Support devices may be useful for reducing pain and stiffness and improving the functionality of the knee.79 Insoles and
knee braces have been shown to decrease valgus or varus and knee pain.

(IIaA)

11. The use of bandage tape may help to reduce pain in patients with joint instability knee OA.81 (IIaB)
12. The use of assistive devices such as a walking stick, walker, or crutches is suggested as a preventive measure.

A walking stick must be used in the contralateral hand and the height must be adjusted to the level of the greater
trochanter, with the elbow bent at an angle of 25 to 30 degrees.79

(IIaB)

Pharmacological treatment modalities
13. Acetaminophen/paracetamol is recommended at a dose of up to 3 g/day for the treatment of mild pain resulting from

knee OA. Moderate gastrolesive effects may occur and patients should be monitored for possible hepatic
complications.63,88

(IB)

14. NSAIDs such as diclofenac, ibuprofen, and naproxen, and selective NSAIDs including celecoxib and etoricoxib are
indicated in moderate pain.89,90 In all cases, gastric protection, such as a proton-pump inhibitor, is required91

and naproxen is recommended in patients with cardiovascular risk.92

(IA)

15. Topical NSAIDs may be indicated in patients with gastrointestinal risk, even though the analgesic response decreases
after 1 year of use.93–95

(IA)

16. The use of tramadol in the case of severe pain in its various administration forms is recommended.115 (IA)
17. Capsaicin gel was shown to be an effective treatment for knee OA accompanied by mild to moderate pain.96 (IIB)
18. Intra-articular corticosteroid injection (ultrasound-guided) may be beneficial to provide fast pain relief.69,70 (IIaB)
19. Chondroitin sulfate has shown to have a beneficial effect on symptoms in patients with knee OA and a high safety profile.

It has been proven that its effect persists for 3 months after stopping the treatment (carryover effect). Recent studies have
provided evidence that chondroitin sulfate use may delay OA progression.39,83–87

(IA)

20. The combined use of glucosamine and chondroitin sulfate is indicated in patients with knee OA and moderate to severe
pain.97–100

(IA)

21. Glucosamine may be beneficial for pain relief and for improving joint function in patients.103,121 (IA)
22. Avocado soybean unsaponifiable may help to slow the progression of joint damage associated with knee OA.71,101 (IIbA)
23. The administration of intra-articular steroids may be reasonable for knee OA accompanied by inflammation.102 (IIbB)
24. Intra-articular injection of hyaluronic acid of different molecular weights has proven to be beneficial in the treatment of

knee OA.103,104
(IIaB)

25. Oral administration of hyaluronic acid may have a beneficial therapeutic effect in patients with symptomatic knee OA and
may possibly have an even greater effect in relatively young patients.82

(IIbC)

26. The use of strontium ranelate may be beneficial for the treatment of knee pain.105–107 (IIbB)
27. Duloxetine may be helpful for knee OA accompanied by chronic pain.108,109 (IIbC)
28. The administration of low-dose oral steroids for a maximum of 12 weeks could be considered in patients older than

65 years.110
(IIbC)

29. Intra-articular injection of platelet-rich plasma may help to relieve pain associated with knee OA111–117; however, our
recommendation is to conduct better quality studies.

(IIbC)

30. The use of a supplement containing omega-3 and omega-6 fatty acids, zinc and vitamin E could be considered to
reduce pain and stiffness and improve joint function, and also to reduce the intake of NSAIDs/analgesics.122–126

(IIbB)

Continued next page
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TABLE 4. (Continued)

Proposition
Level of
Evidence

31. Intra-articular injection of mesenchymal stem cells derived from the infrapatellar fat pad may be effective at reducing pain
and improving knee function.128

(IIIC)

Surgical treatment modalities
32. There is no benefit associated with the use of arthroscopy in the treatment of knee OA, even in the presence of a partial

meniscal tear.133
(IIIA)

33. In patients with a partial rupture of the meniscus, a partial meniscectomy performed arthroscopically may be beneficial,
followed by a physical therapy program.131,132

(IIaB)

34. Total knee arthroplasty may be indicated owing to its outstanding effect on pain and stiffness and the improvement obtained
in physical activity 6 months after intervention.127–129,134,135 Proper preoperative planning is essential so that deformities
(varus or valgus) and long-term instabilities may be corrected.

(IIaB)
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on the treatment of hand, hip, and knee OA that could fit the needs of
patients and specialists in America because of the significant differ-
ences in handling these patients. Moreover, the need to ensure proper
carewith the least economic impact, in a region in whichmany coun-
tries have large gaps in financial resources, and there is an important
clinical diversity and various educational and cultural levels, suggests
specific adaptation to regional characteristics. These recommenda-
tions for the management of patients with hand, hip, and knee
OA are based on the best available evidence of benefit, safety,
and tolerability of nonpharmacologic and pharmacologic and sur-
gical treatment modalities and the consensus judgment of clinical
experts from a wide range of disciplines balancing the benefits
and harms of these treatments and incorporating their preferences
and values.

DifferencesWith Regard to ACR, OARSI, and EULAR
Although there are other consensus and guidelines13,61,62,79

on the treatment of OA in the mentioned locations, this consensus
focused on updating the information of the available modalities
with the participation of the OA specialist and patients of 18 coun-
tries of America.

CONCLUSIONS
These recommendations are based on the consensus opin-

ions of clinical experts from a wide range of disciplines taking
available evidence into account while balancing the benefits and
risks of nonpharmacological, pharmacological, and surgical treat-
ment modalities, and incorporating their preferences and values. It
is hoped that these recommendations will be utilized by healthcare
providers involved in the management of patients with hand, hip,
and knee OA.

The pharmacological management of OA has traditionally
been centered on analgesics and NSAIDs; however, increasing tox-
icity warnings have been issued recently for paracetamol, traditional
NSAIDs, and COX-2 inhibitors, making OA chronic treatment
even more challenging. The value and therapeutic efficacy of these
agents are unquestionable, but there is growing awareness that they
should be used for short time periods and for specific flares of the
disease. The use of safer alternatives suitable for long-term admin-
istration, such as chondroitin and glucosamine, is advisable and pre-
sents growing evidence of efficacy and safety, making them a
suitable alternative for long-term control of the disease. On the
other hand, the use of nonpharmacological treatments should also
be taken into account due to the improvements that these may pro-
duce to the quality of life of the patient. Latin America is formed by
different countries with background not similar to the European or
North American countries in terms of patient education or drug
350 www.jclinrheum.com
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availability. How conditions in different regions of Latin America
will need consideration.
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ABSTRACT
Recent insights in rheumatoid arthritis (RA) necessitated
updating the European League Against Rheumatism
(EULAR) RA management recommendations. A large
international Task Force based decisions on evidence
from 3 systematic literature reviews, developing 4
overarching principles and 12 recommendations (vs 3
and 14, respectively, in 2013). The recommendations
address conventional synthetic (cs) disease-modifying
antirheumatic drugs (DMARDs) (methotrexate (MTX),
leflunomide, sulfasalazine); glucocorticoids (GC);
biological (b) DMARDs (tumour necrosis factor (TNF)-
inhibitors (adalimumab, certolizumab pegol, etanercept,
golimumab, infliximab), abatacept, rituximab,
tocilizumab, clazakizumab, sarilumab and sirukumab
and biosimilar (bs) DMARDs) and targeted synthetic (ts)
DMARDs ( Janus kinase ( Jak) inhibitors tofacitinib,
baricitinib). Monotherapy, combination therapy,
treatment strategies (treat-to-target) and the targets
of sustained clinical remission (as defined by the
American College of Rheumatology-(ACR)-EULAR
Boolean or index criteria) or low disease activity are
discussed. Cost aspects were taken into consideration.
As first strategy, the Task Force recommends MTX (rapid
escalation to 25 mg/week) plus short-term GC, aiming at
>50% improvement within 3 and target attainment
within 6 months. If this fails stratification is
recommended. Without unfavourable prognostic markers,
switching to—or adding—another csDMARDs (plus
short-term GC) is suggested. In the presence of
unfavourable prognostic markers (autoantibodies, high
disease activity, early erosions, failure of 2 csDMARDs),
any bDMARD (current practice) or Jak-inhibitor should
be added to the csDMARD. If this fails, any other
bDMARD or tsDMARD is recommended. If a patient is in
sustained remission, bDMARDs can be tapered. For each
recommendation, levels of evidence and Task Force
agreement are provided, both mostly very high. These
recommendations intend informing rheumatologists,

patients, national rheumatology societies, hospital
officials, social security agencies and regulators about
EULAR’s most recent consensus on the management of
RA, aimed at attaining best outcomes with current
therapies.

The management of rheumatoid arthritis (RA) has
changed dramatically over the past 30 years. Few
therapeutic agents existed then, which were either
minimally or not efficacious, because of toxicity
and the fact that optimal dosing and onset of
action had not yet been elucidated for some
agents.1–4 Available therapies were started late
rather than early in the course of the disease.5 6

Early arthritis clinics were emerging,7–9 and their
successes fuelled reappraisal of the classification cri-
teria then available that focused primarily on long-
standing disease.10 A therapeutic target had not yet
been defined, because relief of symptoms appeared
to be the most important goal and the concept of
aiming at disease states like remission or low
disease activity was at best aspirational.11

To date, we have available numerous efficacious
agents. Among the conventional synthetic (cs)
disease-modifying antirheumatic drugs (DMARDs),12

we adopted methotrexate (MTX), on its optimal
use, as the anchor drug4; in addition, a number of
biological (b) DMARDs have been approved, more
recently followed (in many countries) by approval of
the first targeted synthetic (ts) DMARD, with more
in development.13 Today, new classification criteria
for RA promote the study of patients earlier in their
disease course than before14 and recommendations
have been developed to treat patients with RA via
strategic algorithms targeting an optimal outcome,
irrespective of the types of available therapies.15–17

A limited number of measures to assess response
in clinical trials and follow disease activity in
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clinical practice are widely used18–21 and the American College
of Rheumatology (ACR) and the European League Against
Rheumatism (EULAR) have jointly developed new definitions
for remission which provide an optimal clinical outcome and
can be achieved in a significant proportion of patients in trials
and practice.22 Attaining remission according to these criteria,
index-based or Boolean, will prevent joint destruction or at least
progression of joint damage irrespective of residual subclinical
changes,23 24 optimise physical function, improve quality of life
and work capacity25 26 and reduce comorbidity risks.27 28

With this recent evolution of evidence supporting stringent
disease control to improve outcomes, interest in purely symp-
tomatic drugs has significantly decreased today and disease
modification has become the pivotal attribute of all modern
drugs and treatment strategies. Nevertheless, symptomatic
agents as well as physical measures, psychological support and
surgery may and do have a place in the overall management of
RA. However, disease modification is the mainstay of RA treat-
ment and constitutes an amalgam of characteristics: relief of
signs and symptoms; normalisation—or at least important
improvement—of impairment in physical function, quality of
life and social and work capacity; and—as the foremost distin-
guishing characteristic of DMARDs compared with symptomatic
agents—inhibition of structural damage to cartilage and bone.
Therefore, showing inhibition of damage progression by radiog-
raphy is still a pivotal outcome for the classification of a drug as
a DMARD, since radiographs can depict bony and cartilage
damage and have proven sensitivity to change even over short-
term intervals and at very low levels of overall progression in a
population.29 30 Rapid attainment of the targeted end point is
now critical, and to achieve the treatment goal of remission or at
least low disease activity within the time frame of 6 months, at
least 50% clinical improvement within 3 months is desirable.31

With rising standards of care and outcomes, RA management
has become increasingly complex over the last decade. Despite
the availability of many efficacious agents, treatment strategies
that have been developed, and outcomes assessments that allow
effective follow-up, the high costs of novel therapies have
limited the widespread use of these therapeutic options, creating
a significant extent of inequity. Therefore, management recommen-
dations on the approach to treating patients with RA have become
increasingly useful in providing physicians, patients, payers, regula-
tors and other healthcare suppliers with evidence-based guidance
supported by the views of experts involved in many of these novel
developments. Indeed, EULAR has recently updated the standar-
dised operating procedures on the development of recommenda-
tions, which include cost aspects in addition to accounting for the
assessment of evidence and expert opinion.32

EULAR developed a first set of recommendations for the man-
agement of RA with DMARDs in 2010 and updated them in
2013. They were originally based on the evidence provided by
five (2010) and three (2013)33–35 systematic literature reviews
(SLRs). The EULAR recommendations have been widely used.
They have been referred to by national rheumatology societies
and regional leagues to inform the development of their own
recommendations (such as Canadian, French, German, Mexican,
Asia Pacific League of Associations for Rheumatology (APLAR),
Pan American League of Associations for Rheumatology
(PANLAR)), as well as by regulatory authorities.36–42

Consistent with our approach to providing recommendations
based on the latest evidence, we have continued to evaluate the
literature on clinical trials of new agents, new information on
established drugs, new strategic studies, new perceptions on out-
comes assessments and new insights related to the research

agenda16 over the last 3 years. An abundance of new informa-
tion motivated us to now further update the EULAR recommen-
dations for the management of RA with DMARDs.

METHODS
After approval by the EULAR Executive Committee, the
Convenor ( JSS) and methodologist (RL) invited a Steering
Committee and a Task Force to work on this update of the
EULAR recommendations for the management of RA. The
2010 recommendations and their 2013 update adhered to
the original EULAR standardised operating procedures for the
development of recommendations43; the 2016 update followed
the recently amended version of these standards,32 which also
suggest adherence to the Appraisal of Guidelines for Research
& Evaluation (AGREE) recommendations in its updated version
(AGREE II).44

Steering Committee
The Steering Committee included seven rheumatologists, one
patient representative and three fellows. This group initially
developed the research questions for the three SLRs. These
SLRs focused on (i) efficacy of synthetic (s) DMARDs (as mono-
therapy or combination therapy, including both csDMARDs
and ts DMARDs) and glucocorticoids (GC); (ii) efficacy of
bDMARDs (as monotherapy or combined with csDMARDs)
and (iii) safety aspects of sDMARDs and biological (b)
DMARDs. To this end, the original SLRs obtained in 201333–35

served as a starting point and an update on the literature pub-
lished between 2013 and 2016 was performed. New informa-
tion on treatment strategies was also evaluated in the present
SLRs. Formal economic analyses were not performed, but cost
aspects were considered throughout the process in line with the
current state of the art of developing recommendations,45 46

EULAR’s own previous SLR on cost aspects in the context of
DMARD therapy47 and the advent of biosimilars.48 The three
rheumatology fellows (KC, JN, SR) performed the SLRs (and
checked each other’s work) exploiting existing publication data-
bases on randomised controlled trials for efficacy and registry
data for safety, and also evaluating recent EULAR and ACR con-
gress abstracts. Summary-of-findings (SoF) tables were generated
and levels of evidence (LoE) were determined using the stan-
dards of the Oxford Centre for Evidence-Based Medicine.49

The three SLRs informing the Task Force and a detailed descrip-
tion of their methods are published separately.50–52

The SoFs of the SLRs were presented to the Steering
Committee that formulated a proposal for an update of the
recommendations based on this information. The SLR data and
the proposals of the Steering Committee were subsequently pre-
sented to the whole Task Force for further discussions and
ultimately development of the updated recommendations.

Task Force
The Task Force consisted of 50 individuals, including the
Steering Committee members. Among the Task Force members
were three patients, two health professionals and two delegates
of the EULAR young rheumatologists’ network Emerging Eular
NETwork (EMEUNET). The rheumatologists were all experi-
enced in the treatment of RA and most had frequently partici-
pated in clinical trials; moreover, several of them had
experience in patient registries of their countries or in various
aspects of outcomes research. The patients and health profes-
sionals all had experience in consensus finding activities, as well
as most of the rheumatologists. Since we also wished the Task
Force’s work to be informed by rheumatologists from other
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regions of the world, aside from a broad representation from 14
European countries, 2 colleagues from Asia, 1 from Australia, 2
from Latin America and 2 from North America were invited to
participate. Several of them had actively participated in develop-
ing documents of their regional leagues and/or national soci-
eties. All Task Force members declared their potential conflicts
of interest before the start of the process.

The Task Force agreed on a few principal considerations
upfront. First, all recommendations needed to be discussed in
the context of new evidence; where no new evidence was avail-
able, the former evidence base was followed. Second, any of the
previous recommendations (4 overarching principles and 14
recommendations) could be maintained as they had been pre-
sented in the 2013 version, amended, shifted in sequence or
deleted. Third, drugs that were not (yet) approved in Europe
but used elsewhere in the world, or drugs that had not yet
undergone regulatory assessment but for which evidence from
clinical trials was available, could be considered in recommenda-
tions to allow for some anticipation of a potential uptake in
clinical practice, with all respective caveats. Finally, there was
agreement that all recommendations of 2013, which were either
further supported by new evidence or lacked novel information,
should be incorporated as previously worded, unless certain
components were now considered inappropriate.

After the presentation of the SLR results and the Steering
Committee’s proposals for the amendment of the recommenda-
tions, the Task Force was split into four breakout groups. One
group reviewed bDMARDs, the second group csDMARDs, the
third tsDMARDs and the fourth GC; all groups proposed draft
language for respective recommendations to the whole Task Force.
Safety aspects were addressed in each of these breakout groups.

Consensus finding
Representatives of each breakout group reported the results of
the respective deliberations and presented proposals for the
wording of individual recommendations to the whole Task
Force. Thereafter, the voting process took place.

For an overarching principle or recommendation to be
accepted for the final document without further change, a
majority of 75% of the votes was required in the first ballot. If
this result was not achieved, the respective text was amended
and subjected to a second ballot, for which a 67% majority was
required. If this ballot was not successful, further textual
changes were proposed until a ≥50% majority was attained.
The recommendations are presented as finally voted on. The
results of the respective last ballot are presented as percentage
of voting members. Notes captured the contents of the discus-
sions and the reasoning behind each decision to be presented in
the comments accompanying the individual items. For various
reasons, not every Task Force member was present in the room
throughout the whole meeting and, therefore, there were slight
variations in the numbers of votes. However, at every point in
time >90% of the members participated in the ballots.

After the face-to-face meeting, the recommendations, as
agreed by the Task Force, were subjected to an anonymous vote
(by email) on the levels of agreement (LoA). Each recommenda-
tion received an adjudication on a scale of 0–10, 0 meaning no
agreement whatsoever and 10 absolute agreement. During this
process, several weeks after the meeting, one individual with-
drew from the Task Force, because the inclusion of csDMARD
combination therapy in the recommendations had not found a
majority during the preceding voting process. This colleague
had been present and voted throughout the face-to-face meeting
and the respective votes regarding all recommendations are

accounted for accordingly, but ultimately the person declined
authorship and no vote was cast on the LoA.

The draft of the manuscript was sent to all Task Force
members for their comments. After incorporation of these com-
ments, it was submitted to the EULAR Executive Committee for
review and approval; at this time, it was again sent to the Task
Force members. Final remarks were obtained from members of
the Task Force and the Executive Committee and addressed in
the manuscript, which was then submitted with approval by the
EULAR Executive Committee.

RESULTS
General aspects
As before, the 2016 update of the EULAR RA management
recommendations reflects the balance of clinical, functional and
structural efficacy, safety, costs and patients’ perceptions as per-
ceived by the Task Force. Aspect of drug toxicity were consid-
ered in the overall wording of the recommendations, but data
are presented only in the Safety SLR50 because it is assumed
that prescribers are aware of the safety information provided in
the manufacturers’ package inserts of the various agents. Also,
EULAR has developed a series of documents dealing with safety
aspects of RA drugs,53–58 and various other publications have
addressed these aspects.59–62 In particular, as also suggested by
the safety SLR,50 the major risk of bDMARDs (and also
tsDMARDs) is related to infections, and recommendations for
vaccination56 as well as a score allowing to calculate the risk of
infection in patients exposed to bDMARDs have been recently
developed.63 64 For all medications discussed in this paper, the
summary of product characteristics document provides valuable
information on risks, side effects and need for monitoring. The
recommendations given here should in no way be construed so
as to detract from that information. In any case, when toxicity
constitutes a major issue, a specific warning is provided within
the respective recommendation or the accompanying comments.
Of note, the three SLRs as well as the text accompanying each
item should be regarded as part and parcel of the recommenda-
tion. The individual bullet points represent abbreviated conclu-
sions from the discussions and, as such, do not capture all
aspects related to a particular theme; rather, such aspects are
elucidated in more detail in the respective explanatory part of
the Results section.

When classifying DMARDs, the Task Force adhered to the
previously used nomenclature12 16 as shown in table 1. Table 1
also provides a glossary for terms employed in the recommenda-
tions. The Task Force did not distinguish between early and
established RA regarding the recommendation of the types of
drugs, but rather discerned phases of the treatment process by
differentiating between patients who are naïve to any DMARD
therapy, patients who had an insufficient response (IR) to initial
course(s) of csDMARDs and those who had an IR to
bDMARDs. There is currently no evidence for differential
responses solely based on disease duration, when leaving differ-
ences in baseline damage due to delayed treatment initiation
aside. Indeed, trials on MTX-naïve patients with RA used differ-
ent disease durations for inclusion, which ranged from a few
months to several years, without appreciable differences in out-
comes on indirect comparison.65–68 However, the Task Force
distinguished between early and established RA in terms of the
targeted outcome (see recommendation 2). The Task Force also
took prognostic factors (table 1) into account, which have
similar predictive power irrespective of disease duration.69 Of
note, recommendations for the management of early arthritis,
including undifferentiated arthritis, have been recently
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updated.70 The present recommendations address the manage-
ment of patients with RA from the time of its diagnosis and not
pre-RA or undifferentiated arthritis.

Overarching principles
As in previous versions, the Task Force endorsed the presenta-
tion of general principles for the treatment of patients with RA
as overarching (table 2). Their nature is so generic that there
was no requirement to base them on specific searches or LoE,
but at the same time the group believed it is crucial to commu-
nicate them as a foundation on which the actual recommenda-
tions were based. However, while all three former overarching
principles were maintained as formulated in 2010, the Task
Force added a fourth one as overarching principle B.
A. Treatment of patients with RA should aim at the best care

and must be based on a shared decision between the patient
and the rheumatologist. This principle remained unchanged
both in its textual details and in its place as item A, a
prominent position within the recommendations. Shared
decision-making between patient and rheumatologist
involves all aspects of the disease: information on the disease
and its risks, the modalities of disease assessment, decisions
on the therapeutic target and the potential means to reach
the target, the development of a management plan and dis-
cussions on the benefits and risks of individual therapies.
These aspects have also been detailed in recommendations
on standards of care.82 Naturally, ‘best care’ refers to the
recommendations presented here and inherently ‘shared
decision’ relates to all individual recommendations. To this
end also quality indicators have been developed more
recently.83

B. Treatment decisions are based on disease activity and other
patient factors, such as progression of structural damage,
comorbidities and safety issues. This is a new principle.

It derives from previous recommendation 14, the last item
of the 2013 version, which was deemed by the current
Task Force to represent such a central and self-evident rule
to any therapeutic approach that it should constitute
an overarching principle rather than a recommendation.
Indeed, in line with these considerations, the level of
evidence of this recommendation had been rather low in
2013. Withdrawing this item from the recommendations
elicited some discussions. Especially the patients brought
forward that ending the list of recommendations with an
item on patient-related factors would convey prominence
to patient preferences and patient aspects in the manage-
ment of RA. However, the reasoning that this item would
even benefit more from being a general principle than a
recommendation, which was unlikely to ever be studied in
all its subtleties, prevailed to an extent that principle B was
unanimously accepted (table 2).

C. Rheumatologists are the specialists who should primarily
care for patients with RA. Originally presented as item B,
the wording of this principle was not changed. Of interest,
in 2010 this was even presented as overarching principle
A. However, over the last years, it was recognised that
shared decision-making and considerations of patient factors
should receive the most prominent recognition. Whether
positioned as A, B or C, this item addresses the importance
of specialty care for a complex disease like RA. There is
compelling evidence that being cared for by a rheumatolo-
gist is advantageous for the patients in terms of early initi-
ation of therapy, prevention of damage and reduction
in surgical procedures.84–88 Moreover, rheumatologists
have the most profound experience regarding the use of
csDMARDs and bDMARDs. This includes the adverse event
profiles of these drugs, as well as awareness of and experi-
ence with comorbidities in RA. Therefore, rheumatologists

Table 1 Glossary and definitions

Term Definition

Poor prognostic factors ▸ Moderate (after csDMARD therapy) to high disease
activity according to composite measures71

▸ High acute phase reactant levels72 73

▸ High swollen joint counts72–74

▸ Presence of RF and/or ACPA, especially at high levels72 75

▸ Combinations of the above69 76

▸ Presence of early erosions72

▸ Failure of two or more csDMARDs77

Low-dose glucocorticoid ▸ ≤7.5 mg/day (prednisone equivalent)57 78

Meanings of treatment reduction

Tapering ▸ Usually reduction of drug dose or increase of application interval (‘spacing’)
▸ May include discontinuation (tapering to 0), but then only after slow reduction

Cessation, discontinuation Stopping of a particular drug

Disease activity states

Remission ACR-EULAR Boolean or index-based remission definition22

Low disease activity Low disease activity state according to any of the validated composite disease activity measures that include joint counts79–81

Moderate, high disease activity Respective disease activity state according to any of the validated composite disease activity measures that include joint counts79–81

DMARD nomenclature12

Synthetic DMARDs ▸ Conventional synthetic DMARDs (csDMARDs) For example, methotrexate, leflunomide, sulfasalazine, hydroxychloroquine

▸ Targeted synthetic DMARDs (tsDMARDs) For example, tofacitinib, baricitinib

Biological DMARDs ▸ Biological originator DMARDs (boDMARDs)

▸ Biosimilar DMARDs (bsDMARDs)

ACPA, anticitrullinated protein antibody; ACR, American College of Rheumatology; DMARDs, disease-modifying antirheumatic drugs; EULAR, European League Against Rheumatism; RF,
rheumatoid factor.
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can provide the ‘best care’ in accordance with item A, in the
sense of a holistic approach. The reasoning behind the term
‘primarily’ has been discussed amply in previous versions of
the recommendations and relates to considerations of multi-
disciplinary care, including specialty nurses, and to the fact
that in certain areas of the world rheumatology training is
not sufficiently provided and other experts may have experi-
ence in the management of RA. Moreover, some comorbid-
ities, such as chronic hepatitis or interstitial lung disease,
may require consultation of, and treatment by, other
specialists.

D. RA incurs high individual, medical and societal costs, all of
which should be considered in its management by the treat-
ing rheumatologist. Again, this principle is worded exactly
as last time, except that it was item C, but also last.16 It is
meant to remind all stakeholders that effective RA therapy—
in spite of its direct costs—will reduce the economic burden
on the individual patients, their families and society, which
includes direct medical costs and indirect costs such as work
disability and premature retirement. In this context, it must
be borne in mind that direct medical costs accrue beyond
those attributed to directly treating the overt manifestations
of RA and include costs ensuing from comorbidities related
to the inflammatory process. This point, however, is also
meant to echo that cost-effective treatment approaches must
be preferred as long as safety and outcomes are similar com-
pared with more costly ones and in line with the therapeutic
paradigms.46 In some countries, the high cost of treatment is
an important factor limiting the availability of modern ther-
apies (inequity), and this factor has to be considered when
choosing a treatment strategy.89 In this respect, the advent
of biosimilars provides potential for reduction of pressure
on healthcare budgets.48 At this point, it also must be con-
sidered that many patients still do not attain the therapeutic
targets, despite all of our modern therapies and therapeutic
strategies. Furthermore, any of the bDMARDs, if applied
after at least one csDMARD and a bDMARD has failed,
leads to only about 10% good treatment responses in terms
of ACR70 rates.90 These aspects impose the need to con-
tinue the search for new therapies or strategies.

Recommendations
General aspects
The Task Force’s deliberative process resulted in 12 recommen-
dations. The reduction by two recommendations compared with
the past EULAR document may be somewhat surprising given

Table 2 The 2016 EULAR updated recommendations

Overarching principles

A Treatment of patients with RA should aim at the best care and must be
based on a shared decision between the patient and the rheumatologist

B Treatment decisions are based on disease activity and other patient factors,
such as progression of structural damage, comorbidities and safety issues

C Rheumatologists are the specialists who should primarily care for patients
with RA

D RA incurs high individual, medical and societal costs, all of which should be
considered in its management by the treating rheumatologist

Recommendations

1. Therapy with DMARDs should be started as soon as the diagnosis of RA is
made

2. Treatment should be aimed at reaching a target of sustained remission or
low disease activity in every patient

3. Monitoring should be frequent in active disease (every 1–3 months); if there
is no improvement by at most 3 months after the start of treatment or the
target has not been reached by 6 months, therapy should be adjusted

4. MTX should be part of the first treatment strategy

5. In patients with a contraindication to MTX (or early intolerance), leflunomide
or sulfasalazine should be considered as part of the (first) treatment strategy

6. Short-term glucocorticoids should be considered when initiating or changing
csDMARDs, in different dose regimens and routes of administration, but
should be tapered as rapidly as clinically feasible

7. If the treatment target is not achieved with the first csDMARD strategy, in
the absence of poor prognostic factors, other csDMARDs should be
considered

8. If the treatment target is not achieved with the first csDMARD strategy, when
poor prognostic factors are present, addition of a bDMARD*1,2 or a
tsDMARD*3 should be considered; current practice would be to start a
bDMARD§

9. bDMARDs*1,2 and tsDMARDs#3 should be combined with a csDMARD; in
patients who cannot use csDMARDs as comedication, IL-6 pathway inhibitors
and tsDMARDs may have some advantages compared with other bDMARDs

10. If a bDMARD* or tsDMARD§ has failed, treatment with another bDMARD or
a tsDMARD should be considered; if one TNF-inhibitor therapy has failed,
patients may receive another TNF-inhibitor or an agent with another mode of
action

11. If a patient is in persistent remission after having tapered glucocorticoids,
one can consider tapering bDMARDs, especially if this treatment is combined
with a csDMARD

12. If a patient is in persistent remission, tapering the csDMARD could be
considered

The symbols (*, §, #) indicate different levels of evidence which are correspondingly
provided together with voting results and levels of agreement in table 3.
1TNF-inhibitors: adalimumab, certolizumab pegol, etanercept, golimumb, infliximab
boDMARDs or the respective EMA-approved/FDA-approved biosimilars.
2Abatacept, rituximab (as first bDMARD under special circumstances—see text), or
tocilizumab or respective EMA-approved/FDA-approved biosimilars, as well as other IL-6
pathway inhibitors, sarilumab and/or sirukumab, once approved.
3Jak-inhibitors (where approved).
boDMARDs, biological originator DMARDs; bsDMARD, biosimilar DMARDs; csDMARDs,
conventional synthetic DMARDs; DMARDs, disease-modifying antirheumatic drugs;
EULAR, European League Against Rheumatism; Jak, Janus kinase; MTX, methotrexate;
RA, rheumatoid arthritis; TNF, tumour necrosis factor; tsDMARDs, targeted synthetic
DMARDs.

Table 3 Evidence levels, voting results and agreement

LoE SoR Final vote (%)
Level of
agreement (0–10)

A n.a. n.a. 100 9.9

B n.a. n.a. 100 9.9

C n.a. n.a. 100 9.8

D n.a. n.a. 98 9.7

1. 1a A 96 9.9

2. 1a A 91 9.6

3. 2b 100 9.5

4. 1a A 71 9.8

5. 1a A 85 9.0

6. 1a A 98 8.7

7. 5 D 94 8.5

8. *1b
§5

*A
§D

96 9.0

9. *1a
#1b

*A
#A

96 9.2

10. *1a
§5

A*
§D

71 9.1

11. 2b B 86 9.0

12. 4 C 86 8.5

The symbols (*, §, #) relate to the corresponding symbols in the recommendations
(table 2), showing the respective LoE.
LoE, levels of evidence; n.a., not available; SoR, strength of recommendation.
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the allegedly increasing intricacy of therapeutic modalities and
strategies. However, the content of recommendation 14 was
shifted into the overarching principles as discussed above.
Moreover, item 11 of the 2013 version, which addressed the
use of tofacitinib, was deleted as a separate item, because Janus
kinase ( Jak) inhibitors as tsDMARDs have now entered into
and expanded other recommendations; this will be discussed in
more detail in the context of items 8, 9 and 10. Also former
recommendation 6, which addressed the use of csDMARD com-
binations, was deleted by the Task Force; combination therapy
with csDMARDs and the reasons to remove it from its previous
prominence within the list of recommendations and the algo-
rithm will be addressed in the discussion on recommendations 4
and 5. While three of the 2013 recommendations were deleted
via either complete omission or incorporation into other
items, former recommendation 8 which addressed the absence
or presence of prognostic risk factors was split into new recom-
mendations 7 and 8; a detailed rationale for this decision is
discussed below.

The 12 recommendations form a logical sequence. They start
with the need to initiate effective therapy immediately after
diagnosis and the requirement to set a treatment target and to
assess the disease on the way towards that target, employing a
treat-to-target strategy. Such strategy has been strongly embed-
ded into the recommendations since their first version in 2010.
With these prerequisites in mind, different drugs or combina-
tions of agents are recommended in the course of the thera-
peutic procedures, with suggested sequential increments, taking
prognostic factors and all approved agents into account. They
also mention some agents of potential future interest, even
though not yet approved by international regulatory authorities.
Thus, the recommendations also include a prospective view on
drugs that have undergone phase III trials and were available for
evidence assessment; obviously their actual prescription will
depend on the regulatory approval status in individual countries.
The set of recommendations concludes with suggestions
towards reduction of therapy and even withdrawal of some
drugs when the desired target has been attained and is
sustained.

Individual recommendations
1. Therapy with DMARDs should be started as soon as the diag-
nosis of RA is made. This recommendation remained unchanged
compared with 2013 and is one of the mainstays of any treat-
ment approach to RA. It implies (i) the necessity to establish a
diagnosis as early as possible, as has been reflected also in the
2010 ACR-EULAR classification criteria14 91 92 and (ii) the
advantage of early initiation of DMARD treatment (‘as soon as
possible’), which enables prevention of damage in a large pro-
portion of patients.87 93–95 Because of the generic nature of this
bullet point, the Task Force did not specify the type of DMARD
here. Indeed, all DMARDs enable a better long-term outcome
on early, compared with delayed institution, and the sequence
of the types of DMARD therapies is addressed in subsequent
recommendations. The Task Force did not deal with pre-RA or
undifferentiated arthritis and thus assumed that a diagnosis of
RA had already been made. However, it should be borne in
mind that any chronic arthritis, even if undifferentiated, requires
appropriate treatment, including consideration of DMARD
therapy, because it usually does not subside spontaneously,96 97

and an update of the recommendations for management of
early arthritis has just been presented by EULAR.70 With a LoA
of 9.9, this recommendation achieved the highest agreement of
all items (table 2). LoE 1a; LoA 9.9.

