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ABSTRACT

Objectives: This study aims to provide an update of the European Alliance of Associations for
Rheumatology (EULAR) rheumatoid arthritis (RA) management recommendations addressing
the most recent insights.

Methods: An International Task Force was formed with a wide expertise and solicited 2 systemic
literature research activities on the safety and efficacy of disease-modifying antirheumatic drugs
(DMARD:s). New evidence was discussed, considering the update from 2022. A voting process
was applied to each item. Levels of evidence and strengths of recommendation were assigned,
and participants voted on the levels of agreement.

Results: The task force agreed on 5 overarching principles and reduced the number of recommen-
dations to 9 concerning use of conventional synthetic DMARDs (methotrexate [MTX], lefluno-
mide, sulfasalazine); glucocorticoids (GCs); biological (b)DMARDs (tumour necrosis factor
inhibitors [adalimumab, certolizumab pegol, etanercept, golimumab, infliximab], abatacept, rit-
uximab, tocilizumab, sarilumab, including biosimilars) and targeted synthetic [ts]DMARDs
(namely the Janus kinase inhibitors [JAKi] tofacitinib, baricitinib, filgotinib, upadacitinib).
Guidance on monotherapy, combination therapy, treatment strategies (treat-to-target), and
tapering following clinical remission is provided. Safety aspects, including risk of major cardio-
vascular events (MACEs) and malignancies, costs and sequencing of b/tsDMARDs were consid-
ered. Initially, MTX ideally in combination with short-term GCs is recommended; upon
insufficient response after 3 to 6 months, a bDMARD should be added; after careful consider-
ation of risks, including MACEs, malignancies and/or thrombo-embolic events, JAKi may also
be considered. If the first bDMARD (or JAKi) fails, any other bDMARD (from another or the
same class) or JAKi (considering risks) is recommended. With sustained remission, DMARDs
may be tapered, but caution is required as stopping often leads to a flare. Levels of evidence and
levels of agreement were high for most recommendations.

Conclusions: These updated EULAR recommendations provide consensus on RA management

based on currently available evidence regarding efficacy, safety, and cost.

INTRODUCTION

The pivotal therapeutic approach in the management of
rheumatoid arthritis (RA) is the use of disease-modifying anti-
rheumatic drugs (DMARDs). Among the DMARDs available,
methotrexate (MTX), if used at an optimal dose and with folate
supplementation, was the first highly and consistently effective
drug [1,2]. Another therapeutic revolution in immune-medi-
ated inflammatory diseases in general, and rheumatology in
particular, was spearheaded by successful clinical trials of tar-
geted therapies against tumour necrosis factor (TNF) in people
with RA more than 30 years ago [3,4], leading to their regula-
tory approval at the end of the last millennium. Since then,
numerous new agents directed at the same or different molecu-
lar or cellular targets have been developed and approved. The
most recent class of DMARDs licensed for treating RA are tar-
geted synthetic (ts) small molecule agents that inhibit intracel-
lular signalling pathways, the Janus kinase inhibitors (JAKi)
[5]. Also, transient use of glucocorticoids (GCs) has consis-
tently shown significant beneficial effects [6,7], despite a num-
ber of caveats [8].

In parallel with these therapeutic advancements, strategic
approaches and generally useful and effective outcome meas-
ures have been developed that enable the determination of
response in clinical trials and the monitoring of patients from
the start of a treatment cycle to a successful endpoint [9—-11]. In
this respect, the American College of Rheumatology (ACR) and
the European Alliance of Associations for Rheumatology
(EULAR) have recently provided an updated definition of remis-
sion [12], the most important therapeutic goal in the approach
to managing patients with RA [13].

Interestingly, irrespective of the molecule they bind to, the
efficacy of licensed targeted DMARDs at a group level appears to
be quite similar [14], and a major unmet need remains being able
to predict who will respond best to which drug or mechanism of
action. No refined predictors within individuals to guide which
treatment to use and in what order are available. Moreover, cure
of RA is extremely rare, as even in those patients achieving sus-
tained remission, stopping DMARDs is followed by flares in the
vast majority of patients [15—18]. On the other hand, while
today’s therapies are highly efficacious in a notable proportion of
patients, there are individuals who do not respond to several suc-
cessive advanced therapies, and, therefore, the term ‘difficult to
treat RA’ (or ‘treatment refractory’ RA) has been defined [19].

Currently licensed DMARDs are indicated for the treatment
of people with a diagnosis of RA. At the other end of the RA
spectrum, persons at risk of developing RA have recently
become a major focus of attention [20]. Therapeutic interven-
tions to prevent the evolution of the disease, however, have so
far only been successful in delaying but not in precluding the
onset of classifiable RA [21—24].

The multiple treatment options, as well as the therapeutic
objectives, have necessitated attempts to bring some direction
into approaching optimal management of patients with RA, tak-
ing into account the efficacy and safety of the different agents
while also considering the economic realities of health care sys-
tems in most parts of the world. The first results of such attempts
in the modern era were provided by both the ACR and EULAR
for the first time more than a decade ago [25,26]. Since then,
both organisations have updated their recommendations in line
with new therapeutic insights, the ACR most recently in 2021
[27] and EULAR every 3 years and most recently in 2022 [28].
In this last update, GC use in RA was re-evaluated [29], and the
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cardiovascular and malignancy risks related to JAKi therapy
based on a clinical trial of tofacitinib were addressed [30]. We
now provide the next update of the EULAR recommendations
for the management of RA as developed by the 2025 EULAR
task force based on the newest insights.

METHODS

The task force adhered to an approach similar to that fol-
lowed in previous processes for this activity, and the methodo-
logical details have been published previously [28]. Therefore,
we will provide only a brief summary here.

Steering committee and task force

In line with the EULAR standard operating procedures for devel-
oping recommendations and the AGREE II document [31,32] and
after approval by the EULAR council, the convenors (JSS and CJE)
and the methodologists (RBML and AK) invited 15 experts to form
the steering committee. This group consisted of rheumatologists
from Europe, Asia, Latin America, and North America, an infectious
disease specialist, as well as representatives of patients (SAS and
EM) and health professionals (JP). The steering committee met for
the first time in November 2024 in Washington, DC, to discuss the
scope of the activity and, especially, to determine the research ques-
tions for the 2 systematic literature reviews (SLRs). Two fellows (VK
and FL) were invited to perform SLRs on the efficacy and safety of
DMARDs, respectively, focusing on data published since the last
SLRs that had been performed in early 2022 [29,33,34]. The SLRs
included specific questions on topics raised during the steering
committee meeting, such as evidence on the efficacy of therapies
for RA-interstitial lung disease (RA-ILD), studies investigating thera-
peutic interventions in patients at risk for development of RA as
well as aspects of safety monitoring during DMARD treatment.
Both SLRs included available literature published until the end of
January 2025.

The full task force comprised 31 additional experts from all over
the world. To ensure the incorporation of a global perspective, the
EULAR council agreed to allow the invitation of many non-Euro-
pean participants who were from Africa (EvD), Asia (ZL and TT)
Australia (PN), Latin America (RX), and North America (JB, JEP,
and KLW). The Emerging EULAR Network (EMEUNET) was repre-
sented by 2 individuals (P-AJ and RdSS), EULAR’s patient research
partners were represented by 3 people (EM, SdS, and MdW) and
the nonmedical health professionals also by 3 (RHM, JEP, and TS).
Five of the task force members, as well as those from EMEUNET,
were elected after a competitive application process announced by
EULAR across its member organisations; the other participants
were invited by the convenors and methodologists based on spe-
cific expertise and publication history. Thus, the full EULAR con-
stituency was represented within the task force and supplemented
by international experts. The total task force comprised 50 individ-
uals, the largest group ever assembled for this purpose.

Procedures

Once the SLRs had been completed, the steering group met at
the end of March 2025 in Amsterdam to discuss the results in
detail and develop a proposal for an update of the recommenda-
tions. This encounter was followed by a full task force meeting
on the subsequent day.

