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ABSTRACT

The 2014 French Society for Rheumatologgp¢iété Francaise de Rheumatolo@eR)
recommendations about the management of rheumatibidtis (RA) have been updated by
a task force composed of 12 expert rheumatolodigtatient self-help group
representatives, and an occupational therapistnidterial used by the task force included
recent EULAR recommendations, a systematic liteeateview, and expert opinion. Four
general principles and 15 recommendations wereloleed. The general principles
emphasize the need for shared decision-making leetée rheumatologist and the patient
and for a global management program including ipb#rmacological and
nonpharmacological treatments. The recommendatieakwith the diagnostic strategy for
RA, treatment targets, management organizatiory skelection based on the treatment line
and prognostic factors, management of remissionsgibal patient management. Disease-
modifying antirheumatic drug (DMARD) therapy shole started as early as possible.
Validated composite scores should be determinegbatdar intervals to assess disease
activity -- according to the tight disease contohcept -- to achieve the treatment target,
i.e., a remission. Methotrexate is the recommerfidseline DMARD. The treatment should
be optimized when methotrexate is poorly toleratethadequately effective. While waiting
for conventional synthetic DMARDSs to take effedyapcorticoid therapy can be used, for a
brief period to keep the cumulative dose low. Waeustained remission without structural
progression is achieved in a patient who is nahtaglucocorticoid therapy, targeted
therapy de-escalation according to tight diseaséraloprinciples should be considered.
Patients should be periodically screened for coidadrbs and their risk factors, which
should be evaluated and treated.

Keywords. Rheumatoid arthritis. Diagnosis. Treatment. Tamgéteatment. DMARD.

Recommendations.



1.

I ntroduction

Since 2014 when the latest recommendations abeuh#magement of rheumatoid
arthritis (RA) were issued by the French SocietyRbeumatologyfociété Francaise de
RheumatologieSFR) [1], new data have been published. Thus,infasmation is available
on pharmacological treatments (including newly nretekl drugs and therapeutic strategies,
notably for patients in remission), nonpharmacalabtreatments (rehabilitation and
therapeutic patient education [TPE]), and comotiaisi Recommendations must be updated
regularly based on the current literature to enshaethey provide optimal guidance to all
those involved in managing RA, thereby further ioydng the quality of life, functional
outcomes, and survival of patients with RA. Thedp@an League Against Rheumatism
(EULAR) has also conformed to this necessity, isguipdated recommendations about RA
and early arthritis in 2016 [2,3].

French recommendations about RA aim to deal witthaldimensions of RA
management including the diagnosis, treatmenpvelip, management of remissions, and
management of comorbidities. Although primarilyeindled for rheumatologists, they may be
useful also to other physicians who provide caneatiients with RA such as primary-care
physicians, as well as to other healthcare prajesss, medical students, patient self-help
organizations, and health authorities.

Thus, the objective of this work was to update $&Emmendations on managing RA

in order to provide patients with optimal managetmen



2. Methods

The SFR convened a task force of 12 hospital- omoonity-based rheumatologists, 2
patients with RA who were members of patient selplorganizations, and an occupational
therapist. The task force members’ places of wagkevdistributed throughout France. The
material used by the task force included the 2(AR &nd 2016 EULAR recommendations
for the management of RA and early arthritis [1-43Jaddition, a systematic literature
review was conducted by 2 task force members (GDGH) to retrieve data published
between completion of the literature review for &aglier recommendations (i.e., between
November 2015 and February 2016 depending onéh® iand October 2017 [4-8]. The
systematic literature review involved searches efiMne (via PubMed) and a review of
abstracts published at the 2016 and 2017 meetelddly the EULAR and American
College of Rheumatology (ACR). The objective of literature review was to identify
recently published data of use for answering 1Xktijoles previously identified by the task
force. These questions referred to the time to IRAtment initiation, with the window of
opportunity concept; diagnosis, prognosis, andrimeat of RA, as well as treatment
strategies; management of remissions; and glok&tananagement including the
management of comorbidities. In January 2018,dbk torce drafted the update to the SFR
recommendations, which was then finalized via sdvemail rounds. The recommendations
were then reviewed by a panel of 40 experts inolgitiospital- and community-based
rheumatologists, other healthcare professionats patients designated by patient self-help
organizations. Each panel member scored each reeadation on a 0-10 scale where 0
indicated complete disagreement and 10 completeawgnt. The wording of some of the
recommendations was modified according to the comtsmaade by the panel. The level of

the underlying evidence and the grade of each rewmdation were determined [9].