2. Treatment should be aimed at reaching a target of sustained
remission or low disease activity in every patient. This recom-
mendation addresses two treatment targets: remission, especially
in DMARD-naïve patients, and low disease activity, primarily in
patients who failed previous therapies. Since clinical remission
or low disease activity are mentioned as the sole therapeutic
targets, any higher disease activity state has to be regarded as
inadequate disease control, thus mandating a therapeutic
change, obviously unless patient factors preclude this.15

Communication with the patient to clarify and agree on the
treatment goal and the means to attain this goal is of utmost
importance. It allows alignment of the patient’s and provider’s
considerations and aims and enhances adherence. In 2010, the
notion ‘as soon as possible’ was also part of this item98 and in
the current discussion it was specifically decided to mention that
the treatment target should be rapidly attained rather than
aiming to achieve it in a more distant future. Indeed, there is
sufficient evidence that most patients who do not attain signifi-
cant improvement within 3 months, or do not achieve the treat-
ment target within 6 months, will not reach the desired state
subsequently31 99–101; exceptions pertain to those patients
whose disease activity has been reduced to a level close to the
treatment target.

Regarding remission, EULAR and ACR have agreed on
Boolean and index-based definitions, the latter based on the
Simplified or Clinical Disease Activity Index (SDAI, CDAI).22

Both correlate highly with the absence of subclinical synovitis
by MRI and sonography102 103 and absence of progression of
joint damage.23 They can even be reliably used when drugs
that interfere directly with the acute phase response are
employed.104–107 Moreover, recent strategic clinical trials that
compared targeting sonographic remission with targeting clin-
ical remission or low disease activity resulted in the conclusions
that aiming at imaging remission had no advantages over the
clinical target, but had economic disadvantages.108 109 Low
disease activity also needs to be properly defined and measured.
Measures that highly weigh C reactive protein or erythrocyte
sedimentation rate (eg, the disease activity score (DAS)28) may
not convey sufficiently reliable results when used with agents
that interfere with the acute phase response, such as anticyto-
kine agents (especially interleukin (IL)-6 inhibitors) or
Jak-inhibitors.104 107 110

It is important that the target-state should be sustained. The
term ‘sustained’ is still not defined precisely, and different
studies have used different definitions, but some voices in the
Task Force suggested at least 6 months as a minimal time frame.
This requires follow-up and a strategy to adapt therapy intensity
upward or downward, aspects that are dealt with in subsequent
recommendations. However, treatment intensification must take
patient factors into consideration, especially risks and comorbid-
ities (overarching principle B). LoE 1a; LoA 9.6.

3. Monitoring should be frequent in active disease (every 1–3
months); if there is no improvement by at most 3 months after
the start of treatment or the target has not been reached by
6 months, therapy should be adjusted. This recommendation on
treat-to-target is unchanged in position and formulation from
the 2013 version. The frequencies of follow-up examinations
should be adjusted in accordance with the level of disease activ-
ity, namely more frequently, such as monthly, when patients
have high disease activity, and less frequently, such as every 6–
12 months when the treatment target has been attained and sus-
tained. EULAR generally recommends the use of a composite
measure of disease activity that includes joint counts and the
ACR-EULAR definitions for remission.22 111 Improvement by
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3 months refers to the fact that if a minimal change is not
achieved, there is only a low likelihood of reaching the treat-
ment target. Thus, a change to a better disease activity state
should be seen at 3 months or a relative improvement, pertain-
ing to at least 50% improvement in activity by a composite
score, at that point in time, in order to have a considerable
chance of reaching the target.31 100 112 113 Of note, adjustment
of therapy includes the optimisation of MTX (or other
csDMARD) dose or route of administration,4 or intra-articular
injections of GC in the presence of one or few residual active
joints, and refers to a change of drugs only if these measures
have not been successful or are not appropriate. Furthermore,
in an individual patient the treatment target may not have been
fully achieved yet at 6 months. But if disease activity is close to
the target, one may think about continuing the effective
therapy for a few more weeks to make a final judgement, espe-
cially since a considerable proportion of patients may attain
the target at a slightly later time point than at 6 months.114 115

Consequently, the change in disease activity from baseline, and
its slope should be considered when making treatment deci-
sions. LoE 2b; LoA 9.5.

4. MTX should be part of the first treatment strategy.
Compared with 2013, when this item read ‘MTX should be
part of the first treatment strategy in patients with active RA’,
the recommendation was slightly shortened. The Task Force felt
that pointing to active disease was not necessary, since the
EULAR recommendations primarily address patients with active
disease. Based on its efficacy, safety (especially in the presence
of folic acid), the possibility to individualise dose and method
of administration as well as relatively low costs, MTX continues
to be the anchor (‘first’) drug for patients with RA both as
monotherapy as well as in combination with other drugs (‘treat-
ment strategy’; see below). Moreover, MTX appears to reduce
comorbidities and mortality in RA.116 117 In clinical trials of
bDMARDs in early arthritis patients, MTX monotherapy has
been associated with 25% ACR70 response rates (which brings
patients into the range of low disease activity) within 6 months,
even though it had not been combined with de novo GC in
these trials.90 MTX should be rapidly escalated, usually to 25–
30 mg/week, orally or subcutaneously administered, with folic
acid supplementation,4 and the maximal MTX dose, if toler-
ated, should be sustained for about 8–12 weeks to judge the
MTX treatment response. Indeed, when MTX is rapidly esca-
lated to 25 mg/week, the response rate may even be higher
(∼40% low disease activity).118 Of course, contraindications
and the potential of early toxicity have to be taken into
account; this is addressed in item 5. The doses mentioned here
do not pertain to Asian patients. In China, it is not recom-
mended to exceed 20 mg/week115 and in Japan the maximum
recommended dose for MTX is 16 mg/week.119

Of note, at this point in time the Task Force decided to delete
previous recommendation 6 (‘in DMARD-naïve patients, irre-
spective of the addition of GC, csDMARD monotherapy or
combination therapy of csDMARDs should be used’). The inclu-
sion or exclusion of combinations of csDMARDs within the
bullet points elicited long debates within the respective breakout
group and the whole Task Force (and the withdrawal of one
Task Force member).

The first ballot of the Task Force involved a choice of the fol-
lowing two wordings: (a) ‘MTX should be part of the first treat-
ment strategy’ and (b) ‘in DMARD-naïve patients, irrespective
of the addition of GC, csDMARD monotherapy or combination
therapy of csDMARDs should be used’ (identical with the
respective 2013 recommendation), with 23 votes favouring (a),

22 votes favouring (b) and one abstention. Therefore, further
discussions took place. Advocates in favour of including combin-
ation therapy referred to publications suggesting its superior
efficacy compared with csDMARD monotherapy and similar
efficacy compared with biological agents120–124; moreover, in
some countries, csDMARD combination therapy is recom-
mended by the national societies as preferred initial therapy.

Other Task Force members pointed to trials that did not show
a real benefit of combination therapy (especially when
csDMARD monotherapy was combined with GC in the com-
parator arms)125–127; differences in GC cointervention between
combination and monotherapy arms in previous trials128; issues
concerning the design of some investigator initiated trials sug-
gesting superiority of csDMARD combinations129; the signifi-
cantly higher rate of profound responses on combination with
bDMARDs compared with the combination with csDMARD
therapy after IR to MTX123 and the higher level of toxicity of
csDMARD combinations versus monotherapy.126 130

It was also argued that a higher prevalence of adverse events
when using combination therapy, even though often mild, may
preclude escalation of therapy and result in not reaching a full
dose of some of the drugs. Also, the SLR on csDMARDs did
not show evidence for superiority of csDMARD combinations
compared with csDMARD monotherapy.52 Moreover, the ACR
Committee on the 2015 update of the ACR management guide-
line, in contrast to previous versions,131 did not longer recom-
mend csDMARD combination as initial therapy, but prioritised
MTX monotherapy.17 In line, the updated EULAR recommen-
dations for the management of early arthritis do not advocate
the use of csDMARD combination therapy.70 It was also
pointed out that choice (a) included the term ‘treatment strat-
egy’ and thus comprised the option to use csDMARD combina-
tions. These discussions resulted in a new ballot between two
versions for recommendation 4: (a) ‘MTX should be part of the
first treatment strategy’ (as above) and (b) ‘MTX should be the
first csDMARD, either as monotherapy or in combination with
other csDMARDs’. In this second ballot a 71% majority voted
for version (a). Thus, csDMARD combination therapy is no
longer presented explicitly as initial treatment suggestion within
the abbreviated list of recommendations. However, it should be
mentioned that the simple fact that csDMARD combination
therapy is not included in the bullet point anymore does not
preclude using it. This is obviously at the discretion of the phys-
ician and the patient in light of all pros and cons that had been
discussed (‘shared decision’).

This recommendation ultimately attained a very high LoA
(9.8). The Task Force was well aware that in some countries,
such as in the UK or Canada, rheumatologists are required
to use at least two csDMARDs before the application of
bDMARDs is approved by the payers and that combinations of
two or three csDMARDs are accepted in lieu of two csDMARD
courses. However, for the reasons just mentioned, the Task
Force was not in favour of the practice to define an IR to a com-
bination of csDMARDs as a failure of two or more csDMARDs
(when in reality it constitutes only one therapeutic strategy) nor
to preclude the approval of bDMARD use when a first
csDMARD has failed and the patient has bad prognostic
markers (see below item 8 and table 1). LoE 1a; LoA 9.8.

5. In patients with a contraindication to MTX (or early
intolerance), leflunomide or sulfasalazine should be considered
as part of the (first) treatment strategy. The contents of this
recommendation were maintained; however, compared with the
previous version of item 5, the wording ‘in cases of MTX
contraindications’ was slightly amended, because it is patients
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who have contraindications, rather than ‘cases’. The Task Force
reiterated the relative safety of MTX and it was also discussed
that the frequent fears of patients after reading the package
insert should be addressed by providing appropriate information
(overarching principle A). Nevertheless, there are occasional
contraindications (eg, kidney or liver disease) or intolerances.
Under these circumstances, leflunomide (dosed at 20 mg/day
without loading dose)132 or sulfasalazine (escalated to 3 g/day)
are regarded the best alternatives. Older trials have suggested
similar efficacy for both these drugs compared with MTX,
although MTX was used at much lower doses than recom-
mended today.133 134 However, no new trials have been per-
formed to disprove the previous conclusions. Among all the
above agents, only sulfasalazine has an acceptable safety profile
during pregnancy.135 In some countries, parenteral gold is still
used and, while clinical efficacy is undisputed, there are contro-
versies regarding its safety136 137; in other countries, gold salts
are not available any more. In contrast, the use of antimalarials,
such as hydroxychloroquine and chloroquine, is still substantial,
especially in combination therapy122 or as monotherapy in
patients with very mild disease,138 particularly in China.
Interestingly, antimalarials may have significant positive effects
on lipid and glucose metabolism139 and may reduce cardiovas-
cular risk in RA.140 However, joint damage is not retarded to a
similar extent as with other csDMARDs.141 This recommenda-
tion also uses the term ‘treatment strategy’ implying, as with
MTX, that leflunomide and sulfasalazine can be used as mono-
therapy or in combination with other csDMARDs or biological
agents.142–145 Indeed, step-up combination therapy is frequently
employed, even though comparing step-up combination with
switching of csDMARD did not reveal significant differences in
outcomes.146 LoE 1a; LoA 9.0.

6. Short-term GC should be considered when initiating or
changing csDMARDs, in different dose regimens and routes of
administration, but should be tapered as rapidly as clinically
feasible. The added efficacy of GC when combined with
csDMARDs is well established. Indeed, hitherto all trials com-
paring GC plus csDMARD with bDMARDs plus csDMARD
revealed similar efficacy.146 147 In 2013, GC were dealt with in
recommendation 7, but the wording was different: ‘low-dose
GC should be considered as part of the initial treatment strategy
(in combination with one or more csDMARDs) for up to
6 months, but should be tapered as rapidly as clinically feasible’.
The current wording constitutes a compromise attempting to
accommodate most of the concerns and suggestions raised
during the Task Force’s debate.

The term ‘low-dose’ was critically discussed. While all
members of the Task Force agreed that high doses of GC should
not be used for prolonged periods, it also became clear that the
label ‘low-dose’ (which means a daily dose of 7.5 mg or less
prednisone per day),78 148 while preferred by some Task Force
members, does not capture several current ways of GC applica-
tion. Indeed, recent clinical trials have revealed the efficacy of
short-term GC, but at doses >7.5 mg/day, namely orally at
30 mg starting dose,126 as a single intramuscular injection of
120 mg methylprednisolone125 or as a single 250 mg intraven-
ous pulse therapy of methylprednisolone.147 Therefore, the term
‘low-dose’ was deleted and replaced by ‘short-term’, leaving the
choice about ‘dose regimens and routes of administration’
(another new piece of wording in this item) to the individual
rheumatologist and patient. Indeed, it was argued that a single
intramuscular or intravenous application entails a much lower
cumulative dose than a few weeks of oral low-dose therapy, but
this view was not shared by all Task Force members.

Yet another change involved the replacement of the phrase
‘part of the initial treatment strategy’ by ‘when initiating or
changing csDMARDs’. This change clarifies the intention of the
Task Force, in that GC should be considered with all csDMARD
starts, either as part of a first csDMARD therapy at the time of
diagnosis or subsequently if an initial strategy has failed. Finally,
the fact that csDMARDs are mentioned specifically implies that
GC are typically not needed as a bridging therapy when
bDMARDs or tsDMARDs are used, as these usually have a
rapid onset of action and the infection risks may be poten-
tiated.149 150 Thus, it is important to reiterate that the Task
Force recommends using GC in combination with csDMARDs
primarily as bridging therapy until the csDMARD reaches its
maximum effect, and this should be done using one of the
dosing and tapering approaches mentioned above, for which
respective evidence exists. To reflect the position of the Task
Force, the algorithm depicted in figure 1 was modified to show
a ‘+’ for the use of GC in the new version rather than a ‘±’ as
previously.

By stating ‘…tapered as rapidly as clinically feasible’, the Task
Force underlines that GC should be gradually reduced and
ultimately stopped, usually within 3 months from treatment
start and only exceptionally by 6 months. Long-term use of GC,
especially at doses above 5 mg/day, should be avoided because
of the many potential risks presented in the SLR.50 52 57 While
some of these risk associations may be due to confounding by
indication in patients with high disease activity,151 the evidence
for increased overall and cardiovascular mortality at a dose
above a threshold of 7.5 mg/day or a cumulative dose of 40 g is
considerable.152 Of note, applying GC as a sole therapeutic
change in patients with IR to csDMARD therapy does not
convey good efficacy and is associated with significant adverse
events.153 Moreover, if GC cannot be withdrawn within the
time frame mentioned above, the DMARD therapy may have to
be considered a failure. Finally, intra-articular GC application
may have to be considered in certain instances, such as a residu-
ally inflamed or a reactivated joint.

Some Task Force members advocated the chronic use of GC
as a possibility for some patients; however, this proposal was
not endorsed by the majority. While the bullet point on GC
was, as in previous years, most heavily debated, the final
wording received a 98% majority vote. However, the LoA was
much lower (8.7), in line with previous versions of the recom-
mendations. This relatively low LoA is presumably due to the
fact that many Task Force members felt that this point was too
liberal and the use of GC should be more restricted, while
others were of the opinion that it was too restrictive. LoE 1a;
LoA 8.7.

7. If the treatment target is not achieved with the first
csDMARD strategy, in the absence of poor prognostic factors,
other csDMARDs should be considered. This sentence constitutes
the first part of previous recommendation 8. It is essentially
worded in an identical way, except that the last portion, ‘change
to another csDMARD strategy should be considered’, was
reworded as ‘other csDMARDs should be considered’, in light of
the fact that combination with GC has now been recommended
clearly also for this step of the treatment algorithm (item 6) and
combinations of csDMARDs are not specifically recommended
as initial treatment strategy anymore. The poor prognostic
factors are presented in table 1. The Task Force also discussed
that early intolerance for a csDMARD should not be considered
as a treatment failure, which would imply moving immediately
to the next phase of the algorithm, but rather require reinstitu-
tion of another first csDMARD (replacement). LoE 5; LoA 8.5.
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Figure 1 Algorithm based on the 2016 European League Against Rheumatism (EULAR) recommendations on rheumatoid arthritis (RA)
management. ACPA, anticitrullinated protein antibody; ACR, American College of Rheumatology; bDMARD, biological DMARD; bsDMARD, biosimilar
DMARDs; csDMARDs, conventional synthetic DMARDs; DMARDs, disease-modifying antirheumatic drugs; EMA, European Medicines Agency; FDA,
Food and Drug Administration; IL, interleukin; MTX, methotrexate; RF, rheumatoid factor; TNF, tumour necrosis factor; tsDMARDs, targeted synthetic
DMARDs.
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8. If the treatment target is not achieved with the first
csDMARD strategy, when poor prognostic factors are present,
addition of a bDMARD* or a tsDMARD* should be considered;
current practice would be to start a bDMARD§. The separation
of the second part of previous recommendation 8 (‘when poor
prognostic factors are present, addition of a bDMARD should
be considered’) and the new item 7 reflect the Task Force’s
desire to give stratification by prognostic factors more promin-
ence. The bDMARDs currently available include a series of
tumour necrosis factor (TNF)-inhibitors (adalimumab, certolizu-
mab, etanercept, golimumab and infliximab); abatacept (a costi-
mulation inhibitor); tocilizumab (an IL-6 receptor blocker, but
in the future also possibly another IL-6 receptor inhibitor, sari-
lumab and IL-6 inhibitors, such as clazakizumab or sirukumab);
rituximab (an anti-B-cell agent); both as biological originator
(bo) DMARDs and as European Medicines Agency (EMA)-
approved or Food and Drug Administration (FDA)-approved
biosimilar (bs) DMARDs.

This recommendation was also expanded to include
tsDMARDs, namely the Jak-inhibitor tofacitinib and further
Jak-inhibitors, such as baricitinib. In the 2013 update,
tsDMARDs (then recommendation 11) were recommended for
use after a bDMARD had failed. Since then, more data on tofa-
citinib, especially regarding long-term safety aspects, and new
data for baricitinib have been published. The data suggest that
baricitinib may be more efficacious than a TNF-inhibitor.154

Currently, the term tsDMARDs refers only to Jak inhibition.
Tofacitinib is approved in many countries, such as in the USA,
Latin America and Asia as well as some European countries,
but at the time of developing the present recommendations
still not in the European Union; baricitinib had completed
phase III trials and was under regulatory review at that time and
filgotinib and other Jak-inhibitors are undergoing evaluation in
clinical trials (in the meantime baricitinib has been approved in
the EU). However, similar to the 2010 recommendations, in
which TNF-inhibitors had been given a slight preference over
other biologics due to availability of long-term registry data for
the former but not the latter, preference is given here to
bDMARDs over Jak-inhibitors for the same reason. This notion
on current practice is an expert opinion and not based on solid
evidence. This bullet point still received a very high vote at the
meeting and a high LoA.

The recommendation to use these agents in patients who have
bad prognostic factors (rather than those who have not) is also not
based on solid evidence in the literature. However, in most trials of
bDMARDs and tsDMARDs, the existing inclusion criteria, such as
high disease activity, presence of autoantibodies and pre-existing
joint damage, assured that patients with bad prognostic factors
were included. Nevertheless, formal trials comparing the use of
any of these agents in patients with and without bad prognostic
markers do not exist. On the other hand, several post hoc analyses
revealed the value of using TNF-inhibitors in patients with bad
prognostic markers (table 1) relative to those without.69 76

The footnote to bDMARDs mentions that all approved
bDMARDs may be used without hierarchical positioning, and
that EMA-approved or FDA-approved bsDMARDs have similar
efficacy and safety as the respective boDMARDs, and should be
preferred if they are indeed appreciably cheaper than originator
or other bDMARDs or tsDMARDs. Since the 2013 update,
several bsDMARDs targeting TNF have been approved in
Europe and some in the USA.155–157 Among the bDMARDs,
there is no difference in outcomes, irrespective of their target.
This conclusion rests on head-to-head trials, meta-analyses, the
results of the SLRs50–52 158 and indirect comparison (the latter

being less reliable and therefore least informative).13 159 160 Of
note, the SLR also included available data from clinical trials of
sarilumab, a human anti-IL-6 receptor antibody, and sirukumab,
a human anti-IL-6 antibody, both of which are not approved at
the present time; based on the SLR, the Task Force regarded
these two antibodies and tocilizumab as having overall similar
efficacy and safety.51

While rituximab is approved for use after TNF-inhibitors have
failed, there is ample evidence for its efficacy in bDMARD-naïve
patients and early RA.60 159 It is, therefore, frequently used after
IR to csDMARDs, especially when there are specific contraindica-
tions to other biological agents, such as past lymphoma or
demyelinating disorders, given its efficacy in these diseases.161 162

The separation of points 7 and 8 was also based on the
reason that the previous bullet point comprised two recommen-
dations and that separating them would give the stratification by
prognostic factors better visibility. The poor prognostic factors
are presented in table 1 and now also include failure of two
csDMARDs; if patients have insufficient efficacy to two
csDMARD courses, a further csDMARD may have only little
additional impact.77 127

The Task Force also discussed whether the use of a bDMARD
as first-line therapy should be reconsidered, as had been the case
in the original 2010 recommendations. Such use has been tested
in a large number of randomised trials and has consistently been
found to be statistically superior to MTX monotherapy.
Importantly, however, none of the respective phase III trials used
a combination with de novo GC in the MTX monotherapy arm
and the few investigator-initiated studies that compared first-line
bDMARDs plus MTX with GC plus MTX (or with a combin-
ation of csDMARDs) did not show a clear clinical or structural
advantage of early bDMARD therapy.127 147 Also, embedded
within responders to initial treatment with bDMARDs+MTX
are 20%–25% good responders to MTX alone, leading to over-
treatment of these patients.13 Finally, it was shown that patients
who had an IR to MTX but then rapidly received bDMARD
responded to a similar extent as those who had started with the
bDMARD plus MTX.68 Thus, this proposal for the early use of
bDMARDs did not find a majority vote.

Nevertheless, it is still conceivable that an induction regimen
followed by the subsequent cessation of the bDMARD and con-
tinuation of the csDMARD may become a valuable option in
the future; there is some support in the literature for such an
approach.68 163–166 However, this would need further confirm-
ation by additional trials before it could be put into place, espe-
cially also because the number of initial responders in whom
tapering could be considered does not comprise a majority of
the patients. The recommendation, as worded above, received
94% of the Task Force members’ votes. LoE *1b, §5; LoA 9.0.

9. bDMARDs* and tsDMARDs# should be combined with a
csDMARD; in patients who cannot use csDMARDs as comedica-
tion, IL-6 pathway inhibitors and tsDMARDs may have some
advantages compared with other bDMARDs. This recommenda-
tion replaces former no. 9 (‘in patients responding insufficiently
to MTX and/or other csDMARD strategies, with or without
GC, bDMARDs (TNF-inhibitors, abatacept or tocilizumab, and,
under certain circumstances, rituximab) should be commenced
with MTX’). While the individual bDMARDs and tsDMARDs
have been already discussed above, item 9 now refers to the fact
that all bDMARDs have superior efficacy when combined with
MTX than as monotherapy. Compared with the 2013 update,
more evidence has now accrued in favour of combination, even
for tocilizumab.167–169 Also for baricitinib, combination therapy
conveys better structural, although not clinical or functional
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efficacy than monotherapy.170 However, regarding signs and
symptoms, physical function and joint damage, there are indica-
tions for a somewhat better efficacy of tocilizumab monother-
apy, and more strongly so for Jak-inhibitors compared with
MTX.170–172 Monotherapy of the other biological agents has
not been found clinically superior to MTX monotherapy.66 67 173

MTX can be used at 7.5–10 mg to provide added efficacy to
TNF-inhibitors174 175 and intolerance at these low doses leading
to discontinuation is very rare. Moreover, biologics can also be
effectively combined with other csDMARDs.142 144

Another aspect, namely the occurrence of antidrug antibodies
(immunogenicity), was discussed, especially regarding secondary
non-response. In this context, the lack of knowledge about the
role of non-adherence and non-persistence was also addressed.
The Task Force then discussed routine testing of antidrug anti-
bodies and drug levels and felt that there was little place for
these in clinical practice, since a good clinical response would
not lead to cessation of therapy even in the presence of antidrug
antibodies, or low drug levels, and vice versa. Of note, the use
of MTX at the doses mentioned above reduces the incidence of
antidrug antibodies.174 175

For all these reasons the Task Force felt strongly (96% major-
ity) that bDMARDs (and tsDMARDs) should primarily be
added to, that is, combined with csDMARDs, such as MTX or
leflunomide, leaving the option of monotherapy, with a prefer-
ence for certain drugs, as an exception in case of intolerance or
contraindication to all csDMARDs. LoE *1a, #1b; LOA 9.2.

10. If a bDMARD* or tsDMARD§ has failed, treatment with
another bDMARD or a tsDMARD should be considered; if one
TNF-inhibitor therapy has failed, patients may receive another
TNF-inhibitor or an agent with another mode of action. A
similar recommendation was presented in 2013: ‘If a first
bDMARD has failed, patients should be treated with another
bDMARD; if a first TNF-inhibitor therapy has failed, patients
may receive another TNF-inhibitor or a biological agent with
another mode of action’. Indeed, in a trial published after the
elaboration of these recommendations, even primary non-
responders to a TNF-inhibitor were shown to have some
response to another anti-TNF, making it difficult to draw differ-
ent conclusions for subsequent therapy for primary compared
with secondary failures to TNF-blockers.176 The addition in the
first part (‘or tsDMARD’) was partly needed because
tsDMARDs ( Jak inhibition) are now included in the earlier
recommendations 8 and 9; ‘first’ was deleted, because the Task
Force did not decide to distinguish between failure of one or
more bDMARDs. However, it must be noted that it is currently
neither known if a Jak-inhibitor is effective once another one
has failed nor established that a second IL-6 receptor inhibitor
or inhibitors of the IL-6 ligand are effective if tocilizumab has
failed—this is still part of the research agenda. We also lack
studies exploring if TNF-inhibitors are efficacious and safe after
bDMARDs with other modes of action have failed, and also
studies investigating switching between these other modes of
action. A few members raised the question if the use of
csDMARDs should also be considered when bDMARDs had
failed, but this suggestion did not find a majority.

The Task Force was also clear about its recommendations that
any bDMARD, including another TNF-inhibitor, could be used
if a TNF-inhibitor has previously failed. Thus, drugs with the
same or with another mode of action are recommended in this
situation. This was based on the data of clinical trials including
meta-analyses158 and on the fact that in contrast to registry data,
which may be affected by a variety of confounders, several new
prospective studies suggest that there is no difference between

these two approaches.177 178 If a second TNF-inhibitor fails,
patients should receive an agent with another mode of action.
However, it is self-evident (and supported by the vast majority
of the Task Force members) that a bsDMARD of any of the ref-
erence boDMARDs should not be used if the respective
boDMARD (or another bsDMARD of the same molecule) has
failed to induce sufficient efficacy or vice versa. LoE *1a, §5;
LoA 9.2.

11. If a patient is in persistent remission after having tapered
GC, one can consider tapering bDMARDs, especially if this
treatment is combined with a csDMARD. This item remained
unchanged compared with the 2013 publication. No new data
have been published that contest this conclusion. Tapering here
means reduction of dose or extension of interval between
applications (‘spacing’). It does not necessarily imply discon-
tinuation of a bDMARD, which may lead to a recurrence of
disease in a majority of patients.179 180 However, even if treat-
ment is stopped and patients flare, the majority of them
(>80%) will recover their previous good outcome on reinstitu-
tion of therapy (but some do not),180 181 and patients should
be informed accordingly. There exist certain predictors in
whom tapering will be likely successful and these relate primar-
ily to early RA, depth of improvement and duration of
remission182; prospective trials taking these aspects into con-
sideration are needed in the future. This item also indirectly
bolsters recommendation 9 on combination therapy of
bDMARDs with MTX or another csDMARD, since it implies
that bDMARDs should primarily, if not only, be tapered and
possibly discontinued when combined with a csDMARD,
while tapering and stopping of bDMARD monotherapy was
not yet sufficiently studied. LoE 2b; LoA 9.0.

12. If a patient is in persistent remission, tapering the
csDMARD could be considered. The 2013 version of the respect-
ive point 13 reads: ‘In cases of sustained long-term remission,
cautious reduction of the csDMARD dose could be considered,
as a shared decision between patient and physician’. This item
elicited significant discussions, since it would mean leaving
patients with RA either without any or with a low dose of a
csDMARD. But in general, no new evidence for or against this
view has been found over the last years. In the discussion, con-
troversies emerged. It was mentioned that here tapering means
primarily reducing the dose and that discontinuing csDMARDs
may be possible only in exceptional cases. Many rheumatolo-
gists on the Task Force panel expressed a view stating that
csDMARDs should never be stopped. Consequently, this item
received the lowest LoA (8.5) of all, although still quite high on
the scale of 0–10. Of note, the portion worded ‘as a shared
decision between patient and physician’ was now deleted. It was
felt by the Task Force that mentioning the shared decision for
this item among all 12 would imply that the other recommenda-
tions may not need to involve the patient, or single out this spe-
cific recommendation in comparison with all other ones and
thus offset overarching principle A. Obviously, the removal of
this phrase does not mean that shared decision making with the
patients is not important, on the contrary: in line with principle
A it is of utmost importance for this and for all other recom-
mendations. LoE 4; LoA 8.5.

The updated recommendations are depicted in an abbreviated
way in figure 1. Part and parcel of this figure are the respective
footnotes as well as the full text as presented here.

DISCUSSION
The 2016 update of the EULAR RA management recommenda-
tions was developed by 50 experts, including patients,
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rheumatologists and other healthcare professionals. This was the
largest Task Force ever convened for the development of
EULAR recommendations, both with respect to the overall
number of members and the number of European countries
involved, and it is also the first EULAR Task Force with a broad
international representation, since rheumatologists from several
other continents participated in this activity. This allowed us to
also include some views from Asia, and Latin America and
North America in the development of the recommendations, an
input desired given the information provided in the recent pub-
lications of the updated ACR and the APLAR
recommendations.17 39

The 2016 update presents the hitherto ‘leanest’ EULAR
recommendations for RA management. While in 2010 the docu-
ment comprised 3 overarching principles and 15 recommenda-
tions and in 2013 it contained 3 overarching principles and 14
recommendations, the 2016 update arrived with 4 principles
and 12 recommendations. Despite this reduction, in light of a
continuously increasing spectrum of therapeutic options and
new information on existing agents and therapeutic strategies,
this update covers more treatment aspects and is built on a
better evidence base than ever before. This is due to the avail-
ability of at least partial answers to several of the research ques-
tions posed in 2013, such as items 4, 6, 9 and 21,16 and of
many new data on established and novel drugs as well as thera-
peutic strategies.

The Task Force adhered to several principles established in
the course of the development of the 2013 update and even in
2010. For example, aside from evidence on efficacy and safety,
economic aspects were generally considered in line with respect-
ive general specifications.45 46 Also, agents that have not yet
been approved by regulatory authorities but for which data
from phase III trials were available, were considered with the
caveat that their use would be only possible on such approval.
This pertains to bsDMARDs, for which the Task Force relies on
the stringency of the regulatory processes of EMA and FDA, for
new IL-6 inhibitors and for Jak-inhibitors, the first of which was
only licensed in some parts of the world at the time of develop-
ing these recommendations, with increasing availability of data
on others. However, in the meantime baricitinib has been
approved in the European Union. Finally, the Task Force reiter-
ated its previous conclusions on the importance of stratification
according to risk factors of adverse RA outcome,69 76 once an
initial therapy has failed.

The individual recommendations are not numbered by
importance, but rather by a logical sequence: what is the treat-
ment target and how should the patient be followed? What is
the most prudent treatment approach once the diagnosis has
been made? How can therapeutic success be maximised? Which
therapies should follow a first treatment failure (phase I) and
under which circumstances? Which agent or type of drug
should be preferred in the course of the development of the
treatment strategies?

Consequently, the first three items, which were either left
fully unchanged or were only minimally changed, deal with the
time point of starting effective therapy (as soon as the diagnosis
is made and thus without any loss of time); with the definition
of the treatment target (sustained remission or low disease activ-
ity); and with monitoring and the need to reach a significant
improvement of disease activity within 3 months and attainment
of the targeted state within 6 months. The preferred instruments
to be used when following patients have been defined in previ-
ous EULAR activities22 111 and comprise composite measures
that include joint counts, such as the CDAI, DAS28 and SDAI as

well as the ACR/EULAR remission definitions. Of note, instru-
ments weighing acute phase reactants highly may exaggerate
response, especially with IL-6 or Jak-inhibitors.

The treatment target (stringent remission or low disease
activity) continues to be clinically defined, since focusing at
ultrasonographic remission has not shown better outcomes com-
pared with targeting clinical low disease activity or stringent
remission, but rather induced overtreatment and thus inefficient
use of healthcare resources.108 109 Moreover, no strategy trial is
available comparing the use of the serologic multibiomarker
disease activity (MBDA) test with targeting remission using clin-
ical disease activity assessment by a clinical composite measure
(with which MBDA correlates anyway); of note, the MBDA test
has been reported to improve to a larger extent on using a
bDMARD that directly targets a cytokine compared with one
that targets T-cell costimulation, despite similar clinical, func-
tional and radiographic outcomes.183 Moreover, it must be
assumed that such test would falsely indicate high disease activ-
ity when an infection occurs. For all these reasons, the Task
Force recommends to follow patients in clinical practice using a
composite measure which comprises joint counts and may
include an acute phase reactant. This clinical assessment is per-
tinent for every therapeutic phase (figure 1).