At the beginning of the task force meeting, an abbreviated ver-
sion of the SLR results was presented, and participants could
address questions to the SLR researchers and the methodologists.
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The SLRs will be published separately [35,36]. Also, the sugges-
tions by the steering group to leave, delete or amend previous rec-
ommendations were presented and discussed in detail. The task
force was split into 3 groups to address the previous and poten-
tially new overarching principles as well as the individual recom-
mendations in light of the new efficacy and safety data and the
steering group’s proposals. A representative of each breakout
group reported the results of the respective deliberations back to
the whole task force. Thereafter, each item underwent further dis-
cussion and voting. Based on recommendations by the Oxford
Centre of Evidence-Based Medicine (OCEBM) to determine levels
of evidence (LoEs) and grades of recommendation (GoR) [37],
the previous assignments of LoEs were evaluated and amended as
needed, and new proposals also underwent this assessment. The
reasons for the preference of using the OCEBM approach above
other ones have been detailed previously [28].

The consensus-building developed in the course of delibera-
tions on each item and the respective ballots, which were car-
ried out as live voting by raising hands. To change a previous
recommendation, a >75% majority was needed, given that pre-
vious task forces had good reasons to develop certain items
based on the SLRs of those times. If this was the case, the sug-
gested new wording, just like a proposed new recommendation,
required a >75% majority for immediate approval. If a >75%
majority was not achieved, discussions on the wording were
restarted, and the next voting round required a >67% majority.
If this was not attained, a further version was discussed, and the
new wording required a >50% majority. If this majority was not
achieved, the proposed recommendation or change was not
accepted.

After the meeting, each item was scrutinised again for the
LoE and GoR and subsequently sent to all task force members
for anonymous voting on the level of agreement (LoA) on a scale
of 0 (no agreement at all) to 10 (complete agreement). The
means and SDs of these results are presented for each item.

The draft of the manuscript was sent to all task force mem-
bers for their review and thereafter submitted to the EULAR
council for further suggestions and approval. Once this approval
was provided, the paper was submitted.

It should be noted that the task force members change with
every new update; about one-third of the task force members are
usually new to the group. Consequently, many questions arose
which may (or may not) have been discussed previously. In this
respect, those participants who were present at previous task force
meetings provide ‘memory’ regarding previous decisions which
were based on previous SLRs; these SLRs were not presented again
to the current task force, but were generally available as publica-
tions, such as those informing the 2022 task force [29,33,34].

Target audience

These recommendations are directed at all health care profes-
sionals who deal with DMARD therapy of people with RA, as
well as at researchers who investigate new therapies or treat-
ment responses. They are also relevant for people with RA, as
they are an important source of information on the most recent
therapeutic approaches and can be used in discussions with their
care providers. Regulators, hospital managers, health care insur-
ers and representatives of the pharmaceutical industry are also
targets of these recommendations, since they have to weigh
them against the current approaches used and may consider
them for future developments. Furthermore, national societies
are provided with a template to develop their own local recom-
mendations that account for the availability and accessibility of



J.S. Smolen et al.

drugs in their country. The research agenda is meant to provide
the thinking of the task force on gaps in knowledge and future
research needs.

RESULTS

Although no new drug has been approved since the 2022
update, several strategic trials have since been conducted, and
clarification is now available on points that were previously based
solely on expert opinion. These will be detailed when discussing
the different items. Also, the definition of individual terms, such
as ‘low dose GCs’, ‘remission’, and many others, has been
addressed in glossaries presented in previous updates of these
EULAR recommendations [28,38] and will not be repeated here.

The updated overarching principles and individual recom-
mendations are shown in Table 1 and are described in the subse-
quent sections. It should be borne in mind that the text
presented in the table is only an abbreviated form of the discus-
sion content and that the additional information provided below
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for each item is an integral part of the recommendations. The
results of the final ballot for each of the items will be presented
to reveal the extent of agreement or disagreement over the
course of the person-to-person meeting. It should be noted that
1 task force member had participated in both steering group
meetings but could not attend the full task force meeting, and,
therefore, the on-site ballots are based on 49 participants. The
results are provided as per cent voting for and against a change,
and per cent abstaining.

Overarching principles

Overarching principles (OAPs) are general statements regard-
ing patient-centred care and do not require a specific SLR or
assessment of LoEs—they simply reflect and remind us of impor-
tant aspects of good clinical practice in daily life. The task force
was fully aligned that the 5 OAPs presented in the 2022 update
were of continued importance and that no new ones were
needed. Some wording was amended minimally for clarity.

Table 1
EULAR RA management recommendations - 2025 update

No. Overarching principles LoE SoR LoA

A. Treatment of patients with RA is aimed at the best care and must be based on NA NA 9.98 +0.14
shared decision making between the patient and the rheumatologist.

B. Treatment decisions are based on disease activity, safety issues and other patient =~ NA NA 9.88 + 0.44
factors, such as comorbidities and progression of structural damage.

C. Rheumatologists are the specialists who should primarily care for patients with RA. NA NA 9.72 + 0.57

D. Patients require access to multiple drugs with different modes of action to address NA NA 9.94 +0.24
the heterogeneity of RA; they may require multiple successive therapies through-
out life.

E. RAincurs high individual, medical, and societal costs, all of which should be con- NA NA 9.58 +0.73
sidered in its management by the treating rheumatologist.

No. Recommendations

1.  Therapy with DMARDs should be started as soon as the diagnosis of RA is made. la A 9.92 +0.34

2. Treatment should be aimed at reaching a target of sustained remission or low dis- 1la A 9.82 +0.44
ease activity in every patient.

3. Disease activity monitoring * should be frequent in active disease (every 1-3 mo); " 2b; *B; 9.62 + 0.6
if there is no improvement by at most 3 mo after the start of treatment or the tar- **5 **D
get has not been reached by 6 mo, therapy should be adjusted; when the target is
sustained, monitoring can be less frequent ™ .

4.  MTX should be part of the first treatment strategy; in patients with a contraindica- 1la A 9.38 £ 0.95
tion to MTX (or early intolerance), leflunomide or sulfasalazine should be consid-
ered.

5.  Short-term glucocorticoids should be considered when initiating or changing la A 9.46 + 0.84
csDMARDs, in different dose regimens and routes of administration, but should
be tapered and discontinued as rapidly as clinically feasible.

6. If the treatment target is not achieved with the csDMARD strategy, a bDMARD Efficacy: 1a Efficacy: A 9.28 +1.03
should be added; JAK inhibitors may be considered, but pertinent risk factors* Safety: 2a Safety: B
must be taken into account.

7. bDMARDs/tsDMARDs should be combined with a csDMARD; in patients who can-  Efficacy: 1a Efficacy: A 9.48 +0.71
not use csDMARDs as comedication, IL-6 pathway inhibitors and JAK inhibitors
may have some advantages compared with other bDMARDs.

8. IfabDMARD or tsDMARD has failed, treatment with another bDMARD or a Efficacy: 1a/*5/ Efficacy: A/*D; 9.48 +0.74
tsDMARD* should be considered; if 1 TNF or IL-6 receptor inhibitor therapy has T3, Safety:
failed, patients may receive an agent with another mode of action or a second Safety: 1b B; * *IL-6R-
TNF-/IL-6R-inhibitor* *. inhibition: C

9.  After glucocorticoids have been discontinued and a patient is in sustained remis- 1b A 9.56 +0.79

sion, continuation of DMARDs (bDMARDs/tsDMARDs and/or csDMARDS) is rec-
ommended, but dose reduction may be considered.

bDMARD, biological disease-modifying antirheumatic drug; csDMARD, conventional synthetic disease-modifying antirheumatic drug (such as
MTX); DMARD, disease-modifying antirheumatic drug; IL, interleukin; JAK, Janus kinase; LoA, level of agreement; LoE, level of evidence;
MTX, methotrexate; NA, not applicable; R, receptor; SoR, strength of recommendation; TNF, tumour necrosis factor; tsDMARD, targeted syn-

thetic disease-modifying antirheumatic drug (JAK inhibitor).
Mean + SD.
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A. Treatment of patients with RA is aimed at the best care and
must be based on shared decision making between the patient
and the rheumatologist.