3.1

3. Reaults

Table 1 defines the main terms used and Figurarifies the nomenclature of disease-
modifying antirheumatic drugs (DMARDSs). Table 2dishe 4 general principles and 15
recommendations and shows the levels of evidendgyates of the recommendations, as

well as the level of agreement of the task fora# r@view panel with each recommendation.

General principles

Principle A: The optimal management of patienthviRiA requires a dialogue between the
rheumatologist and patient to ensure that the patéeeives the information and education

needed to share in his or her management decisions.

This principle was the same in 2014. As with aliachic diseases, patients with RA
must be actively involved in their own managem&iared decision-making, which is the
bedrock of the therapeutic partnership, requiregadients to have access to informational
and educational resources that provide them witistauntial knowledge about their disease
and its management, so that they can make infodaeions in tandem with their
rheumatologist [1,10,11]. During a dedicated viie rheumatologist should disclose the
diagnosis of RA then establish a treatment strategyartnership with the patient. TPE
promotes self-sufficiency and self-efficacy andai the patient to become a competent
partner in the management process. Therefore, TEE extend beyond providing education
about pharmacological treatments. The French Natidealth Authority Haute Autorité de
Santé HAS) recommends providing TPE shortly after disalesof the diagnosis or at any
other time if TPE was not offered previously or wigglined by the patient [12]. EULAR
recommendations state that all patients with clererflammatory joint disease should have
access to TPE during the course of their illnegsduding, at the minimum, at the time of the

diagnosis (disclosure phase), whenever the meditagigimen is changed (priming phase),



and whenever physical or psychological issues ri&ke desirable [11]. The HAS
recommends developing a TPE protocol that progsetsseugh the following four stages:
educational diagnosis, personalized TPE prograrnh (fwerarchization of the treatment
targets), delivery of individual or group TPE sessi, and assessment of acquired
competencies [12]. The EULAR provides a broadeindein of the TPE modalities that can
be offered to patients [11]. Given the disparitre$ PE availability across France, SFR
experts felt that TPE should be considered fopaitiients but that its modalities may vary

according to local resources.

Principle B: The rheumatologist is the specialisbvehould be in charge of managing
patients with RA. The primary-care physician playsrucial role in detecting RA and in

providing follow-up in conjunction with the rheunadagist.

This principle also is the same as in 2014. ReE&HAR recommendations also state
that RA patients should be managed by rheumatdtofis3]. One source of support for this
principle consists in published evidence that rhatahogists diagnose and treat RA earlier
than do other physicians, thereby benefiting tmefional and structural prognosis of the
patients [4]. Nonetheless, the primary-care phgsics in a unique position to ensure the
early detection of possible RA then to promptlyerehe patient to a rheumatologist [13].
Primary-care physicians also play a major roleroving follow-up, monitoring
treatments, and managing comorbidities. They msgy la¢ involved, in partnership with the
rheumatologist, in renewing and adjusting the magthos. Thus, the rheumatologist and
primary-care physician are both key components®fcare pathway traveled by patients
with RA and should work together to build a perdizeal and coordinated management

framework.



Principle C: Patients with RA should be offered@bgl management program including
drug treatments, therapeutic patient education asmdppropriate, comorbidity management,
psychological support, assistance with social awipational issues, functional

rehabilitation, and/or surgery.

This new principle is recommendation 15 in the 2f8gbmmendations. The task force
determined that this generic statement was a gemenaiple rather than a recommendation,
since a global management program including phastogical and nonpharmacological
treatments should be offered and tailored to epatient with RA.Nonpharmacological
interventions include TPE (see Principle A); comaity management (see recommendation
15); psychological, social, and educational suppatpharmacological treatments for
chronic pain; rehabilitation therapy; and surgd®][ Although published data are limited.
the experts considered that physical treatments asi@hysiotherapy, occupational therapy,
and podiatric care benefit patients with RA, nogablterms of functional capabilities [3,5].
Appropriate orthoses and assistive devices carelpéuhto some patients. Despite the
scarcity of data on the efficacy of psychologiaghort, the experts considered that
psychological support should be offered in somesatheir opinion was similar regarding
social and occupational support. Finally, all patsewith RA should be informed of the
existence of patient self-help organizations, nigtapon disclosure of the diagnosis, and
given contact information if they express inter&spending on patient expectations, this
global management program can be instituted gradimstead of being implemented in its

entirety as soon as the diagnosis is made.

Principe D: The cost of RA and of its consequerarabstreatments, for both the individual

and society, should be considered when makingnest decisions.