Subsequent recommendations, however, have undergone
some significant changes compared with the 2013 update.
While MTX (or in the presence of intolerance another
csDMARD) continues to be considered the pivotal drug once
the RA diagnosis has been made (item 4), it is recommended
more strongly than before to escalate MTX to a dose of
25–30 mg weekly (with folate supplementation), given further
recent insights on the high response rate with such strategy.4 118

Moreover, the combination of csDMARDs, as monotherapy,
with GC is more strongly suggested than before in light of
increasing evidence that this combination is not surpassed by
csDMARD combinations, even if they are applied with GC, or
bDMARDs plus MTX in terms of efficacy and safety.126 147 In
the treatment algorithm (figure 1, phase I), this is reflected by
the respective change from ‘±’ to ‘+’ for the addition of GC to
csDMARDs. The term ‘low-dose’ GC has now been replaced by
‘short-term’ GC, given that various modes of application at dif-
ferent doses have shown to be efficacious. Moreover, the most
important factors to reduce the risk of adverse event, such
as cardiovascular events, infections, diabetes or hyperten-
sion,151 152 184 was deemed to be rapid tapering to discontinu-
ation and a low cumulative dose of GC. This is, indeed, the case
with these alternative GC treatment modalities.

In contrast to the 2013 update, csDMARD combination
therapy, with or without GC, is no longer an explicit part of the
recommendations. This conclusion was based on the accruing
evidence that this csDMARD combination therapy may not be
superior to MTX monotherapy plus GC, but may be associated
with an increase in adverse events.126 130 A recent indirect-
comparison meta-analysis has suggested a superiority of
csDMARD combination versus MTX monotherapy.185 This
study was at odds with a previous direct-comparison meta-
analysis35 186 and with our own SLRs,35 52 133 and indirect
comparisons should also be considered with reservation since
their rigour and value is insufficiently understood to date.
Interestingly, using a somewhat different approach and based on
an independent SLR, the ACR guideline has arrived at a similar
conclusion as presented here and recommends MTX monother-
apy as the first DMARD in early or established RA.17 However,
the use of csDMARD combination therapy is not precluded by
the new recommendations, rather it is at the discretion of the

971Smolen JS, et al. Ann Rheum Dis 2017;76:960–977. doi:10.1136/annrheumdis-2016-210715

Recommendation

group.bmj.com on May 18, 2017 - Published by http://ard.bmj.com/Downloaded from 

arvinth
Sticky Note
None set by arvinth

arvinth
Sticky Note
MigrationNone set by arvinth

arvinth
Sticky Note
Unmarked set by arvinth

arvinth
Sticky Note
None set by arvinth

arvinth
Sticky Note
MigrationNone set by arvinth

arvinth
Sticky Note
Unmarked set by arvinth

http://ard.bmj.com/
http://group.bmj.com
cristian.diaz
PDF Creator Trial



rheumatologist to apply it in the context of the recommendation
on the use of MTX as a (first) treatment ‘strategy’.

Once phase I has failed to reach the treatment target, either in
the presence of bad prognostic markers or in the absence of bad
prognostic markers after a second csDMARD strategy has failed,
the Task Force recommends to add any bDMARD or, less prefer-
ably, a tsDMARD. If phase II as depicted in the algorithm fails to
arrive at the treatment target, another bDMARD or a tsDMARD
should be used. The Task Force reiterated its position that if a
TNF-inhibitor fails, another TNF-inhibitor—but not a biosimilar
of the same molecule!—can be as effective as changing the mode
of action. Vice versa, an effective biological agent should not be
switched to another bDMARD for non-medical reasons.
However, important data are missing for some of the drugs; for
example, clinical trials did not address the efficacy of a
TNF-inhibitor after bDMARDs with other modes of action or a
Jak-inhibitor has failed. Similar questions arise for the other
agents and also for the use of IL-6R or IL-6 inhibitors, such as
sarilumab or sirukumab, after tocilizumab has failed (box 1).

Early bDMARD treatment, including an induction regimen
with subsequent withdrawal of bDMARDs as supported by
some strategy trials, was discussed but did not find a majority
among the Task Force members. This decision was based on the
lack of evidence for superiority of such therapy compared with
the use of MTX plus GC. Moreover, when placed in the context
of a treat-to-target strategy, the initial use of csDMARDs yields
equal results in the long-term. Finally, the cost-effectiveness of

first-line bDMARD therapy, especially in light of the reasons just
mentioned, is very poor.

The 2016 update of the EULAR recommendations is based
on the most recent evidence in the area of RA management
and on discussions by a large and broadly international Task
Force. The recommendations synthesise the current thinking
on approaching RA treatment in a set of overarching principles
and recommendations. These have been informed by SLRs on
the efficacy and safety of the drugs. The Task Force is con-
vinced that adhering to these recommendations, including
shared decision making, defining the treatment target, assessing
disease activity regularly with appropriate instruments and
applying the sequence of drugs as proposed and in a
treat-to-target strategy, will maximise the overall outcome in a
vast majority of patients with RA. Still, a considerable propor-
tion of patients will not reach the target despite all efforts, and
for these patients new drugs will be needed. Also, new infor-
mation from research activities on treatment strategies, predict-
ive markers and other aspects will become available in the near
future and will likely necessitate yet another update of the
recommendations in about 3 years; maybe we will then have
new data on the research agenda, including precision medicine
approaches in RA which allow predicting who will best
respond to which drug at which stage of the disease. Until then
we hope that the 2016 update will be broadly applied in clin-
ical practice and/or serve as a template for national societies to
develop local recommendations.

Box 1 Research agenda

1. How does MTX monotherapy in combination with glucocorticoids compare with monotherapies of sulfasalazine or leflunomide in
combination with glucocorticoids, at the doses of csDMARDs as used today?

2. In what proportion of patients is an induction therapy with a bDMARD+MTX with subsequent cessation of the bDMARD effective in
inducing sustained remission?

3. Is the application of a TNF-inhibitor after abatacept, tocilizumab, rituximab or a Jak-inhibitor has failed, safe and efficacious?
4. How safe and efficacious are abatacept, tocilizumab and rituximab after any of the other non-TNF-inhibitor-bDMARDs or a

tsDMARD has failed?
5. How safe and efficacious is the use of an IL-6 pathway inhibitor if another IL-6 pathway inhibitor/a Jak-inhibitor has failed?
6. How safe and efficacious is the use of a Jak-inhibitor after another IL-6 pathway inhibitor/another Jak-inhibitor has failed?
7. Is the risk stratification as recommended by EULAR after failure of MTX improving outcome in those with risk factors and not

harming those without bad prognostic markers? Do patients who lack bad prognostic factors benefit as much from a switch or
addition of a csDMARD as from the addition of a bDMARD?

8. Can we find predictors of differential response to the different bDMARDs and tsDMARDs?
9. When starting a DMARD, how can we best predict who will attain the treatment target (remission or low disease activity) and who

not?
10. Can we predict who will maintain remission after withdrawal of a bDMARD?
11. Will we be able to develop precision (personalised, stratified) medicine approaches in RA?
12. Is tapering of bDMARD monotherapy, where potentially indicated, comparable with bDMARD tapering in the presence of

csDMARDs?
13. Will RCTs on tapering of bDMARDs following the deducted predictors for successful withdrawal of bDMARDs show success?
14. How good is patient adherence to a bDMARD or tsDMARD and can non-adherence explain secondary loss of efficacy?
15. Is measurement of serum drug or antidrug antibody levels useful in clinical practice?
16. Which biomarkers will help to find better predictors of bad outcome or response and which have failed in the numerous clinical

trials that evaluated gene-expression and other biomarkers?
17. What is the effect of csDMARD, tsDMARD and bDMARD therapies on cardiovascular outcomes and to which extent is a potential

effect dependent on a clinical response?
Is the use of telemedicine or e-medicine approaches as effective as direct contact in the clinic for treat-to-target strategies? bDMARDs, biological DMARDs;
csDMARDs, conventional synthetic DMARDs; DMARDs, disease-modifying antirheumatic drugs; EULAR, European League Against Rheumatism; Jak, Janus kinase;
MTX, methotrexate; RA, rheumatoid arthritis; RCT, randomised controlled trial; TNF, tumour necrosis factor; tsDMARDs, targeted synthetic DMARDs.
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Introducción

Desde su constitución en el año 1984, el Consejo de Infecciones Urinarias (CIU)

se fijó como meta remediar el serio problema que origina la ausencia de

normatizaciones en infecciones urinarias (IU), lo que provoca severos problemas

en la salud pública y muy frecuente iatrogenia.

Es así, como en el año 1985, publica en el “Acta Bioquímica Clínica

Latinoamericana” sus primeras recomendaciones, que tomaron difusión

latinoamericana.

Luego en el año 1987 edita un libro de bolsillo, de 95 pág. con las principales

recomendaciones consensuadas en 19 síndromes de IU.

Posteriormente se actualizan en forma parcial en la evista de nefrología, diálisis

y transplante . Y ha sido tema de debate en distintos congresos, jornadas, cursos

y las reuniones anuales del CIU.

El presente trabajo significa una puesta al día de los avances registrados. Se ha

dividido el trabajo en dos partes. La primera actualiza las normas generales en el

diagnóstico, etiología, fisiopatología, tratamiento y evolución. En la segunda

parte, se aplica estas recomendaciones a 26 síndromes de IU.

De un modo especial se señala en el Cap. 10, la importancia de las IU en la salud

pública. Se considera a esta afección como la agresión bacteriana más frecuente

del humano. Y una de las más descuidadas, con todas las consecuencias

individuales y sociales que derivan de esta anarquía en el manejo.

Son responsables de estas Guías, el Comité de redacción integrado por

Amílcar Challú, Eduardo Castiglioni (nefrólogos) y Alicia Farinati (microbióloga).

En la elaboración de los capítulos, han intervenido además los Dres. Alicia

Fernández (nefróloga), Pablo Contreras (urólogo), María Pérez y Gutiérrez

(nefropediatra), María Eugenia Escobar (ginecóloga) y Silvina de Luca (imagen).

Todos ellos integrantes de la mesa directiva del CIU.

Dada la extensión de la obra, su publicación se hará en varias entregas. En la

presente edición abarcamos los

Este Comité en nombre del CIU, se considerará muy gratificado si se le hacen

“r

”

los Dres.

Capítulos 1 a 10.
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llegar las sugerencias que permitan una mayor utilidad de estas

recomendaciones. Las direcciones electrónicas de los autores, se señala al pie.

Por último deseamos destacar que estas guías o normatizaciones, han sido

posible por el estímulo y la perseverancia del Presidente de la Sociedad Argentina

de Nefrología, Dr. Oscar Alvarez. Aél nuestro reconocimiento.

El Comité de Redacción

SAN sanef@arnet.com.ar

ANCBAancba@mail.pccp.com.ar

Amílcar Challú drchallu@fibertel.com.ar

Eduardo Castiglioni ecastigli@intramed.net.ar

Alicia Farinati farinati@fibertel.com.ar
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Entendemos por IU al conjunto de síndromes provocados por la presencia de

gérmenes en el tracto urinario.

Algunos autores prefieren hablar de la respuesta inflamatoria del tracto urinario a

la colonización de gérmenes.

Sin embargo resulta difícil definir qué se entiende por respuesta inflamatoria. Es

bien conocido que no se expresa por manifestaciones clínicas, ya que las IU

pueden ser silentes o de baja sintomatología. La inflamación tampoco se refleja

en alteraciones sedimentarias, ya que puede existir IU con sedimentos limpios.

Resulta conveniente definir algunos términos que serán usados a lo largo de estas

Guías. Otras definiciones se verán al encarar los distintos síndromes

1- Bacteriuria significativa: recuento de colonias igual o superior a 10.5 ufc/ml, en

muestra recogida por micción espontánea (chorro medio). Es significativa

cualquier número ufc/ml si se recoge por punción vesical o renal.

2- IU de parénquima: cuando la bacteriuria proviene del parénquima renal o de la

próstata.

3- IU de vías cuando proviene de vejiga o uretra.

4- Bacteriuria complicada: cuando existe alteración de las vías o factores de

riesgo o gérmenes . Por oposición de habla de IU no complicada,

cuando la IU acontece en un paciente en buen estado de salud e indemnidad del

urinario.

Otras definiciones usadas

Algunas definiciones útiles

multirresistentes

aparato

Capítulo 1

Definiciones
en Infecciones Urinarias (IU)
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5- Síndrome disuria, urgencia tenesmo. Se reemplaza por

síndrome de frecuencia/urgencia o disuria/urgencia .

6- IU silente, o bacteriuria encubierta: IU con muy poca sintomatología.

7- Nefropatía por reflujo: se utiliza cuando existen escaras asociadas con reflujo

vésico ureteral, acompañadas o no por gérmenes.

8- Piuria: presencia de más de 6 a 8 leucocitos por campo.

9- Síndrome uretral femenino (disuria/ urgencia) con y sin gérmenes.

Existe una variada sinonimia aplicada a las IU, caracterizando los distintos

síndromes. Las principales de ellas son: cistitis, IU encubiertas, IU silentes,

pielonefritis, nefritis intersticial bacteriana, urinaria, bacteriurias

asintomáticas. Hay términos como pielitis que deben ser descartados. Asimismo

no existe una justificación para el llamado síndrome uretral. El término IU

crónica, debe ser reemplazado por IU recurrente, con sus variables: recaída,

reinfección o persistencia.

Sinonimia

miccional: polaquiuria,

leucocituria

sépsis
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Múltiples formas de presentación

Agrupación de los síndromes de IU adoptado por el CIU

Las IU se presentan en múltiples formas clínicas. Estos síndromes son el resultado

de la interacción de distintos factores (edad, géneros de evolución, uropatógenos,

etc). Señalamos algunos de ellos, agrupados:

1. Según localización: IU altas y bajas.

2. Según edad: IU del lactante, del recién nacido, de la pubertad, de la

juventud, de la edad adulta, de la edad avanzada.

3. Según género: del hombre, de la mujer.

4. Según germen: IU por proteus, por pseudomona, por enterococcus,

por gérmenes inusuales, por gérmenes

5. Según actividad sexual: en la mujer en período sexual activo, en la

menopausia.

6. Según sitio de adquirida la IU: IU nosocomial, IU ambulatoria, IU

residencial.

7. Según evolución: episodio único, recurrente, persistente, recaída.

8. Según alteración del terreno: IU complicada o no, IU de riesgo.

9. Según enfermedades subyacentes: IU en el diabético, en nefropatía

clínica, en el litiásico, en el poliquístico, en malformaciones urinarias.

10. Por sus síntomas: sintomáticas, asintomáticas (Bacteriurias

asintomáticas BA), IU encubiertas, IU pausintomáticas.

Los síndromes se pueden multiplicar, haciendo jugar todos los factores señalados.

Esto complica de alguna manera el manejo del paciente.

El Consejo de Infecciones Urinarias ha adoptado una clasificación que permite

englobar este polimorfismo de síndromes. La misma es:

multirresistentes.

Capítulo 2

Clasificación
de las Infecciones Urinarias
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- IU con riesgo potencial para la vida del paciente: Sepsis urinaria, IU alta,

prostatitis, IU del embarazo.

- IU con riesgo potencial de falla renal: RVU, malformaciones, binomio

litiasis-IU.

- IU benignas, pero con riesgo potencial de recurrencia: IU en la mujer en

período sexual activo.

- IU controvertidas: bacteriuria asintomática, IU del geronte, vejiga

neurogénica.

El agrupamiento propuesto permite manejar al paciente infectado, con una

unidad de criterio. Cada uno de estos 4 grupos, presenta características comunes

que se reflejan en

- Etiología

- Mecanismo fisiopatológico involucrado

- Presentación clínica

- Metodología diagnóstica

- Prioridades terapéutica

- Evolución

Esta unidad de criterio se verá refle

Distintos tratadistas han propuesto agrupamientos, tendientes a simplificar el

enfoque de las IU. Algunas de estas propuestas son:

- IU de parénquima e IU de vías. Es una clasificación sencilla, práctica y

recomendable.

- IU complicada y no complicada. La principal objeción es definir qué se

entiende por complicada.

- IU alta e IU baja.

- IU en el paciente obstruido

Ventajas del agrupamiento propuesto

Otras clasificaciones

s

jada a lo largo de esta publicación.
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Cómo caracterizar un paciente con IU
Es altamente recomendable que en presencia de un paciente con IU, se procure

individualizarlo, considerando los siguientes factores:

1. Si el paciente es ambulatorio o está internado

2. Género, edad

3. Episodios: Primero Recurrente (persistencia, recaída, reinfección)

4. Complicada, no complicada, de riesgo

5. Localización alta o baja

6. Mono, polimicrobiana, germen problema

7. Sintomática, asintom tica

8. De vías o de parénquima

9. Riesgo de vida, de IR, benignas

Así entonces, un paciente que se presenta a la consulta, en lugar de caracterizarlo

simplemente como IU, se individualiza mejor señalando (como ejemplo):

(1) Paciente ambulatoria (2) de 67 a.,femenina (3) con primer episodio de

IU (4) presumiblemente no complicada (5) presumiblemente baja, (6) a

(7) sintomática (8) de vías (9) benignaE.coli

.

á
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La infección del tracto urinario es un diagnostico común entre los pacientes

evaluados en la consulta médica, tanto externa como en internados. De hecho,

los autores rotulan a las IU como la 2ª enfermedad bacteriana humana y otros la

señalan como la 1ª causa. Las infecciones urinarias afectan a ambos sexos y en

cualquier edad. Frecuentemente no es diagnosticada en vida. Tiene un alto nivel

de recurrencia y es la segunda causa de ingreso a HDC (causa única o agregada)

Como se verá en el Cap 10, cada año en los Estados Unidos, las IU resultan en más

de 7 millones de visitas médicas. Todo ello implica un costo considerable como

se analiza en el mismo Cap. La mayoría de esas infecciones ocurren en mujeres

jóvenes quienes se presentan con síntomas de cistitis bacteriana aguda no

complicadas o pielonefritis, con buena respuesta al tratamiento ATB. Cierta

población de pacientes tienen causas predisponentes que complican el

tratamiento. Las IU complicadas pueden ocurrir en el hombre, niños, mujeres

embarazadas, ancianos o pacientes inmunodeprimidos y en aquellos con

enfermedades neurológicas.

Se sintetizan los datos epidemiológicos, con estas referencias actuales:

- Consultas médicas por IU en USA 8.000.000/año

- IU diagnosticadas en internación 1.500.000/año

- Internados por cuadros agudos IU 125.000/año

- 1% neonatos

- 30% más 60 años

- El 12% de los hombres y el 40% de las mujeres sufren como mínimo 1

episodio de IU durante su vida

- El 5% de la atención primaria corresponde a casos de IU

Algunos Datos Epidemiológicos

Referencias: Waren y O´Hanley, 1998

Capítulo 3

Consideraciones Epidemiológicas
en las Infecciones Urinarias
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Influencia de la edad y género

Bacteriuria Asintomática

Las poblaciones que deberían ser consideradas para realizar estudios

epidemiológicos de prevalencia son los neonatos (ambos sexos), los escolares

(sexo femenino), las embarazadas y los ancianos.

La prevalencia de las IU es mayor en las mujeres y aumenta con la edad en ambos

sexos , siendo las más frecuentes entre los ancianos.

La presencia de bacteriuria es :

- 5% en las mujeres jóvenes y 0.1% en los hombres de mediana edad.

- 20% en las mujeres y 10% en hombres a los 65ª de edad.

Se incrementa la prevalencia en las mujeres > de 70ª al 30% y hasta el 50% en las

mayores de 80ª.

La relación de bacteriuria en mujeres respecto a varones es de 3:1 en los

ancianos, contrastando con la proporción 20:1 que se observa en la población

más joven.

En función de la edad y género, las dos modalidades clínicas más diagnosticadas

son en orden decreciente:

Niño: Pielonefritis aguda
Bacteriuria asintomática

Niña: Bacteriuria asintomática
Pielonefritis aguda

Hombre adulto: Prostatitis
Uretritis gonocócica

Mujer gestante: Pielonefritis aguda
Bacteriuria asintomática

Ancianos Infección nosocomial
IU por obstrucción

Ancianas Cistitis recidivantes
Pielonefritis crónica

(Am Fam Physician 2001;63:257-68.)

:

:
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Influencia del nivel socioeconómico

Influencia de patología subyacentes

Se han demostrado como causas importantes de predisposición a las infecciones

urinarias. La prevalencia de bacteriuria en mujeres embarazadas de bajo nivel

económico es > del 7% y en las de medio o elevado 1-2%.

La presencia de enfermedades / anomalías congénitas o adquiridas del aparato

urinario son causas predisponentes de infecciones urinarias, bien por

instrumentación o por la alteración de la libre circulación de la orina en los

conductos. La frecuencia con que cada una de ellas ejerce la predisposición del

enfermo a la infección está relacionada directamente con la capacidad agresora

sobre los mecanismos defensivos o funcionales. Así por ejemplo, los cistoceles

femeninos elevan la tasa de frecuencia de bacteriuria al 23%, las malformaciones

congénitas del aparato urinario al 57%, la hidronefrosis y nefrolitiasis superan el

85% y los sondajes con drenaje a permanencia eleva la incidencia de IU.

Enfermedades comunes en la población geriátrica como diabetes (neuropatía

diabética), hipertrofia prostática ,rectoceles, cistoceles , prolapsos uterinos ;

como también el uso de medicación con anticolinérgicos cuyos efectos

colaterales pueden contribuir a una anormal contracción del músculo detrusor.

En la premenopausia los estrógenos circulantes favorecen la colonización del

epitelio vaginal por Lactobacillus que mediante el catabolismo del glucógeno

para formar ácido láctico, mantienen un pH ácido vaginal que dificulta la

colonización por uropatógenos.

El conocimiento de estos datos epidemiológicos

sirve para alertar al médico y prevenirle sobre la búsqueda

de una infección urinaria o una bacteriuria en aquellos casos

en que la clínica no es demostrativa.
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Interrelación germen-huésped

Las vías de la infección

La virulencia de los gérmenes

Cómo infectan los uropatógenos

Como en toda infección, debemos interpretar las IU como una interacción entre

un agente agresivo (los uropatógenos), y un organismo que intenta defenderse.

Por un lado, los gérmenes llegan al tracto urinario, colonizan, lesionan la

mucosa, invaden y desarrollan mecanismos de supervivencia. Por su parte, el

organismo se defiende en forma inespecífica y específica para este tipo especial

de agresión.

Los gérmenes patógenos pueden acceder al tracto urinario por 3 vías, la

canalicular o ascendente, la vía hematógena y, la vía linfática. La ruta ascendente

es la forma principal de acceso. Esto implica que para llegar al tracto urinario

debe recorrer un largo camino desde su fuente (intestino) hasta el lugar donde

coloniza (vejiga): periné, uretra y luego ascender a pelvis renal e intersticio. En

ese largo trayecto puede colonizar distintos sectores.

Los gérmenes poseen una virulencia propia que les permite superar los distintos

obstáculos que le presenta el organismo. Es extraordinaria la capacidad de

adaptación a un medio hostil y las nuevas exigencias.

No está adecuadamente aclarado si existen cepas determinadas genéticamente

para atacar el tracto urinario o el intestino. Y si genéticamente determinan IU

sintomáticas o no o IU alta o baja.

Los gérmenes desarrollan habilidades que le permiten superar las primeras

Capítulo 4

Fisiopatología
de las Infecciones Urinarias
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resistencias que le presenta el organismo, penetrar el uroepitelio y mucosa,

invadiendo y diseminándose.

Es el primer paso de la agresión bacteriana. Los gérmenes que van ascendiendo se

adhieren al epitelio urogenital, primero del introito y vagina y luego de las vías

urinarias.

La adherencia se efectúa por 2 mecanismos de adherencia: fimbriada o

afimbriada (ligandinas). Las fimbrias son estructuras pediculadas, específicas de

determinados gérmenes que le permiten fijarse en forma selectiva a receptores

específicos.

Estas fimbrias en general se dividen en manosa sensible (MS) y manosa resistente

(MR), según que el receptor específico posea D-manosa o no.

Las fimbrias MS se adhieren a receptores de mucina que se hallan en las células

superficiales del epitelio transicional. Asimismo se unen a la proteína de Tamm

Horsfall. Al descamarse las células se elimina las bacterias adheridas. Se discute

cuál es el rol que juegan en las IU. Es posible que contribuyan a la adherencia

inmediata y que luego cambie su fimbriación a MR.

Las fimbrias MR se consideran las más virulentas, produciendo tanto IU bajas

como altas. Se dividen en K, P, R subtipo S o P. Se adhieren a receptores

específicos tipo glicoesfingolípidos (P) o gal-gal (R). Otras fimbrias MR son menos

importantes. Las bacterias con estas fimbrias pueden colonizar el intestino

grueso, trasformándolo en reservorio de las IU.

Las adhesinas no fimbriadas, ligandina, son distintas para cada germen. Se

distribuyen en forma difusa por la superficie de los gérmenes, con un número por

consiguiente ilimitado. Intervienen más en la colonización con citotoxicidad

lenta, comparado con las adhesinas fimbriadas.

Inicialmente las fimbrias lesionan el uroepitelio, al expoliar los nutrientes o

blanqueando los receptores comunes de intercambio metabólico. Luego actúan

Para cumplir esta finalidad, se adhiere al uroepitelio, se multiplica (acelerada o

lentamente según las circunstancias) y se prepara para invadir y diseminarse.

Capacidad de colonizar

Capacidad de lesionar

Poseen capacidad para colonizar (adherencia fimbriada o afimbriada),
para lesionar (hemolisina, distintos antígenos bacterianos),

invadir y sobrevivir (reproducción, nutrientes, osmoprotectores)
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las hemolisinas como los agentes más importantes de lesión, produciendo

microulceraciones. Inician así los episodios agudos de IU. Contribuyen a la

lesión con posterioridad los antígenos bacterianos, que se anclan a las células del

uroepitelio con receptores CD 14. Son activadores de los macrófagos y del factor

citotóxico necrotizante (FCN).

En el juego de colonización, lesión y variación de la virulencia se produce la

invasión a la submucosa vesical o al parénquima renal.

La adaptación y la sobrevida de los gérmenes a las condiciones hostiles del

huésped, constituye un aspecto fascinante de la virulencia de los gérmenes.

Pueden permanecer adheridos al uroepitelio por un tiempo muy prolongado,

esperando el momento adecuado para invadir, reproduciéndose a un ritmo muy

lento, ahorrando energía y nutriéndose del medio. En este estadío, puede

observarse selección de población y/ó desarrollo de nuevos genes.

Uno de los aspectos importantes de la nutrición de los gérmenes y que

contribuyen con la virulencia en la adquisición de hierro que se hace a base de

moléculas de aerobactinas y enteroquinas, denominados sideróforos. El hierro es

pobre en los vertebrados, pero rico en la orina.

Además puede nutrirse de otras bacterias y células muertas

Por otro lado se protege de los neutrófilos por la leucocidina. En el parénquima

renal, se protege de la osmolaridad, con los propios protectores que fabrica el

riñón, para evitar daño en las células tubulares.

Los gérmenes esperan el momento adecuado para invadir. Cuando las

condiciones son aptas aumentan su velocidad de reproducción, incrementando

el in culo y superando la fagocitosis. Asimismo puede cambiar su expresión de

fimbriación, pasando de afimbriada o MS a MR que es más patógena.

Genera asimismo distintos mecanismos de resistencia a los antimicrobianos.

En un estudio sobre 53 pacientes, se demostró que la virulencia de la Escherichia

está ligada en un 49 % a la fimbriación MR, También en un 49% a la

formación de hemolisinas, en un 47% a presencia de aerobactina y 17% al

antígeno K.

Capacidad de invadir

Capacidad de sobrevivir

ó

coli
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Cómo se defiende el organismo

La antiadherencia

Mecanismos inmunológicos en las IU

El organismo se defiende del germen, con mecanismos específicos e

inespecíficos. La primera y más importante barrera, es la vejiga, donde se

concentran el mayor y principal obstáculo a la infección. Si se supera la vejiga,

los gérmenes encuentran más facilidad para infectar.

La orina posee una acción bactericida, dependiendo de su osmolaridad, la

concentración de hidrogeniones, urea, ácidos orgánicos, zinc y en menor

medida de poliaminas hidrofílicas de bajo peso molecular.

Existen elementos químicos como la proteína de Tamm Horsfall, la capa de

glucosaminoglicano, la glicoproteína 1 y la IgAsecretora.

Pero la acción más importante es la mecánica, el lavado por el chorro urinario.

Los elementos señalados más arriba (proteína Tamm Horsfall, la

glucosaminoglicano, la glicoproteína y la IgA secretora) entran en competencia

con los receptores específicos y atrapan los gérmenes y los eliminan por la

descamación. Otras sustancias menos importantes son algunos oligosacáridos de

bajo peso molecular. La carga electrostática actúa como mecanismo de

antiadherencia.

Esta acción antiadherente se observa en todo el epitelio urogenital.

Es incierto el papel que juegan estos mecanismos en las IU. Fundamentalmente el

riñón y la próstata poseen capacidad antigénica; la submucosa vesical posee una

capacidad menor. Las inmunoglobulinas no se filtran por el glomérulo, se

secretan a nivel local.

Los Ac como respuesta a los Ag bacterianos son los Anti lipopolisacáridos (Ag O);

anti polisacáridos capsulares (K); anti fimbrias MR y MS (H); anti proteína Tamm

Horsfall. Los Ag activan también el complemento.

Se cree que los Ac potenciarían la respuesta inflamatoria y reducirían el daño

tisular y la posibilidad de bacteriemia. En alguna forma prevendrían las

recurrencias. La inmunización con fimbrias P protege a las ratas.

Pero, en contrapartida, las IU pueden persistir en ausencia de bacterias por el

depósito de Ag-Ac en el intersticio. Son hechos clínicos que en las

hipogammaglobulinemias no hay mayor incidencia de IU, y que las bacterias

persisten aún en presencia de títulos de Ac elevados.
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Reacción inflamatoria

Genética en IU

Situaciones especiales

Secuencia de la infección

Contra lo que se aceptaba, actualmente se admite que la reacción inflamatoria

juega un rol importante en las defensas contra los uropatógenos. Es así que los

antiinflamatorios obstaculizan la erradicación de la IU.

Con la colonización de gérmenes, se produce una estimulación de citocinas (IL 6

y 8) y a su vez estimulan las células inmunitarias (esta estimulación se observa

también con fimbrias aisladas y lipopolisacáridos).

La IL 6 produce fiebre y reactantes de fase aguda (aumento de la

eritrosedimentación, leucocitosis, leucocituria, aumento de la PCR, la IgA y los

Ac). La IL 8 estimula neutrófilos, activa el complemento y produce Ac.

Los neutrófilos y los linfocitos aparecen más tardíamente; no sólo ejercen su

función conocida, sino capturan los gérmenes MS. Se acumulan en la mucosa y

se eliminan aumentando la leucocituria. En el intersticio se pueden apreciar

acúmulos de macrófagos.

La densidad, número y tipo de receptores está determinado genéticamente. Los

individuos del grupo sanguíneo P, ABO, Rh no secretor sintetizan globósidos

receptores de MR y presentan el riesgo mayor de contraer IU.

Los mecanismos descriptos corresponden a pacientes no obstruidos. Se entiende

fácilmente el ascenso de los gérmenes en los pacientes. En cambio los no

complicados, especialmente, los que poseen indemnidad de las vías excretoras,

son motivo de estudios constantes. Situaciones especiales como la recurrencia y

la evolución a la IRC serán considerados más adelante. Existen elementos que

permiten interpretar las IU como enfermedad psicosomática a través de

mecanismos psiconeuroinmunológicos.

Se aprecia en la figura

gal.-

gal.,

siguiente.
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Al considerar la etiología de las IU, se debe tener presente que las mismas se

producen generalmente por vía ascendente . Por lo tanto los microorganismos

prevalentes son los que se hallan en el contenido intestinal. A partir de este

reservorio, en la mujer pueden colonizar la vagina y zona periuretral. En el

hombre, las bacterias pueden colonizar la zona periuretral y ascender por la

uretra.

Si admitimos que los componentes de la flora intestinal son los agentes

etiológicos más importantes, deberíamos encontrar bacterias anaerobios como

agentes de IU. Sin embargo no es así, ya que éstos son excepcionales. Por eso, se

debe tener en cuenta que existen otros factores que ya fueron mencionados como

factores de virulencia que le confieren a ciertos microorganismos el

carácter de uropatógeno cuando los poseen.

Hay otros microorganismos que pueden aprovechar algunas circunstancias

como por ejemplo, y otros bacilos gram negativos no

fermentadores asociados con catéter urinario.

A continuación y sólo a título de ejemplo, ponemos una tabla que gr fica los

agentes etiológicos encontrados en IU ambulatorias

Pseudomonas aeruginosas

(Cap. 4)

(Cap. 4)

a

Capítulo 5
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Prevalencia de microorganismos aislados de urocultivo de pacientes

adultos ambulantes

Prevalencia de microorganismos aislados de urocultivo de pacientes

adultos hospitalizados

Uropatógenos

Contaminantes

Via hematógena

En el paciente hospitalizado se suelen encontrar los mismos microorganismos

pero aparece una mayor diversidad de bacilos gram negativos (otras

enterobacterias y bacilos gramnegativos no fermentadores) y aparece entre los

primeros agentes etiológicos , particularmente en el área

de los servicios de Urología. La característica común a todos ellos es la

multirresistencia pues muchas veces las IU se asocian a pacientes internados

durante tiempo prolongado y/o portadores de sonda que favorecen la aparición

de la flora hospitalaria o de la institución que, seguramente, se ha sometido a la

presión selectiva de los antimicrobianos muchas veces utilizados sin controles

adecuados.

Enterococcus faecalis

(E. coli,

Otros baacilos gram negativos

S. saprophyticus

Enterococcus

Staphylococcus

Lactobacillus

Staphylococcus aureus

Mycobacterium tuberculosis

Staphylococcus

Leptospira

otras enterobacterias)

(sobre todo en pacientes con IU complicada)

spp

Difteroides

spp

coagulasa negativos

Levaduras

spp

coagulasa negativos
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Las IU presentan una sintomatología dispar. En algunos casos la misma es bien

típica e induce de inmediato al diagnóstico. En otras circunstancias, la misma es

encubierta requiriendo un buen ejercicio clínico para llegar al diagnóstico.

Asimismo las infecciones pueden cursar en forma totalmente asintomática.

Para complicar los cuadros clínicos, los síntomas no son patognomónicos, de

modo tal que cuadros que parecen típicos, no corresponden a IU. Por lo mismo es

conveniente identificar estas distintas situaciones.

Las formas bajas de IU, presentan el síndrome de urgencia/frecuencia, asociados

frecuentemente con estranguria, polaquiuria, disuria.

En cambio las formas altas, presentan lumbalgia, fiebre contractura lumbar

frecuente.