Two minor changes were made compared with last time.
First, the term ‘Should aim at best care’ is now replaced by ‘is
aimed at the best care’ to make it clearer that this is not an aspi-
rational goal but a reality to be adhered to by all caregivers. Sec-
ond, ‘must be based on a shared decision’ was amended to read
‘must be based on shared decision-making’, because it was felt
that rheumatologists and patients must ‘make’ a shared decision
in an ongoing and mutual process. There was also a discussion
regarding advice for lifestyle behaviour, but this was found to
be beyond the scope of this task force, and EULAR has already
developed recommendations on lifestyle behaviours recently
[39]. Some participants suggested that the term ‘diagnosis of
RA’ could be better defined. However, since diagnostic criteria
do not exist and classification criteria are meant for research
and not for diagnostic purposes [40], it is up to the individual
rheumatologist to arrive at a diagnosis of RA based on clinical
and laboratory data. All but 1 person voted for this change
(98%), and 1 person abstained.

B. Treatment decisions are based on disease activity, safety
issues and other patient factors, such as comorbidities and pro-
gression of structural damage.

In the context of the discussion, the question arose whether
‘structural damage’ should be better defined. However, there
has been ample discussion on the definition of structural dam-
age over the past decades [41] and, therefore, no further qualifi-
cation was felt necessary. Consequently, only 31% of the task
force members showed a preference for changing this OAP, far
from the 75% needed. Ultimately, there was a unanimous vote
for the above wording.

C. Rheumatologists are the specialists who should primarily care
for patients with RA.

This item had already elicited discussions in the past, and it
did so again this time. Some participants felt that the principle
should be changed to: ‘Rheumatologists are the primary special-
ists who should manage RA’. Further suggestions read:
‘Rheumatologists should primarily oversee patients with RA’
and ‘The care of RA patients should be managed by
rheumatologists’ or ‘Rheumatologists are the primary health
care provider (or professional) for patients with RA’. However,
managing RA and similar suggestions may imply managing all
potential comorbidities, such as cardiovascular disease or diabe-
tes, which often goes beyond usual rheumatology practice. Also,
in many countries, nonphysician health professionals care for
specific aspects of the disease. Then a discussion ensued around
whether the term ‘patients with RA’ should be replaced just by
‘RA’ as a disease, but this would be counter to the fact that we
care for people with a disease and do not just manage a disease.
In the end, 61% voted for some change, and because the 75%
majority was not reached, the recommendation remained in
place as decided by many of the previous task forces.

D. Patients require access to multiple drugs with different modes
of action to address the heterogeneity of RA; they may require
multiple successive therapies throughout life.

This OAP is the same as in 2022, and 100% of the task force
members voted to keep it unchanged.
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E. RA incurs high individual, medical, and societal costs, all of
which should be considered in its management by the treating
rheumatologist.

This OAP also remained unchanged with 100% agreement.

Individual recommendations

As no new drugs have been approved since 2022 in the Euro-
pean Union, and also no new randomised controlled trials on
the cardiovascular or malignancy risks of JAKi have been pub-
lished over the last 3 years, the focus of the task force was on
the evaluation of the previous recommendations and incorpo-
ration of recent insights from strategic trials and safety data.
Consequently, several of the previous recommendations
remained unchanged from 2022. Nevertheless, all these items
were discussed at length, since every new task force looks at
each recommendation from a new perspective, especially that of
new members, in line with new evidence. Therefore, some rec-
ommendations were amended or some aspects deleted, others
even combined. Ultimately, the task force arrived at 9 recom-
mendations, 2 fewer than in 2022. The LoEs, GoRs, and LoAs
are shown in Table 1.

1. Therapy with DMARDs should be started as soon as the diag-
nosis of RA is made.

As before (see OAP A), the term ‘diagnosis’ was discussed,
and in the course of these deliberations, it was reiterated that
classification criteria should not be used as diagnostic criteria
[40], although they may support the diagnostic decision pro-
cess. A change to ‘clinical diagnosis’ rather than just ‘diagnosis’
was also suggested; however, a diagnosis is always clinical and,
therefore, the addition would be redundant. The use of sonogra-
phy for diagnostic purposes was also discussed, but refuted
given that abnormal sonographic findings can also be seen in
healthy individuals [42—44], and this is also true for magnetic
resonance imaging (MRI) [45]. Moreover, ultrasound evidence
of synovitis is not specifically diagnostic of RA, as it may be pres-
ent in many rheumatic diseases. The most important diagnostic
characteristic of RA is clinical joint swelling. People should only
receive a diagnosis of RA when clinical joint swelling as a result
of current inflammation (synovitis) is present.

Since DMARD treatment should be immediately initiated
upon diagnosis of RA, the question also arose whether we should
not address pre-RA in these recommendations. However, the
recommendations are meant for management of patients with a
‘diagnosis of RA’; while a diagnosis of RA also includes ‘early
RA’, it does not include ‘pre-RA’ or more precisely, people who
do not exhibit clinical joint swelling. People at risk of develop-
ing RA (pre-RA), who do not present with unequivocal clinical
joint swelling but with certain other characteristics, such as
signs of inflammation by sonography or MRI, have been treated
in several trials, as reviewed by the efficacy SLR. Most of these
trials did not reveal that RA could be prevented, since once the
RA-specific treatment was stopped, symptoms and signs of
arthritis (re)appeared, and the classification as RA was appar-
ently simply delayed by having received therapy [21,22]. This
was also seen in more recent trials that had suggested a cure in a
small proportion of patients 1 year after stopping abatacept
treatment, but this effect was not sustained in the longer term
[23,24], as was expected from the earlier studies of other agents.
The only trial that apparently led to long-lasting remission after
stopping the drug, namely anti-TNF +MTX, was performed in
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people with very early inflammatory arthritis [46], but not fol-
lowed by a larger confirmatory study.

In the current recommendations, treating people with pre-RA
(or suspected but not diagnosed RA) is purposely not addressed,
as it is already complex enough to arrive at a therapeutic algo-
rithm for clinically overt RA. However, given that diagnosis and
classification are different, it is up to the rheumatologist to
decide whether a person should be diagnosed as RA and
undergo corresponding treatment. Since patients with early RA
usually respond very well to the therapeutic approaches pre-
sented here, it might still be prudent to simply wait and follow
patients with suspected RA regularly to start appropriate
DMARD therapy as early as possible, once they can be diagnosed
as RA by virtue of characteristic clinical joint swelling.

After these discussions, 100% of the task force members
voted for keeping the first recommendation as it was, but
addressing the deliberations in the manuscript text.

2. Treatment should be aimed at reaching a target of sustained
remission or low disease activity in every patient.

Several aspects regarding this item were discussed.

First, some task force members asked if this recommendation
should include safety aspects and comorbidities. Of course, these
must be taken into account when planning to start a specific
DMARD, but this recommendation pertains to a situation when
the decision to initiate a particular drug has already been made
after addressing comorbidities and potential safety risks of that
drug. This has been stated in OAP B.

Second, it was suggested that remission should be defined
more clearly than just by mentioning the term. To this end, since
this is an EULAR task force that deals with EULAR recommenda-
tions, it is important to note that EULAR (together with ACR)
has provided a clear definition of remission based on Boolean
criteria and index (Clinical Disease Activity Index, Simplified
Disease Activity Index) criteria [12,47]. Also, the use of DAS28-
based remission definitions was clearly discouraged, since the
DAS28 is heavily weighted on tender joints and on erythrocyte
sedimentation rate or C-reactive protein (CRP). Acute phase
reactants are blunted even in the absence of clinical improve-
ment by drugs that target interleukin-6 (IL-6), including JAKi’s,
which interfere with IL-6 signalling, leading to exaggerated
remission frequencies when using the DAS28, with a significant
proportion of patients still having active disease [48]. This is
also true for other instruments applied to define remission that
include acute phase reactants [49]. Thus, when this document
addresses remission, the ACR-EULAR definitions of remission
are implied.