This principle is a very slight modification of pieus Principle C in the 2014
recommendations: the word “high” used to qualifgtschas been removed. Taking the costs
of RA management into account is also among thergéprinciples accompanying the
2016 EULAR recommendations [2]. Although treatmaetisions should be based primarily
on efficacy and safety data, they should also faotthe overall cost of the therapeutic
management of RA. The introduction of targetedtineats has increased the direct costs of
RA management. However, RA itself generates batctcosts (admissions, surgical
procedures) and indirect costs (related to loggaductivity, sick leaves, and work
incapacitation) [15]. Given their high efficacyrdated treatments can decrease these direct
and indirect costs [16—18]. In addition, curremat&gies involving targeted therapy de-
escalation, combined with the introduction of bioiars, are diminishing the individual
costs of DMARD therapy [19,20]. The latest EULARoenmendations state that, among

treatment strategies of similar efficacy and saftitg least costly should be used [2].

3.2. Recommendations

3.2.1. Diagnosis

Recommendation 1: A diagnosis of RA should be aered in patients with specific
clinical findings such as joint swelling (clinicafthritis), morning stiffness lasting longer
than 30 minutes, and a positive hand or forefooeege test then confirmed as promptly as

possible (ideally within 6 weeks) by a physical mikaation performed by a rheumatologist

laboratory tests (erythrocyte sedimentation ratRE C-reactive protein [CRP], anti-
citrullinated protein antibodies [ACPA], and rheuwid factors [RFs]), and imaging studigs

(radiographs with or without ultrasonography), aftding out the differential diagnoses.

The first part of this recommendations is unchangmdpared to 2014. Joint swelling

(synovitis), particularly involving several jointand notably located at the hands, suggests



RA. Morning stiffness for longer than 30 minutesl apositive squeeze test (pain elicited
by side-to-side pressure across the metacarpogealafMCP] and/or metatarsophalangeal
[MTP] joints) further strengthen the suspicion &&.RA recent EULAR publication

identifies several parameters that should suggéahmatory joint disease in patients with
arthralgia, including symptom onset within the pgestr, MCP joint involvement, morning
stiffness for longer than 1 hour, greater symptenesty in the morning, history of RA in a
first-degree relative, difficulty making a fist, dipositive MCP squeeze test [21].

The second part of the recommendations is sligifttended compared to 2014 to
highlight the major contribution of the physicab@xination to the diagnosis of RA and the
need for establishing the diagnosis very soon aftemptom onset. Published evidence
indicates that patients referred rapidly to a rhataogist after symptom onset have better
structural outcomes and require fewer orthopedicguures compared to patients referred
later on [4]. Given these data and their own exe, the task force experts recommended
that the diagnosis of RA be confirmed within 6 weaker symptom onset. Compared to the
2014 recommendations, the task force also considbet the key role for the physical
examination in RA screening needed to be emphadir@dary-care physicians should be
trained in recognizing signs suggestive of earflammatory joint disease, and
rheumatologists must be available to assess rdfpatgents rapidly [22]. Ultrasonography,
as a noninvasive, inexpensive, and widely availabbging technique, may provide
diagnostic assistance in some cases, by detegtimyisis when the physical examination is
difficult (due to obesity of MTP involvement forstance) or by helping to determine the
number of involved joints [23,24]. Neverthelesssdxhon published evidence, and although
ultrasonography has shown good sensitivity for cetg arthritis and identifying patients at
risk for RA, the task force considered that ultremgraphy does not deserve to be performed

routinely, given its low specificity [3,4,25,26]vieence that ultrasonography exhibits good

10



specificity but limited sensitivity for identifyingone erosions in patients with arthritis was
felt to also militate against routine ultrasonodrafor the diagnosis of RA [25]. Finally,
recent evidence combined with cost consideratieesnsto indicate only limited clinical
relevance of magnetic resonance imaging as a ditigrniest for RA [3,4].

Among imaging studies, standard anteroposteriaogadphs of the hands and
anteroposterior and oblique radiographs of thedestagain considered in these
recommendations as first-line investigations faistgg in the diagnosis of RA, as they
may show erosions typical for the disease. The ERId&finition of typical RA erosive
disease consists in erosions involving three orenseparate joints at any of the following
sites: MCP joints, proximal interphalangeal joimsist, and MTP joints [27].