En una serie personal sobre 1333 IU ambulatorias, se hallaron los siguientes

síntomas

Con relativa frecuencia, en especial en los extremos de la vida, se

aprecian síntomas extraurinarios, tales como náuseas o vómitos, astenia,

malestar general, , cuadros confusionales en los ancianos.

Con frecuencia los pacientes refieren síntomas aislados, como incontinencia,

fiebre, lumbalgia, etc.

Síntomas típicos de IU

Síntomas extraurinarios

Formas oligosintomáticas

.

disconfort

Capítulo 6
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Gran parte de los pacientes con IU recurrentes, identifican nuevos episodios con

ciertas características que le hacen sospechar una recurrencia: olor fuerte, olor

característico, astenia, cambios de coloración.

En la práctica diaria se identifican pacientes con síntomas característicos de IU

bajas, y sin embargo los cultivos no desarrollan y su evolución posterior, descarta

un proceso infeccioso. Es el caso de mujeres con vaginitis, o de pacientes con

trastornos de la motilidad vejiga, prolapsos, etc

También es posible hallar síntomas que sugieren una IU alta, en procesos de

columna o cuadros infecciosos no renales. En el se describen IU

asintomáticas.

De estos hallazgos se concluye que hay pacientes infectados en sus vías urinarias,

sin síntomas específicos y pacientes con síntomas que sugieren una IU que

padecen otra patología.

Fairley (1971) ya había llamado la atención sobre la correlación entre síntomas

sugestivos de IU bajas en pacientes con bacteriuria renal y a su vez, aunque en

menor cuantía, síntomas sugerentes de IU alta en presencia de bacteriuria

vesical. Estos estudios se refieren a 23 pacientes.

En 1333 pacientes ambulatorios de la serie personal, hallé un 73% de disuria en

IU altas y un 51% de lumbalgias en IU bajas.

Inespecificidad de los síntomas

Los síntomas no indican necesariamente localización de la IU.

Cap. 6
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Estos hallazgos orientan hacia una terapéutica precoz. La presencia de episodios

altos en IU demostradamente bajas, implica el ascenso de gérmenes. Una

medicación oportuna y precoz, puede limitar la colonización alta de gérmenes,

evitando su ascenso.

En el capítulo 2 se ha brindado una clasificación de las IU que resulta útil para la

práctica diaria. La sintomatología se ajusta a los síndromes descriptos. Así el

grupo de IU con riesgo potencial de vida, o con riesgo para el órgano, presentan

síntomas sugestivos de IU alta. Los síndromes benignos, generalmente muestra

síntomas sugestivos de IU baja.

En la polifacética manifestaciones clínicas de la agresión infecciosa del aparato

urinario, se constatan episodios transitorios a los cuales, por su misma condición

de transitorios, no se le asigna importancia o no son investigados

adecuadamente.

Señalamos algunos de estos episodios

Cada una de estas situaciones merece una descripción aparte que exceden los

límites de este trabajo. En los se hacen referencia a los mismos, como

también más arriba en este mismo Capítulo.

Se conocen situaciones transitorias o disfunciones, que también suelen pasar

inadvertidas en la clínica de las IU. Se dan algunos ejemplos:

Correlación de los síntomas y clasificación de las IU.

Episodios transitorios de IU.

Disfunciones urinarias

Cap. 4 y 25
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Valen los mismos comentarios del apartado anterior. En el se hace

referencia a las IU como forma de somatización. Tanto la disfunción transitoria

del esfínter urinario, como la disfunción urodinámica en la infancia y el síndrome

uretral irritable, aparecen como formas de los trastornos psicológicos en las vías

urinarias. El reflujo vésico ureteral transitorio es un intento de explicar el ascenso

de los gérmenes, es un postulado difícil de demostrar, aunque existen elementos

que permitirían afirmarlo. El reflujo intersticial acontece en presencia de

gérmenes en la pelvis renal y es posible demostrarlo radiológicamente.

Los datos epidemiológicos, muestran que en la Argentina según el último

censo, la proporción de hombres y mujeres es similar (51% mujer). Sin embargo

la prevalencia de IU en la mujer es sensiblemente superior al hombre

3.1. En la mujer sus condiciones anatómicas y fisiológicas

determinan una mayor frecuencia (Cuadro)

3.2. Los principales situaciones en la mujer está determinada por su

actividad sexual:

3.2.1. Ello incluye la infección post coito

3.2.2. La disuria es sumamente frecuente y plantea problemas

especiales

3.2.3. El embarazo plantea especiales situaciones que facilitan

la IU alta

3.2.4. En la menopausia, la falta de actividad hormonal

determina una mayor propensión a las IU

3.2.5. EL síndrome uretral femenino bacteriano y no bacteriano

es objeto de controversias

Características clínicas por género

Existen diferencias según patología, como se observa en la figura 2.

Características en la mujer:

Cap. 25

1. Adquiere características propias en el hombre y la mujer

2.

3.

(Cap. 26)

(Cap. 26)

(Cap. 17)

(Cap. 33)

(Cap. 26)
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En la fig. siguiente se señalan las principales características en 766 mujeres en

edad reproductiva

Diagnóstico diferencial: como se señala en los las manifestaciones

clínicas de la IU baja pueden observarse en pacientes con procesos no

infecciosos (especialmente vaginales).

El manejo de las IU en la mujer, se visualiza en este esquema

a. La próstata actúa como una barrera antibacteriana importante

b. La principal patología es la prostatitis

c. La uretritis es frecuente en hombres jóvenes

En una serie de 1333 pacientes ambulatorios, se han visto estas diferencias por

género.

Características en el hombre

Cap. 7-4 y 26,

4.

(ver

Cap. 4)

(Cap. 15 y 29)

(Cap. 27)

5.
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Características clínicas por edad
Las IU aparecen con mayor frecuencia en los dos extremos de la vida. En pediatría

(ver Cap. 31 y 32), en las personas mayores de edad (Cap. 34). Entre estos

extremos se plantean problemas generalmente ligados a la actividad sexual (Cap.

25 y 26).

Se considerarán las IU en niños menores de 2 años (Cap. 31) en mayores de 2

años (Cap. 32), en la mujer en edad reproductiva (Cap.25 y 26) y en las personas

de edad avanzada (Cap. 34).
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Capítulo 7-0

Metodología Diagnóstica

La finalidad del diagnóstico en IU, consiste en

1- Demostrar la existencia de una IU.

2- Diagnosticar los factores predisponentes que han determinado esa IU.

3-Individualizar al paciente en su situación singular (ver Cap. 2, último

apartado)

4- Diagnosticar fracaso de la terapia.

Se demuestra mediante los síntomas y signos clínica (Cap 7-1), el urocultivo

(Cap. 7-2 y el Sedimento Urinario (Cap. 7-3).

(Cap. 7-4).

mediante la sumatoria de todos los elementos

diagnósticos, priorizando la clínica.

mediante el urocultivo y sedimento intraantibioterapia

El primer concepto que se impone en el diagnóstico IU, es la presencia de falsos

positivos y falsos negativos, lo que hace que ningún elemento diagnóstico

es patognomónico de IU.

Tomando como ejemplo los urocultivos. Un urocultivo puede desarrollar y no ser

IU (falso positivo), sino el resultado de una contaminación. De la misma manera,

un urocultivo puede no desarrollar y el paciente está infectado (bacteriurias

intermitentes, focos cerrados, etc).

Siguiendo con el sedimento urinario, puede mostrar leucocituria, proteinuria y

no corresponder a una IU (falsos positivos en el lupus y otras neuropatías).

Asimismo una IU puede presentar un sedimento normal, no inflamatorio.Estos

La existencia de una IU

Los factores predisponentes, en especial obstructivos, mediante las imágenes

Individualizar al paciente:

El fracaso de la terapia:

Falsos positivos y falsos negativos

per se
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falsos positivos y negativos, se repiten en todos los elementos diagnósticos lo que

constituye una causa frecuente de mala

En especial los síntomas que inducen a sospechar una IU baja (ver Cap. 7-1 y 25)

se hallan presentes en numerosas patología extraurinarias, en especial

ginecológicas. En consecuencia medicar sin tener todos los elementos

diagnósticos evaluados juiciosamente es una causa frecuente de error.

Excepcionalmente una prueba terapéutica puede coadyuvar al diagnóstico (ver

en especial Cap. 18)

En la tabla siguiente, se combinan los elementos principales de diagnóstico

(clínica, urocultivo y sedimento y excepcionalmente la prueba terapéutica), para

presumir o certificar una IU.

Síntesis diagnóstica

praxis.
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Capítulo 7-1

Diagnóstico Clínico

El síndrome de infección urinaria se caracteriza por su polimorfismo, lo que

condiciona un cuadro clínico no patognomónico y solo la interrelación de los

síntomas y signos el laboratorio y el resto de los exámenes complementarios

permitirá arribar al diagnóstico.

Los síntomas mas característicos son:

Sugieren una infección urinaria baja (cistitis, uretritis, prostatitis) aunque también

se observa en un tercio de las infecciones urinarias altas.

Los síntomas característicos son: Polaquiuria, disuria. estranguria “micción en

gotas”, ardor miccional y tenesmo vesical o rectal,

El dolor lumbar o en flanco a nivel del ángulo costovertebral con puño percusión

y palpación dolorosa, característica de infección urinaria alta.

En las prostatitis el dolor se ubica en periné y recto con tacto rectal intensamente

doloroso.

En algunas formas de cistitis se constata dolor suprapúblico.

La fiebre más común en infección urinaria alta, prostatitis o infección urinaria

complicada obstrucción de vía urinaria, huésped inmunocomprometido,

diabetes. Es superior a 38 grados con escalofríos.

En la IU baja es común la febrícula.

En la infección urinaria la orina puede ser turbia, a veces hematúrica y mal

oliente, esto último puede sugerir la presencia de determinados

microorganismos- olor amoniacal por gérmenes ureolíticos o fétido por

coliformes.

Trastornos Miccionales

Cuadro Febril

Modificación Física de la Orina

Algias asociadas a la IU
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Con frecuencia las infecciones urinarias son mono u oligosintomáticas,

predominando algunos de los síntomas descriptos más arriba.

Existen frecuentemente formas asintomáticas o cuadros donde los síntomas y

signos están dados por la patología subyacente. En el embarazo, la hipertensión

arterial , las uropatías obstructivas, la diabetes, y pacientes

inmunocomprometidos esta situación debe pesquisarse ya que puede

desencadenar cuadros sépticos con riesgo para el órgano y para la vida.

El cuadro clínico puede variar desde un episodio agudo aislado hasta un proceso

recurrente. Esta última forma de presentación es mas frecuente en el sexo

femenino en dos etapas de la vida: jóvenes con vida sexual activa o mujeres post-

menopaúsicas.

Sólo se puede afirmar que los síntomas y signos descriptos son sugestivos de

infección urinaria, el conjunto de métodos complementarios de diagnóstico,

donde se destaca el examen bacteriológico, confirmará o desechará tal

presunción. No es infrecuente que en pacientes con clínica completa de

infección urinaria no pueda establecerse la etiología bacteriana, pese a lo cuál se

indican terapéuticas antimicrobianas que resultan ineficaces, costosas y no

exentas de riesgo. En otros casos la investigación insuficiente no permite realizar

el diagnóstico y el tratamiento adecuado.

Corresponde enfatizar que el correcto diagnóstico clínico, producto de un

adecuado conocimiento de la enfermedad, es el eje del diagnóstico de la IU. Ello

permitirá descartar los frecuentes falsos positivos y falsos negativos.

Síntomas Atípicos

Recurrencia

Comentario Final
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Se considerará sucesivamente:

1- Recolección de muestras; 2- Informe del urocultivo; 3- Interpretación del

urocultivo. 4- Actitud del microbiólogo ante resultados obtenidos; 5- Actitud del

médico ante resultados de laboratorio no concordantes.

Los métodos de tamizaje (catastro) se considerarán en otro capítulo

Se considerará sucesivamente: pacientes sin sonda que controlan o no los

esfínteres; pacientes con sonda; punción suprapúbica; pacientes con vejiga

neurogénica;

El paciente debe tener como mínimo 3 horas de retención de orina.

Puede utilizarse la orina de cualquier momento del día (preferentemente la

primera orina). En pacientes con imposibilidad de retención vesical es válida

cualquier muestra con la mayor retención posible.

Antes de recolectar la orina debe efectuar una cuidadosa

higiene. Para ello se deben separar los labios vaginales y lavarse prolijamente,

usando gasa o algodón y empleando agua y jabón (un jabón nuevo, sin usar). El

lavado lo debe hacer desde adelante hacia atrás (nunca al revés). De inmediato

debe pasar abundante agua por la zona. Seguidamente debe preparar un tapón

vaginal consistente en una torunda de algodón envuelta en gasa que debe

introducir profundamente en la vagina para evitar que caiga flujo vaginal en el

frasco de orina. La torunda de algodón puede reemplazarse por el clásico

tampón. En pacientes premenárquicas, que no usen tampones, se extremarán las

medidas de higiene.

antes de recolectar la orina debe efectuar una cuidadosa

higiene. Para ello debe retraerse el prepucio y lavar el glande con agua y jabón

(empleando un jabón nuevo). De inmediato debe pasar abundante agua por la

zona lavada para eliminar todo resto de jabón.

A continuación de la higiene, separando

bien las piernas, debe orinar en el inodoro y hacia la mitad de la micción

Recolección de muestras

Pacientes sin sonda con micción espontánea que controlan los esfínteres.

Retención:

Higiene en la mujer:

Higiene en el hombre:

Obtención de la muestra en la mujer:

Capítulo 7-2

Metodología del Diagnóstico
Microbiológico
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interponer el frasco estéril para recolectar orina. Se cierra el frasco.

A continuación de la higiene,

manteniendo el prepucio retraído, debe orinar un chorro prolongado de orina en

el inodoro y luego hacia el final de la eguir recolectando la orina dentro

del frasco estéril. Es conveniente recolectar la primera porción de orina (10 mi)

en frasco estéril separado para efectuar su cultivo, teniendo en cuenta la

patología del varón, que con cierta frecuencia puede presentar únicamente

uretritis con sintomatología común a cualquier tipo de infección urinaria. Se

cierra el frasco.

una vez recolectada la orina, debe conservarse de

inmediato en la heladera entre 4 y 100 C (nunca en el congelador). En esas

condiciones puede mantenerse, si es imprescindible, hasta 24 h. Es preferible, sin

embargo, que se remita al laboratorio lo antes posible, refrigerada

adecuadamente.

para una mejor interpretación de los resultados se debe intentar el

control del tiempo aproximado de máxima retención vesical. Es conveniente

suministrar líquidos 30 min antes de la recolección.

se separan los labios mayores y se lava de adelante hacia atrás

la zona uretro vulvar. Se debe utilizar jabón nuevo y no usar desinfectante.

Lavado posterior con agua.

mantener las piernas separadas y obtener la

muestra al acecho.

mantener el prepucio retraído y obtener la

muestra al acecho.

La muestra de orina para estudio microbiológico en lactantes

En ambos sexos se recoge sólo la porción final

de la micción.

seguir las instrucciones indicadas más arriba.

Para la obtención de la muestra es preferible efectuar punción suprapúbica. De

no ser posible, se punza la sonda previa desinfección a 10 cm de su inserción en

el meato. No se efectúa clampeo de la sonda. La muestra se obtiene con jeringa y

aguja estériles. En cuanto a la conservación y trasporte, se siguen las

instrucciones indicadas previamente.

Se considerarán sucesivamente: Indicaciones.; Operador.; Técnica en neonatos y

lactantes.

Obtención de la muestra en el hombre:

Conservación y :

Retención:

Higiene en la niña:

Obtención de la muestra en la niña:

Obtención de la muestra en el niño:

Conservación y trasporte:

Pacientes con sonda vesical

Punción vesical suprapúbica (PSP).

Pacientes sin sonda con micción espontánea que no controlan los esfínteres (lactantes)

nunca se debe

recoger con bolsitas colectoras.

micción s

transporte
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Indicaciones

Operador

Técnica en neonatos y lactantes

muestra venga acompañada de los siguientes datos

Mandatarias en neonatos.; lactante grave internado; lactante con urocultivos

reiteradamente contaminados; investigación de microorganismos que integran la

flora normal de la uretra o plantean dudas en la interpretación de los resultados

( , anaerobios, u otros hongos oportunistas,

variantes bacterianas, etc.).

Opcionales: Vejiga neurogénica; Paciente dialisado. Pacientes con sonda.

Debe ser practicada por un médico con experiencia en esta técnica.

Tener presente que en estos estadios de la vida, la vejiga es un órgano abdominal.

Verificar que la vejiga esté llena mediante percusión abdominal hasta encontrar

la matidez suprapúbica característica. Si es posible, establecer el ritmo

miccional, aunque sea mediante los datos aportados por la madre.

Localizar el sitio de punción en la línea media a 1 cm aproximadamente de la

sínfisis pubiana, desinfectar con povidona-iodo y removerlo con alcohol y/o

solución fisiológica estéril.

La punción se efectúa con una aguja 40/7 o 50/8 adosada a una jeringa de 10 cm3

estériles. Hay que tener la precaución de que la aguja penetre en forma

perpendicular a la piel.

El estudio microbiológico de orina (urocultivo) debe ser cuali y cuantitativo, es

decir se deberá efectuar la tipificación del microorganismo aislado y a la vez el

recuento de colonias. Este último procedimiento puede obviarse cuando la

muestra fue obtenida por punción suprapúbica.

Para poder interpretar adecuadamente el significado de un urocultivo es

necesario que la : sexo y edad

del paciente; patología de base; diagnóstico presuntivo; tiempo de retención;

maniobras instrumentales previas (si las hubo); medicación recibida dentro de las

24 h previas al estudio.

Del mismo modo es imprescindible determinar: pH; densidad/osmolaridad;

características del sedimento urinario, incluyendo proteinuria.

Recuento de colonias: sobre la base de estos datos, los recuentos de colonias

serán cuidadosamente interpretados. La cifra de 105 ufc/ml propuesta por Kass

no debe ser un factor limitante, pues existen verdaderas infecciones urinarias con

Mycoplasma spp. Candida spp

Interpretación del Urocultivo
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recuentos de colonias menores y también orinas contaminadas con más de

100.000 ufc/ml de un solo tipo de germen. El recuento de colonias no es

comparativo, es decir que no se puede asumir de ninguna manera mejoría de un

paciente que en estudios sucesivos presente disminución de la cifra del recuento

de colonias, mediando o no tratamiento específico y aislándose el mismo

microorganismo. Recordemos que para definir la identidad entre dos

aislamientos (es decir la misma cepa) es necesario que se cumplan ciertos

requisitos como la identidad del biotipo, antibiotipo y lo que es más preciso, el

genotipo.

Más de 105 ufc/ml sin infección urinaria, puede acontecer en las siguientes

circunstancias: pacientes con uretritis; contaminación vaginal por falta de

higiene previa o incorrecta colocación del tapón vaginal o en las niñas con

higiene incorrecta o deficiente o con vulvovaginitis; contaminación fecal en

lactantes; contaminación del jabón o los desinfectantes usados para efectuar la

higiene previa; orinas mal conservadas (sin refrigerar).

(menos de 104/ml existiendo infección urinaria), pueden darse en las siguientes

circunstancias: Baja densidad (u osmolaridad)-, Tiempo de retención

insuficiente; pH inferior a 5,0 o superior a 8,5; Existencia de focos renales que no

drenan a los túbulos o bien obstrucciones ureterales completas; Infecciones

producidas por bacterias que no desarrollan en los medios habituales utilizados;

Presencia de antibióticos, quimioterápicos, restos de desinfectantes u otros

fármacos inhibitorios en la orina (vitamina C, ácido acetilsalicílico)

Es particularmente importante agotar los recursos para la identificación precisa

pues de esta manera se facilita la interpretación de resultados posteriores

(reinfección o persistencia) en caso de infección urinaria recurrente;

Antibiograma: normalmente se emplea el método de difusión con

discos,utilizando la técnica de Kirby y Bauer y según patrones de la NCCLS.

Deben expresarse los resultados como sensible, intermedio o resistente, tomando

en cuenta los diámetros de los halos de inhibición establecidos por

recomendaciones internacionales. Los antibióticos y quimioterápicos deberán

informarse exclusivamente por sus nombres científicos y no por sus marcas

comerciales. Debe recordarse que la carga de los discos comercializados hasta

el momento guarda relación con la concentración sérica y no la urinaria del

antibiótico (ver antibióticos e IU ).

Resultados falsos positivos

Resultados falsos negativos
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Actitud del Microbiólogo ante los resultados obtenidos

Actitud del Médico ante resultados del laboratorio no concordantes

con el cuadro clínico

Infección Asociada a Catéter Urinario

Se solicitará un nuevo estudio microbiológico, siempre que sea posible., en

muestras de orina obtenidas por micción espontánea, cuando se obtenga:

Muestras polimicrobianas; muestras con sedimento infeccioso que no

desarrollan; muestras con sedimento normal y recuentos entre 10 -10 ufc/ml en

pacientes que no controlan los esfínteres o cuando se sospecha una falla en la

obtención o conservación de la muestra; recuperación de microorganismos poco

frecuentes en infecciones urinarias; discordancia entre el pH y especie de

microorganismos aislados (ej., pH 5.0 y Proteus mirabilis).

Hay situaciones especiales en que la reiteración del cultivo debe efectuarse

mediante PSP .

Ante orinas negativas con síntomas sospechosos de infección urinaria pensar en :

- Bacteriuria intermitente. En este caso solicitar estudio seriado;

- Síndrome uretral femenino. Solicitar estudio de la primera y última

porción de la orina;

- Posibilidad de TBC renal. Solicitar estudio adecuado mediante

bacterioscopia y cultivo de BAAR en muestras sucesivas de orina;

- Obstrucción completa del árbol urinario. Verificar si existe dicha

obstrucción y solicitar estudios periódicos.

Rto. 10 ufc/ml (Punción Aspirativa.) No más de 2 microorg.

Cualquier recuento (PSP)

Rto. 10 ufc/ml (OCM) No más de 2 microorg.

Rto. 10 ufc/ml Seriado de 2 muetras ó Rta al Tto.

10 ufc/ml en general

10 ufc/ml en SDF + piuria o leucocituria

10 uf c/ml en pacientes con sonda permanente

Cualquier recuento en las muestras provenientes de PSP.

4 5

4

5

3

2

3

Sonda < 7 días

Sonda > 7 días

Sonda retirada

Se considera IU ante
4
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Capítulo 7-3

Sedimento Urinario

El sedimento urinario constituye un método seguro y rápido para el diagnóstico

de infección urinaria. Aunque se constata la frecuencia de falsos positivos y falsos

negativos.

La recolección de una muestra de orina útil significa: a) orina concentrada-salvo

insuficiencia renal conocida o sospechada b) reciente y c)

observación inmediata con luz ordinaria o contraste de fases.

La observación del sedimento puede hacerse en el momento de la consulta no se

modifica por el uso de antibióticos y autoriza a iniciar tratamiento mientras se

espera el resultado del estudio bacteriológico.

El hallazgo de mas de 5 leucocitos/hematíes en la mujer y 2 leucocitos/hematíes

en el hombre por campo microscópico indican una leucocituria o hematuria

significativa y es sugerente de infección urinaria pero no específica.

Por el contrario pueden observarse infecciones urinarias sin leucocituria.

La piocituria -leucocitos con modificaciones estructurales de tipo degenerativo-

es un hallazgo frecuente. Los piocitos en acúmulos o colgajos son indicio de

contaminación vaginal y se evita previo a la recolección (Colocando un tapón

vaginal).

Tanto la leucocituria como la piocituria no son específicos de infección urinaria

ya que puede encontrarse en enfermedades del intersticio renal no bacteriana y o

nefropatía por reflujo. La leucopiocituria con cultivo convencional negativo

induce a sospecha de infección por gérmenes no habituales (anaerobios,

chlamidias, Bacilo tuberculoso)

Los cilindros leucocitarios son de observación poco frecuente, indican

localización alta de la infección. Con el microscopio electrónico de barrido se

identifica el cilindro bacteriano de alta especificidad pero baja sensibilidad, ya

que no todas las infecciones altas lo presentan.

La hematuria, cuando se observa, por lo general es microscópica y no específica.

Las formas macroscópicas se relacionan con cuadros clínicos típicos(cistitis

hemorrágica, PN granulomatosa, infección urinaria asociada a litiasis o

tumores).La presencia de hematíes dismórficos señala la localización alta de la

infección.

crónica micción
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La proteinuria en valores no superiores al gramo/24 horas no guarda relación con

este proceso y está más vinculada a lesión intersticio-tubular de origen bacteriano

o no. EL incremento de la proteinuria puede indicar evolutividad en una IU con

compromiso funcional.

En orinas hipotónicas se pueden encontrar células redondas con citoplasma

granular cuyas partículas muestran movimiento browiano. Se llaman células

centellante y se las vinculó con IU alta. Los falsos positivos y negativos le quita

valor a este hallazgo.

La observación con contraste de fases de orina recién emitida no centrifugada

"gota fresca" es un método útil para el diagnóstico de bacteriuria, pero debe

correlacionarse con el cultivo de orina. Las bacteriurias masivas que a veces

impiden ver otros elementos formen, por lo común son contaminantes por error

de recolección (flujo vaginal, muestras de pacientes con sonda)

Los cristales de fosfato amónico magnésico que acompañan a las

leucopiociturias orientan a la presencia de gérmenes ureolíticos

El examen general de orina, mal llamado orina completa, muestra fallas

relacionadas a la inadecuada obtención de la muestra, de la orina,

que sumado al escaso interés del observador hacen que no sea un

método confiable para el diagnóstico de I.U.

Los métodos de de los elementos formes de la orina (Técnica de

Addis o Hamburger ) requieren mayor complejidad en la recolección y una

cámara cuentaglóbulos, pueden reemplazarse por el sedimento fresco, sin

tinción si es observado por personal idóneo o el mismo nefrólogo; la cantidad de

los elementos no es fundamental sino la calidad, cuando además se los relaciona

con el cuadro clínico.

El estudio del sedimento urinario debe realizarse siempre en procesos agudos y

como fase previa a la realización del cultivo. Se acepta que las orinas sin

proteinuria, leucopiocituria, microhematuria y gérmenes son muestras sin interés

bacteriológico, por lo que puede no solicitarse el cultivo, salvo que una fuerte

sospecha clínica incline a favor de una IU con presentación atípica.

Deben exceptuarse orinas obtenidas por punción vesical o renal, o cuando el

cuadro clínico y o las condiciones generales del paciente indiquen otra

conducta.

Recomendación

El sedimento urinario debe acompañar siempre al urocultivo.

dilución

contaminación

cuantificación
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Diagnóstico por el Sedimento Urinario
La cuidadosa observación del sedimento de orina fresca, concentrada y/o

centrifugada observada mediante microscopio de contraste de fases o con óptica

común y condensador bajo, con un aumento de 400x, constituye un método

rápido y seguro para el diagnóstico y control evolutivo de las infecciones

urinarias.

El examen cuantitativo del sedimento urinario es posible realizarlo en el

momento de la consulta, no se modifica por el uso de antibióticos y permite

orientar la terapéutica hasta la llegada de los estudios bacteriológicos.

La leucocituria superior a los 2.000.000 de elementos según técnica de Addis o a

2.000 elementos según técnica de Hamburger, es indicativo de infección

urinaria, aunque no específica.

A la inversa es posible observar infecciones urinarias sin leucocituria.

La piocituria (presencia de piocitos o leucocitos agrupados o con sus

características estructurales alteradas) es un hallazgo frecuente, pero, al igual que

la leucocituria, no específico, pudiendo estar presente en las infecciones

urinarias activas, en las infecciones urinarias en vías de curación y en cualquier

otra inflamación no bacteriana. La presencia de leucopiocituria con cultivos

reiterados negativos en medios convencionales, debe hacer pensar en

microorganismos no habituales.

El hallazgo de cilindros leucocitarios, si bien poco frecuente, indica localización

renal de la infección. La presencia de otro tipo de cilindros es habitual, aunque

carece de valor diagnóstico.

La hematuria generalmente es microscópica y no específica. Sin embargo puede

presentarse hematuria maeroscópica, siendo el signo predominante en una forma

clínica de la enfermedad. La presencia de hematíes o con otras

alteraciones morfológicas, puede ser de ayuda para el diagnóstico de

localización, indicando infección alta.

La proteinuria es de poca cuantía y guarda escasa relación con este proceso.

El colorante de Stenheimer-Malbin permite la visualización de grandes células

pálidas, de aspecto titilante, que se vinculan con localización renal de la

infección. La frecuencia de falsos positivos y falsos negativos le resta valor a este

hallazgo y actualmente no se suele utilizar.

El examen general de orina, como ya se ha señalado, no es un método confiable

para el diagnóstico de las infecciones urinarias. Las fallas dependen de errores en

la recolección de las muestras (última de la noche y primera de la mañana), de

dilución de la orina, contaminación al pasar por la zona genital y frecuentemente,

inexperiencia o desinterés del observador.

crenados
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En cambio la observación de la orina recién emitida no centrifugada (gota fresca)

es un método particularmente útil para el diagnóstico de bacteriuria significativa.

El criterio diagnóstico es la presencia de bacterias. Es un método simple que se

correlaciona estrechamente con el cultivo cuantitativo.

De no ser posible cuantificar el sedimento urinario, se puede recurrir a la lectura

de elementos por campo, teniendo solamente valor de orientación, a condición

que se correlacionen los valores con el volumen de la muestra remitida.

Leucocitos : Puntos de corte

En general > de 5 PMN (400x)

Sedimento

Variación de la sensibilidad y especificidad del sedimento de orina según el sexo

y la edad

Variación de la sensibilidad y especificidad del sedimento de orina según sexo en

pacientes Trasplantados

Parámetro Mujeres (n=217) Hombres (n=286) Niños (n=982)

> 45 a. =< 45 a. > 45 a. 45 a. Sed Rto.cámar

Sensibilidad 81%* 88%* 92% 100% 53% 55%

Especificidad 91%* 96%* 89% 94% 91% 91%

VPP (+) 74% 83% 74% 73% 86% 86%

VPP (-) 94% 97% 97% 100% 66% 69%

p< 0,05, Sed: sedimento entre “porta y cubreobjeto” > 5 leuc/cpo de 400X, Rto. Cámara de

Neubauer. Fernández Canigia L., y cols. VIII Cong. Arg. Nefrología, 1992; Bantar C y Lopardo

H. Urocultivo, 1997.

p< 0,05, Sedimento entre “porta y cubreobjeto” > 5 leuc/cpo de 400X,. Fernández Canigia L.,y

cols. VIII Cong. Arg. Nefrología, 1992.

Parámetro Mujeres (n=24) Hombres (n=40)

>5 leuc. > 10 leuc. >5 leuc. > 10 leuc.

Sensibilidad 68% 45% 74% 68%

Especificidad 73%* 85%* 83%* 91%*

VPP (+) 38% 42% 37% 50%

VPP (-) 91%* 87% 96%* 95%
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Criterios de informe de un cultivo de orina monomicrobiano en pacientes

adultos.
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Capítulo 7-4

Estudio por imágenes

En la segunda parte de este trabajo, al analizar los 26 sindromes de IU, se

considerarán los distintos métodos de diagnóstico por imagen. En este apartado

se brinda una visión práctica sobre los métodos según frecuencia de utilización,

oportunidad de indicación, beneficios, limitaciones, iatrogenia.

El ideal de los estudios por imagen sería buena relación costo/beneficio, indolora,

no invasiva, segura, escasa radiación, capaz de detectar todas las anormalidades,

que se pueda repetir sin riesgo para el paciente. Lamentablemente, no se posee

un estudio con esas características. Por ello, se dividen los estudios por imagen en

tres grupos según su ugtilización.

En el , de los más útiles, se hallan la ultrasonografía, acompañada de una

placa simple de árbol urinario. Asimismo en los niños, la cistouretrografía.

Le siguen el urograma excretor y en los niños el centellograma renal

Luego con menor frecuencia de utilización, la tomografía computada, la

resonancia nuclear magnética, el la arteriografía renal.

Se analiza con más detalle en el diagnóstico urológico. Señalaremos que,

acompañada de la placa simple de árbol urinario, constituye el método de rutina

en el diagnóstico.

Se destaca la inocuidad del método, su rapidez de realización, la falta de efectos

secundarios, la posibilidad de repetición y el costo accesible.

Un resultado espectacular de este método es el diagnóstico prenatal, que permite

la rápida corrección de alteraciones de las vías urinarias.

Entre sus limitaciones se debe señalar que el estudio es dependiente del aparato

utilizado, surgiendo distintas generaciones con mayor resolución. Pero, por sobre

todo, de la formación del médico operador. Se ha sugerido que la ecografía

debiera ser manejada por el urólogo o el nefrólogo para una mejor interpretación

de los estudios. En su defecto, una interacción con el operador.

Además son frecuentes los falsos positivos (imágenes prestadas). No brinda datos

Los estudios según frecuencia de utilización

Gpo. 1

(Gpo. 2).

(Gpo. 3).

Gpo.1 La ecografía

ecodopler,
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sobre el reflujo vésico ureteral, la patología ureteral (salvo obstrucción litiásica) y

la funcionalidad del riñón, salvo la relación parénquima-sinusal, que orienta a la

IRC.

La ecografía es mandataria en las IU del hombre en cualquier momento de su

vida, en niños de cualquier género, en la recurrencia y ante la sospecha de un

proceso obstructivo.

Se debe solicitar conjuntamente con ecografía vesical y determinación del

residuo postmiccional. En el hombre se acompañará del estudio prostático

transabdominal.

Se considera indispensable para el diagnóstico de reflujo vésico ureteral.

Se conocen 4 métodos: miccional, miccional digitalizada, directa por

radionúclidos e indirecta por radionúclidos. En los niños se impone ante

cualquier alteración revelada por la ecografía o en la recurrencia. En los adultos

se ve muy limitada por la manipulación y frecuente iatrogenia.

Hasta la generalización de la ultrasonografía era el método de elección en el

estudio morfológico renal, que brinda además datos funcionales. La iatrogenia,

reacciones adversas al iodo, el tiempo que demanda el estudio, su costo, el

personal necesario, han ido limitando su indicación.

Conserva indicaciones precisas, cuando se trata de dilucidar obstrucciones

ureterales, estudiar la indemnidad de la vía excretora, etc.