Third, the question arose whether remission or low disease
activity should be the primary treatment target. As stated before,
remission should be the main target in all patients, but espe-
cially in patients with early disease, in whom it can also be quite
frequently attained, as seen in clinical trials [S0] and practice.
Remission results in better outcomes clinically, functionally and
structurally than low disease activity [51]. However, as indi-
cated in previous versions of this document and in the treat-to-
target (T2T) recommendations, low disease activity can be an
alternative goal, especially in patients with long-standing dis-
ease who already have failed 1 or more previous DMARD thera-
pies. That said, any state other than low disease activity should
be regarded as unacceptable, unless comorbidities or strong
patient preferences preclude advancement of DMARD therapy.
Importantly, T2T means achievement of at least 50% reduction
of disease activity within 3 months and target attainment within
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6 months [13], with amendment of therapy if these goals are
not reached. With so many DMARDs available in 2025, there
are ample alternatives for patients who continue to have moder-
ate or high disease activity despite appropriate treatment. One
suggestion was to add ‘alternatively’ before dealing with low
disease activity, but this did not achieve majority support and so
was not added.

Fourth, the question of imaging remission was addressed;
however, several studies have clearly shown that sonographic
remission is not superior to clinical remission in terms of clini-
cal, functional, or structural outcomes, while being associated
with more adverse events and higher costs [52,53]. Similar data
pertain to aiming for remission by MRI [54].

Next, the issue of the limitations of the use of disease activity
indices in the presence of some comorbidities like fibromyalgia,
osteoarthritis or depression that are accompanied by (residual)
pain was addressed. This challenge can result in patients having
measurements of significant disease activity despite being in
fact in clinical remission. Of note, only few patients in clinical
trials have reported residual pain in the absence of objective
inflammation [55]. Nevertheless, patients enrolled in clinical
trials form a relatively healthy selection of all patients with RA
compared with patients who may be encountered in clinical
practice, where many more may report fibromyalgia-like symp-
toms of residual pain and fatigue. This could lead to inappropri-
ate treatment decisions. However, currently, no clear data on
overtreatment in patients with RA in clinical remission exist.
Further, such potential overtreatment will usually only occur
when previously existing or evolving pain syndromes are misin-
terpreted as residual inflammation. Such patients may not need
treatment with DMARDs, let alone have their treatment changed
to another DMARD, but would need other interventions. Indeed,
as already stated in the T2T recommendations more than a
decade ago, patients with specific comorbidities, when assessed
with the usual instruments for determining RA disease activity,
should be assessed differently, depending on the comorbidity
[13]. In these situations, proper clinical judgement to interpret
the scores is needed. Further, looking at alternative ways to
assess disease activity in special situations does not change the
importance of using composite outcome instruments, which
have repeatedly been shown to be more reliable within and
between patients, especially for clinical trials, but also when fol-
lowing patients in practice [56—58]. Also, ACR and EULAR
revised the Boolean remission criteria in 2022, and this revision
allows a patient global assessment of up to 2 cm rather than
1cm[12].

Ultimately, a patient representative in the task force sug-
gested that we keep the recommendation as it was, since it pro-
vided a clear approach, had been reviewed already in the course
of developing the previous versions of these recommendations
by the patient representatives and found to be necessary and suf-
ficient by previous task forces.

At the end of all these deliberations, the item was kept as
worded in 2022 by a 100% vote, with the many facets of the dis-
cussion reflected in this accompanying text.

3. Disease activity monitoring should be frequent in active dis-
ease (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; when the tar-
get is sustained, monitoring can be less frequent.

This recommendation previously may not have been as
clear as originally desired, since ‘monitoring should be
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frequent in active disease’ could be interpreted as assessment
of either disease activity or safety. This has now been clarified
by starting with ‘Disease activity’. At the end of this recom-
mendation, it is more explicitly stated that once the target is
maintained, activity monitoring can be less frequent, such as
every 6 months or even less, provided the patient is suffi-
ciently informed about signs and symptoms of potential flares.
Disease activity monitoring includes clinical assessment of a
patient (especially joint counts) as well as laboratory tests for
markers of inflammation, such as CRP, and patient-reported
information. The extent of improvement to be expected during
activity monitoring has been addressed in the discussion of
recommendation 2.

Of course, safety monitoring is equally important, but this
relates to every drug and every disease and is not specific to RA.
Previous task forces have always stipulated that safety monitoring
should be performed in line with the label after starting a new
therapy, but it may be that the drug label recommendations,
derived from the practices in registration trials, are too conserva-
tive. Evidence on this topic is scarce, in line with the fact that no
articles were deemed eligible for inclusion from a separate SLR
on DMARD monitoring conducted for this task force (included in
the safety SLR). However, an increasing number of observational
studies suggest that laboratory abnormalities occurring beyond 3
to 6 months after the initiation of a new DMARD are very infre-
quent and are usually of minor impact. Indeed, adverse events
occur most frequently within the first 3 to 6 months, unless some
organ function, such as kidney or hepatic function, changes unex-
pectedly; this has been seen for conventional synthetic (cs)
DMARDs [59] and has recently been expanded to biological (b)
DMARDs [60]. Thus, the task force was of the opinion that the
currently available evidence does give confidence for a more
lenient approach in terms of a reduction of laboratory examina-
tions to semiannually or even less, once the patient has tolerated
a new drug for about 3 to 6 months. Future updates may revise
the current practice of lab monitoring and investigate a more per-
sonalised approach, as safety monitoring also depends on individ-
ual patient comorbidities, which may require more frequent
laboratory assessments. Of note, certain adverse events, such as
infections, cannot be ‘monitored’ and need special attention once
they occur, although some, such as opportunistic infections, can
be prevented by appropriate measures [61].

Subsequently, another question arose: would it be wrong to
monitor patients every 3 to 6 months even if they were in sus-
tained remission? It was discussed that there was nothing
‘wrong’ with more frequent assessments, but these are only con-
sidered necessary early on and under the circumstances already
addressed [62]. On the other hand, special situations may
require more frequent assessments at the discretion of the rheu-
matologist and the patient.

A final point of discussion related to the consequences of
reduced monitoring frequencies on health care systems, but this
will depend on the individual countries. It should be borne in
mind that ‘overmonitoring’ elicits burdens for patients, pro-
viders, and health care resources.

As mentioned above, patient information, education, and
guidance are key in all these considerations, and the frequency
of clinical visits and laboratory testing should be part of the
shared decision-making process between the patient and health
care provider.

In the final ballot, 90% of participants voted in favour of the
amended text, with 10% against it and no abstentions.
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4. MTX should be part of the first treatment strategy; in patients
with a contraindication to MTX (or early intolerance), lefluno-
mide or sulfasalazine should be considered.

In 2022, csDMARDs were addressed in 2 separate recommen-
dations: one (no. 4) related to MTX and another one (no. 5)
addressing leflunomide and sulfasalazine. The current task force
considered that this was not necessary and that the 2 could be
combined to read as stated above. The wording remained essen-
tially the same except for deleting ‘as part of the (first) treatment
strategy’ after mentioning leflunomide and sulfasalazine, since
this was already included when dealing with MTX.

Some participants raised the question whether leflunomide
and sulfasalazine should only be used when MTX was contrain-
dicated or not tolerated. Indeed, the EULAR recommendations
have a preference for starting with MTX rather than leflunomide
or sulfasalazine for reasons of efficacy and safety, but an individ-
ual rheumatologist may have reasons to prefer another
csDMARD as the first treatment strategy in the context of shared
decision making.