In patients without typical erosive disease, conéition of a diagnosis of RA relies on
a set of converging clinical and laboratory findingrhich also eliminate differential
diagnoses. No consensus exists regarding the lalbptasts to be obtained in patients with
early arthritis. The task force suggests perforntiveglaboratory tests recommended by the
HAS in 2007, the SFR in 2014, and EULAR in 2016u3,ithe minimum battery of tests
should include a CRP assay; erythrocyte sedimentatite measurement if possible; a full
blood cell count; transaminase assays; renal fomdéésts and a urine dipstick; assays of
RFs, ACPA, and anti-nuclear antibodies; and scregtasts for hepatitis B and C [1,3,14].
Auto-antibodies are major keys to the diagnosisliBlued evidence supports good
diagnostic performance of ACPAs and, to a lesswmmexRFs [4]. Of the many available
auto-antibody assay methods, those most widely aspresent and recommended in France
by the HAS are as follows: for RFs, enzyme-linkexnunosorbent assay (ELISA) or
nephelometry to assay the IgM isotype; and for ACPISA to assay anti-cyclic

citrullinated peptide antibodies [14].
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3.2.2.

At present, the criteria most widely used in patemith early arthritis are those
developed jointly by the ACR and EULAR in 2010.tially designed for classification
purposes, these criteria can assist in the diagd$RA in difficult cases [28]. The
ACR/EULAR criteria can be applied only to patientish clinical synovitis in at least one
joint and no other diagnosis likely to explain #ygnptoms. In addition, patients with typical
erosive disease on standard radiographs can lsfiddsmmediately as having RA, without
applying the ACR/EULAR criteria. These last wersidaed as classification criteria and
not as diagnostic criteria but can neverthelessgigeouseful diagnostic assistance provided

they are not substituted for clinical judgment.

Treatment targets and management organization

Recommendation 2: As soon as RA is diagnosed, sksemdifying treatment must be

initiated.

This recommendation is unchanged compared to 2014.

Initiating DMARD therapy as early as possible iseatral tenet of the management of
recent-onset RA, which is a therapeutic emergenbg.2016 EULAR recommendations
describe the first 3 months of the disease asrapkeatic window of opportunity during
which DMARD therapy should ideally be initiated [Becent data consistently indicate that
treatment initiation within 3 months after symptomset is associated with improvements
not only in clinical outcomes (achieving a remissiobtaining a treatment response, and
minimizing functional impairments), but also in ragkaphic outcomes (limitation of
structural disease progression, prevention of enodevelopment) [5,29]. Given these data,
early DMARD therapy initiation is also recommendbdfore diagnostic confirmation is
obtained, in patients with early undifferentiatethatis at risk for progression to RA (highly

active disease, positive tests for ACPAs and/or, Rffgctural lesions) [3].

12



Recommendation 3. The treatment target is achiesimigmaintaining a remission or, at
least, minimal disease activity. A clinical rem@siis defined as the absence of signs and

symptoms of significant inflammatory activity.

The first part of this recommendation has been fremtiby the addition of remission
maintenance to the treatment goals. Compared té, 20 recommendation has also been
simplified, by removing “in every patient, with tigeal of preventing structural damage
progression and the development of disabilitiedfiolw the task force felt was stating the
obvious.

The goal of RA treatment is to provide patientdhwtite best possible quality of life
over the long term by controlling their symptomseventing structural damage, and
allowing normal social and occupational activiti€®nvincing evidence exists that
achieving a clinical remission or, to a lesser etminimal disease activity, is associated
with less structural progression and less functionpairment [30]. Some data suggest that
achieving an early and prolonged remission may mshimortality [31].

A clinical remission is defined as the absencagissor symptoms indicating
significant inflammatory activity. These signs ayinptoms include those detected by the
medical interview, physical examination, and labonatests (inflammation markers) (see
also recommendation 4). Recent published data dstnade that achieving a clinical
remission is at least as relevant as achievindteasanographic remission. The randomized
trials TASER and ARTIC, as well as observationgadeom everyday practice (RA
BIODAM) found no evidence that ultrasonographic manng improved clinical or
structural outcomes, and routine ultrasonograpbgeases both the risk of overtreatment

and management costs [32—-34].
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Achieving a clinical remission should thereforetbe main treatment target in all
patients with RA. Nevertheless, a remission isdiff to achieve in patients who have long-
standing RA with major structural damage, in wharhiaving minimal disease activity is an
acceptable alternative.

In every case, the treatment target should betselgaintly with the patient. A
treatment program is then established accordinlget@revious treatment history,
comorbidities, and risks related to the patient@nds. Thus, minimal disease activity may
seem preferable over a remission at all costan&sance in patients who have failed several
treatment lines or are at high risk for infecti@n the opposite, the presence of
comorbidities related to chronic inflammation, sashcardiovascular disease, may tip the
balance in favor of more stringent treatment goals.