Determinada con el DMSA (ácido dimercaptosuccínico) 99m Tc, es un método

de estudio complementario, que tiene vigencia en estudio de las escaras en los

niños post IU. Posee una alta especificidad. Las alteraciones post IU alta, ya se

detectan en la primera semana, a diferencia de otros métodos que tardan más en

demostrar alteraciones.

Acompaña la cistouretrografía. Puede solicitarse en forma aislada, aunque la

necesidad de instrumentar y el personal, limita su indicación.

Un elemento más en el diagnóstico complementario del urograma excretor y que

Gpo.1 Cistouretrografía

Gpo.2 Cistografía

Gpo.3 Tomografía computada

Gpo.2 Urograma excretor

Gpo.2 Gammagrafía renal
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resulta útil para determinar sitios de obstrucción, dilatación vías, etc.

Alternativa a la TC.

Indicado cuando se desea estudiar la vascularización renal. Es de poca utilidad

en IU.

Brinda imágenes precisas del sistema vascular renal. Posee pocas indicaciones en

IU.

Gpo.3 Resonancia magnetonuclear

Gpo.3 Ecodopler renal

Gpo.3 Arteriografía renal
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Importancia del diagnóstico de localización

Los métodos de diagnóstico propuestos

Los métodos directos

Poder diferenciar una IU alta de una baja, resulta de singular importancia para

evaluar el tipo y duración del tratamiento, los estudios a efectuar, los controles

ulteriores y la evolución probable del paciente. Además permite distinguir lo que

hemos llamado dinámica de las IU, o sea pacientes con IU alta y que presentan

síntomas bajos y la inversa o sea síntomas altos en IU bajas.

Se pueden clasificar en métodos directos o indirectos. Los primeros son invasivos,

requieren una instrumentación y personal entrenado. Ellos son la punción

biopsia renal, el cateterismo uretral (test de Stamey) el lavado vestal (test de

Fairley)

Los métodos indirectos en cambio no son invasivos, no originan iatrogenia y no

es necesario personal especializado para su realización. Ellos son los anticuerpos

circulantes, los anticuerpos ligados, el diagnóstico por imagen, el sedimento

urinario, las pruebas funcionales renales, la excreción de enzimas y de un modo

especial la valoración clínica del paciente.

La punción biopsia renal, aparte de ser un procedimiento agresivo, presenta

falsos negativos, ya que la punción puede caer en normal. Recordar que la

IU alta es una afección focal.

La punción suprapúbica, presenta numerosos errores y no permite determinar

localización de la bacteriuria vesical.

La prueba de Stamey, (recolección de muestras por ureteral), tiene

la ventaja que permite diferenciar IU localizada en uno u otro riñón, inclusive en

los casos de doble sistema pielocaliceal, en uno u otro sector del riñón. Falsos

negativos: bacteriuria intermitente y como falsos positivos infección vesical

+RVU. Pero su gran inconveniente es la iatrogenia y que requiere personal

especializado.

La prueba de Fairley, (recolección de muestra luego del lavado de la vejiga), es

zona

cateterización

Capítulo 7-5

Diagnóstico de Localización
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menos agresivo y además de fácil realización. Pero igualmente requiere

instrumentación y puede originar iatrogenia. No resulta útil en la vejiga

neurogénica.

Resumiendo, se trata de métodos agresivos, no exentos de riesgo, que requiere

personal entrenado y que no es posible generalizarlo en la práctica clínica diaria.

El más sencillo, probablemente sea la prueba de concentración. La disminución

de la osmolaridad es un indicativo de IU alta.

Los métodos enzimáticos incluyen el dosaje de la 5-isoenzima de la láctico

dehidrogenasa y la alfa 2-microglobulina. La frecuencia de falsos positivos le

quitan valor a estas determinaciones.

El dosaje de anticuerpos antiproteína de Tamm.Horsfall es un método atractivo,

pero padece del mismo problema: frecuencia de falsos positivos.

El dosaje de anticuerpos anti bacterianos, resulta de utilidad. Aunque presenta

poca especificidad. Inicialmente se indicó valores superiores a 1/80 para IU alta.

Actualmente se señala superior a 1/500. Pero presenta numerosos falsos

positivos.

Los anticuerpos ligados a bacterias (método de Thomas) aparecen a los 11 días de

la infección parenquimatosa y requiere inmunofluorescencia. Se observan con

frecuencia falsos negativos.

Norby propone el siguiente cuadro para interpretar la localización de una

IU recurrente:

Ninguno de los métodos descriptos por sí mismo hace diagnóstico de

localización. La mayoría de ellos no son utilizables en la práctica diaria.

No obstante, ninguno de ellos por sí mismo determina el diagnóstico. Además no

son métodos sencillos y que puedan aplicarse en la rutina diaria. La gran

morbilidad de las IU obliga a recurrir a métodos sencillos y económicos.

Por lo mismo cobra valor utilizar un criterioso examen clínico, y utilizar todos los

elementos posibles para conformar el diagnóstico.

Los métodos indirectos

Interpretando la localización en las recurrencias

El diagnóstico de localización es clínico
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Capítulo 7-6

Diagnóstico Urológico

Objetivo

El Algoritmo diagnóstico

En primer lugar, se trata de confirmar presencia de IU y luego, descartar en

primera instancia los siguientes factores:

1- obstrucción

2- colecciones

3- litiasis

4- compromiso prostático

La metodología diagnostica de toda IU incluye: 1) confirmar infección urinario

(estudios bacteriológicos); 2) evaluar respuesta inflamatoria (sedimento de

preferencia cuantitativo); 3) determinar funcionalismo renal (de preferencia

clearence de creatinina y prueba de concentración).

Se sigue una metodología que comprende:

Hincapié en el hábito miccional previo.

Urocultivo Laboratorio básico

Estudio con imágenes

Flujometría

Urodinamia

Uretrocistoscopía

Los estudios complementarios se van solicitando, a medida que el cuadro clínico

lo justifique.

Corresponde investigar un proceso obstructivo orgánico o funcional subyacente

en presencia de:

a. IU recurrente, en especial en hombres y niños

b. Cierto tipo de uropatógenos

- Anamnesis detallada.

- Examen físico incluyendo tacto rectal. Exámenes Complementarios:

- Exámen de orina completa.

(Proteus)
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c. Síndrome clínico característico

d. IU en hombres mayores de 50 años de edad

e. Pacientes con problemas neurológicos

Se solicita simultáneamente ecografía renal y vésico prostática y medición del

residuo post miccional. Este método es considerado por algunos autores como

una extensión del examen físico y en manos del urólogo aporta una importante

información sobre los siguientes aspectos: Por la sencillez e inocuidad del

método se considera de primera elección.

interesa determinar: forma, tamaño, posición, relación parénquimo

sinusal, la presencia de dilataciones del sistema excretor, la presencia de masas

ocupantes y litiasis.

En los casos de obstrucciones del sistema excretor sin causa aparente deberá

continuarse con otros estudios (urograma excretor, TAC, etc.)

solo se observan en casos de dilatación y puede en algunos casos

identificarse la causa de la obstrucción.

el grosor parietal es un dato que se relaciona de manera estrecha con la

obstrucción infravesical. Asimismo la ausencia de imágenes endoluminales debe

ser corroborada ya que las infecciones a repetición pueden ser el signo de

aparición de un tumor vesical.

si bien la ecografía suprapúbica no es un buen método para evaluar la

próstata, la misma nos dará una idea aproximada del tamaño y las características

prostáticas ( por ejemplo un lóbulo medio prominente que habitualmente son

altamente obstructivos).

La ecografía transrectal tiene indicaciones muy precisas y en el caso del paciente

con ITU solo ayudará a clarificar la sospecha clínica de absceso prostático.

el residuo post miccional significativo >50 ml es un

dato de debe ser tomado en el contexto en el cual fue realizado, ya que

habitualmente para realizar una ecografía se sobredistiende la vejiga, la

retención urinaria es prolongada y el ambiente en el cual el paciente orina es

extraño para éste (habitualmente son lugares muy fríos). Debido a ello el residuo

medido por eco, sin conocer las condiciones en que se realizó debe ser

corroborado por cateterismo antes de definir una conducta a partir de ello.

Es conveniente que el estudio ecográfico se acompañe de una placa simple de

árbol urinario, con eventuales cortes tomográficos.

Los estudios ecográficos

- Renal:

- Ureteres:

- Vejiga:

- Próstata:

- Residuo post miccional:
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Otros estudios por imagen

Flujometría Urodinamia

En especial se considera el urograma excretor con las secuencias tradicionales,

incluyendo placa en posición de pie y la cistograffa pre y posmiccional. Se

efectuarán placas retardadas, de acuerdo con el mejor criterio del radiólogo

interviniente Cistouretrografía pre y posmiccional.

Como alternativos a estos estudios, puede solicitarse:

- Tomograffa axial computada.

- Centellogramo renal con galio.

Se evaluará adecuadamente la necesidad de efectuar estudios urodinámicos y/o

endoscópicos.

es un estudio no invasivo, simple y sencillo que nos da una

aproximación sobre las características del vaciado de la parte inferior del aparato

urinario. Se acepta que flujo > 15 ml/seg., salvo excepciones, se asocian a

ausencia de obstrucción infravesical.

En el caso de encontrar una trazado anormal, este estudio no permite conocer la

causa del mismo y deberá ser completado con algún estudio urodinámico.

dentro de esta denominación se incluyen los siguientes

procedimientos :

Cistometría, estudio de flujo - presión, electromiografía perineal y perfil uretral.

En aquellos pacientes en quienes de sospecha una alteración del llenado o del

vaciado vesical debe realizarse un estudio urodinámico.

En relación a las infecciones urinarias las causas van a relacionarse con el

vaciado vesical. Con la urodinamia podemos documentar la presencia de una

obstrucción infravesical, hipoactividad del detrusor y trastornos en la sinergia de

contracción del detrusor y relajación del tracto de salida. Todas estas causas

pueden producir un vaciado anormal que colabore a la producción o reiteración

de episodios de ITU.

- Flujometría:

- Urodinamia:

.
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Equipo de Flujometría Equipo de Videourodinamia

En casos seleccionados puede requerirse de la que aporta el

dato anatómico al funcional. Es de resaltar que la diabetes o la Enfermedad de

Parkinson, que aumentan su incidencia con la edad, pueden provocar algunas de

las alteraciones antes citado o provocar trastornos mixtos.

como se citó anteriormente la presencia de un tumor

urotelial debe descartarse en pacientes con infecciones a repetición sin causa

aparente.

Este estudio nos permite evaluar la uretra, en la cual debemos constatar la

ausencia de obstrucciones (por ej. estenosis o hiperplasia prostática) y las

de la mucosa y pared vesical que puede presentar signos de

hipertrofia muscular (vejiga de lucha) con celdas columnas y divertículos

secundarios a obstrucción infravesical, la implanteción de los meatos ureterales y

las características del trígono. Este procedimiento puede además de diagnóstico

ser terapéutico ya que algunas de las causas obstructivas citadas puede resolverse

por vía endoscópica.

videourodinamia

- Uretrocistoscopía:

características
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Capítulo 7-7

Método de Tamizaje (”Screening”)

Estos métodos fueron primitivamente desarrollados a los efectos de realizar

catastros de infecciones urinarias en grandes núcleos de población.

Permiten la detección de probables infectados en forma rápida y tal vez

económica.

Facilitan la pesquisa de infecciones asintomáticas. Los casos detectados como

positivos deben ser evaluados por los métodos clásicos empleados en infecciones

urinarias, pues los métodos catastrales no sirven a los fines diagnósticos, sino que

su única finalidad es poder descartar los pacientes no bacteriúricos.

Se agrupan en:

1. Métodos microscópicos

2. Métodos químicos

3. Métodos de microcultivo

Comprenden:

1. Coloración de Gram de la orina directa o centrifugada;

2. Coloración de Gram de la orina directa preinoculada 2 horas a 37 º C.

requieren microscopio, colorantes, etc. y se obtienen falsos

negativos por la dificultad que ofrece a veces la visualización de

microorganismos.

Comprenden:

1. Prueba de catalasa;

2. Prueba de reducción de nitratos;

3. Prueba de reducción de trifeniltetrazolio;

4. Prueba de la hipoglucosuria.

En general se basan en la propiedad de ciertas bacterias de producir una reacción

bioquímica. Su es importante, puesto que no todas las especies

producen estas reacciones y en algunos casos se requieren concentraciones

elevadas para que la prueba sea positiva.

Los métodos microscópicos

Los métodos químicos

Limitaciones:

limitación
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Métodos de microcultivos

Valor de los métodos de tamizaje (Sadebac 2002)

El método de microcultivo utilizable, es el de los portaobjetos recubiertos de

medios de cultivo. Como método de catastro es bueno, puesto que es bajo el

número de falsos negativos.

- Estudio del sedimento en fresco:

- Coloración de Gram de la orina sin centrifugar o del sedimento.

- Requerimientos: correcta recolección de la orina, observador

experimentado

- Interpretación: con coloraciones

- En la orina entera (200x): 1 microorganismo en tres campos:

positivo

- (400x) para estudio de cantidad y morfología: S: 99%

- Coloración naranja de acridina (fluorocromo

- Interpretación : similar a cualquier coloración

- Requerimientos: idem más un microscopio de fluorescencia

- Inconvenientes: 45% de falsos positivos

ácido indoxil-carboxílico y una sal de diazonio. En

presencia

- de LE, cambio de color

- Indica presencia de leucocitos enteros o lisados

- S: para >de10 PMN/campo de >aumento (HPF) o >10 UFC/ml es de 75

a 96%; E: 94-98%; VPN: 92%

- Falsos positivos: a. ascórbico, T. vaginalis, albúmina (>300mg/dl), ATB

- Falsos negativos: < 5 a 10 PMN (HPF)

las enterobacterias reducen los nitratos a nitritos

- Nitritos + ac. arsanílico compuesto diazotado que reacciona con

1,2,3,4- tetrahidrobenzoquinolin-3-ol rojo

- S: 35-80%; E: 92 a 100%

- Problemas: no detecta Enterococcus spp, Staphylococcus spp,

Acinetobacter u otros bacilos gram negativos no fermentadores.

- Interferencias: con urobilinógeno elevado, vit C

Microscópicos

Enzimáticos

Leucocito sterasa (LE):

Prueba de los nitritos :

5

leucocitos, cilindros, eritrocitos,

cristales, cuerpos ovales, etc.

con >10 ufc/ml; E: 58%

)

5

e
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Combinación de Leucocito-esterasa (LE) + Nitritos

Prueba de catalasa

Métodos de filtración

Bioluminiscencia

Otros métodos

Cultivos

Conclusión

S: 79 a 93%; E: 82 a 98%

Si hay >10 UFC/ml: S: 93%

Si hay piuria: 10 UFC/ml

Problemas: no detecta a los productores de catalasa ( spp,

spp)

- Sistema colorimétrico-electrostático para bacterias y GB (Filtracheck-UTI)

- Bac-T-Screen y Vitek System: semiautomatizados para bacterias y GB

- S:76 a 97% para >10 UFC/ml; VPN 99%

- UTIScreen: semiautomatizado, sistema luciferin-luciferasa para detectar el ATP

liberado de las bacterias viables

- S: 95% si hay >10 UFC/ml; VPN: 99% con 10 UFC/ml, S: 85%

- Problema : falsos negativos con conteos bajos

Conductancia eléctrica: detecta bacterias por medición de cambios en el flujo de

una corriente eléctrica a través del medio.

Electroquímica: detecta incremento de voltaje causado por las bacterias viables.

Portaobjeto con medio que se sumerge en la orina.

Problemas : no distingue colonias diferentes en general (posible contaminación)

Estría de una gota de orina en placa con medio.

Es más adecuado ya que permite varias estrías en una placa y permite distinguir

con más precisión diferentes tipos de colonias (contaminación de infección)

- No hay ningún método de tamizaje que tenga el 100% de Sensibilidad y

el 100% de Especificidad.

- Es preferible buscar aquellos que tengan alto VPN

5

2

5

5 4

Streptococcus

Enterococcus

NO

(valor predictivo

negativo).
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Capítulo 8

Terapéutica
de las Infecciones Urinarias

Objetivos de la terapia

Pasos en la terapia

El tratamiento de las IU busca por un lado eliminar la bacteriuria, prevenir la

recurrencia y evitar que la IU progrese y origine daño renal.

El general el primer objetivo se logra en un porcentaje elevado, así como evitar el

progreso de infección y consiguiente daño renal; en cambio la recurrencia es

difícil de erradicar.

Se consideran los siguientes pasos:

La terapia debe ser individualizada. Por lo mismo antes de adoptar conductas

activas, se procurará:

1- Conocer su estado general, situación metabólica, funcionalismo renal, hábitos

higiénicos-dietéticos, conducta miccional, estado de potenciales reservorios

(intestino, ginecológico, próstata).

2- Descartar proceso obstructivo de las vías u otros factores condicionantes del

huésped.

3- Evaluar posibles alteraciones psicológicas.

4- Ensayar una interpretación fisiopatológica ajustada a la situación especial del

paciente.

1- Evaluación del paciente

1. Evaluación clínica del paciente

2. Establecer una correcta relación médico/ paciente

3. Plantear una adecuada estrategia microbiana:

a. Elección del fármaco

b. Inicio de la medicación antimicrobiana

c. Dosis

d. Duración

4. Estar atento al fracaso de la terapia

5. Corrección de los factores predisponentes, en especial obstructivos.
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5- Procurar clasificar al paciente según se ha señalado más arriba.

Este estudio previo puede demandar más o menos tiempo, en función de un

criterioso juicio clínico.

La relación entre IU y problemas psicológicos, se establece en dos niveles. Por un

lado un conflicto emocional puede expresarse somatizando y condicionando la

aparición de procesos de IU. Por otra parte, un episodio de IU, genera

alteraciones psicológicas de distinta magnitud. Estar atento a estas fantasías,

contener al paciente y tratar de resolver los conflictos emocionales, se impone

como paso previo a la terapia.

Por otra parte es aconsejable una actitud equilibrada frente a las recurrencias. No

fabricar enfermos, pero tampoco dejar de controlar adecuadamente al paciente,

teniendo en cuenta el alto número de enfermos asintomáticos. Conviene explicar

al paciente claramente la fisiopatología y la evolución probable de su proceso.

Explicar la ruta ascendente de los uropatógenos, sus características especiales, la

frecuencia de recurrencia, la evolución, etc.

La industria farmacéutica ofrece un sinnúmero de antimicrobianos, muchos de

ellos con indicación útiles en IU. En DPF 2002, vemos la oferta de 419

antibióticos, 39 antimicóticos y 40 quimioterápicos. Esto se presta a confusión, ya

que a pesar de la propaganda de la industria no todos actúan en las IU. La

selección de un fármaco útil se efectúa utilizando los siguientes parámetros:

- Características farmacodinámicas

- Actividad antimicrobiana

- Patrones de resistencia

- Acción bactericida

- Modificación ecología intestinal y/o vaginal

- Acción farmacocinética

- Absorción, distribución, eliminación

- Valoración frente a constantes del organismo

- Niveles tisulares y urinarios

2- Establecer una correcta relación médico paciente

1- AM recomendados

3- Estrategia antimicrobiana

a) Elección del fármaco:

Factores que determinan la elección de un antimicrobiano en las IU
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- I

Aplicando estos parámetros, se seleccionan los siguientes antimicrobianos:

Ref. (a) de uso preferencial en ambulatorios. (i) de uso preferencial en internados (e) casos

especiales. (Pse antipseudomónicos)

2- Elección del fármaco según germen

mpacto en el huésped

- Menor nefrotoxicidad.

- Menores efectos secundarios

- Factores sociales y económicos

- Costo

- Vía administración.
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b- Inicio de la medicación antimicrobiana

c) Dosis

d) Duración de la terapia

Se plantean las siguientes alternativas:

1. Medicación a ciegas

2. Medicación conociendo el germen aislado

3. Medicación conociendo germen y antibiograma

La medicación a ciegas o empírica, tiene indicaciones muy precisas: por la

urgencia de la situación clínica o porque existe imposibilidad de efectuar cultivo.

Las siguientes son las reglas de la medicación a ciegas:

1. Siempre que sea posible, recoger la muestra del cultivo, antes de iniciar la

terapia.

a. A las 24 hs. ajustar según resultados.

b. Si la terapia fracasa, ajustar a las 48 hs según antibiograma.

2. Si el paciente se halla internado, utilizar el fármaco aconsejado de acuerdo a

las tablas de gérmenes más frecuentes, la situación clínica y el estado general del

mismo.

3. En las recurrencias, utilizar el último antimicrobiano que ha sido eficaz.

Prevenir contra la automedicación.

4. Los fármacos a usar, se señalan en apartado anterior.

A las 24 hs de efectuado el cultivo se determina el germen. Ello permite efectuar

ajustes en la medicación instaurada en forma empírica

Es la situación ideal para instaurar la terapéutica correcta. Mandatoria en caso de

quimioprofilaxis. Y toda vez que la medicación empírica no mejore los síntomas.

A las 48 hs. de sembrado, es posible contar con el antibiograma adecuado. No

obstante, no siempre coincide la sensibilidad in vitro con la efectividad in vivo,

por lo cual se monitoreará la evolución clínica y la respuesta en el urocultivo.

Las dosis no difieren de las normalmente indicadas. Se ajustarán por función

renal y por edad (ver capítulos respectivos).

No existe consenso sobre la duración, de modo que se señalarán las utilizadas

por según la experiencia de los autores. Se considerarán: 1- dosis única (mal

1- Medicación a ciegas

2- Medicación conociendo el uropatógeno recuperado

3- Medicación conociendo el uropatógeno y el antibiograma

214 VOL. I - NÚMERO 3 - AÑO 2003.

cristian.diaz
PDF Creator Trial



llamada monodosis). 2-períodos cortos. 3-convencional. 4- prolongado. 5-

quimioprofilaxis.

Se indica una única dosis activa del fármaco, en una situación clínica bien

definida: en la mujer en período sexual activo ante la sospecha de IU baja no

complicada.

Se han ensayado múltiples fármacos, siendo los que más usamos: la

ciprofloxacina y las cefalosporinas de segunda generación. Posee ventajas y

desventajas, por lo cual no se ha generalizado su uso. Entre las ventajas se

señalan: menor toxicidad, poca repercusión sobre la flora fecal y vaginal, menor

recurrencia, mejoría de la ecuación costo/benficio, facilidad administración,

aceptación por el paciente.. Las desventajas induce a la automedicación y a

descuidar la evolución ulterior de la IU baja, minimizando su significado.

3 días de medicación. Está indicado como alternativa en la IU baja no

complicada, en las recurrencias y en la quimioprofilaxis ante la reaparición de la

bacteriuria o la sintomatología.

5 a 7 días de AM. De utilidad en la mayor parte de las IU. Ciertos fármacos,

poseen acción residual (ej. ciprofloxacina), lo que prolonga su eficacia.

15 a 30 días. Señalados por algunos autores en la IU alta o la IU de riesgo

(embarazo, agresión parenquimatosa).

Se habla de quimioprofilaxis cuando se instala un tratamiento por varios meses,

en presencia de recurrencia.

Se efectúa un ciclo corto o convencional a dosis usuales. Esterilizada la orina se

utiliza un AM en monodosis, administrado por la noche, luego de la última

micción. Ordinariamente se utilizan nitrofuranos, o la asociación TMT con

sulfas, aunque se han ensayado todos los AM.

El concepto de quimioprofilaxis, es mantener un nivel en orina de AM, que

impida su ascenso por las vías urinarias.

Se realiza control con urocultivo 1 vez al mes. Si el cultivo es positivo se indica un

ciclo corto y se vuelve a las monodosis nocturnas.

Como mínimo se debe esperar 48 hs, para la remisión de los síntomas. En esa

1- Dosis única

2- Período corto

3- Convencional

4- Períodos prolongados

5- Quimioprofilaxis

4- Fracaso de la Terapia
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circunstancia es conveniente efectuar cultivo intraantibioterapia. Y pasar a otro

AM a la espera de contar con un nuevo cultivo.

Las causas de fracaso, pueden atribuirse a bajas dosis, que haya una alteración en

la biodisponibilidad, que la duración haya sido incorrecta, o a la selección de

nuevos gérmenes.

No hay tratamiento adecuado de las IU, sin la corrección de factores

predisponentes. Sólo se enuncian los principales aspectos:

1- Corrección hábitos miccionales. Especialmente los retenedores

sociales.

2- Asegurar una correcta hidruresis.

3- Higiene del periné. Proscribir el bidé. Utilizar toallitas higiénicas.

Limpieza delante atrás y no la inversa.

4- Eliminar en lo posible, todo factor que implique una obstrucción del

flujo urinario.

5- En pacientes no obstructivos, se ha ensayado el jarabe de arándano.

No está comercializado, por lo cual es difícil indicar su uso.

6- Acidificar la orina no ha dado resultados objetivables.

7- La posibilidad de modificarla ecología intestinal a través de los

prebióticos ofrece una alternativa interesante en la corrección del

principal reservorio de las IU.

Hoy se considera que las infecciones renales no bacteriémicas pueden ser

tratadas por los niveles urinarios de ATB debido al baño de orina que refluye en

forma retrógrada hacia la médula renal con alta concentración de ATB (ej. C1G,

amox+IBL, nitrofuranos).

Para que un ATB sea útil en infecciones en pacientes normoinmunes, su nivel en

el lugar de la infección debe superar 2 a 5 veces la CIM90 de la especie infectante

por lo menos durante 40 minutos para especies gram positivas y 60-90 minutos

para especies gram negativas. Para cumplir este objetivo, se debe relacionar el

nivel urinario con la CIM 90, que es la concentración inhibitoria mínima del

antibiograma necesaria para inhibir el 90% de los aislamientos.

5- Corrección de los factores predisponentes

Enfoque microbiológico en el uso AM
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Los antibiogramas por difusión (discos o tabletas) NO dan información sobre los

niveles urinarios, por lo que, en IU bajas las resistencias son clínicamente falsas

para algunos ATB (Ax-SB,C1ªG, Nitrof) y pueden ser verdaderas para otros (AMP,

TMS)

Los niveles de las cefalosporinas de 1ª generación en orina superan en el 100% de

los casos las concentraciones que corresponden a las CIM90 de

(JM.Casellas,2000)

Tomando en cuenta los conceptos anteriores, la eliminación renal , en forma

activa, la eliminación de la flora periuretral y vaginal, el fácil cumplimiento y el

bajo costo la elección de antibióticos, se reduce a:

E.coli, P.mirabilis

y S.saprophyticus

Antibióticos útiles en IU

Observaciones:

1: Mayor resistencia, no eliminan flora periuretral y vaginal, mayor recaída

2: Indicado especialmente en quimioprofilaxis (no selecciona cepas resistentes) y en las cistitis

3: Comparación fluorquinolonas y TMT-SMX: EN IU no complicadas similar acción; en

complicadas: fluorquinolonas supera a TMT.
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No son útiles

Antibióticos a informar

- Cloranfenicol

- Macrólidos (salvo en el caso de gérmenes de desarrollo en medios de cultivo no

convencionales)

- En las embarazadas (ver Cap. 17) Fluorquinolonas, TMS y nitrofuranos (último

trimestre)

Para normatizar el ensayo de antibióticos en el antibiograma, se señalan los

siguientes:

Enterobacteriácea. Uso ambulatorio

Ampicilina, Cefalotina, AMS / AMC, TMS, Norfloxacino / Ciprofloxacino,

Gentamicina, Nitrofurantoina

Si es spp

Ampicilina, Ciprofloxacino, Nitrofuranos

Tetraciclina, Mino/doxiciclina, Linezolid, Quinupristina/Dalfopristina,

Rifampicina.

Enterococcus

Es necesario conocer si es o no resistente a la vancomicina. Si esto ocurriera hay

que investigar la sensibilidad a:
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Las IU pueden curar, recidivar, permanecer asintomáticas, evalucionar a la IRC

o producir la muerte del paciente.

Es clásico el esquema de Kunin que representa la historia natural de la

enfermedad.

La anterior figura se completa interpretando mejor la dinámica de las IU. En la

figura 9-2 desarrollamos los fenómenos que observamos en nuestra práctica y

permite una mejor interpretación de esta afección. Así puede observarse como

una IU baja se transforma en Alta, como una bacteriuria asintomático puede

colonizar parénquima, etc

Dinámica de las IU

(Fig. 1)

Capítulo 9

Evolución
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Los episodios altos en IU bajas y viceversa

Evolución en los distintos síndromes de IU

Tanto las IU altas, como las bajas pueden presentar síntomas que sugieren una

localización distinta. Estas situaciones las denominamos episodios altos o bajos

(ver Cap. 6).

La evolución previsible en los grupos de síndromes, es la siguiente:

En una serie de 1333 IU ambulatorias, se documenta la siguiente evolución

- Grupo IU con potencial riesgo de vida: Alta mortalidad en las IU

hospitalarias. Curación con pocas probabilidades de secuelas

- Grupo IU con potencial riesgo de falla renal: Si no se corrige el terreno,

alta posibilidad de evolucionar a la IRC

- Grupo IU benignas. Evolución benigna con altas posibilidades de

recurrencia

- Grupo IU no suficientemente aclaradas: Evolución imprevisible

Evolución en pacientes ambulatorios
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Curación

El clásico esquema evolutivo (fig. 9-5) induce a pensar que la IU es una

enfermedad continua que comienza en la infancia y se continúa a lo largo del

tiempo. En realidad los hechos vienen a señalar que la bacteriuria comprobada,

supone procesos nuevos sobre un terreno que admite su colonización. Su

comportamiento a recurrencia, que semeja una enfermedad metabólica, está

señalando que no se han corregido las condiciones del huésped que permitieron

la IU.

La curación definitiva, es posible.

En un número limitado de pacientes puede producirse una autolimitación. En

otros pacientes, en los cuales se aprecia una eliminación de la bacteriuria pueden

haber recibido antibióticos por otros motivos, lo que provocó la esterilización de

la orina.

Cuando se ha conseguido controlar la bacteriuria, es conveniente no hablar de

curación del paciente, sino de esterilización de la orina o a lo sumo de curación

del presente episodio de IU.

Dada las características evolutivas que se han señalado, es conveniente aconsejar

a los pacientes un control periódico y estar atento a los síntomas o signos de IU

típicos o atípicos. Se procurará no exagerar los controles, no sólo por el problema

costo/beneficio (Cap. 10) sino para evitar la ansiedad y fantasías del paciente (ver

más arriba).

Los controles a efectuar dependerán de cada cuadro clínico, como se verá en el

segundo sección.

En términos generales se procede del modo siguiente:

Controles Evolutivos
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1. Consulta clínica, ante la sospecha de IU o para evaluar resultados estudios.

2. Cultivo + sedimento a)intraantibioterapia, cuando no hay respuesta a las 48 hs

de iniciado el tratamiento; b) a los 7 días de suspender la medicación; c) en casos

leves a demanda según sus síntomas; en la bacteriuria asintomática, controles

anuales.

3. Imágenes: Si demuestra patología se repetirá según criterio clínico. En

recurrencia ecografía anual.
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Capítulo 10

Costo/Beneficio

Por su alta morbilidad, la recurrencia, la incidencia en la progresión a la IRC, su

importancia en el tratamiento sustitutivo de la IRC, el costo del diagnóstico y

tratamiento y controles evolutivos, la IU es un problema que preocupa a la Salud

Pública. Se han aconsejado medidas tendientes a disminuir los costos, aplicando

una ecuación costo/beneficio.

Se consideran costos directos, a saber: consultas, métodos de diagnóstico,

medicamentos, internación, complicaciones. A su vez costos indirectos afectado

a la infraestructura necesaria empleados, estructura administrativa, seguros,

mantenimiento, amortización, alimentación, trasporte, impuestos. Por último los

costos sociales que afectan al paciente: salarios perdidos, problemas sociales,

calidad vida, etc. son los que lamentablemente muchas veces orientan la

terapéutica

Las dificultades para recabar estos datos, hacen que los cálculos sean

aproximados.

En el año 1993, efectué una investigación analizando costos de diagnóstico

inicial mínimo costo de AM en las formas leves y severas y 2 controles en el año.

Analicé todos los casos presumidos de IU, efectuando una estimación de mínima

y una estimación razonable. No consideré los costos indirectos. Para evaluar

costos, hice la comparación con los costos de 5000 pacientes en diálisis. Estos

fueron los resultados:

Dificultades para calcular costos

Una evaluación de costos en Argentina
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Una evaluación de gastos en USA

Cómo disminuir los gastos

Mobley and Warren (1996), estimó los gastos en el tratamiento de las IU en estas

cifras, las que he comparado con los datos existentes del gasto en HDC en USA.

La forma de aminorar los gastos, apuntan por un lado a reducir los gastos del

diagnóstico inicial y de los controles; y reducir los costos del tratamiento. otra

parte, lo que se considera más importante a optimizando el manejo en el

diagnóstico, en los controles del seguimiento y en la terapia.

Por
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Optimizar los recursos en diagnóstico

Optimizar recursos terapéuticos

Se jerarquizará la actitud del médico tratante, de acuerdo a las siguientes guías: -

priorizar el criterio clínico en el diagnóstico. -Procurar interpretar

fisiopatológicamente cada caso. - Reconocer las formas atípicas de IU. Tener

presente el subregistro de las IU. - Aceptar que el diagnóstico es equívoco, con

frecuentes falsos positivos y falsos negativos. - Graduar los estudios según

formas clínicas ya señaladas

Limitar los estudios iniciales al urocultivo y sedimento, aunque dependerá del

cuadro clínico. Si hubiera necesidad de imágenes, se indicará ecografía más Rx

simple de árbol urinario.

Hay situaciones que deben ser cuidadosamente evaluadas, en las cuales puede

medicarse sin efectuar urocultivo El diagnóstico de localización sigue siendo un

ejercicio clínico

Como ya se ha señalado El mejor es la clínica, y los cultivos

múltiples.

En cuanto a los controles de seguimiento no se deben multiplicar los controles

. Poner especial énfasis en no “fabricar” pacientes. Hay que controlar al

paciente clínicamente utilizando cuidadosamente todos los criterios , y efectuar

eventualmente algún estudio por imágenes

Los dos grandes riesgos en el seguimiento de estos pacientes son: por un lado

subestimar la enfermedad y sus consecuencias. Y por oposición, “fabricar

pacientes” con controles rigurosos y seguidos.

Se repite el concepto visto en el no confundir esterilización de la orina

con curación del paciente. Y tener presente siempre la dinámica de las IU

Los AM mal indicados, o prolongados innecesariamente, son el factor mayor en

el costo de las IU. Por mal uso o prolongando innecesariamente o medicando

cuando no es necesario. La mala praxis ha llevado además a un alarmante

aumento en la resistencia bacteriana.