It was then suggested to change the word ‘should’ to ‘could’,
but this was refuted in the discussion, since it would weaken the
recommendation and suggest that bDMARDs are indirectly rec-
ommended as the first strategy, an approach which is not in line
with the task force’s current thinking. Indeed, such thought may
have been a reason behind this suggestion, as some participants
opted for the use of bDMARDs (or JAKi) in some patients as a
first strategy, especially given that the prices of many biosimi-
lars have significantly decreased in many cases. However, no
trial has yet shown superiority of bDMARDs to MTX plus GCs in
early RA, either clinically, functionally or radiographically
[50,63] (see next recommendation). Therefore, the evidence is
against using bDMARDs at this stage, also given safety aspects
and that the costs of biosimilars are usually much higher than
those of csDMARDs. The discussion also addressed parenteral
MTX, whose costs may be similar to those of some biosimilars in
certain countries, but a specific mention was not felt warranted,
given parenteral MTX is not commonly needed, if oral MTX is
handled appropriately, including sufficient folate supplementa-
tion [64,65], and pricing varies between countries. In the course
of preparing this paper also, split-dose oral MTX was mentioned
as yet another possibility of applying MTX [66].

There was also discussion regarding the use of triple therapy
(MTX, sulfasalazine, and hydroxychloroquine). Indeed, already
when the EULAR recommendations were developed for the first
time in 2010, there was insufficient evidence that triple therapy
plus GCs had better efficacy than MTX monotherapy plus GCs
[26]. This has been further confirmed over subsequent years
[67]. The new SLR on efficacy did not reveal any further insights
regarding triple therapy [35]. Of note, after the cut-off date of
the SLR, a comparison between triple therapy plus intraarticular
GC vs MTX plus oral GC from the Nordic Rheumatic Diseases
Strategy Trials And Registries (NORD-STAR) trial was published
and, again, no significant advantage of triple therapy over MTX
monotherapy at the time of the primary endpoint at 6 months
was observed for remission frequencies, including swollen joint
counts, as well as physical function or structural damage [68].
On the contrary, there were some numerical advantages for the
MTX plus GC group, since only 5% of these patients, compared
to 27% on triple therapy, showed progression of joint damage.
Thus, the decision of the initial 2010 task force not to recom-
mend the use of triple therapy has been reinforced over time.
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In the ballot, 92% of participants voted to combine old rec-
ommendations 4 and 5 into a new no. 4 and to delete the last
part of previous no. 5, as discussed above, with 4% each abstain-
ing or voting for no change.

After this vote, there was more discussion of the advantages
and disadvantages of having 2 separate recommendations for
the csDMARDs, especially to increase the prominence of non-
MTX c¢sDMARDs with such separation. The convenors allowed
for a ballot on returning to 2 separate recommendations or
remaining with the combined one; only a minority of the mem-
bers (29%) preferred 2 recommendations, which confirmed the
previous ballot and wording of the new item 4.

5. Short-term GCs should be considered when initiating or
changing csDMARDs, in different dose regimens and routes of
administration, but should be tapered and discontinued as rap-
idly as clinically feasible.

This point is identical to the previous recommendation 6. No
new data have revealed any evidence against using GC as recom-
mended here. It was mentioned, however, that stopping GC may
be a successful target in clinical trials, but in clinical practice,
discontinuation may not be realistically achieved. Consequently,
the importance of tapering with the aim of stopping GC treat-
ment was re-emphasised during the deliberations. Indeed,
DMARD therapy can only be considered successful if remission
or low disease activity can be sustained in the patient after dis-
continuing GCs. If GCs are needed to suppress disease activity,
then a change of DMARDs should be considered. Regarding the
route of administration, some rheumatologists prefer the appli-
cation of parenteral GCs (such as intramuscular) to prescribing
oral GCs.

Only 1 person abstained, and the rest (98%) voted for keep-
ing this recommendation as it was. This was the largest majority
ever achieved in favour of using GCs as a bridging therapy with
csDMARDs.

6. If the treatment target is not achieved with the csDMARD
strategy, a bDMARD should be added; JAK inhibitors may be
considered, but pertinent risk factors must be taken into
account.

This item has undergone the biggest change when compared
with all prior updates. It is a composite of previous recommen-
dations 7 and 8, which suggested that we should stratify patients
who did not respond to the initial therapy with MTX plus GCs
according to prognostic factors. These prognostic factors had
been defined as persistently moderate or high disease activity,
including a high swollen joint count and high acute phase reac-
tant levels; the presence of autoantibodies (rheumatoid factor
and/or anticitrullinated peptide antibodies), especially at high
levels; the presence of early erosions; and/or failure to respond
to 2 or more csDMARDs. Those with any of these risk factors
were recommended to have a bDMARD or JAKi added to MTX
(no. 8 from 2022 and before) and in those without any of these
factors, consideration of another csDMARD (plus GCs) was rec-
ommended (no. 7 from 2022 and before). However, there is
now sufficient evidence to suggest that the addition of other
c¢sDMARDs compared with the addition of a bDMARD has a
much lower persistence [69]. Also, it has been known for a long
time that the efficacy of csDMARDs in patients who had an
insufficient response to MTX is quite limited [70]. Most impor-
tantly, the recommendation to stratify patients with no risk fac-
tors to another round of csDMARDs, alone or in combination,
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was not based on substantial evidence but mainly on expert
opinion. Given these aspects as well as the decreasing costs of
biosimilar DMARDs and the fact that one of the JAKis has now
become generic, the task force decided to abandon the stratifica-
tion by prognostic risk. Thus, the suggestion for a new item 6
was based on the previous item 8, and it was proposed that the
previous item 7 be deleted.

The proposal to delete stratification by prognostic factors
achieved a 98% vote with 1 abstention.

Does this decision mean that rheumatologists should not look
at prognostic factors or that the risks mentioned before are not
valid anymore? Not at all—rather, the risk factors for a poor out-
come remain the same, but insufficient response to MTX plus
GCs in itself is already a bad prognostic sign [71].

Does this decision mean that rheumatologists should not use a
second round of csDMARDs, alone or in combination? Not neces-
sarily; as always, it is up to the rheumatologist, the patient, and
also the economic situation in a specific country or for a specific
situation to decide on therapeutic cycles. Indeed, the most impor-
tant therapeutic aspect is adherence to a T2T-approach, in other
words: regardless of the next step after failure of MTX + GC, one
should aim at >50% reduction of disease activity within 3 months
and attainment of the target set within 6 months.

Subsequently, the JAKi part of this recommendation was dis-
cussed. These deliberations ranged from suggestions not to men-
tion risk factors for JAKi at all, to making the JAKi-part of this
recommendation a separate bullet point specifying that JAKi
should only be used after failure of bDMARDs. This discussion
was reminiscent of the one in 2022, and participants were, and
readers are, referred to the details addressed in the correspond-
ing publication [28]. Since no new controlled trials were avail-
able to support a stronger or a weaker caveat regarding the use
of JAKIi, the task force ultimately decided to keep this part of the
recommendation unchanged. The respective ballot revealed
81% of the task force members in favour of no change to this
part of the recommendation, with 19% voting for a change and
no abstentions. The risk factors for cardiovascular disease and
malignancies when using JAKi have been detailed in the previ-
ous update and are also mentioned in a footnote to the Figure.

7. bDMARDs/tsDMARDs should be combined with a
c¢sDMARD; in patients who cannot use csDMARDs as comedica-
tion, IL-6 pathway inhibitors and JAK inhibitors may have some
advantages compared with other bDMARDs.

Only a minor change was made when compared with item 9
from 2022, namely replacing the term ‘tsDMARDs’ with ‘JAK
inhibitors’ to be more in line with the previous item, and given
that for RA, the only currently available tsDMARDs are JAKi.

The new wording received an 88% majority with 4% against
the change and 8% abstaining.