Clinical remission maintenance is a key conceptgbaerns the follow-up strategy. In
the 2016 EULAR recommendations, a remission isidensd to be sustained if it has lasted
3 to 6 months [30]. Once a sustained remissiochgeaed, patients can be followed-up at

longer intervals (see recommendation 5).

Recommendation 4. Disease activity should be medausing validated composite criteriz

Rt

including joint indices.

This recommendation is unchanged compared to Z0dveral validated composite
criteria are available for quantifying disease\atti They provide numerical scores that can
be used to define the two treatment goals, i.enjggion and minimal disease activity.
However, differences exist across available ceteFhus, criteria such as the Disease
Activity Score on 28 joints or DAS28 (with remissidefined as DAS28-ESR <2.6 and
minimal disease activity as Z®AS28-ESR3.2) are permissive, as they may indicate a

remission despite the persistence of clinical sitieon one or more joints [35]. Importantly,

14



no cutoff for defining a remission has been esshiel for the DAS28-CRP, and applying
the DAS28-ESR cutoffs to the DAS28-CRP overestisiatimical remission rates, since the
DAS28-CRP is even more permissive than the DAS2B-E38].

The criteria selected by the EULAR and ACR to definremission are more stringent.
They include:

- the Boolean-based criterion, with remission defiaedvalues1 for the swollen joint
count, patient global assessment of disease gctimit visual analog scale, and CRP in
mg/dL;

- the Simplified Disease Activity Index or SDAI, witemission defined as
SDAI<3.3 and minimal disease activity as 3.3<SBHAl;

- the Clinical Disease Activity Index or CDAI, witlemission defined as
CDAI<2.8 and minimal disease activity as 2.8<CBZ20; the CDAI has no laboratory items

and provides very similar results to those obtaivid the SDAI [35,36].

The DAS28-ESR, SDAI, and CDAI seem to classify guatis similarly for minimal
disease activity but not for remission [37].

Any of these composite criteria that include atj@iem can be used to monitor
patients with RA. In addition, the evaluation ofetse activity should combine the various
items used in the composite criterion and the presef synovitis or tenosynovitis at sites
that may not be taken into account by the compasiterion, such as the feet.

In patients with early RA treated by a conventiaaithetic DMARD (csDMARD),
the EULAR/ACR definitions of remission (Boolean aBBAI) may be used preferentially,
since persistent synovitis despite a DAS28 remiss@ssociated with radiographic disease
progression in this situation [38,39]. On the opigeE£ULAR/ACR remission criteria are

difficult to achieve in patients who have long-steng RA with joint destruction or

15



comorbidities that interfere with the evaluatiorg(efioromyalgia, osteoarthritis, or any
disease that elevates the laboratory markers lainmmhation).

In patients treated with IL-6 pathway antagonigtsng the DAS28-ESR or DAS28-
CRP to evaluate the clinical response may not tienap Indeed, laboratory markers of
inflammation weigh heavily on the scores producgthéth DAS28 versions but are

virtually always decreased by the biological effeat IL-6 inhibition [40].

Recommendation 5. Follow-up should be provided byeamatologist at closely spaced

intervals (every 1 to 3 months) as long as theadisés active. Treatment adjustments are| in
order in patients who fail to improve within 3 mbstor to achieve their treatment target

within 6 months.

For this recommendation, the only change compar@®14 is the added information
that follow-up should be provided by a rheumatatgi

Once the treatment target has been selected, folfpdesigned to achieve tight
disease control should be provided in order toeahit rapidly, if needed via treatment
adjustments. Sound evidence exists that tight déseantrol based on a composite disease
activity criterion such as the DAS28 is associawitl higher remission rates and shorter
times to remission compared to standard care [3R41Thus, visits at intervals of 1 to 3
months (once a month in patients with high diseasiity) are recommended until a
remission or minimal disease activity is achievsehtsustained for 3-6 months. The interval
between follow-up visits can then be increased neodiths (Figure 2).

A significant improvement after 3 months is theffindication of a treatment response
and should be evaluated based on the variatidmeiselected composite criterion.

In addition to composite criteria for joint diseas®ivity, annual monitoring of the

functional impact of the disease using the Heakbessment Questionnaire (HAQ) is

16



3.2.3.

recommended, since preventing functional impairménamong the treatment objectives.
Although improvements in patient-reported outcoiff®20s) are now used routinely in
clinical trials, whether PROs should be used termfeine whether treatment intensification
is in order remains to be evaluated.