Otro error que incide en el costo, es reducir el tratamiento al uso de

antimicrobianos, dejando de lado la corrección de los factores que han

condicionado la IU.

Los ciclos cortos y la dosis única abaratan costos, sin reducir efectividad. Se ha

comprobado que el tratamiento precoz, mejora la evolución de las IU, por lo que

se recomienda recurrir a la medicación empírica, siguiendo las recomendaciones

brindadas en el

1

2

3

4

5

screening

(Cap. 2).

(Cap. 7-5).

(Cap. 7-7).

(Cap. 9)

Cap. 9 :

(Cap. 9)

Cap 8.
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Se debe confeccionar una lista consensuada y actualizada periódicamente de

AM útiles.

En casos seleccionados se puede autorizar la automedicación, previendo los

riesgos que conlleva esta práctica.

Se considera en los siguientes niveles: población sana, población de riesgo,

pacientes con patología nefrourológica, en el infectado.

Finalidad: detección precoz, tratamiento precoz, evitar

complicaciones; evitar daño renal.

Metodología: interrogatorio Tiritas reactivas Multicultivos

Oportunidad de los estudios: En momentos especiales: ingreso

a universidades, ingreso a FF.AA., preocupacional. En población

cautiva: establecimientos educacionales, en instituciones religiosas,

en las FF.AA., establecimientos educacionales.

Contenido: Reconocer síntomas y acudir precozmente a la

consulta Adoptar normas higiénico dietéticas

(comunidad

general, comunidad médica, comunidad nefrológica).

En la Unión Europea se implementó un programa de prevención

del cáncer ginecológico. El costo de la detección oportuna y el

tratamiento temprano de las alteraciones cervicales redujo como

mínimo en 50% del requerido para tratar el cáncer invasor. Un

programa similar en México, comprobó una reducción mínima del

costo en 40%. No existen trabajos que permitan demostrar que el

costo de detección de las IU devenga en un menor costo final. Se

sugiere su implementación, siguiendo las experiencias señaladas.

Se considera: Embarazadas, Hospitalizados Preoperatorio,

Diabéticos, HA

Metodología Clínica, cultivo + sedimento

Prevención en IU

1. En la población sana

1.1.

1.2.

1.3.

1.4.

1.5. El método mas importante, el mas económico y al alcance de

todos son las campañas de educación de la comunidad

1.6.

2. En la población de riesgo

2.1.

2.2.
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3. En patología renal

3.1.

3.2.

especialmente los pacientes con IRC en tratamiento

conservador. En el paciente en tratamiento sustitutivo de la función

renal (Tx, Diálisis). Mandatorio al ingresar a plan de diálisis crónica o

evaluación pretrasplante. En la patología urológica, especial en

pacientes obstruidos.

Metodología: Clínica + Cultivo + sedimento Eventual imagen

Esta ha sido la preocupación inicial del CIU. Y objeto de sucesivas publicaciones.

Las guías consensuadas, son el mejor instrumento para optimizar el manejo de las

IU y bajar costos.

Esta actitud médica, debe extenderse en planes educativos en todos los niveles,

como se ha señalado.

El tratamiento durante el embarazo, la IU en la vejez, la bacteriuria del

cateterizado y la bacteriuria asintomática son algunos de los problemas que

requieren mayor cuidado y necesidad de recomendaciones.

Todos ellos presuponen un conocimiento de esta afección. Constituye el mejor

método de bajar costos. EL mal manejo de las IU incrementa enormemente los

costos.

El programa de salud renal adoptado por la SLANH, debe considerar en un

lugar destacado la prevención de las IU.

Consensuar normatizaciones
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Riesgos al intentar disminuir costos

El riesgo mayor cuando se busca optimizar recursos y reducir costos, es aumentar

el mal manejo de las IU. Ya existe un alerta generalizado sobre la mala praxis en

todos los niveles asistenciales. Si se prioriza reducir gastos, es probable que

aumente la mala praxis y la iatrogenia. Se debe estar prevenido ante esta

contingencia.
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r e  s  u m  e  n

Objetivo: La primera  finalidad de  este  documento de recomendaciones  es proporcionar  al clínico la  mejor
evidencia  disponible  y,  en  su  defecto,  la mejor opinión consensuada  por los panelistas  para  un  uso  racional
y  fundado  de  las diversas  opciones  de  tratamiento  con fármacos antirreumáticos  modificadores  de  la
enfermedad (FAME)  sintéticos y  biológicos  en artropatía psoriásica  (APs). El presente documento  también
incide sobre  aspectos  importantes  en  el  manejo de  la APs, como el diagnóstico precoz, los objetivos
terapéuticos,  las comorbilidades  y  la optimización  del  tratamiento.
Métodos:  Las  recomendaciones  se consensuaron a través  de  un  panel  de  8 reumatólogos  expertos,  previa-
mente seleccionados por  la  Sociedad  Española de  Reumatología  (SER)  mediante  una convocatoria  abierta.
Las  fases  del trabajo  fueron: identificación  de  las  áreas claves  para la actualización  del consenso  anterior,
análisis y  síntesis de  la evidencia  científica  (sistema modificado  de  Oxford,  CEBM,  2009) y  formulación
de  recomendaciones  a  partir  de  esta  evidencia  y de técnicas  de  consenso.
Resultados:  Se  emiten  un  total  de 17 recomendaciones  para el tratamiento  de  los pacientes con  APs. Seis
de  ellas  de  carácter general, que abarcan desde la  transcendencia  del  diagnóstico y  tratamiento  precoz
hasta  la importancia de las comorbilidades.  El resto, las 11 específicas,  se centran en  las  indicaciones  de
los FAME y  la terapia  biológica  en  las diferentes  formas clínicas  de  la enfermedad.  Así  mismo,  se abordan
las situaciones de  fracaso  a un primer  biológico  y  se incluyen  los algoritmos  de  tratamientos  y una  tabla
con las  diferentes terapias  biológicas.
Conclusiones:  Se presenta  la  actualización  de  las recomendaciones  de  la SER para el tratamiento  de  la APs
con FAME y  terapia  biológica.
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Sociedad Española  de  Reumatologı́a y Colegio  Mexicano de  Reumatologı́a. Todos los derechos  reservados.

∗ Autor para correspondencia.
Correo electrónico: rubenque7@yahoo.es (R. Queiro).

http://dx.doi.org/10.1016/j.reuma.2017.08.007
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Recommendations  of  the Spanish  Society  of  Rheumatology  on  treatment  and
use  of  systemic  biological  and  non-biological  therapies  in psoriatic  arthritis

a  b  s  t  r a  c t

Objective:  The main purpose of  this recommendation statement  is  to provide  clinicians  with  the  best
available evidence  and  the  best opinion agreed upon  by  the  panelists  for  a rational  use of synthetic
disease modifying  antirheumatic  drugs (DMARDs)  and  biologicals  in psoriatic  arthritis  (PsA)  patients.  The
present  document  also  focuses  on important  aspects  in the  management  of PsA, such as early diagnosis,
therapeutic  objectives, comorbidities  and  optimization of treatment.
Methods:  The recommendations  were  agreed  by  consensus  by  a panel  of 8  expert  rheumatologists,  pre-
viously  selected  by  the Spanish Society  of Rheumatology  (SER)  through  an open call. The  phases  of  the
work  were: identification  of key  areas for  updating the  previous consensus,  analysis  and  synthesis  of
scientific  evidence (modified Oxford  system,  Centre  for  Evidence-based  Medicine,  2009)  and  formulation
of recommendations  based  on this  evidence and  by  consensus techniques.
Results:  Seventeen recommendations  were issued  for  the  treatment  of PsA patients.  Six  of them  were  of
general  nature, ranging  from  the  early diagnosis  and  treatment  to the  importance  of assessing comorbi-
dities. The other  11  were  focused  on the  indications  for  DMARDs  and biological therapy  in the  distinct
clinical  forms  of the  disease.  Likewise,  the situation  of  failure  of the  first biological  is addressed  and
treatment  algorithms  and a  table with  the  different biological therapies  are  also included.
Conclusions:  We present the  update of SER  recommendations  for  the  treatment  of PsA  with  DMARDs  and
biologics.

©  2017  Elsevier España, S.L.U. and Sociedad Española  de  Reumatologı́a y Colegio  Mexicano  de
Reumatologı́a.  All  rights  reserved.

Introducción

La artritis psoriásica (APs) es una enfermedad heterogénea
debido a la diversidad de fenotipos músculo-esqueléticos que pre-
senta (artritis periférica, enfermedad axial, entesitis, dactilitis),
así como a las manifestaciones extraarticulares, particularmente
piel y  uñas, pero también de otros órganos (uveítis, enfermedad
intestinal inflamatoria)1,2.  Aunque la psoriasis cutánea y la  APs
comparten ciertos procesos fisiopatológicos, como la angiogénesis
y el aumento de expresión de citocinas proinflamatorias, presentan
diferencias como la desigual eficacia de ciertos fármacos en  la piel
y la articulación3,4.

Los fármacos sintéticos modificadores de la enfermedad con-
vencionales (FAME-c) que se utilizan fueron ensayados primero en
artritis reumatoide (AR) y,  en general, cuentan con una limitada
evidencia sobre su eficacia en APs5,6.  Por otro lado, la incorpo-
ración de las terapias biológicas inhibidoras del  TNF-alfa (i-TNF)
ha supuesto una mejora fundamental en el manejo de esta enfer-
medad. No obstante, hay un porcentaje considerable de pacientes
con APs en los que estas terapias están contraindicadas, pierden su
eficacia o  desarrollan efectos adversos.

Afortunadamente, la APs ha pasado de ser una enfermedad
cuyos tratamientos venían derivados de la AR a ser una enfer-
medad prioritaria para la  investigación y  desarrollo de nuevas
dianas terapéuticas. Las terapias biológicas dirigidas a modular la
vía IL23/IL17 (ustekinumab, secukinumab), así como los fármacos
sintéticos modificadores de la enfermedad con una diana espe-
cífica (FAME-e) (apremilast), son ya una realidad para nuestros
pacientes7. Aunque todos ellos han demostrado eficacia y seguri-
dad en el tratamiento de la  APs, por la ausencia de ensayos clínicos
en los que se comparen directamente (estudios «head to head») o
de experiencia clínica recogida en  registros, no existen claras reco-
mendaciones sobre en  qué orden, etapa o dominio de la  enfermedad
deberían ser administrados los diferentes fármacos disponibles8.

También resulta muy  relevante, en  el manejo de la  APs, definir
bien el objetivo a  alcanzar con la terapia, así como utilizar determi-
nadas estrategias de tratamiento (control estricto).

Por todo lo anterior, es  preciso establecer unas recomendacio-
nes basadas en la evidencia más  reciente y en  la  opinión de expertos

sobre el tratamiento de la APs. Recientemente, EULAR9 y GRAPPA10

han revisado sus recomendaciones de 2011 y 2009, respectiva-
mente. Aquí presentamos la actualización de las recomendaciones
de la Sociedad Española de Reumatología (SER)11,  que intenta ser
un instrumento útil para que los reumatólogos españoles optimi-
cen el manejo terapéutico de la APs. El presente documento no
solo recoge los principales aspectos del  control y del tratamiento
con fármacos biológicos, sino que también incide sobre aspectos
importantes en el manejo de la APs, como el diagnóstico precoz, los
objetivos terapéuticos, el uso de FAME sintéticos, las comorbilida-
des y la optimización del tratamiento. No obstante, el foco principal
de las recomendaciones se sitúa sobre las estrategias terapéuticas
con FAME sintéticos y biológicos. En ningún caso estas recomenda-
ciones pretenden constituirse en un protocolo estricto de manejo y
tratamiento de la enfermedad, sino servir de base para incremen-
tar la calidad en la asistencia de los pacientes con APs y ayudar a la
toma de decisiones terapéuticas.

Material y métodos

En este proyecto se ha utilizado una síntesis cualitativa de la
evidencia científica y técnicas de consenso («juicio razonado» y
«Delphi modificado»)  que recogen el acuerdo de expertos en  base a
su experiencia clínica y a  la  evidencia científica.

Fases del proceso

En el desarrollo del documento de Recomendaciones se han
seguido una serie de pasos que se  describen a  continuación:

Creación del grupo de trabajo. La elaboración del documento se
inició con la  constitución de un panel de expertos elegidos mediante
una convocatoria abierta a todos los socios de la  SER. La Comi-
sión de Guías de Práctica Clínica (GPC) y Recomendaciones de la
SER valoró el currículum vitae de los solicitantes de acuerdo con
criterios objetivos de aportación al conocimiento de la  APS, prin-
cipalmente, por la participación en publicaciones en revistas de
impacto en  los últimos 5 años. El panel de expertos quedó cons-
tituido por 8 reumatólogos miembros de la SER. La coordinación de
los aspectos clínicos y metodológicos fue realizada por uno de estos
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Tabla 1

Recomendaciones SER sobre el tratamiento y uso de terapias biológicas en la  artritis psoriásica. Recomendaciones generales

Recomendaciones generales GR GA ≥ 4

Recomendación 1. La artritis psoriásica es una enfermedad musculoesquelética inflamatoria crónica cuyo diagnóstico, tratamiento y
control evolutivo debería ser realizado por el reumatólogo

D 100%

Recomendación 2. La artritis psoriásica tiene una presentación clínica muy  heterogénea y unas comorbilidades asociadas que, en
ocasiones, precisan de un manejo multidisciplinar. El  manejo coordinado con el  dermatólogo es importante, sobre todo en  aquellos
pacientes  con psoriasis moderada-grave

D 100%

Recomendación 3.  El  objetivo terapéutico de  la artritis psoriásica es controlar la inflamación y  preservar la capacidad funcional de los
pacientes, alcanzando la remisión clínica o mínima/baja actividad de la enfermedad según los diferentes índices validados

D 100%

Recomendación 4.  Establecer un objetivo terapéutico y realizar una  monitorización clínica estrecha son cruciales para alcanzar un control
óptimo de la actividad clínica y  una respuesta terapéutica adecuada. Una vez conseguido el  objetivo terapéutico, un seguimiento
trimestral parece razonable

D 100%

Recomendación 5.  El  perfil de riesgo cardiovascular se debe tener en cuenta tanto en la evaluación como en el manejo terapéutico de estos
pacientes

D 100%

Recomendación 6. La decisión terapéutica más  adecuada dependerá del criterio del especialista y se realizará de forma consensuada con el
paciente. Esta decisión se tomará basada principalmente en la evidencia científica y las características del paciente y de  su enfermedad

D 100%

GA: grado de acuerdo; GR: grado de recomendación; SER: Sociedad Española de Reumatología.

reumatólogos, como investigador principal (IP), y  por una especia-
lista en metodología, técnico de la Unidad de Investigación (UI) de
la SER.

Identificación de las áreas claves para la  actualización del consenso

anterior. Todos los miembros del  grupo de trabajo participaron para
estructurar el documento y  establecer los contenidos y aspectos
claves. Se optó por la actualización de las recomendaciones prove-
nientes tanto del  Consenso anterior como de la última versión de
la ESPOGUIA 201512. Primero se identificaron las preguntas clínicas
que podrían tener más  impacto en  la utilización de terapia biológica
en la APs. Después se  fijaron aquellos contenidos y  resultados que
no precisaban responder a  la formulación de pregunta de investi-
gación. Se definió también la metodología a  seguir en  el proceso de
elaboración de las recomendaciones.

Búsqueda bibliográfica. Las preguntas clínicas se reformularon
en 7 preguntas con formato PICO. Para responder a las  preguntas
se diseñó una estrategia de búsqueda y se realizó una revisión de la
evidencia científica de estudios publicados hasta febrero de 2016.
Se utilizaron las bases de datos: PubMed (MEDLINE), EMBASE, y
Cochrane Library (Wiley Online). Se completó el proceso con una
búsqueda manual de referencias, pósteres y  resúmenes de con-
gresos que consideraron de interés los revisores y expertos. Las
estrategias de búsquedas bibliográficas, de las 7 revisiones siste-
máticas (RS), pueden consultarse en el material suplementario que
estará detallado en un anexo metodológico en la página web  de la
SER.

Análisis y  síntesis de la  evidencia científica. Varios reumatólogos,
del grupo de trabajo de revisores de la evidencia de la SER, se
encargaron de revisar sistemáticamente la  evidencia científica
disponible. Tras la  lectura crítica del  texto completo de los estudios
seleccionados para cada revisión, elaboraron un resumen mediante
el uso de un formulario homogeneizado incluyendo tablas y texto
para describir la metodología, resultados y  calidad de cada estu-
dio. Se detallaron los motivos de exclusión de los artículos no
incluidos en la selección. Se evaluó el nivel global de la evidencia
científica utilizando la modificación de los niveles de evidencia
del Centro Oxford de Medicina basada en la Evidencia (CEBM)
(http://www.cebm.net/oxford-centre-evidence-based-medicine-
levels-evidence-march-2009).

Formulación de recomendaciones. Finalizada la  lectura crítica, el
IP y los componentes del grupo de expertos procedieron a  la for-
mulación de recomendaciones específicas basadas en  la evidencia
científica. Esta formulación se  ha basado en  la «evaluación formal» o
«juicio razonado»,  resumiendo previamente la evidencia para cada
una de las preguntas clínicas. Se tuvo en cuenta, también, la calidad,
cantidad y  consistencia de la evidencia científica, la generalidad
de  los resultados, su aplicabilidad y su impacto clínico. Para la

formulación de las recomendaciones se  utilizaron dos rondas de
consenso; primero, en  una reunión presencial, con el sistema de
consenso de «juicio razonado»,  todos los expertos redactaron y  dis-
cutieron las  recomendaciones y se discutieron en presencia del
metodólogo; después, mediante un cuestionario Delphi, se consen-
suó el grado de acuerdo de los expertos con la redacción de cada
una de las  recomendaciones usando una escala Likert del  1 al 5 (1:
absolutamente en  desacuerdo; 2: moderadamente en  desacuerdo;
3: ni acuerdo ni  desacuerdo; 4: moderadamente de acuerdo; 5:
absolutamente de acuerdo). Se definió alto grado de consenso en la
redacción cuando el porcentaje de panelistas que otorgaron valores
≥ 4 en  la escala de Likert fue superior al  75%. El nivel de evidencia y
la graduación de la fuerza de las recomendaciones se establecieron
en base al sistema modificado de Oxford 2009.

Exposición pública. El borrador de este documento de Recomen-
daciones SER fue sometido a  un proceso de exposición pública por
parte de socios miembros de la  SER y de distintos grupos de interés
(industria farmacéutica, otras sociedades científicas y  asociaciones
de pacientes), con objeto de recoger la valoración y su argumenta-
ción científica de la  metodología y las  recomendaciones.

Estructura

El documento recoge todas las recomendaciones formuladas
subdivididas en dos apartados: principios generales y  recomenda-
ciones específicas. A  partir de las recomendaciones se ha elaborado
un algoritmo terapéutico que presenta de forma resumida la apro-
ximación al tratamiento tras el diagnóstico de APs.

Resultados

El total de recomendaciones formuladas sobre el  tratamiento y
uso de terapias biológicas en  APs es  de 17 (tablas 1 y 2).

Recomendaciones generales

• Recomendación 1. La APs es  una enfermedad musculoesquelé-
tica inflamatoria crónica cuyo diagnóstico, tratamiento y  control
evolutivo debería ser realizado por el reumatólogo.

• Recomendación 2.  La APs tiene una presentación clínica muy
heterogénea y unas comorbilidades asociadas que, en ocasiones,
precisan de un manejo multidisciplinar. El manejo coordinado
con el dermatólogo es importante, sobre todo en  aquellos pacien-
tes con psoriasis moderada-grave.

• Recomendación 3. El objetivo terapéutico de la APs es  contro-
lar la inflamación y preservar la capacidad funcional de los
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Tabla 2

Recomendaciones SER sobre el tratamiento y uso de terapias biológicas en la artritis psoriásica. Recomendaciones específicas

Recomendaciones específicas GR NE  GA ≥  4

Recomendación 7. Se recomienda una intervención farmacológica precoz con FAME-c en pacientes con artritis psoriásica,
principalmente en aquellos con factores de mal pronóstico basales, con la finalidad de mejorar los signos y  los síntomas, la
capacidad funcional y la calidad de vida

D 4  100%

Recomendación 8. Se recomiendan los FAME-c (metotrexato, leflunomida, sulfasalazina) como tratamiento de primera línea de
la  artritis psoriásica periférica activa

C 2b  100%

Recomendación 9. Se recomienda el metotrexato como primera elección, por sus efectos sobre la artritis y  la  psoriasis D 4  100%
Recomendación 10. Se recomienda la utilización de apremilast para el tratamiento de artritis periférica, tras fracaso o

intolerancia a  FAME-c, cuando se considere que  es más  conveniente que la terapia biológica por el  perfil  del paciente
C  2b  100%

Recomendación 11.  Se recomienda el  uso de terapia biológica en pacientes con artritis psoriásica periférica refractarios al
menos  a un FAME-c

A 1b  100%

Recomendación 12. Se recomienda la utilización de terapia biológica, tanto en  monoterapia como en combinación con FAME-c,
para todas las manifestaciones periféricas de la artritis psoriásica. La terapia combinada con metotrexato puede aumentar la
supervivencia de los fármacos monoclonales i-TNF, sobre todo los  quiméricos

C 2b  100%

Recomendación 13. Se recomienda, en  pacientes con artritis psoriásica periférica y  fallo a  un i-TNF, cambiar a otra terapia
biológica, ya sea otro i-TNF o un fármaco con otro  mecanismo de acción, como i-IL12/23 o  i-IL17 o  FAME-e (apremilast)

B 1b, 2b 100%

Recomendación 14. Se recomienda, en  pacientes con artritis psoriásica y  entesitis refractarios a  AINE y  tratamiento local, el  uso
de  terapia biológica o FAME-e (apremilast)

C 2b  100%

Recomendación 15. Se recomienda, en  pacientes con artritis psoriásica y dactilitis refractaria a  AINE y tratamiento local con
infiltraciones de corticoides, el  uso de terapia biológica o  FAME-e (apremilast)

C 2b  100%

Recomendación 16. Se recomienda, en  pacientes con formas predominantemente axiales de artritis psoriásica refractarias a
AINE, el uso de terapia biológica (i-TNF o  i-IL17)

D 4  100%

Recomendación 17. No se recomienda el uso de  FAME-c en formas axiales de artritis psoriásica C 2b  100%

AINE: antiinflamatorios no  esteroides; FAME: fármacos antirreumáticos modificadores de la enfermedad; FAME-c: FAME sintéticos convencionales; FAME-e: FAME específico;
GA:  grado de acuerdo; GR: grado de recomendación; i-IL12, i-IL23 o  i-IL17: inhibidor de la interleucina 12, 23  o  17;  i-TNF: inhibidor del factor de necrosis tumoral; NE: nivel
de  evidencia; SER: Sociedad Española de Reumatología.

pacientes, alcanzando la remisión clínica o mínima/baja actividad
de la enfermedad según los diferentes índices validados.

• Recomendación 4. Establecer un objetivo terapéutico y  realizar
una monitorización clínica estrecha son cruciales para alcanzar
un control óptimo de la actividad clínica y  una respuesta tera-
péutica adecuada. Una vez conseguido el objetivo terapéutico,
un seguimiento trimestral parece razonable.

• Recomendación 5. El perfil de riesgo cardiovascular se  debe tener
en cuenta tanto en la evaluación como en el manejo terapéutico
de estos pacientes.

• Recomendación 6. La decisión terapéutica más  adecuada depen-
derá del criterio del especialista y se realizará de forma
consensuada con el paciente. Esta decisión se  tomará basada
principalmente en la evidencia científica y  las características del
paciente y de su enfermedad.

La APs es una enfermedad con una presentación clínica
muy heterogénea que  incluye manifestaciones articulares y
extraarticulares1,4. El médico responsable de su  diagnóstico y tra-
tamiento debe ser el reumatólogo, puesto que  es el especialista con
mayor conocimiento y experiencia en el manejo clínico y terapéu-
tico de esta enfermedad9,13,14.  Sin embargo, debido a la diversidad
de su expresión clínica y a las comorbilidades asociadas, es impor-
tante realizar un manejo multidisciplinar del paciente15–17.

El objetivo clínico al  tratar pacientes con APs no está tan bien
definido como en la AR18–22.  Independientemente del índice de
actividad que se use para monitorizar la actividad clínica, la priori-
dad debe ser controlar la inflamación lo antes posible y  mejorar la
capacidad funcional y  calidad de vida de los pacientes con APs23–25.
La remisión clínica puede ser difícil de alcanzar principalmente
en APs de larga evolución26–28.  En  este subgrupo puede ser sufi-
ciente obtener mínima/baja actividad de la enfermedad —conseguir
5 de los 7 criterios propuestos, que abarcan desde manifestacio-
nes musculoesqueléticas y  cutáneas hasta valoración del propio
paciente—24,29,30. Aunque no hay consenso sobre la mejor herra-
mienta para monitorizar la  actividad clínica, se  recomienda el uso
de índices validados y  cuantificables que tengan en  cuenta tanto
parámetros de actividad inflamatoria (afectación articular [perifé-
rica y/o axial], dactilitis, entesitis y  reactantes de fase aguda) como
parámetros más  subjetivos que repercuten en  la función y  calidad

de vida del paciente (dolor, fatiga, evaluación global del paciente,
capacidad funcional y calidad de vida)22,23,31–34.

Un  ensayo clínico reciente ha demostrado mejores desenlaces
cuando se realiza una monitorización estrecha (control estricto, cada
4 semanas) frente a la práctica clínica habitual (cada 12 semanas)35.
Aunque, actualmente, no está  claro el mejor intervalo de monito-
rización de los pacientes, parece razonable realizar un control más
estrecho (cada 4 semanas) tras el  diagnóstico de la enfermedad o
siempre que sea necesaria la  evaluación de la respuesta a  un trata-
miento. Una vez alcanzado el objetivo terapéutico, se puede realizar
una monitorización trimestral9,35.

Se dispone, actualmente, de varias guías para el manejo de
pacientes con APs que suponen una herramienta crucial para el
abordaje terapéutico de estos enfermos9,36.  En práctica clínica, sin
embargo, se  recomienda tener en cuenta, a  la hora de tomar decisio-
nes terapéuticas, las comorbilidades asociadas a  la enfermedad, así
como la opinión del  paciente, explicando el riesgo/beneficio de cada
una de ellas, ya que esto puede favorecer una mayor adherencia y
cumplimentación del tratamiento.

El abordaje del riesgo cardiovascular en los pacientes con enfer-
medades inflamatorias crónicas es importante desde que se conoce
la conexión entre la inflamación, la  disfunción del endotelio y el
incremento de la aterogénesis37.  Asociado al papel de la inflama-
ción se ha observado, en los pacientes con APs, un aumento de
los factores de riesgo cardiovascular (hipertensión, diabetes, dis-
lipidemia, etc.) cuya consecuencia es una mayor prevalencia de
eventos cardiovasculares38.  Otro aspecto significativo en  el que
tenemos que incidir es la prevención de la obesidad, ya que ade-
más  de ser un factor de riesgo cardiovascular puede asociarse a
una peor respuesta a los tratamientos inmunosupresores y a  una
mayor dificultad de alcanzar un estado de mínima actividad de la
enfermedad39.

De la revisión sistemática en este campo, se  infiere que los datos
epidemiológicos son insuficientes para llegar a conclusiones defi-
nitivas sobre los efectos de los fármacos biológicos y FAME-c en
eventos cardiovasculares en  los pacientes con APs. Sin embargo,
los i-TNF y metotrexato (MTX), actuando como inhibidores de la
inflamación, pueden tener efectos cardioprotectores40.

Por otra parte, la decisión terapéutica del especialista debe ser
lo más  costo-eficiente posible con el mayor beneficio clínico para
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el paciente, sin que ello suponga una carga extra para el sistema
nacional sanitario.

Recomendaciones específicas

Intervención precoz
• Recomendación 7. Se recomienda una intervención farmacoló-

gica precoz con FAME-c en pacientes con APs,  principalmente en
aquellos con factores de mal  pronóstico basales, con la finalidad
de mejorar los signos y  los síntomas, la capacidad funcional y la
calidad de vida (NE: 4, GR: D).

Aunque la evidencia científica es  escasa y  controvertida en  este
campo, se encontraron 6 estudios que responden de forma indirecta
a  esta pregunta. Entre los factores que influyen sobre la  progre-
sión de la lesión estructural articular destacan la mayor duración
de  la enfermedad41,42 y  el retraso diagnóstico en pacientes con APs
precoz43.

Diversos estudios han evaluado la capacidad funcional tanto en
APs precoz como en APs establecida35,43,44. Se ha objetivado que  el
retraso diagnóstico, el  hábito tabáquico, la edad avanzada, el sexo
femenino y  una historia previa de tratamientos i-TNF se asocian
con una peor capacidad funcional41,43.

En el registro sueco de APs precoz se  encontró que  una menor
duración de los síntomas, un HAQ basal bajo y la enfermedad
axial en varones fueron factores predictivos independientes de
mínima actividad de la  enfermedad44. Los  autores sugieren que el
diagnóstico precoz en pacientes con afectación poliarticular puede
ser importante para iniciar tratamiento específico de forma más
anticipada44.  Por tanto, aunque no existen muchos estudios que
incidan sobre este tema, podemos considerar como factores de mal
pronóstico las formas poliarticulares con reactantes inflamatorios
elevados, el retraso diagnóstico y terapéutico, la dactilitis, la pre-
sencia de erosiones basales y el hábito tabáquico.

En el estudio TICOPA se  demostró que la intervención tera-
péutica precoz y el  seguimiento clínico estrecho (cada 4 semanas)
consiguieron mejores respuestas clínicas (medidas por ACR y MDA)
que la práctica clínica habitual (cada 12 semanas) en una cohorte
de APs precoz, aunque no encontraron diferencias en la progre-
sión radiográfica a  las  48 semanas35,  en  gran medida por la  poca
progresión global de ambas cohortes. Por otra parte, un estudio
abierto realizado en 35 pacientes con APs observó que un retraso
de 3 meses en el inicio del tratamiento con MTX  no tenía un impacto
clínico relevante45.

Artritis periférica

Los antiinflamatorios no  esteroideos (AINE) y corticoides ora-
les, usados a la dosis mínima necesaria durante el menor tiempo
posible, pueden ser útiles como tratamiento sintomático de la APs
periférica, sin que esto suponga un retraso en  el inicio del trata-
miento modificador de la enfermedad en  aquellos pacientes en los
que esté indicado. El uso de terapia local en  forma de infiltraciones
de  corticoides se  recomienda especialmente en  el caso de entesitis
y dactilitis, y también tiene utilidad en la artritis periférica mono-
oligoarticular. El empleo de la ecografía puede ser de utilidad en la
guía de estos procedimientos.

Fármacos antirreumáticos sintéticos modificadores de  enfermedad

(FAME).

Fármacos antirreumáticos sintéticos modificadores de  enfermedad

convencionales (FAME-c).

• Recomendación 8.  Se recomiendan los FAME-c (MTX, leflunomida,
sulfasalazina) como tratamiento de primera línea de la  APs peri-
férica activa (NE: 2 b, GR: C).

• Recomendación 9. Se  recomienda el MTX  como primera elección,
por sus efectos sobre la artritis y la psoriasis (NE: 4,  GR: D).

En los pacientes con APs periférica, se  recomienda el uso de
FAME-c como primera opción terapéutica, entre los cuales el  MTX
debería ser el de elección, siendo la leflunomida y la  sulfasalazina
otras opciones válidas. Los ensayos clínicos de MTX, por diferentes
circunstancias de carácter metodológico, no han conseguido mos-
trar datos concluyentes sobre su eficacia en APs46.  Sin embargo, la
amplia experiencia en  la  práctica clínica habitual y los datos proce-
dentes de estudios observacionales y registros sugieren que MTX
es eficaz en APs. Así, en el registro noruego, la  supervivencia de
MTX  a  los 2 años fue del 65%47 y en el estudio TICOPA35 el 22%
de los pacientes con MTX  en monoterapia alcanzaron la mínima
actividad de la enfermedad. Respecto al papel de los FAME-c en la
inhibición del daño estructural, por el momento no hay suficiente
evidencia48,  aunque quizás el MTX  a  dosis altas pueda tener algún
efecto49. Por todo lo expuesto, se  aconseja la utilización de MTX
como primera línea terapéutica en base a la amplia experiencia clí-
nica, su eficacia, también, en dominios como la piel50, su bajo coste
y su acceso universal.

Fármacos antirreumáticos sintéticos modificadores de enfermedad

con diana específica (FAME-e): apremilast.

• Recomendación 10. Se recomienda la  utilización de apremilast
para el tratamiento de artritis periférica, tras fracaso o intoleran-
cia a  FAME-c, cuando se considere que es más conveniente que la
terapia biológica por el perfil del paciente (NE: 2 b, GR: C).

Apremilast es  una pequeña  molécula que inhibe a la fosfodies-
terasa 4 (PDE-4). La inhibición de la PDE-4 provoca un aumento
de los niveles intracelulares de monofosfato de adenosina cíclico
(AMPc) modulando la expresión de citocinas inflamatorias51. Los
datos de eficacia de apremilast en artritis periférica, en base a
resultados de los ensayos clínicos, parecen inferiores a la  terapia
biológica52–54.  La ausencia de datos sobre progresión radiográfica,
la falta de experiencia en su uso, y de estudios comparativos con
FAME-c o biológicos, hace que actualmente haya dudas sobre su
lugar en  el algoritmo terapéutico de la  APs periférica. Por otra parte,
su perfil de seguridad es  bueno apoyando su utilización en aquellos
pacientes en  los que, por la presencia de comorbilidades o ante-
cedentes de infecciones severas, no se aconseja el uso de otras
opciones terapéuticas55. Además, puede favorecer la  pérdida de
peso (entre 5-10%), aspecto interesante en los pacientes con APs
y sobrepeso/obesidad.

Terapias biologicas (i-TNF, anti-IL12/23, anti-IL17).

• Recomendación 11. Se recomienda el uso de terapia biológica en
pacientes con APs periférica refractarios al menos a  un FAME-c
(NE: 1 b, GR: A).