8. If a bDMARD or tsDMARD has failed, treatment with another
bDMARD or a tsDMARD should be considered; if 1 TNF or IL-6
receptor inhibitor therapy has failed, patients may receive an
agent with another mode of action or a second TNF or IL-6
receptor inhibitor.

This recommendation is identical to the one from last time.
While there are no data from randomised controlled trials on
cycling between JAKIi, positive observational data exist [72],
and, therefore, it has to be assumed that this is a potentially
effective approach, as also previously shown for anti-TNFs and
other agents. Some participants wanted to change the word
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tsDMARDs to JAK inhibitors, but this suggestion did not receive
the necessary majority. Also, a drug of the same class should not
be employed a third time.

The theme of therapeutic drug monitoring (TDM) was also
covered in the efficacy SLR and discussed in the context of fail-
ure of bDMARD therapy. Previous task forces have not
addressed TDM in the recommendations, since only a few anec-
dotal studies had suggested some merits in selected situations
with selected drugs, while other studies did not show benefits.
However, a recent trial revealed that TDM does not provide bet-
ter outcomes compared to routine care [73]. Based on these
data, the task force felt that TDM is not required in the manage-
ment of patients with RA, especially in light of the costs of such
assessments for no appreciable advantage.

Ultimately, keeping the recommendation unchanged attained
a100% vote.

At this point, it may be worth mentioning that the efficacy
SLR included a search on therapeutic interventions specifically
in patients with RA-ILD [35]. Subanalyses of a trial on ninteda-
nib and early phase data on pirfenidone suggest a benefit in
slowing the decline of lung function [74—76]. However, it is too
early to make a definitive statement on these therapies for RA-
ILD. Moreover, these drugs are not DMARDs for RA, which are
the focus of this manuscript. Consultation with a pulmonologist
may be necessary in these patients.

9. After GCs have been discontinued and a patient is in sus-
tained remission, continuation of DMARDs (bDMARDs/
tsDMARDs and/or csDMARDs) is recommended, but dose
reduction may be considered.

There is an increasing amount of data that stopping therapy
leads to flares in the vast majority of patients [15—18]. There-
fore, the task force felt that the previous version of the recom-
mendation did not sufficiently take this risk into account and
suggested a change of the wording to clarify that continuation
of DMARD therapy is important. However, dose reduction (or
dosing-interval increases, depending on the drug) is an option,
especially after a patient has been in sustained remission for at
least 6 months.

This change was approved by 96% of the participants, with
2% each voting no or abstaining.

Finalisation of the process

As indicated before, each of the updated recommendations
was supplemented by the research fellows and methodologists
with the LoE and GoR (Table 1) and then underwent anonymous
voting for the LoA by all 50 task force members, the results of
which are also presented in Table 1. In line with previous
updates, an algorithm is also provided, which is a graphical sum-
mary of the recommendations (Fig). This algorithm does not
account for all aspects of the recommendations, and the readers
are referred to Table 1 and the text accompanying each of the
items in the Results section.

Finally, a research agenda was identified in order to focus
future research activities on some of the unmet needs as per-
ceived by members of this task force (Table 2). One of the
research agenda items is the implementation strategy for these
recommendations, which is also of clinical relevance and shown
in Table 3.

For those interested in a direct textual comparison between
the 2022 and the 2025 updates, the 2 sets of recommendations
are provided next to each other in the Supplementary Table.
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DISCUSSION

The task forces developing EULAR’s RA management rec-
ommendations and their updates were composed of partici-
pants across the spectrum of EULAR’s constituency (patients,
health professionals and rheumatologists); across nations and
continents, coming from more and less affluent health care sys-
tems; and included expertise beyond the field of rheumatology.
This allowed the development of a broad international view on
what might be an optimal therapeutic approach to treating
patients with RA at the respective point in time. Over the deca-
des, the updates have reflected the evolution of the field and
provided readers with the newest evidence-based thinking and
guidance derived from intensive discussions and a rigorous
voting process. The recommendations are meant to inform
those giving care to people with RA, as well as those living
with the disease themselves, but also other stakeholders, as
mentioned above. Basic and clinical scientists can also see the
gaps and unmet needs that arise from the recommendations
and the respective LoE as well as the research agenda proposed
by the task force.

Initially, the availability of several bDMARDs targeting other
molecules than just TNF necessitated the compilation of
EULAR’s first management recommendations to propose a logi-
cal sequence to the use of different drugs in light of their effi-
cacy, safety, comparability, and costs [26]. This was followed by
updates which covered newly developed drugs and newly emer-
gent safety issues. The latest update concentrated primarily on
therapeutic strategies and fine-tuning of the guidance, with a
focus on the novel insights into safety aspects of the most
recently introduced class of drugs, the JAKi [28]. Thus, while
some safety aspects have been addressed in the context of the
evolution of these recommendations, readers are also referred to
the package inserts of the various drugs for more information on
safety. For advice regarding the use of DMARDs in patients with
some comorbidities, such as chronic viral infections, consulta-
tion with respective experts was recommended.

The new task force has further restructured the recommenda-
tions based on 2 SLRs that addressed the most recent insights
into efficacy and safety of DMARD and GC therapies [35,36].
Each item, whether an OAP or individual recommendation, has
been thoroughly evaluated and intensively discussed within the
task force, and details of these discussions have been presented
in the results section. They reflect the many facets within a large
group of experts who ultimately arrived at a unified view with a
high level of confidence, as revealed by the very high LoA. It is
the first time in the history of these EULAR recommendations
that all items were rated at an average score that was higher
than 9 of 10, despite the large size of the task force and the
broad international representation. This result suggests an
increasing satisfaction of the task force with the rationality and
validity of the entirety of the recommendations, the derivation
of which has matured and gradually become part of clinical
practice over the years

Apart from some minor wordsmithing, all OAPs and most
individual recommendations remained unchanged from the
2022 update. Previous recommendations 4 and 5, which dealt
with the use of MTX (no. 4) and other csDMARDs (no. 5) as ini-
tial treatment strategies once the diagnosis of RA has been made
(no. 1), were now combined, as they deal with the same concep-
tual approach.

The importance of treatment to the target of remission (in
early disease) or at least low disease activity (in long-established
RA; no. 2) has been reiterated as a principle of utmost
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adapted or changed if disease activity by 50%) is seen after 3 months. 7. Dose reduction or interval increase can be safely done with aill bDMARDS and JAKI with little risk of
4. Sustaned remission: > 6 months ACR/EULAR index based (CDAVSDAY) or Boolean remission. flres; stopping is associted wih high flare rates; most but not al patients can recaplure their good state upon
5. Consider contraindications and risks. TNF-inhi of the same bDMARD/JAKI. Glucocorticolds must have been discontinued before tapering DMARDS.
IL-6R , or (mder certain conatms)md EMA/FDA approved 8. From a different or the same class.

Figure. Algorithm of the 2025 EULAR RA management recommendations. ACR, American College of Rheumatology; bDMARD, biological disease-
modifying antirheumatic drug; CDAI, Clinical Disease Activity Index; csDMARD, conventional synthetic disease-modifying antirheumatic drug; EMA,
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importance. It initially requires frequent disease activity monitor-
ing using appropriate, validated instruments (no. 3). Remission
should be judged by the remission definitions developed by
EULAR and ACR [12]. Once the desired state is sustained, the fre-
quency of disease activity monitoring may be reduced (no. 3, 9).
The use of composite indices that include joint counts is invalu-
able to assess disease activity and is more reliable than individual
core set measures, as has been shown long ago [56,58]. While it
is well established that some patients may continue to have pain
despite lacking signs of inflammation, this situation is quite rare,
at least in clinical trials [55] and needs further evaluation in clini-
cal practice. Importantly, such patients often have a pain syn-
drome as a comorbid condition. Therefore, in these patients the
results obtained when using the usual instruments developed to
assess RA disease activity may be misleading, and, consequently,
other means to distinguish RA activity from pain due to a comor-
bid condition should be used, such as the swollen joint count.
Management of such residual pain situations has been previously
addressed by other EULAR activities [77,78]. Importantly, similar
considerations apply to other comorbidities that may erroneously
lead to high RA disease activity scores, such as osteoarthritis
(joint swelling, tenderness) or infection (acute phase reactants)
[79], and, therefore, a mere focus on inflammatory aspects of dis-
ease activity instruments, like swollen joint counts or acute phase
reactant levels, will likewise be misleading in some though other
groups of patients. In line, when IL-6R blockers or JAKi are used,
acute phase reactant levels may decrease or normalise indepen-
dently of clinical improvement and, therefore, disease activity
scores that are strongly weighting acute phase reactants such as
CRP or erythrocyte sedimentation rate should be avoided when
using these agents; it must also be borne in mind that when using
such drugs CRP responses in the course of infections may be
blunted [80,81].