The 2014 SFR recommendations stated that struaiseése progression should be
monitored by obtaining standard radiographs ofueds and feet every 6-12 months the
first year, annually for the next 3-5 years, andssguently at longer intervals and whenever
the treatment regimen is changed. Structural despasgression in patients with RA is
markedly diminished by adjusting the treatment atiog to the tight disease control
strategy, using stringent remission criteria sucthase recommended by the EULAR and
targeted treatments including biologic DMARDs (bDMBs) and targeted synthetic
DMARDs (tsDMARDs) [43,44]. Consequently, radiograpmonitoring plays a pivotal role
early in the disease, if residual clinical activityrsists during follow-up, and whenever the
treatment regimen is changed. Radiographs are piyoless important in patients on
targeted treatment who achieve a clinical remisgith no synovitis. The usefulness of
other imaging techniques such as ultrasonograptiyreagnetic resonance imaging for

monitoring structural disease progression remarixetdemonstrated.

First-line treatment (Figure 3)

Recommendation 6. Methotrexate is the first-line ARD in patients with active RA,
starting at a dosage of at least 10 mg/week thechreg the optimal dosage within no more

than 4-8 weeks.

The difference with the 2014 recommendation 6 as the starting dosage is specified.
Methotrexate is the first-line DMARD in patientstivactive RA. The starting dosage

should be at least 10 mg/week and the objectivedoh the optimal dosage of 10 to 30

17



mg/week within 4-8 weeks [45]. Although the maxirdakage can be used from the outset if
deemed necessary by the rheumatologist, some e@ddriggests that a gradual dosage
increase may be associated with a better safefijegpf6]. The optimal dosage varies with
the efficacy and tolerance of the drug and withititividual patient profile. Asian patients
should receive lower dosages (the maximal alloweshde is 20 mg/week in China and 16
mg/week in Japan).

In the event of an inadequate treatment responfslore to tolerate methotrexate,
subcutaneous administration of the drug can beideresl. For a given dosage, the
subcutaneous route produces serum drug levelsithdtigher by 2.5-5 mg/week compared
to the oral route [47]. However, the higher cossubcutaneous methotrexate should also be
taken into consideration. Published data indidad¢ patients treated with methotrexate
should receive at least 10 mg/week of suppleméolialacid [48].

Combining methotrexate with other csDMARDs doesgsesm superior over
methotrexate monotherapy in patients with early[R®-51] and is associated with higher
adverse event rates. Such combinations are there@@recommended for the first-line
treatment of RA.

In several recent studies, combining methotrexdte astbDMARD was superior over
methotrexate alone for the first-line treatmenRaéf [52-55]. However, methotrexate was
used without glucocorticoid therapy in these stsidie contrast, the IDEA randomized trial
showed that methotrexate combined with infliximadswot better than methotrexate
combined with 250 mg of methylprednisolone as glsimtravenous dose [56].
Furthermore, routinely adding a bDMARD for the fili;ie treatment would result in
overtreatment of those patients who would haveeagt their treatment target with
methotrexate alone and, therefore, to unnecessanyases in both risks to patients and

healthcare costs. Consequently, the use of a bDMAIREhe first-line treatment of RA is
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not recommended. On the other hand, the indicatbaslding a glucocorticoid to

methotrexate are broad (see recommendation 8).

Recommendation 7. In DMARD-naive patients who hewetraindications or early

intolerance to methotrexate, leflunomide and sal&@ne are good alternatives.

This recommendation is unchanged compared to 20&thotrexate has few
contraindicationsAmong them are pregnancy, absence of effectiver@osption, severe
kidney dysfunction, and clinically significant livdisease. Contraindications related to the
lung are exceedingly rare. Leflunomide and sultagak have been proven effective on both
clinical and structural parameters [7]. Leflunomisl@ised in a dosage of 20 mg/day;
pregnancy is also a contraindication to the ugtisfdrug. Sulfasalazine is given in
increasing dosages up to 2-3 g/day and can be giweng pregnancy. Hydroxychloroquine
can be combined with other csDMARDSs, particulailyeg its possible metabolic and
cardiovascular benefits in patients with RA [57}droxychloroquine monotherapy has little
clinical efficacy and no structural effects andhsrefore not recommended for the treatment

of RA [7].

Recommendation 8: While awaiting the effects of g{RD therapy, oral or parenteral
glucocorticoid therapy can be considered, in adomulative dosage, if possible for no
longer than 6 months. The glucocorticoid dose ghbeltapered to nothing as promptly as

possible.