En aquellos pacientes con APs periférica en los que los FAME
hayan sido ineficaces, o  hayan tenido que retirarse por intoleran-
cia, estaría indicado el uso de la  terapia biológica. En relación con  los
agentes i-TNF, diferentes ensayos clínicos han demostrado que son
eficaces en todos los dominios de la APs. Se ha evidenciado, tam-
bién, que poseen un efecto significativo sobre la inhibición del daño
estructural48,56–58.  Disponemos, además, de 2 nuevos agentes con
mecanismo de acción diferente, el  ustekinumab (i-IL12/23)59–61

y secukinumab (i-IL17)62,63,  los cuales han demostrado, reciente-
mente, ser eficaces en controlar las  manifestaciones de la  APs y  en
la inhibición del  daño radiográfico, por lo que  son opciones igual-
mente válidas para los pacientes con APs y respuesta inadecuada
a FAME, especialmente en aquellos casos con afectación cutánea
grave.
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A pesar de la ausencia de ensayos clínicos que  comparen de
manera directa la eficacia de las diversas moléculas disponibles,
no parece que las diferencias entre ellas sean significativas. Todas
son una buena opción de tratamiento en el caso de fracaso a  FAME
sintético. Sin embargo, basándonos en  los años de experiencia en
la práctica clínica y  la que reflejan los distintos registros interna-
cionales, el panel de expertos sugiere como primera opción los
inhibidores de TNF, siendo los demás fármacos opciones igual-
mente válidas por lo que en último caso debe ser el criterio médico
el que prevalezca.

En la tabla 3 se representan las terapias biológicas con indicación
actual para el tratamiento de la APs en nuestro país.

• Recomendación 12. Se recomienda la  utilización de terapia bio-
lógica, tanto en monoterapia como en combinación con FAME-c,
para todas las manifestaciones periféricas de la APs. La terapia
combinada con MTX  puede aumentar la supervivencia de los fár-
macos monoclonales i-TNF, sobre todo los quiméricos (NE: 2 b,
GR: C).

Así como en la AR se ha demostrado la utilidad de la terapia
biológica en combinación con FAME y  la SER recomienda espe-
cíficamente su uso64,  en APs hay más  controversia. No existen
comparaciones directas de eficacia y  seguridad entre el tratamiento
combinado de MTX  y  terapia biológica frente al tratamiento con
terapia biológica en monoterapia en APs. Los datos procedentes
de los ensayos clínicos no objetivan diferencias significativas en
cuanto a desenlaces de eficacia (respuestas ACR) o de seguridad
entre los pacientes en  tratamiento combinado y  pacientes con tra-
tamiento biológico en monoterapia55,57,63–76.

Por lo tanto, no se pueden extraer conclusiones válidas de
eficacia ni de seguridad para cada fármaco biológico combinado
con MTX  comparado con terapia biológica en monoterapia. En
general, la combinación con MTX  no mostró una mejoría clínica
significativa65. Sin embargo, la terapia combinada con MTX  en
algunos registros aporta mayor supervivencia del fármaco, espe-
cialmente en anticuerpos monoclonales, sobre todo con infliximab,
por lo que se podría considerar su uso en  esta circunstancia77–80.

• Recomendación 13. Se recomienda, en  pacientes con APs periférica
y fallo a un i-TNF, cambiar a  otra terapia biológica, ya sea otro i-
TNF o  un fármaco con otro mecanismo de acción, como i-IL12/23
o i-IL17 o  FAME-e (apremilast) (NE: 1 b, 2 b; GR: B).

Los datos procedentes de los ensayos clínicos indican que la res-
puesta a un segundo agente i-TNF es  buena, aunque inferior en
general a la que se obtiene en  pacientes no expuestos previamente
a estos fármacos. Los registros muestran una ligera reducción de
la supervivencia del segundo biológico en  comparación con el pri-
mero, y  claramente peor en el caso del tercero.

No existen estudios que comparen la utilidad de usar un segundo
i-TNF frente a un cambio de diana terapéutica (IL12/23 o IL17), por
lo que en la actualidad ambas opciones terapéuticas son igualmente
válidas. Tanto en los estudios de ustekinumab como en los de secu-
kinumab, al igual que ocurre con los fármacos i-TNF, se demuestra
que la respuesta a dichos fármacos en los pacientes que no han
sido expuestos previamente a biológicos es  superior si se  com-
para con la que se obtiene en los pacientes que ya han fallado a
un i-TNF, por lo que la eficacia esperada siempre será mejor cuanto
antes utilicemos el fármaco biológico, independientemente de cuál
sea este63,81–90. Apremilast también demostró mayores respuestas
ACR20 en pacientes que no  habían sido expuestos previamente a
terapia biológica53.

La figura 1 representa un algoritmo para el manejo de la artritis
periférica.

Entesitis

• Recomendación 14. Se recomienda, en pacientes con APs y ente-
sitis refractarios a  AINE y tratamiento local, el uso  de terapia
biológica o FAME-e (apremilast) (NE: 2 b,  GR: C).

En aquellas formas de APs con  afectación predominantemente
entesítica se recomienda el uso en primer lugar de AINE, fisio-
terapia e infiltraciones locales perientésicas con corticoides, pese
a  que hasta la fecha no hay estudios aleatorizados y  controlados
con placebo que avalen su eficacia. No existe evidencia que apoye
el uso de FAME-c en entesitis. No obstante, en  los pacientes con
APs y entesitis se podría valorar el uso de FAME-c siempre que
haya artritis periférica asociada. Si a pesar del tratamiento anterior
no se consigue una buena respuesta, el uso de terapia biológica o
apremilast sería la opción correcta91.  Los fármacos i-TNF92 y poste-
riormente ustekinumab59,60, secukinumab63,82 y apremilast54 han
demostrado eficacia en el tratamiento de las entesitis, sin que exis-
tan datos que objetiven superioridad clara de un fármaco respecto
al resto. Por este motivo, todos ellos serían una buena opción de tra-
tamiento en caso de refractariedad a  AINE y/o tratamientos locales.
Sin embargo, basándonos en los años de experiencia en la práctica
clínica y la que reflejan los distintos registros internacionales, el
panel de expertos sugiere como primera opción los i-TNF, siendo los
demás fármacos opciones igualmente válidas por lo que en  último
caso debe ser el criterio médico el que prevalezca.

La figura 2 representa un algoritmo para el manejo de la entesi-
tis.

Dactilitis

• Recomendación 15. Se recomienda, en pacientes con APs y  dac-
tilitis refractaria a  AINE y tratamiento local con infiltraciones de
corticoides, el uso de terapia biológica o FAME-e (apremilast) (NE:
2 b,  GR: C).

En  aquellas formas de APs con presencia de dactilitis se  reco-
mienda el uso, en primer lugar, de AINE e  infiltraciones locales con
corticoides, aunque por el momento no disponemos de estudios
aleatorizados y controlados con placebo que avalen su eficacia. En
los pacientes con APs y dactilitis se podría valorar el uso de FAME-c
siempre que haya artritis periférica asociada. Los FAME-c tienen un
tamaño de efecto en  general pequeño en dactilitis puras92.  Los fár-
macos i-TNF92, ustekinumab59,60,  secukinumab63,82 y apremilast54

tienen datos favorables en dactilitis, sin  evidenciar superioridad
ninguna de unas moléculas frente a las otras. Estos fármacos son
una opción terapéutica en aquellos pacientes en los que las  medidas
locales hayan fracasado. Sin embargo, basándonos en los años de
experiencia en la práctica clínica y la que reflejan los distintos regis-
tros internacionales, el panel de expertos sugiere como primera
opción los i-TNF, siendo los demás fármacos opciones igualmente
válidas por lo que en  último caso debe ser el criterio médico el que
prevalezca.

La figura 3 representa un algoritmo para el manejo de la dacti-
litis.

Afectación axial

• Recomendación 16. Se recomienda, en  pacientes con formas pre-
dominantemente axiales de APs refractarias a AINE, el uso de
terapia biológica (i-TNF o i-IL17) (NE: 4,  GR: D).

• Recomendación 17. No se  recomienda el  uso de FAME-c en  formas
axiales de APs (NE: 2 b,  GR: C).

A falta de estudios específicos en APs con predominio de
afectación axial, se siguen las recomendaciones generales para
espondiloartritis axial (EspA axial), que incluyen, además del
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Tabla 3

Terapias biológicas disponibles para el tratamiento de la artritis psoriásica, según ficha técnica

Terapia
biológica

Principio
activo

Posología y administración Indicaciones Contraindicaciones Eventos adversosa

i-TNF alfa Adalimumab -Dosis: 40 mg
-Vía: subcutánea
-Frecuencia: cada 2 semanas

Artritis psoriásica activa y
progresiva en adultos cuando la
respuesta a la terapia previa con
FAME haya sido insuficiente

-Hipersensibilidad al
principio activo o
excipientes

-Muy frecuentes: reacción en
el lugar de inyección (dolor,
enrojecimiento)

-TBC activa, infecciones
graves como sepsis e
infecciones
oportunistas

-Frecuentes: cefalea, infección
respiratoria, urinaria, herpes,
diarrea

-IC  moderada a grave
(NYHA clases III/IV)

-Poco frecuentes: LES, TBC,
arritmia, sepsis, citopenia
-Raros: ICC, esclerosis múltiple,
linfoma, tumor sólido maligno

Certolizumab -Dosis: 200 mg o  400 mg
-Vía: subcutánea
-Frecuencia: inicial (400 mg en
las  semanas 0, 2 y 4),
mantenimiento (200 mg cada 2
semanas o  400 mg cada 4
semanas)

Artritis psoriásica activa en
adultos, cuando la  respuesta previa
al  tratamiento con FAME haya sido
inadecuada

-Hipersensibilidad al
principio activo o
excipientes

-Muy frecuentes: ninguno

-TBC activa, infecciones
graves como sepsis e
infecciones
oportunistas

-Frecuentes: infecciones
bacterianas y víricas,
leucopenias, cefalea, HTA,
náuseas

-IC  moderada a grave
(NYHA clases III/IV)

-Poco frecuentes: sepsis, TBC,
infecciones fúngicas,
neoplasias del sistema
linfático, tumores sólidos,
cánceres de piel no  melanoma
-Raros: pancitopenia,
esplenomegalia, melanoma,
pericarditis, EPI, neumonitis

Etanercept -Dosis: 25 o 50 mg
-Vía: subcutánea
-Frecuencia: 25 mg 2 veces por
semana (intervalo de 72-96 h);
50  mg  una vez a  la semana

Artritis psoriásica activa y
progresiva en adultos cuando la
respuesta a una terapia previa con
FAME ha sido inadecuada

-Hipersensibilidad al
principio activo o
excipientes

-Muy frecuentes: reacción en
el lugar de inyección, infección
respiratoria, urinaria, cutánea

-Sepsis o riesgo de
sepsis

-Frecuentes: alergia,
autoanticuerpos

-Infecciones activas
(incluyendo crónicas o
localizadas)

-Poco frecuentes: infecciones
graves, trombocitopenia,
psoriasis
-Raros: pancitopenia, TBC, LES

Golimumab -Dosis: 50 mg
-Dosis: 100 mg en  pacientes
con artritis psoriásica, con un
peso corporal de más  de 100 kg
y que no alcancen una
respuesta clínica adecuada
después de 3 o  4 dosis, se
puede considerar el aumentar
la dosis de golimumab a  100
mg  administrados una vez al
mes
-Vía: subcutánea
-Frecuencia: 1 vez al  mes, el
mismo  día de cada mes

Solo, o  en combinación con MTX,
está indicado en  el tratamiento de
la  artritis psoriásica activa y
progresiva en adultos, cuando la
respuesta al tratamiento previo
con  FAME no  ha  sido adecuada

-Hipersensibilidad al
principio activo o
excipientes

-Muy frecuentes: infección
tracto respiratorio superior

-TBC activa, infecciones
graves como sepsis o
infecciones
oportunistas

-Frecuentes: celulitis, herpes,
bronquitis, sinusitis, HTA,
infecciones fúngicas
superficiales, anemia,
anticuerpos, reacción alérgica,
depresión, insomnio, cefalea

-IC moderada o grave
(NYHA clases III/IV)

-Poco frecuentes: TBC, ICC,
sepsis, neoplasias, ↑ glucosa,
lípidos, trombosis, arritmia,
trastornos oculares
-Raros: reactivación hepatitis
B, linfoma, pancitopenia
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Tabla 3

(continuación)

Terapia
biológica

Principio
activo

Posología y administración Indicaciones Contraindicaciones Eventos adversosa

Infliximab -Dosis (según peso corporal):
5 mg/kg
-Vía: perfusión i.v. durante 2 h
-Frecuencia: tras primera
dosis, otras a las 2 y  6 semanas.
Después, 1 cada 6-8 semanas

Artritis psoriásica activa y
progresiva en  pacientes adultos
cuando la respuesta a  la terapia
previa con FAME no  ha  sido
adecuada

Deberá administrarse en
combinación con MTX, o  usarse en
monoterapia si  hay
contraindicación o  intolerancia al
mismo

-Hipersensibilidad al
principio activo,
excipientes u otras
proteínas murinas

-Muy frecuentes: reacción
infusional

-TBC  activa, infecciones
graves  como
septicemia, abscesos e
infecciones
oportunistas

-Frecuentes: cefalea, infección
respiratoria, herpes, diarrea

-IC moderada a grave
(NYHA clases III/IV)

-Poco frecuentes: LES, TBC,
sepsis, citopenia
-Raros: ICC, esclerosis múltiple,
linfoma

i-IL17A Secukinumab -Dosis: 150 mg
-Dosis refractaria a terapia
biológica previa: 300 mg
-Vía: subcutánea
-Frecuencia: inicio en  la
semana 0, 1,  2 y 3. Luego,
mensualmente de
mantenimiento, comenzando
en  la  semana 4

Artritis psoriásica activa en
pacientes adultos que han
mostrado una respuesta
inadecuada a tratamientos previos
con fármacos FAME

-Hipersensibilidad
grave al principio
activo, o  a algunos de
sus excipientes

-Muy frecuentes: infecciones
de vías respiratorias altas

-Infecciones activas
clínicamente
relevantes (p. ej., TBC
activa)

-Frecuentes: herpes oral,
rinorrea, diarrea

-Poco frecuentes: urticaria,
conjuntivitis, neutropenia,
candidiasis oral, pie de atleta,
otitis externa
-Raros: reacciones anafilácticas

i-IL12/23 Ustekinumab -Dosis inicial de 45 mg
administra da por vía
subcutánea, seguida de otra
dosis  de 45 mg 4 semanas
después y posteriormente cada
12  semanas
-Como alternativa se puede
utilizar una dosis de 90 mg  en
los pacientes con un peso
superior a 100 kg

Artritis psoriásica activa en
pacientes adultos cuando la
respuesta a tratamientos previos
no  biológicos con FAME ha sido
inadecuada

-Hipersensibilidad al
principio activo o  a
alguno de  los
excipientes

-Muy frecuentes: nasofaringitis
y  cefalea

-Infecciones activas
clínicamente
importantes (p. ej., TBC
activa)

-Frecuentes: mialgias, dolor de
espalda, cansancio, diarrea,
mareos

-Poco frecuente: infecciones
víricas vías respiratorias,
infección micótica, depresión,
psoriasis pustular, reacciones
lugar infección
-Raros: reacciones anafilácticas

Los datos de la presente tabla están obtenidos de la ficha técnica de la  Agencia Española del Medicamento y Productos Sanitarios (AEMPS).
EPI:  enfermedad pulmonar intersticial; FAME: fármacos modificadores de la enfermedad; HTA: hipertensión arterial; IC: insuficiencia cardíaca; ICC: insuficiencia cardíaca
congestiva; i.v.: intravenoso; LES: lupus eritematoso sistémico; MTX: metotrexato; NYHA: New York Heart Association; TBC: tuberculosis; TNF: factor de  necrosis tumoral.

a Eventos adversos: muy  frecuentes (al menos 1 de cada 10 pacientes); frecuentes (al menos 1  de  cada 100 pacientes); poco frecuentes (al menos 1 de cada 1.000 y menos
de  1 de cada 100); raros (al menos 1 de cada 10.000 y menos de 1 de cada 1.000 pacientes).

ejercicio físico, el  uso de al  menos 2 AINE a  dosis máximas durante
un periodo de 4 semanas cada uno93.  En aquellos pacientes en los
que estas medidas sean ineficaces se puede iniciar terapia bioló-
gica. El uso de FAME-c no está justificado, por falta de evidencia
sobre su eficacia a  nivel axial. No existe, por el momento, evidencia
científica suficiente para indicar el uso de apremilast en  pacientes
con EspA axial. Un estudio piloto en fase II doble ciego, controlado
con placebo y realizado en un solo centro, valoró la eficacia de

apremilast 30 mg  frente a placebo durante 12 semanas, en  36
pacientes con espondilitis anquilosante activa94.  Aunque existían
diferencias a  favor de los pacientes tratados con  apremilast, estas no
alcanzaron significación estadística, incluido el cambio en BASDAI
a la  semana 12 que fue el objetivo principal del estudio.

A  falta de estudios comparativos, el primer agente biológico
debería ser, atendiendo a  la práctica clínica habitual, un i-TNF. No
obstante, los datos recientemente publicados de secukinumab en
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Figura 1. Algoritmo de  tratamiento de la artritis periférica.
FAME: fármacos antirreumáticos modificadores de la enfermedad; FAME-c: FAME convencionales; FAME-e: FAME  específicos; i-TNF: inhibidor del factor de necrosis tumoral;
i-IL12,  i-IL23 o i-IL17: inhibidor de la interleucina 12, 23 o  17;  i-PDE4: inhibidor de la fosfodiesterasa 4. LFN: leflunomida; MTX: metotrexato; SSZ: sulfasalazina.

espondilitis anquilosante son igualmente óptimos95, aunque en  la
actualidad no existe indicación de este fármaco en la forma no
radiográfica.

Una reciente publicación de ustekinumab96 de un análisis post-
hoc de sus 2  ensayos clínicos en  APs demostró, en  el subgrupo de
pacientes con espondilitis psoriásica, una mejoría significativa de
los índices BASDAI y  ASDAS-PCR a  la semana 24.

En referencia al efecto de las terapias biológicas sobre el daño
estructural en APs axial, por el momento no disponemos de ensayos
que demuestren efecto significativo, aunque hay datos a  favor de
un  posible efecto enlentecedor de la progresión radiográfica espinal
asociado a la terapia biológica en  EspA axial97,98.

La figura 4 representa un algoritmo para el manejo de la  enfer-
medad axial.

Discusión

Este nuevo documento de Recomendaciones de la SER pretende
servir de guía en el tratamiento con FAME sintéticos y  terapia bio-
lógica para los profesionales que atienden a pacientes con APs.
Estas recomendaciones, basadas en la mejor evidencia científica
disponible y en la experiencia clínica de expertos en  APs, toman
como base las recomendaciones provenientes tanto del Consenso
anterior como de la última versión de la ESPOGUIA 201512.

La APs representa una de las artritis crónicas más  heterogéneas
desde el punto de vista clínico, lo cual supone que las distintas apro-
ximaciones terapéuticas y las  diferentes modalidades de evaluación
de resultados en  esta entidad son un reto actual para cualquier clí-
nico que diagnostique y  trate a  esta población8.  A  pesar de que en los
últimos años se  han ido incorporando nuevos fármacos con meca-
nismos de acción distintos, y se  han testado diferentes modalidades
de tratamiento (estrategias T2T), el manejo global de los pacientes
con APs sigue siendo un reto. Por tanto, la primera finalidad de

este documento de recomendaciones es proporcionar al clínico la
mejor evidencia disponible (y, en su defecto, la  mejor opinión con-
sensuada por los panelistas) para un uso racional y fundado de las
diversas opciones de tratamiento con FAME sintéticos y biológicos
en  APs.

Se han mantenido aquellas aportaciones valiosas del documento
previo de consenso en  APs, por tanto, lo dicho en aquel documento
sobre los FAME-c se mantienen en el presente11. A diferencia del
anterior documento de consenso para el uso de biológicos en APs,
en el presente documento se  proporcionan una serie de principios
jerárquicos de manejo de la enfermedad, se revisa la  mejor evi-
dencia sobre las nuevas moléculas surgidas y aprobadas desde el
anterior consenso, y se aporta un algoritmo de manejo de la APs.
Con todo ello, el grupo de expertos espera que el manejo de la
APs en nuestro país se guíe por la mejor evidencia, reduciendo a
un mínimo la variabilidad propia del manejo de cualquier proceso
médico complejo como lo es la APs.

Recientemente se han publicado las recomendaciones EULAR y
GRAPPA para el manejo de la APs9,10. Nuestro documento, si  bien
puede solapar algunos aspectos contenidos en  dichas recomenda-
ciones, se  ha adaptado al máximo a  la realidad asistencial de los
pacientes con APs en España, aspecto que puede resultar clave para
la generalización de las recomendaciones contenidas en el mismo.

A diferencia de las recomendaciones de GRAPPA que tocan
aspectos relativos a  la afectación cutáneo-ungueal de la enferme-
dad psoriásica, nuestro documento no aborda estos aspectos, pues
estimamos que ambos procesos en su manejo corresponden al der-
matólogo, y la  Academia Española de Dermatología y Venereología
(AEDV) publica con regularidad documentos consenso parecidos
al nuestro, pero obviamente centrados en  el manejo de estos 2
dominios99.

En los últimos años se han ido incorporando al arsenal terapéu-
tico de la APs terapias novedosas por su mecanismo de acción. Este
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Figura 2. Algoritmo de tratamiento de la entesitis.
AINE: antiinflamatorios no esteroides; FAME: fármacos antirreumáticos modificadores de la enfermedad; FAME-e: FAME específicos; i-TNF: inhibidor del factor de necrosis
tumoral;  i-IL12, i-IL23 o  i-IL17: inhibidor de la interleucina 12, 23 o 17; i-PDE4: inhibidor de la  fosfodiesterasa 4.

documento ha incorporado estas nuevas evidencias, sobre todo en
lo referente a la inhibición de la ruta  IL12/23 e IL17 (ustekinumab
y secukinumab, respectivamente). A  este respecto se  ha decidido
situar a los i-TNF, i-IL12/23 e i-IL17 al mismo  nivel, aspecto que se
plasma también en  el algoritmo terapéutico. Este hecho se  basa en
que, a pesar de la ausencia de ensayos clínicos que comparen de
manera directa la eficacia de las diversas moléculas disponibles, no
parece que las diferencias entre ellas sean significativas. En el apar-
tado de nuevos fármacos también hemos incorporado un nuevo
FAME con diana específica, el inhibidor de PDE-4 (apremilast). Solo
la experiencia clínica despejará las  dudas que existen sobre su lugar
en el algoritmo terapéutico de la APs7. Las recomendaciones refe-
rentes a estos nuevos fármacos para la APs se basan en la  mejor
evidencia disponible, pero deben ser valoradas desde la  cautela que
impone el que son fármacos de reciente incorporación. Por tanto,
los aspectos de efectividad y seguridad a  medio-largo plazo son aún
desconocidos desde una perspectiva «real world evidence» (RWE)
o de práctica cotidiana.

La APs y la psoriasis son entidades con un numeroso grupo de
comorbilidades asociadas, lo que  ha llevado a algunos expertos
a proponer el concepto de enfermedad psoriásica para capturar
mejor ese carácter sistémico de ambas entidades100. Dentro de
esas comorbilidades, quizá la más  relevante sea la de índole car-
diovascular. Es por ello que  en este documento se han incorporado
recomendaciones concretas al  respecto, si  bien reconociendo que
este dominio de la enfermedad está en plena evolución y  las posi-
bles bondades de los FAME sintéticos y  biológicos sobre la reducción
del riesgo cardiovascular necesitan ser sustentadas con  más
evidencias.

Uno de los aspectos más  presentes en la literatura reciente es
el de optimización de las terapias biológicas. En el presente docu-
mento no se hace una recomendación concreta al respecto ya  que
no existen datos publicados que sean consistentes, pero sí se  recoge
la necesidad de evaluar de modo individualizado este tipo de estra-
tegia. La optimización de las terapias biológicas se ha incorporado
a  la rutina de manejo de estos pacientes en  nuestro país, existiendo
razones de seguridad, efectividad, costes y equidad asistencial
para apoyar este tipo de aproximación. Recientemente, la SER y
la  Sociedad Española de Farmacia Hospitalaria han publicado un
documento de posicionamiento para la optimización de la  terapia
biológica en distintas enfermedades reumatológicas, incluyendo la
APs101.  Con todo, este aspecto va dirigido principalmente a  los i-
TNF, pues dada la muy  reciente incorporación de otros biológicos
no i-TNF, no es  posible hacer una extrapolación sobre optimización
a estos nuevos agentes.

En el  momento actual solo se ha publicado un ensayo sobre apro-
ximación T2T en  APs (estudio TICOPA) que parece indicar que esta
modalidad de manejo puede conseguir mejores resultados en los
desenlaces cutáneos y articulares en comparación con un manejo
estándar, si  bien a  costa de más  eventos adversos35. Creemos que
aún se precisa de más  información sobre este tipo de abordaje de
la enfermedad antes de realizar una recomendación positiva al res-
pecto. Por otra  parte, aunque la evidencia para una intervención
precoz con FAME en  APs no  se apoya en evidencias muy  sólidas,
resulta obvio que un diagnóstico temprano de la  enfermedad, un
reconocimiento de los factores de pronóstico adverso o de mala
evolución, y la consiguiente instauración de intervenciones farma-
cológicas precoces, deben sentar las bases de un mejor manejo de la
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alcanzado?

¿ Objetivo
terap éutico
alcanzado?

SI

SI

NO

NO

Mantener tratamiento

Seguimiento: 3 meses

BIOLÓGICOS 

(i-TNF, i-IL12/23, i-IL17)

FAME-c

(Si se asocia sinovitis)

FAME-e

(i-PDE4)

Cambiar

BIOLÓGICOS o i-PDE4

Figura 3. Algoritmo de  tratamiento de la dactilitis.
AINE: antiinflamatorios no esteroides; FAME: fármacos antirreumáticos modificadores de la enfermedad; FAME-c: FAME convencionales; FAME-e: FAME específicos; i-TNF:
inhibidor  del factor de necrosis tumoral; i-IL12, i-IL23 o  i-IL17: inhibidor de  la interleucina 12, 23 o  17;  i- PDE4: inhibidor de la  fosfodiesterasa 4.

ENFERMEDAD AXIAL

AINES y/o terapia física

¿ Objetivo
terap éutico
alcanzado?

¿ Objetivo
terap éutico
alcanzado?

SI

SI

NO

NO

Cambiar

BIOLÓGICOS

Mantener tratamiento

Monitorizar cada 2-4 meses

Mantener tratamiento

Monitorizar cada 3-6 meses

BIOLÓGICOS 

(i-TNF, i-IL17)

Figura 4. Algoritmo de  tratamiento de la enfermedad axial.
AINE: antiinflamatorios no esteroides; i-TNF: inhibidor del factor de necrosis tumoral; i-IL17: inhibidora de  la  interleucina 17.
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enfermedad en todos sus dominios, y, por ende, una mejora general
en la evolución de la  APs102.

Tampoco estas recomendaciones señalan nada con respecto al
uso de biosimilares en APs. Un biosimilar es  un fármaco biológico
que  contiene una versión de la  sustancia activa de un producto
biológico original ya  autorizado (fármaco de referencia). En  rela-
ción  con su producto original, un biosimilar debe demostrar una
alta similitud en cuanto a  calidad, actividad biológica, seguridad
y eficacia, aspectos que deben ser contrastados por medio de los
correspondientes ensayos clínicos aleatorizados. Actualmente, el
uso seguro de estos productos en  nuestro país está garantizado
gracias al marco regulatorio establecido en términos de calidad,
criterios preclínicos y clínicos por autoridades reguladoras como
la EMA. La intercambiabilidad y  sustitución terapéutica de estos
medicamentos no debería hacerse de forma automática y  bajo cri-
terios puramente económicos, pues el beneficio del paciente debe
primar siempre en  nuestras decisiones. Por tanto, el panel de exper-
tos de estas recomendaciones está  en la línea con lo ya expresado
por la SER en su documento de posicionamiento al  respecto103.

En resumen, este nuevo documento de recomendaciones reúne
la mejor evidencia disponible, incorporando aquella referida a  nue-
vas moléculas y nuevos enfoques de tratamiento en APs, junto con
la visión de reumatólogos expertos en esta enfermedad. La esen-
cia de este manuscrito ha sido recoger todos aquellos aspectos
que ayuden al clínico a  tomar una decisión terapéutica razonada
ante un caso de APs. Esto significa que, a  la hora de elegir un
determinado fármaco, dicha decisión debería incorporar aspectos
propios de la enfermedad (fenotipo clínico, severidad, factores de
mal  pronóstico) junto con otros propios de cada molécula (evi-
dencia, experiencia, eficacia, seguridad, optimización). En algunos
casos los costes económicos podrían ser una circunstancia a tener
en cuenta, sobre todo cuando no se  puedan establecer diferencias
en base a una evidencia científica, sin  que ello suponga una limi-
tación absoluta del criterio médico, que es la base de la decisión
final.

Necesariamente, en un futuro próximo será preciso revisar y
actualizar las recomendaciones contenidas en  este documento,
pues en el horizonte cercano están nuevas moléculas, nuevos
modos de tratamiento, y  seguramente contaremos con mejores
evidencias sobre aspectos que aún la  demandan, como el rol tera-
péutico de los actuales y  futuros tratamientos sobre el riesgo
cardiovascular, el uso de biosimilares, o la optimización de las
actuales y futuras terapias biológicas.

Agenda de investigación

A pesar de que estas recomendaciones deberían resultar útiles
para un mejor abordaje de la APs, el panel de expertos reconoce
que quedan múltiples aspectos por cubrir en la futura agenda de
investigación. Entre otros se pueden mencionar los siguientes:

• Evaluar desde una visión RWE la verdadera efectividad y seguri-
dad de las nuevas moléculas aprobadas para la APs.

• Estudiar si existe un fenotipo particular de la APs en la  que quepa
el uso inicial de terapia biológica sin necesidad previa de FAME
sintéticos.

• Analizar el papel terapéutico de combinación de nuevos FAME
sintéticos (apremilast) con la terapia biológica o FAME sintéticos
convencionales.

• Valorar biomarcadores farmacogenómicos de respuesta terapéu-
tica.

• Profundizar en  los efectos terapéuticos de las actuales y  futuras
moléculas sobre la  reducción del  riesgo cardiovascular de esta
población.

• Buscar  las evidencias que apoyen el uso terapéutico precoz de
los FAME actuales y futuros sobre los distintos dominios de la
enfermedad psoriásica.

• Estudiar en  profundidad el nicho terapéutico que las nuevas
moléculas pueden ocupar en los algoritmos de tratamiento de
la APs.

• Mejorar las estrategias de optimización de las terapias biológicas
en APs.

• Ampliar las  evidencias para poder recomendar con solidez las
estrategias T2T.

• Analizar el efecto de las  terapias biológicas sobre la inhibición
progresión radiográfica en  las formas APs axial.

• Evaluar el papel de los biosimilares en  el manejo de la  APs.
• Desarrollar estudios fisiopatológicos en los distintos fenotipos

de la  enfermedad, para entender qué células y moléculas pre-
dominan en cada uno  de ellos de forma que mejoremos nuestra
estrategia terapéutica.
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Editorial doi:10.1093/rheumatology/kew489

New use for tociluzimab in giant cell arteritis

Will this change the drug treatment algorithm?

GCA a disease that has been difficult to investigate in

clinical trials, with only steroids as the main treatment

option and non-researched treatments as a secondary

option. The disease has a significant morbidity and mor-

tality [1], and this is especially the case with long-term

treatmentis with steroids [2]. There are a significant num-

ber of patients with relapses, and GCA has traditionally

been treated by a variety of practitioners including primary

care, ophthalmology, elderly care and rheumatology with

different treatment regimes [3]. One of the catastrophic

sequelae has been visual loss, which can occur in up to

11% of patients with the disease [4].

Tociluzimab (TCZ), an IL-6 inhibitor, has been advo-

cated as a useful treatment in vasculitis [5] and has

been shown to be effective in the induction and mainten-

ance of remission in a small randomized phase II study of

GCA [6]. At the American Congress of Rheumatology in

Washington DC, November 2016, a study was presented

that could alter the way in which the disease is ap-

proached in the future [7]: the Phase III GiACTA trial re-

sults were announced. This is a trial using TCZ in GCA,

and is unique in many ways: it is the biggest GCA study to

date; it has a novel approach to treatment; patients and

clinicians are blinded to tapering the dose of steroid below

20 mg; each centre needs a clinical and laboratory team;

and it is powered in an unusual way.

The study incorporated 251 patients recruited over 22

months from 14 countries and 76 sites randomized to 4

treatment regimes. Patients were randomized to placebo

with short steroid taper (26 weeks), placebo with long

steroid taper (52 weeks) or TCZ in two doses either

weekly or every 2 weeks with a short steroid taper. Flare

was determined by the investigator and defined as the

recurrence of signs or symptoms of GCA and/or ESR

530 mm/h attributable to GCA. An increase in the pred-

nisone dose was also required. A single CRP elevation

(51 mg/dl) was not considered a flare unless CRP re-

mained elevated (51 mg/dl) at the next study visit.

Remission was defined as the absence of flare and nor-

malization of the CRP (<1 mg/dl). Sustained remission

was the absence of a flare following the induction of re-

mission within 12 weeks of baseline and maintained to

week 52. The primary end point was sustained remission

from weeks 12 to 52 and adherence to the protocol-

defined prednisone taper.

The estimated effect size was quite high at 40%. Alpha

was set at 0.01 and the primary end point (superiority)

tested at 0.005. All of the other end points were tested

at 0.01, which is unusual for a superiority trial.

The 251 patients, of whom 132 (52.6%) had relapsing

disease, had a mean (S.D.) age 69 (8.2) years. The patients

were 75% female and 98.6% Caucasian. The study met

its primary end point with 56 of 100 (56%) patients achiev-

ing sustained remission in the weekly dose of TCZ and 26/

49 (53.1%) in the Q2W dose (n = 49) vs 7/50 (14%), with a

6 month steroid taper regimen and 10/49 (17.6%) in the 12

month steroid taper regimen. These were both highly sig-

nificant with P < 0.0001. There was a significant steroid

sparing effect and no safety signals. There were good

patient-reported outcomes. The trial is due to run into an-

other year as an open label extension.