Based on the available evidence, the task force also reiterated
that the use of MTX in combination with short-term GC as a first
treatment strategy is unsurpassed by any other therapy (nos. 4
and 5). Indeed, the agreement with this approach as the initial
strategy received backing by 98% of the task force members, the
largest proportion ever when dealing with GCs in the course of
the evolution of these recommendations.

Compared with previous versions, the most important change
in the current update is the omission of stratification according
to risk factors for bad outcomes, once the initial treatment strat-
egy has failed (old nos. 7 and 8). In previous versions, a switch
of csDMARDs had been advocated in patients who lacked bad
prognostic markers (old no. 7). Backed by some new data, the
task force felt the vast majority of patients would not respond
sufficiently to a second csDMARD after MTX-failure and, there-
fore, the failure itself of MTX (or another csDMARD) plus GC
was considered an adverse prognostic sign. This decision by the
task force led to the deletion of item 7 from 2022 and the
rewording of old item 8. The new wording can be found in item
6 of the current work.

Given the availability and recent expansion of the types of bio-
similar (bs) DMARDs [82,83] as well as of generic JAKi [84,85],
economic aspects also become less of an issue in many countries
when advancing into phase 2 of the EULAR algorithm. Neverthe-
less, while no longer a major recommendation by EULAR, switch-
ing to or adding another csDMARD (plus GC) in patients with an
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insufficient response to MTX may still be a viable option for
patients in less affluent countries or in some specific situations.

The use of JAKi underwent renewed discussions, which
spanned from suggestions that the safety caveats of the last
update should be deleted, since most observational data have
not consistently confirmed the safety concerns raised by the
ORAL-Surveillance trial [80,86—88], to recommending the use
of JAKi only when bDMARDs had failed. None of these pro-
posals received sufficient support within the task force, and,
therefore, the place of JAKi remains as decided in 2022. It is
placed at the same level as bDMARDs, but only in patients in
whom pertinent risk factors have been considered [28], as men-
tioned again in the footnote of the Figure showing the current
algorithm. Of note, a recent post-hoc subanalysis of the ORAL-
Surveillance data presented after the task force meeting suggests
that the use of statins may mitigate the cardiovascular risk of
tofacitinib observed in the original study [89].

Since a significant proportion of patients will not respond suf-
ficiently to any given drug employed in phase 2 of the algorithm,
EULAR continues to recommend use of another agent of the
same or different class in accordance with the T2T strategy.
Given the many DMARDs available today, sufficient therapeutic
options exist to ensure most patients achieve a good outcome,
provided comorbidities do not preclude such treatment options.

With respect to tapering DMARD:s in sustained remission, the
task force reiterated and even strengthened the position that
DMARD dose or frequency of administration may be reduced
(item 9), but that DMARDs should not be stopped, as most
patients in whom DMARDs are withdrawn will eventually flare
within a year [18,90].

It is noteworthy that over the last 6 years, no new drug class
has been approved for the treatment of RA in Europe or the USA.
Since approximately 20% to 30% of the patients in the affluent
world (and many more in economically disadvantaged countries)
do not achieve the treatment target, new therapies are still
needed. This is part of the research agenda, which also details all
items that have been mentioned and not yet been addressed since
the last version of this document was published [28].

It is well established that clinical RA is the result of a process
that may be ongoing for many years, not least by the presence of
autoantibodies a decade or more before RA onset [91], and
EULAR has already accounted for research in this area [20].
Consequently, the 2022 research agenda also included a point
related to developing a strategy to prevent RA, in other words to
interfere with pre-RA to stop the disease. This was considered as
one of the questions for the efficacy SLR [35], though it was evi-
dent to the task force that the current recommendations are only
meant for patients who already have a diagnosis of RA, ideally
also including those who are in the very early stages of the dis-
ease. While averting RA has been attempted repeatedly in peo-
ple at risk of developing the disease who do not yet have any
joint swelling, such as with rituximab or abatacept, all these tri-
als have only led to a temporary delay of the diagnosis of RA
compared to placebo [22—24]; in other words, what one sees is
a therapeutic response in those patients who are destined to be
diagnosed with RA but not prevention of its occurrence. Thus, it
seems likely that steps other than the usual therapies approved
for treating RA, such as immunologic tolerisation approaches
[92,93], will have to be taken to prevent the evolution of RA in

European Medicines Agency; EULAR, European Alliance of Associations for Rheumatology; FDA, US Food and Drug Administration; IL, interleukin;
JAK, Janus kinase; JAKi, JAK inhibitors; MI, myocardial infarction; MTX, methotrexate; NMSC, non-melanoma skin cancer; RA, rheumatoid arthritis;
SDAI, Simplified Disease Activity Index; TNF, tumour necrosis factor; tsDMARD, targeted synthetic disease-modifying antirheumatic drug.
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Table 2
Research agenda 2025

Treatment strategy

1. Can we identify new biomarkers to stratify patients and to predict therapeutic response and lack of response?

2. How good is patient adherence to a bDMARD or tsDMARD, and can nonadherence explain secondary loss of efficacy?

3. If secondary loss of efficacy is due to true loss of efficacy rather than nonadherence of a given drug, what is the reason for this loss of efficacy?

4. Is there a way to detect and prevent loss of response in advance of flares?

5. Can the identification of disease phenotypes inform tailored therapeutic use?

DMARD therapy

1. How safe and efficacious is the use of an IL-6 pathway inhibitor if a JAK inhibitor (JAKi) has failed?

2. How safe and efficacious is the use of a JAKi after another JAKi has failed?

3. Is monotherapy of JAKi or a combination of JAKi plus MTX more efficacious than MTX + GC?

4. To which extent do in vitro selectivity and in vivo selectivity differ among JAKi?

5. Do JAKi as a class increase the risk of malignancies, CV events and VTE compared to bDMARDs or do they not lower the risks as much
as bDMARDs?

6. If JAKi increase the risk of CV events, malignancies and VTE, what are the mechanisms which cause these events? Is there a difference
in the risks with different JAKi? Is there a difference in the risks with different bDMARD modes of action?

7. How safe and efficacious is the combination of a JAKi with a bDMARD, such as a TNF-inhibitor?

8. Can we accurately predict which patients might achieve DMARD-free remission?

Glucocorticoids

1. Is the risk of glucocorticoids (GCs) different if a specific cumulative dose has been reached within relatively short-term, such as within
3 to 6 mo when compared to the same cumulative dose used over years?

2. What are the barriers and facilitators of GC cessation after induction therapy, and how can a strategy for tapering and discontinuing be
best implemented?

3. Does the concomitant use of GCs at very low doses (1-3 mg prednisone equivalent) increase therapeutic success without producing
unacceptable side effects?

4. Can the chronic use of GCs be prevented by more intensive DMARD use?

5. How frequent is the chronic use of GCs among patients with RA followed in resource-poor countries, and how could such chronic use
be mitigated or prevented?

6. Is there a superiority of one GC route of administration vs another one?

7. What are the effectiveness and safety profile of (repeated) intramuscular glucocorticoids, for example, methylprednisolone 120 mg or
triamcinolone 80 mg 1 to 4 times annually?