Compared to the 2014 recommendation 8, this uspseifies that glucocorticoid
therapy can be considered at the initiation of c&{RD therapy, as opposed to targeted
therapy (0DMARD or tsDMARD). With bDMARD and tsDMARtherapy, the argument

for concomitant glucocorticoid therapy seems less/icing. That the glucocorticoid
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treatment should be brief, i.e., no longer thandhtins, to keep the cumulative dosage low,
was already indicated in the 2014 recommendationsreemphasized here. The updated
recommendation specifies that the glucocorticor lwa given orally or parenterally. Finally,
the updated version highlights the need for noy oeapidly tapering the glucocorticoid
dosage, but also stopping the glucocorticoid attogyeas early as possible.

Recently published data demonstrate that glucawidtitherapy is effective on both
clinical and structural parameters and therefaliehsts a role to play in the treatment of RA
[5,7,58,59]. In addition, new evidence suggestsrgroved safety profile when
glucocorticoids are used for a short period andwdosages [5,8,58,60,61]. Nevertheless,
and keeping in mind the bias that stems from tleéepential use of glucocorticoids in
patients with high disease activity, new studiestionie to supply evidence of the toxicity of
long-term glucocorticoid therapy, even in low dassgwith increased risks of
cardiovascular disease, infections, and osteom[68,62,63]. Given the risk/benefit ratio
of glucocorticoids, the task force considered thatocorticoid therapy can be considered
only in the lowest possible cumulative dose andhershortest possible time. The
cumulative dose concept is consistent with théaihitse of high dosages given orally,
intramuscularly, or intravenously followed by aidhfaper [58,64,65]. Intraarticular
glucocorticoid injections also seem beneficial wiisad in combination with csDMARD
therapy [5]. The task force selected 6 months eslésirable maximum duration of
glucocorticoid therapy. Reducing this maximal diorato 3 months was suggested by
several review panel experts. In keeping with gtedt EULAR recommendations, the task
force recommends routinely considering glucocorticberapy when starting a csDMARD
for the first-line treatment or subsequent treatnmeadifications, although the evidence that
glucocorticoid therapy benefits disease control eswwhiefly from studies of patients with

early RA [2]. Finally, the task force recommendsttblucocorticoids be used only based on
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a risk/benefit ratio assessment in each indivighadilent and only in combination with the
routine application of measures designed to prexdwnerse effects (see recommendation

15).

3.2.4. Second and subsequent treatment lines (Figure 3)

U

Recommendation 9: In patients with an inadequadpa®se or intolerance to methotrexate

the treatment must be optimized.

In patients with adverse prognostic factors, addHdMARD or tsDMARD therapy can be
considered, using a TNFantagonist, abatacept, an IL-6 pathway antagamidfK
inhibitor, or, under specific circumstances, ritagib.

In patients without adverse prognostic factorsyiéchk to another csDMARD (leflunomide,
sulfasalazine) or the combination of several csDNDSRan be considered; if this strategy
fails or is contraindicated, targeted therapy (withDMARD or tsDMARD) should be

considered.

The 2014 version of this recommendation has beeredl to insist on the need for
optimizing the DMARD regimen if the response isdagquate (“must be optimized”).
Furthermore, tsDMARDs are mentioned in additiobBMARDs. Finally, the csDMARD
combination (previously methotrexate/sulfasalatipgfoxychloroquine) is no longer
specified.

In patients who have an inadequate response aftemshs or have not achieved their
treatment target after 6 months, the treatment Imisiptimized (see recommendations 3
and 5). The optimization strategy varies dependimgvhether the following predictors of a
poor prognosis or poor treatment response arerese

e early erosions

 RFs and ACPA, notably in high titers3N)
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» persistent moderate-to-high disease activity deslidDMARD therapy, with high ESR and
CRP values and/or a high swollen joint count

 failure of>2 csDMARDs

The above-listed factors of adverse prognosticifsigmce were identified in recently
published studies as risk factors for structuragpession [66,67]. No studies were
specifically designed to compare the efficacy @M#ARDs and targeted therapies
depending on the presence or absence of factadveise prognostic significance.
Nevertheless, early erosions, auto-antibodies hagtddisease activity are strongly
associated with worse structural disease progne$8&j, and targeted therapies have greater
structural effects than do csDMARDSs. Post hoc asesdyhave confirmed that adding a
bDMARD to methotrexate provides greater benefitgatients with vs. without factors of
adverse prognostic significance [67,68]. In eveyyplactice, benefits were limited from
using another csDMARD in patients with moderatétgh disease activity despite
csDMARD therapy [69]. Compared to the 2014 reconuiagions, failure o2 csDMARDs
has been added. This factor predicts a poor tredtrasponse rather than a poor prognosis.
The task force considered that failure of two csDRDs is associated with a very low
likelihood of a response to third DMARD and consemjly indicates targeted therapy [68].
In patients with factors of adverse prognostic sigance, any form of targeted

therapy can be used (bDMARD or tsDMARD). Neitheadi¢o-head comparisons [70-72]
nor metaanalyses found any consistent evidencéfefahces in efficacy across targeted
therapies given in combination with methotrexat@3674]. Among targeted therapies,
bDMARDs may deserve preference based on the langerience with these drugs and
availability of long-term registry data on treatrheafety [8,75]. Nevertheless, safety data on
tsDMARDs are favorable [76,77], and baricitinib may more effective than adalimumab in

combination with methotrexate [72]. Rituximab has been licensed for first-line targeted