These data represent a breakthrough in GCA and im-

portantly show that trials in diseases difficult to study are

possible. It also demonstrates a wider use of the drug

TCZ. However, it raises several questions. Firstly, who

would benefit from this drug? It would not be easy to pro-

mote its use in all newly diagnosed patients, and therefore

markers for severity need to be developed in the newly

diagnosed. Patients with disease that will inevitably lead

to loss of vision need to be identified. Furthermore the

timing of the start of treatment needs to be ascertained.

Secondly, we know that it works in those who have

flares, but we do not have a breakdown on whether the

effect was equal in those who had flared and those who

had primary active disease. Another question in those

who are flaring is, when would be the best time to give

TCZ? This is not answered by the study but could be ad-

dressed by post hoc analyses.

Thirdly what is the cost benefit? We are unsure how

much cost is saved by reducing the steroid burden and

flare and these considerations need to be taken into

account.

These questions need to be answered with careful con-

sideration of the cost before these exciting trial findings

become applicable to the clinician dealing with GCA on a

regular basis. There are also implications for workload if

TCZ becomes a drug routinely used in this condition, as a

significant proportion of GCA is dealt with in primary care

and the need to refer for biologics might swamp already

stretched rheumatology services.

However, the trial shows that using IL-6 inhibition

might play a bigger role in the rheumatic diseases than

was originally thought, with some data indicating its util-

ity in other forms of vasculitis and even in systemic scler-

osis [8].

In summary, TCZ has demonstrated an ability to stop

flares and achieve remission in GCA and to reduce steroid

need. If we manage to establish treatment algorithms,

! The Author 2017. Published by Oxford University Press on behalf of the British Society for Rheumatology. All rights reserved. For Permissions, please email: journals.permissions@oup.com 1
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our traditional management of GCA might undergo funda-

mental change.
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PRACTICE AND HEALTH POLICY
Vaccination Recommendations for Adults With Autoimmune
Inflammatory Rheumatic Diseases in Latin America
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Background/Objective: Patients with autoimmune inflammatory rheu-
matic diseases (AIRDs) are at increased risk of contracting severe infections
and suffering complications, particularly when they are receiving immuno-
modulating therapy. Vaccination is an important means to prevent many po-
tential infections and thereby reduce the morbidity and mortality associated
with AIRD. The purpose of this consensus document is to provide health
care professionals with recommendations for the vaccination of AIRD pa-
tients who reside in Latin America. The recommendations were developed
by an expert committee from the region based on a review of the literature
and their clinical experience.
Methods: The Americas Health Foundation (AHF) used PubMed and
EMBASE to identify clinicians and scientists with an academic or hospital af-
filiation andwho had published in the field of adult vaccination and rheumatic
diseases since 2010. As a result of this effort, AHF convened an 8-member
panel of clinical and scientific experts from Latin America. Both the AHF
and panel members conducted a careful literature review to identify relevant
publications in the areas of adult vaccination and rheumatology, and the sum
of the articles identified was provided to the entire panel. Prior to the confer-
ence, panelists were each asked to prepare awritten response to a salient issue
on the subject, identified by AHF.
Results and Conclusions: During the conference, each response was
edited by the entire group, through numerous drafts and rounds of discus-
sion until a complete consensus on vaccination recommendations for adult
patients with AIRDs was obtained, including 7 key recommendations.
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rheumatic disease, vaccination
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P atients with autoimmune inflammatory rheumatic diseases
(AIRDs) are at increased risk of infectious diseases and their

complications. Autoimmune inflammatory rheumatic disease com-
prises more than 2 dozen different diseases (e.g., rheumatoid arthri-
tis [RA], systemic lupus erythematosus [SLE], systemic sclerosis,
spondyloarthritis).1,2 The heightened risk of infections in these pa-
tients is due to the nature of the diseases themselves, as well as the
various immunomodulatory medications routinely prescribed.
Some of the infectious complications, which in some cases even re-
sult in mortality, are vaccine-preventable diseases.3 In patients with
AIRD, the risk of acquiring a confirmed infection can be 1.7 times
higher than in the general population. Also, the course of infection
can bemore severe; the risk of an infection requiring hospitalization
has been shown to be 1.8 times higher than in healthy persons.4

Vaccination is both an individual right and a social responsi-
bility; vaccination, in addition to providing direct personal benefit,
is the responsibility of all citizens and their government because
primary prevention of disease through vaccination also indirectly
protects those who cannot be vaccinated. Vaccination is also one
of the most cost-effective and cost-saving tools to reduce the bur-
den of infections in a population. Adult vaccination, in particular,
is often indicated for the primary prevention of infectious diseases
or as a means to boost immunity when the previous immune re-
sponse was insufficient. Special at-risk groups, such as patients
with AIRD, require more attention.5

Thus, a robust and comprehensive adult vaccination program
is extremely important. Although many reports have recently
appeared2,6–8 reviewing the safety and efficacy of vaccinations
in adult patients with various rheumatic diseases, none have ad-
dressed the relatively unique needs and conditions in Latin America
(e.g., yellow fever [YF], dengue, Argentine hemorrhagic fever) and
specifically in patients with AIRD. One report from the Brazilian
Society of Rheumatology recommended a vaccination strategy for
patientswith RA.5Other reports fromColombia addressed vaccina-
tion in patients with rheumatic diseases.9,10 These initiatives are of
great value because they stimulate the various rheumatology socie-
ties of other Latin American countries to develop the vaccination
strategies for patients with rheumatic diseases.

In Latin America, it is difficult to find comprehensive epide-
miological data that objectively evaluate the incidence of AIRD in
all countries in the region. This uncertainty also extends to the in-
cidence of vaccine-preventable diseases, the extent of which is
very unclear.11 The most frequently associated infectious agents
in patients with AIRD, such as influenza virus, Streptococcus
pneumoniae, and herpes zoster (HZ) virus, have established vac-
cination schemes. However, once again, information suggests that
the vaccination coverage for these infectious diseases in patients
with AIRD remains low.

Despite the worldwide shift from acute to chronic diseases
that has occurred primarily because of improved sanitation and
the advent of vaccination, the Latin American region still suffers
2017 www.jclinrheum.com 1
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from a large burden of infectious diseases. For example, the den-
gue virus disease represents one such case. The Word Health Or-
ganization recommends that countries consider the introduction of
the CYD-TDV vaccine in geographic environments (national or
subnational) where epidemiological data indicate a high burden
of the disease.12 It is also worth mentioning other viral infectious
diseases of epidemiological importance that are transmitted by
mosquitoes (mosquito bites), such as Mayaro fever, chikungunya
fever, and Zika fever, for which vaccines have not yet been devel-
oped. Another case is malaria disease; despitemany decades of in-
tense research and development effort, there is currently no
commercially available malaria vaccine for adults.13,14

The aim of the present article is to provide health care profes-
sionals with a comprehensive and updated set of vaccination rec-
ommendations for the region. To achieve this goal, the Americas
Health Foundation convened Latin American experts in rheumatic
and infectious diseases and immunology to develop consensus
recommendations for the vaccination of patients with AIRD.
The authors of this report independently developed this consensus
document, relying on a comprehensive review of the literature and
their personal expertise.
VACCINATION RECOMMENDATIONS
The 2 most important criteria when developing recommen-

dations for vaccination are the safety and efficacy of the vaccine.
Safety in AIRD is generally defined as the likelihood of the vac-
cine triggering either an adverse event or a flare of the autoim-
mune disease. Efficacy in AIRD is defined as the ability of the
vaccine to prevent the disease for which the vaccine is given.
For many vaccines, immunogenicity is a surrogate marker for ef-
ficacy. However, the timing of vaccination, the immunogenicity
given by seroconversion, and the development of blocking anti-
bodies in titers are all factors involved in conferring protection
against infection, a result that does not happen in all vaccinated in-
dividuals. As a result, rheumatologists should consider the aforemen-
tioned variables when making vaccination decisions, as well as the
activity or inactivity of the disease, and clinical conditions such as
complement deficiency, hyposplenic/asplenic patients, therapy with
or without immunosuppressive drugs, and immunosenescence,
which is related to the chronicity and activity of the disease, as well
with the chronological age of the patient. Following vaccinationwith
some antigens, such as hepatitis B, it can be useful to request anti-
body titers to verify if protection has developed.15–17 It is important
to note, however, that no serological tests are commercially available
to assess immune responses for some vaccines, including for those
diphtheria, tetanus, and hepatitis A.

Because published studies regarding vaccine efficacy are of-
ten conducted in healthy subjects, few data exist on vaccine effi-
cacy in patients with AIRD. Moreover, there are often no data
on some of the diseases encompassed by AIRD. In this report,
we extrapolated the data available for various rheumatic diseases
to AIRD as a whole, because the diseases that fall under this cat-
egory have many common features, and patients with AIRD re-
ceive many similar therapies.

Vaccines are generally safe for most patients with rheumatic
diseases, considering that they neither worsen the activity nor re-
activate manifestations of the disease. However, there are some
concerns about the safety of live attenuated vaccines when admin-
istered in patients on immunosuppressive agents. In this context,
the risk of vaccine-induced infection may be enhanced.

There are several kinds of vaccines available, such as in-
activated (composed of killed whole viruses or bacteria, fractions
of either, or toxoids), live attenuated viruses or bacteria, recombi-
nant (produced by genetic engineering technology), and vaccines
2 www.jclinrheum.com
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developed in cell cultures (made by growing viruses in animal cell
cultures). In addition, vaccines can be adjuvanted. An adjuvant is
defined as a component that potentiates the immune response to
an antigen and modulates it toward a desired immune response.18

Inactivated vaccines demonstrate a total lack of infectious po-
tential and thus are safe.19 Inactivated vaccines are not associated
with a greater number of adverse events in AIRD patients or with
the worsening of systemic inflammatory activity.5 Inactivated or re-
combinant vaccines may have the disadvantage of inducing a less
optimal immune response, sometimes requiring the use of adju-
vants or transporting proteins (i.e., carriers) or the administration
of booster shots.5,20–22

Live attenuated vaccines may be contraindicated in AIRD
patients receiving immunosuppressive agents.2,6 Vaccines in this
group should preferably be administered before beginning immu-
nosuppressive therapy to ensure that viral replication is over be-
fore immunosuppression occurs. When the patient is already
receiving immunosuppressive treatment, vaccination should be
postponed until therapy has been discontinued for an appropriate
period of time (e.g., 1 month after glucocorticoids, 3 months after
cytotoxic and human immunoglobulin treatment, 6 months after
rituximab [RTX], or a period corresponding to 4 half-lives for
other biologic agents).5 Moreover, if a patient requires more than
1 live attenuated vaccine, to ensure vaccine efficacy, all such vac-
cines must either be administered at 1 time or be separated from
each other by at least 4 weeks. Inactivated vaccines, however,
may be administered at any interval independent of the adminis-
tration of other inactivated or live attenuated vaccines.

In recent years, more data on the safety of live attenuated vac-
cines in patients with rheumatic diseases have been published, and
there is increasing evidence to support vaccination with such vac-
cines in patients on immunosuppressive therapy. The use of immu-
nosuppressive drugs such as methotrexate (MTX) (at a dose of
<0.4 mg/kg per week) and azathioprine (at a dose of <3.0 mg/kg
per day), low doses of glucocorticoids (<20 mg/d prednisone or
equivalent), or short-term glucocorticoids (<14 days) or local gluco-
corticoid injections are not considered sufficiently immunosuppres-
sive to question the safety of live attenuated vaccines. However,
most of the time, these vaccines may still be contraindicated for pa-
tients on higher doses of immunosuppressive therapy.2

The first step in improving vaccination status in the individ-
ual patient is to assess his/her actual vaccination profile.23 The
vaccination history should be taken at the first visit, to the rheuma-
tology outpatient clinic, and at regular intervals thereafter. At
the initial visit, the patient should be reminded of the importance
of vaccination, and this should be re-explained at office visits or
by a paper reminder. For patients who did not receive the appro-
priate vaccination schedule for any particular vaccine, vaccination
should continue with the missing doses and not restart the sched-
ule. It is always beneficial to administer vaccines as soon as pos-
sible after the diagnosis of AIRD and prior to the initiation of
immunosuppressive drugs.

What follows are the recommendations for the administra-
tion of specific vaccines in adults with AIRD in Latin America.
The Table provides a synopsis of the recommendations discussed
in the following sections.
Influenza Vaccine
There are several types of influenza vaccines available in-

cluding inactivated vaccine (trivalent or quadrivalent), live attenu-
ated virus vaccine, recombinant vaccine, and a vaccine developed
in cell culture. Latin American countries almost entirely use the
inactivated influenza vaccine.
© 2017 Wolters Kluwer Health, Inc. All rights reserved.
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Many published studies have assessed the immunogenicity,
efficacy, and safety of nonadjuvanted trivalent inactivated influ-
enza (TIV) vaccine, adjuvanted TIV vaccine, or adjuvantedmono-
valent vaccine (A/H1N1) in RA patients or in patients with other
AIRDs.24,25 A small number of RA patients whowere undergoing
treatment with RTX and vaccinated with nonadjuvanted TIV did
not achieve sufficient protection to prevent influenza.26 Another
study using nonadjuvanted TIV demonstrated that although the
immune response was lower in RA patients treated with RTX,
seroprotection was achieved for some influenza antigens.27 Given
that most studies achieved at least a partial response, the adminis-
tration of nonadjuvanted TIV is not precluded in RA patients un-
dergoing RTX treatment.27 However, most experts agree that the
response to influenza vaccination can be improved if the vaccine
is given 4 weeks before, or 6 months after, RTX administration.24

In studies that assessed the response to influenza vaccine in RA
patients, MTX and therapy with tumor necrosis factor (TNF) in-
hibitors did not affect immunogenicity.28,29

Treatment with abatacept in RA patients has been found to sig-
nificantly reduce the humoral immune response to influenza vaccina-
tion.30 In contrast, a more recent study showed that abatacept-treated
RA patients are able to develop an appropriate immune response
after seasonal influenza vaccination.31 Thus, it is unclear whether
treatment with abatacept results in a diminished immune response
to influenza vaccination.

Patients with RA undergoing treatment with tocilizumab
(TCZ), with or without MTX, who were vaccinated against influ-
enza, showed that the vaccine conferred protection and that neither
severe adverse effects nor RA flares were observed.32

Tofacitinib showed no impairment of seroconversion after in-
fluenza vaccine administration in patients with RA, although
seroprotection was not achieved in all treated patients.33,34

Another study showed that in many AIRDs vaccination with
nonadjuvanted influenzaH1N1did not find eithermoderate or severe
adverse effects after vaccination.35 In order to improve the immuno-
genicity of influenza vaccines, adjuvanted vaccines have recently
been developed. Most of the adjuvants, which are oil-in-water squa-
lene based, helped produce an adequate immune response and had
no adverse effect or impact on disease status.36–38 However, some
adjuvants have been implicated in the new syndrome named
ASIA (autoimmune/inflammatory syndrome induced by adju-
vants), which describes clinical features of 5 immune-mediated
conditions.39,40 In this regard, more studies are needed to evaluate
this outcome in patients with AIRD.41

The above studies support the annual administration of influ-
enza vaccine for all patients with AIRD. It is not possible to establish
before vaccinationwhich patient will respond better to influenzavac-
cine based on disease status or treatment. No flares of rheumatic dis-
ease have been clearly demonstrated after vaccination even with
the use of adjuvanted vaccines. Timing of vaccination depends
on local epidemiology and national guidelines. The influenza vac-
cine is considered very safe and has been used worldwide in an-
nual campaigns.6,27,42 To provide additional protection to AIRD
patients against influenza, influenza vaccination of household
contacts is recommended.
Pneumococcal Vaccine
Respiratory tract infections are very common among patients

with AIRD. Streptococcus pneumoniae is responsible for almost
half of all cases of community-acquired pneumonia and many
other invasive diseases such as meningitis and sepsis. There are
2 vaccines available for the adult population: 13-valent conjugated
pneumococcal vaccine (PCV13) and 23-valent polysaccharide
pneumococcal vaccine (PPV23). There are several studies that
© 2017 Wolters Kluwer Health, Inc. All rights reserved.
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evaluated the response of these vaccines in patients with AIRD
undergoing different treatments.

Two studies show that TCZ administered as monotherapy to
patients with RA does not impair antibody response after PPV23
vaccination.22,43 Among patients starting tofacitinib, there is a de-
creased humoral response after PPV23 administration comparedwith
placebo, particularly among those who also received MTX.33 In
those studies demonstrating a decreased humoral response, however,
one should not conclude that the patients were not protected against
pneumococcal infection. Regarding long-term protection, data show
that antibody levels against PPV23 antigens are preserved for at least
10 years in patients with AIRD (across all ages) who are treated with
TNF inhibitors, TCZ, and low-dose prednisone.44 Another study
showed that vaccination with PCV13 in patients receiving etanercept
(ETN) for RA is safe and effective.45

There are few studies that assess actual protection against
disease by vaccination. One such study showed that the first con-
jugated pneumococcal vaccine, the heptavalent vaccine, achieved
favorable results reducing by nearly half the risk of serious pneu-
mococcal infections in vaccinated compared with nonvaccinated
AIRD patients.46 Regardless of the impact of treatment or other
factors (such as age) on the response to pneumococcal vaccines
in patients with RA or other rheumatic diseases, these vaccines
should be administered to all AIRD patients.

Considering that PCV13 showed an improved immune re-
sponse against serotypes common to both vaccines and that PPV23
covers more pneumococcal serotypes than PCV13, it is recom-
mended to use a sequential vaccination scheme that consists of
PCV13 as priming and then PPV23 at least 8 weeks later for all
immunocompromised patients, including those with rheumatic
diseases.47 A booster dose of PPV23 5 years after the first dose
is also recommended. A third dose is recommended after age
65 years when more than 5 years has elapsed since the last dose.
An algorithm for pneumococcal vaccination in AIRD patients is
shown in the Figure 1.

With regard to safety, both vaccines PCV13 and PPV23 are
well tolerated in patients with AIRD. The adverse events are mild
and limited to the vaccine application site.43Moreover, data suggest
that pneumococcal vaccines do not induce exacerbation of RA.48
Herpes Zoster Vaccine
There is an increased risk of the development of HZ in AIRD

patients.49 Risk factors related to HZ infection include age, female
sex, and the use of glucocorticoids, biologics, and tofacitinib
(which doubled the risk compared with biologics).50 A live atten-
uated vaccine is shown to be efficacious for preventing HZ in per-
sons 50 years or older in the general population and even more so
for avoiding postherpetic neuralgia.51,52 There was no association
of an increased incidence of HZ within 42 days after vaccination
in AIRD patients, thus suggesting the vaccine is safe.53 In addi-
tion, in this study, 2 years after vaccine administration, the inci-
dence of HZ in vaccinated patients was less than that observed
in unvaccinated individuals, thus demonstrating that the vaccine
is effective. This observation suggests that HZ vaccination is indi-
cated for use in patients with AIRD, subject to an individualized
risk-benefit analysis. There is also an adjuvanted nonlive HZ vac-
cine under development that has demonstrated a 97% efficacy in a
2-dose schedule and that may be a useful tool to immunize immu-
nosuppressed individuals in the future.54

The current recommendations for HZ live attenuated vaccine
administration in patients with AIRD include those who receive
low-dose, short-term, and local glucocorticoids, MTX (<0.4 mg/kg
per week), or azathioprine (<3.0 mg/kg per day). In those who re-
ceive other immunosuppressive agents, the decision about vaccine
www.jclinrheum.com 3
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FIGURE 1. Recommended pneumococcal vaccination algorithm for patients with AIRD. Adapted from the Centers for Disease Control and
Prevention (CDC).47

Brenol et al. JCR: Journal of Clinical Rheumatology • Volume 00, Number 00, Month 2017
administration should be made on a case-by-case basis, and vacci-
nation should either be administered at least 2 weeks before im-
munosuppression begins or be deferred until at least 4 half-lives
after therapy discontinuation.55 The recurrence of HZ infection
can also be prevented by the use of the HZ vaccine.56

Hepatitis B Vaccine
In most Latin American countries, among adults, hepatitis B

vaccination is provided only to those at high risk. The vaccine is
developed by recombinant DNA technology and is immunogenic
and safe in patients with AIRD. In 1 study, 68% of immunized RA
patients developed an adequate immune response, and their treatment
with low-dose glucocorticoids, MTX, azathioprine, sulfasalazine, or
antimalarial drugs did not affect the antibody response.57 In addition,
in SLE and Behçet disease patients, the vaccine also produced an ad-
equate response regardless of treatment.58,59

In all AIRD patients, serologic status for hepatitis B should
be assessed prior to treatment initiation with immunosuppressive
drugs, particularly in those patients who are going to receive bio-
logical agents. Patients with negative serology for hepatitis B
should receive a complete hepatitis B vaccination scheme (0, 1,
and 6 months). In all AIRD patients, a serological test to assess
vaccine response should be performed 1 to 2months after the third
dose; an antibody response of 10 IU/mL is adequate.60 For those
with an inadequate response, it is recommended to repeat the en-
tire vaccination scheme and retest to determine the response.

The hepatitis B vaccine is also considered safe in patients
with AIRD. In RA and SLE, for example, vaccination against hep-
atitis B has been associated with neither a significant deterioration
of any clinical measure or laboratory test associated with disease
activity nor other important adverse events.57,58

Human Papillomavirus Vaccine
Patients with AIRDmay be at a higher risk of cervical cancer

because of their disease and the immunosuppressive medications
they receive.61,62 The human papillomavirus (HPV) vaccine is
an inactivated virus vaccine. Studies on the immunogenicity and
safety of the vaccine in patients with AIRD show that it is both
safe and effective.63 There are 2 vaccines available in Latin
America. One vaccine is bivalent (HPV2), and the other is quad-
rivalent (HPV4); both are inactivated, virus-like particles. Both
contain the 2 serotypes mostly associated with cervical cancer,
16 and 18, and the HPV4 also contains serotypes 6 and 11, which
are associated with the development of genital warts. There is a
nonavalent vaccine, soon to be available in Latin America, which
includes 5 additional serotypes (31, 33, 45, 52, and 58) that are
4 www.jclinrheum.com
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associated with cervical and other HPV-related cancers.64 Both of
the available vaccines are highly efficacious to prevent anogenital
lesions associated with HPV16 and HPV18 in men and women.

With regard to vaccine immunogenicity, in a study of women
with inflammatory bowel disease undergoing biologic treatment
with TNF inhibitors (infliximab or adalimumab), a high rate of se-
ropositivity was obtained after 3 doses of HPV4 (100% for sero-
types 6, 11, and 16 and 96% for serotype 18).65 There are no
data regarding the efficacy of HPV vaccines in RA patients. How-
ever, the HPV4 vaccine is well tolerated and reasonably effective
in patients with stable SLE and does not induce an increase in dis-
ease activity. It is worth mentioning that although there is a 2-dose
scheme for women younger than 15 years, in immunocompro-
mised hosts of any age, the 3-dose vaccination schedule is the only
one recommended. Based on the burden of illness, the risk of de-
velopment of malignant HPV-associated disease in AIRD pa-
tients, and considering the safety and efficacy of the vaccine in
studies of patients with AIRD,63,65 the HPV vaccine is recom-
mended for young women and men with AIRD.

Hepatitis A Vaccine
Inactivated vaccines, such as hepatitis Avirus vaccine, can be

safely administered to immunosuppressed patients. This vaccine
should be administered to AIRD patients who are seronegative
for hepatitis A.5 Regarding efficacy of hepatitis A virus vaccine
in patients with AIRD undergoing treatment with MTX and
TNF inhibitors, a 2-dose schemewith a 6-month interval provided
86% protection for RA patients.20

Tetanus/Diphtheria and Tetanus/
Diphtheria/Pertussis Vaccine

The vaccine is initially given in infancy as part of a basic vac-
cination schedule and, subsequently, to maintain protection against
these diseases. In adults, the tetanus/diphtheria vaccine should be ad-
ministered in all adults, including AIRD patients, as a booster dose
every 10 years. Pertussis is not infrequent in adults, who are the main
transmitters of this disease to infants, particularly breastfeeding in-
fants who have a high risk of death from the disease.

The vaccine available to prevent pertussis is a denominated
acellular, inactivated vaccine and is only available combined with
diphtheria and tetanus (Tdap). As with all other inactivated vac-
cines, it is safe in AIRD patients.6 In patients with AIRD receiving
RTX in the preceding 6 months, protection against tetanus might
be diminished, and immunoglobulin against tetanus should be ad-
ministered in case of tetanus exposure.5,66 In some countries of the
region, Tdap is recommended for women in every pregnancy in
© 2017 Wolters Kluwer Health, Inc. All rights reserved.
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order to improve protection of the newborn against pertussis and
tetanus. We recommend that Tdap be given in each pregnancy af-
ter week 20 in all patients with AIRD.

Meningococcal Vaccine
Meningococcal monovalent (serogroup C) and tetravalent

(serogroups A, C, W, Y) conjugated vaccines are available. Also,
a vaccine against Neisseria meningitidis serogroup B developed
by reverse vaccinology is available in some countries in Latin
America. There are few data published on the efficacy of these
vaccines in AIRD patients. One study showed that serogroup C
conjugated vaccine does not produce flares of juvenile idiopathic
arthritis (JIA) and generates adequate antibody levels, even in pa-
tients receiving high doses of immunosuppressive medication.67

Meningococcal vaccines should be given every 3 to 5 years to
AIRD patients who have functional or anatomical asplenia or
complement deficiency. The type of vaccine administered de-
pends on the epidemiology of the meningococcal diseases and
serogroup distribution in each country.2

Yellow Fever Vaccine
Yellow fever is endemic to limited areas within Latin

America, primarily in tropical areas, has no effective treatment,
and carries a high level of mortality. The national immunization
schedules of some Latin American countries include YF vaccina-
tion in childhood for residents of endemic areas and recommend
administration to travelers in these areas. Also, because of Interna-
tional Health Regulations,68,69 YF vaccination may be a require-
ment for travelers from YF endemic countries to other countries
free of the diseases, but where the vector is present. In this case,
when there is no risk of acquiring the disease, AIRD patients
can obtain awaiver for YF vaccination from the health authorities.

The YF vaccine is a live-attenuated vaccine that is highly im-
munogenic and provides lifelong protection.70 Although the risk of se-
rious adverse events is rare, reports indicate that YF vaccine can cause
2 clinically relevant syndromes known as YF vaccine–associated neu-
rotropic disease and YF vaccine–associated viscerotropic disease
(YEL-AVD).71 Yellow fever vaccine–associated viscerotropic disease
generally occurs 3 to 5 days after vaccination and is characterized by
fever,malaise, jaundice, oliguria, cardiovascular instability, and hemor-
rhage secondary to a platelet disorder.72 Increased risk of developing
YEL-AVD might be associated with autoimmune diseases. Cases of
YEL-AVD have been reported in patients with SLE, polymyalgia
rheumatica, Crohn disease, ulcerative colitis, and other AIRDs.5,73

On the other hand, a Brazilian retrospective study evaluated
70 patients with AIRD whowere inadvertently vaccinated against
YF. The therapeutic schemes included MTX, glucocorticoids,
sulfasalazine, leflunomide, cyclophosphamide, and biological
agents. Among these patients, adverse reactions were nomore fre-
quent than among immunocompetent individuals.74 Another Brazilian
study included 17 RA patients revaccinated against YF (which is
no longer necessary)75 while receiving infliximab therapy, and
there were also no relevant adverse events.76 Thus, it seems that
YF vaccination may be safe, but an individualized assessment of
risk-benefit should be conducted.5

Varicella Vaccine
History of varicella infection should be verified in persons

with AIRD at the time of the disease's diagnosis. Those who have
had varicella or were vaccinated against it can be considered im-
mune to the disease. For those who are seronegative for varicella,
the vaccine in a 2-dose schedule with an 8-week interval can be
administered before the initiation of treatment for AIRD. It is
worth remembering that this vaccine, like other live-attenuated
© 2017 Wolters Kluwer Health, Inc. All rights reserved.
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vaccines, may be contraindicated to immunosuppressed individ-
uals, especially when the risks of acquiring the disease surpass
the potential risks of vaccination.5

Measles, Mumps, and Rubella Vaccine
This live attenuated virus vaccine is recommended in most

Latin American countries and is generally administered in a
2-dose schedule after the first year of life and during early child-
hood; it provides protection for life. In adults with AIRD who
have not received both doses at the appropriate times, a serologi-
cal assessment should be performed. If serology is negative for
any of the 3 diseases, 2 doses of the measles, mumps, and rubella
(MMR) vaccine, separated by at least 4 weeks, should be admin-
istered after assessment of the risks and benefits, keeping in mind
that it is a live attenuated vaccine.8 While measles and rubella
have been eliminated in Latin America, it is common for mumps
outbreaks to appear in adolescents and young adults.

The MMR vaccine has a good safety profile and is well tol-
erated. The safety of the MMR vaccine was assessed in patients
with JIA.77,78 In a randomized trial, MMR booster vaccination,
compared with no booster, did not result in worse JIA disease ac-
tivity and was immunogenic in children with JIAwho had under-
gone primary immunization.79 There are no studies on the safety
of the MMR vaccine in adults with AIRD.5

Dengue Vaccine
Dengue is a viral infection transmitted by the mosquito of the

genus Aedes that can affect a large proportion of the population
that live in Latin America. There are 4 dengue virus serotypes
(DEN1, DEN2, DEN3, and DEN4), and the disease is character-
ized by fever, rash, malaise, myalgia, headache, nausea, and
vomiting and can evolve to severe dengue or death in a few cases,
particularly in those individuals who have been previously in-
fected. Recently, a recombinant, live attenuated vaccine that con-
tains all of the virus serotypes has become available in some
countries of the region and is mainly directed to adolescents and
young adults who live in endemic areas. The vaccine is given in
a 3-dose schedule (0, 6, and 12 months). The efficacy in adoles-
cents is greater than 60% to prevent disease and is even more ef-
ficacious for the prevention of dengue complications.80 There
are no data available regarding efficacy and safety of this vaccine
in AIRD, but considering that it is a live-attenuated vaccine, it may
be contraindicated in those AIRD patients receiving high-dose
immunosuppressive drugs.

Argentine Hemorrhagic Fever Vaccine
Argentine hemorrhagic fever is a viral disease produced by

the arenavirus Junin that is transmitted by rodents and is mainly
observed in rural areas in the central region of Argentina. The
live-attenuated vaccine (Candid 1) has been found to have 95% ef-
ficacy and should be given as 1 dose to persons 15 years or older
who live or work in an endemic area.81 No data are available regard-
ing the administration of this vaccine in adults with AIRD. Consid-
ering that it is a live-attenuated vaccine, it may be contraindicated in
patients receiving high doses of immunosuppressive drugs.

Tuberculosis Vaccine
Tuberculosis is a very prevalent disease among adults inmost

Latin American countries; however, vaccination is not indicated in
adults. Bacillus Calmette-Guérin vaccine, primarily used to pre-
vent severe forms of tuberculosis in newborns, does not protect in-
dividuals already infected with Mycobacterium tuberculosis, and
its administration in adults, which includes adult AIRD patients,
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does not provide protection against disease.5 Therefore, treatment
against latent tuberculosis infection or early detection of the infec-
tion in immunosuppressed hosts such as AIRD patients is of the
utmost importance. Since the development of TNF inhibitors,
some immunosuppressive biologics have been associated with
an increased risk of reactivation of latent tuberculosis infection
and new cases of TB.82

Other Vaccines
There is a group of vaccines that may be considered in spe-

cial situations and that deserve mention despite not being included
in the Table 1.

• Polio
Bivalent oral polio vaccine. This is a live attenuated vaccine and
is contraindicated for AIRD patients and members of their
household. Thus, AIRD patients and members of their house-
hold should instead receive the inactivated polio vaccine.
Inactivated polio vaccine. Inactivated polio vaccine is a paren-
teral vaccine and is indicated for infant household members of
patients with AIRD and for patients with AIRD who plan to
travel to polio endemic areas.

• Rabies: The rabies vaccine is an inactivated virus vaccine and
should be considered in special situations, such as:
pre-exposure: in case of occupational risk or for travelers who
plan to spend long periods in countries or areas where the dis-
ease is endemic; and
postexposure: in case of an accident presenting the potential
risk of contracting rabies disease, which is both rare and fatal.

• Typhoid fever
The inactivated vaccine is recommended (at least 2 weeks be-
fore travel) for travelers going to a destination with unfavorable
sanitary conditions.

• Haemophilus influenzae type B
The H. influenzae type B inactivated vaccine is 1 dose given to
AIRD patients who have functional or anatomical asplenia or
complement deficiency.

Other Considerations
It is important to note that patients with AIRDwho are planning

to travel should consult an infectious disease specialist to receive the
appropriate vaccination indications, based on the destination and con-
ditions of travel, and at least 6 months prior to departure.

Finally, one especially vulnerable group to consider is preg-
nant women with AIRD. Both pregnant women and their fetuses
are at an increased risk of infectious diseases and their complica-
tions. Therefore, it is essential that they receive the influenza vac-
cine in any trimester of gestation, as well as the Tdap vaccine
after the 20th week of pregnancy. Both of these vaccines are
inactivated, safe, and effective.

KEY RECOMMENDATIONS

1. Assess vaccination status upon diagnosis of AIRD.
2. Complete vaccination of household contacts is recommended to

provide additional protection of immunocompromised persons.
3. Vaccinations should ideally be administered prior to initiating

immunosuppressive therapy.
www.jclinrheum.com 7

thorized reproduction of this article is prohibited.

cristian.diaz
PDF Creator Trial



Brenol et al. JCR: Journal of Clinical Rheumatology • Volume 00, Number 00, Month 2017
4. For patients who did not receive the appropriate vaccination
schedule for any particular vaccine, continue with the missing
doses and do not restart the schedule.

5. Vaccination with live attenuated vaccines may be permissible
during treatment with immunosuppressive agents after an indi-
vidualized risk-benefit analysis is performed. Vaccination with
inactivated vaccines is safe.

6. Because of safety and efficacy, live attenuated vaccines should
ideally be administered at least 2 weeks before immunosuppres-
sive therapy begins or be deferred until at least 2 weeks after dis-
continuation of synthetic immunosuppressive drugs; 4weeks after
discontinuation of glucocorticoids; 12 weeks after discontinuation
of immunoglobulins, cytotoxic drugs, or alkylating agents; and, in
the case of biological agents, at least 4 half-lives after discontinu-
ation of therapy.

7. If an AIRD patient requires more than 1 live attenuated vaccine,
all such vaccines must either be administered at one time or be
separated from each other by at least 4 weeks. Inactivated vac-
cines may be administered at any interval independent of the ad-
ministration of other inactivated or live attenuated vaccines.
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