8. To which extent are safety issues with chronic GC use related to pre-existing comorbidities and do patients with such comorbidities
preferentially receive GCs rather than advancing b/ts DMARD therapies?

9. Is there an optimal route of administration for GCs to be effective and most efficiently tapered?

10. Is it useful to determine morning serum concentrations of endogenous cortisol to optimise dosages of GCs?

Difficult to treat RA (D2T RA)

1. What is the optimal treatment approach to refractory RA?

2. To which extent does lack of adherence or intermittent use of DMARDs (b/tsDMARDs) contribute to D2T RA?

3. Are there factors that can be identified earlier in a patient as additional risks for the development of refractory RA?

4. Could drug monitoring predict drug failure concerning bDMARDs or JAKi and allow checking for adherence?

5. For patients with active RA who have failed multiple drugs, are there combinations that may be more successful, such as a JAKi with a
bDMARD?

6. What is the role of bispecific antibodies, including bispecific T-cell engagers, and cellular therapies in the treatment repertoire of RA?

7. Can early use of more aggressive therapy such as bDMARDs as a first-line therapy without a prior csDMARD lead to reduced D2T RA
frequencies?

Pain syndromes

1. How frequent is pain without inflammation in RA patients treated with DMARDs?

2. Did these patients have a pain syndrome in the first place?

RA-ILD

1. Perform RCTs in patients with RA-ILD to determine the best use of DMARDs and anti-fibrotic therapies.

People at risk to develop RA

1. What is the optimal (therapeutic) approach to arthralgia suspicious for progression to RA?

2. Is TNF-inhibition preventive?

3. Can we define which characteristics are highly predictive for the development of RA based on available clinical trial data in people at
risk for RA?

Biomarkers

1. Do high levels of CRP predict response to a particular therapy?

2. Do high RF or ACPA levels predict response to a particular therapy?

Monitoring of therapies

1. Is there a cost-effective and safe approach to lab monitoring of DMARD therapies in RA?

2. When and how often should safety monitoring be done?

3. Formal study to define frequency of efficacy and safety monitoring?

Implementation

1. How can implementation of the recommendations be ensured?

2. Can we demonstrate that the recommendations have produced improvements in patient outcomes?

ACPA, anticitrullinated peptide antibodies; bDMARD, biological disease-modifying antirheumatic drug; CRP, C-reactive protein; CV, cardiovascular; csDMARD, con-
ventional synthetic disease-modifying antirheumatic drug; D2T, difficult to treat; IL, interleukin; JAK, Janus kinase; JAKi, JAK inhibitor; MTX, methotrexate; RA,
rheumatoid arthritis; RA-ILD, rheumatoid arthritis-interstitial lung disease; RCT, randomised controlled trial; RF, rheumatoid factor; TNF, tumour necrosis factor;
VTE, venous thromboembolic event.
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Table 3
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Quality indicators for the assessment of adherence to the EULAR RA management recommendations

Recommendation Quality indicator Measure

When to measure Source

R1. Therapy with DMARDs Time to start DMARD
should be started as soon
as the diagnosis of RA is
made.

DMARD

% of individuals on

Clinical records, local,
regional or national
audit

3 mo after first rheuma-
tology visit

R2. Treatment should be
aimed at reaching a tar-
get of sustained remission
or low disease activity in
every patient.

or low disease activity

Achievement of remission % of individuals achiev-
ing remission or low
disease activity

Clinical records, local,
regional or national
audit

6 mo after starting
DMARD

R4. MTX should be part of Time to start MTX
the first treatment strat-
egy; in patients with a
contraindication to MTX
(or early intolerance),
leflunomide or sulfasala-
zine should be consid-
ered.

% of individuals on MTX

Clinical records, local,
regional or national
audit

3 mo after first rheuma-
tology visit

R5. Short-term glucocorti-
coids should be consid-
ered when initiating or
changing csDMARDs, in
different dose regimens
and routes of administra-
tion, but should be
tapered and discontinued
as rapidly as clinically
feasible.

Stopping glucocorticoids

% of individuals not on
corticosteroids

Clinical records, local,
regional or national
audit

1y after first rheumatol-
ogy visit

% of individuals on com-
bination therapy

Within 3 mo after deter-
mination of an insuffi-
cient response to a
csDMARD

Clinical records, local,
regional or national
audit

R7. bDMARDs/ tsDMARDs Addition of a bDMARD or
should be combined with  ¢sDMARD after insuffi-
a csDMARD; in patients cient response to a
who cannot use csDMARD
csDMARDs as comedica-
tion, IL-6 pathway inhibi-
tors and JAK inhibitors

may have some advan-
tages compared with
other bDMARDs.

bDMARD, biological disease-modifying antirheumatic drug; csDMARD, conventional synthetic disease-modifying antirheumatic drug;
EULAR, European Alliance of Associations for Rheumatology; IL, interleukin; JAK, Janus kinase; MTX, methotrexate; RA, rheumatoid arthri-

tis; tsDMARD, targeted synthetic disease-modifying antirheumatic drug.

those at risk for the disease. But it is also suggested that such
patients are regularly followed for any signs of clinically active
arthritis and that DMARD therapy is immediately started once
the diagnosis of RA is established. Future updates of these rec-
ommendations may have to address people at risk of developing
RA and consider elaborating a recommendation regarding the
approach to this group of individuals who do not (yet) have a
diagnosis of RA but may develop the disease (see research
agenda).

The research agenda also includes studies on RA-ILD, another
topic from this year’s efficacy SLR, which did not reveal suffi-
ciently strong evidence to warrant a specific item in this new
version of the EULAR recommendations, especially regarding
DMARD therapy.

Yet another point for future research is the identification of
predictors of response to specific therapies. Currently, all b/
tsDMARD exhibit similar efficacy at least at the group level,
including using a second bDMARD of the same class when com-
pared indirectly with bDMARDs of a different class. This,
indeed, is the basis for EULAR’s recommendation in phase 3 of
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the algorithm (recommendation 8). Hitherto, trials stratifying
patients with a B-cell-rich synovial histology or signature to
receive rituximab, an anti-B-cell agent, vs tocilizumab, an anti-
IL-6 receptor drug, or vs a TNF-inhibitor, did not result in signifi-
cant differences among the drug responses at the time of the pri-
mary endpoint [94,95]. There are data suggesting that very high
CRP levels may predict a good response to anti-IL-6R therapy
[96] and high serum rheumatoid factor levels may differentiate
response rates to different agents [97,98], but these data come
from post-hoc or observational analyses and need to be con-
firmed by properly controlled trials. Of note, the task force also
arrived at the conclusion that TDM is not helpful regarding
response prediction [73].

While quality indicators have not been discussed at the task
force meeting, such indicators have been developed before and
should be used to monitor the implementation of the EULAR rec-
ommendations [99]; a table outlining quality indicators for the
current set of recommendations is also provided here.

In summary, this update of the EULAR recommendations
for RA management with DMARDs comprises the smallest
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number of recommendations in the history of this activity
and thus further simplifies the approach to treating RA
effectively. The main characteristics, such as starting the
treatment algorithm with MTX plus short-term GC, switch-
ing to a b/tsDMARD when the first strategy fails, and tar-
geting remission or low disease activity at all stages of the
therapeutic cascade as well as attempting to achieve such a
state within 6 months, remain fully in place, since over the
last few decades evidence for the validity of these strategies
has further accumulated. Some fine-tuning was made in the
context of initiation of and switching between b/
tsDMARDs, and when dealing with situations in which the
target has been achieved and sustained. Thus, this update
has addressed the newest evidence-based insights on effi-
cacy and safety of the use of cs-, b-, and tsDMARDs. As
always, these insights have been condensed into a graphic
algorithm, and we will follow the developments in the field
and will update these recommendations as needed within a
few years.
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