22



therapy but can be considered in specific situatisnch as a history of cancer within the
past 5 years, latent tuberculosis with a contramtibn to prophylactic antituberculosis drug
therapy, and a history of lymphoma or demyelinatiisgase, since these conditions are
known to respond to rituximab [78,79]. Abatacepm®ther alternative in patients with
demyelinating disease [80].

In patients with no factors of adverse prognostaificance, switching to or adding
another csDMARD can be considered. In this situmatas with first-line treatment,
concomitant glucocorticoid therapy may expediteadse control. Combinations of
csDMARDs (e.g., methotrexate/sulfasalazine/hydrokyoquine,
methotrexate/sulfasalazine, or methotrexate/hydroloyoquine) have not been proven
superior over methotrexate alone when glucocoditimérapy is used in both groups (see
recommendation 6). They may however deserve cordide in patients without factors of
adverse prognostic significance who fail methottexberapy or have contraindications,
notably infectious conditions, to targeted therfgiy,82].

When methotrexate therapy must be discontinuedmiltie first 3 months due to
intolerance, a switch to another csDMARD (leflundebor sulfasalazine) should be

preferred over targeted therapy, as indicateddamemendation 7.

Recommendation 10. All targeted therapies (bDMARDG tsDMARDS) are best used in

combination with methotrexate.

Compared to the 2014 version of this recommendatienterm “targeted therapies” is
used instead of “biologics”, to include tsDMARDs.

Adding methotrexate to targeted therapy provideaigr clinical and radiographic
efficacy compared to targeted therapy alone. Tthiked efficacy has been demonstrated for

all bDMARDs [6,83], including tocilizumab, with wtl the combination produced better

23



numerical results [84—86]. The same applies to I#iHbitors. Thus, in the ORAL strategy,
the tofacitinib-methotrexate combination induced®3R50 response at 6 months in 46% of
patients with RA, compared to 38% with tofacitimilone [70]. In the RA-BEGIN
randomized trial, the baricitinib-methotrexate camalbion induced a DAS28-ESR remission
at 12 months in 30% of patients versus 22% witlciianib alone, and structural efficacy
was also greater with the combination (79.9% vs3%8of patients without radiographic
progression after 1 year) [87]. Consequently, BIMARDs and tsDMARDs should be used
in combination with methotrexate whenever possible.

In the randomized CONCERTO trial, adding methottex® mg/week to adalimumab
was as effective as adding methotrexate 20 mg/aedkmore effective than adding
methotrexate 2.5 or 5 mg/week [88]. The randomizeainferiority MUSICA trial
demonstrated greater efficacy of the adalimumaliratetxate combination when the
methotrexate dosage was 20 mg/week rather tham@\week [89]. Thus, in patients on
targeted therapy, a decrease in the methotrexategdacan be considered provided the
dosage remains at or above 10 mg/week.

In patients with contraindications or intolerancertethotrexate, targeted therapy can
be combined with leflunomide or sulfasalazine.dmezal studies, TNF antagonist therapy
proved similarly effective whether methotrexatdaflunomide was the combination drug.
Data from the British Society for Rheumatology Bgics Register (BSRBR) of RA patients
indicate a lower risk of TNér antagonist therapy discontinuation when sulfasa¢ais given
also than when the TNFantagonist is used alone, although the risk ibdtighan with
combined methotrexate therapy [92].

In patients who cannot be given a csDMARD in corabon with targeted therapy,

TNFa antagonist monotherapy is best avoided. Studies bansistently demonstrated

decreased clinical efficacy of TFantagonist monotherapy compared to the @NF
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antagonist-methotrexate combination, due in paaintanmune response against the GNF
antagonist, which is more common in the absenceeeathotrexate [93]. The most

convincing data on the efficacy of targeted thexapised alone have been obtained with IL-
6 receptor antagonists and tsSDMARDSs. Tocilizumath 34K inhibitors used alone

produced response rates similar to those achieitaccambined methotrexate, both in
randomized trials and in cohort studies [70,87 S} Burthermore, in the ADACTA and
MONARCH randomized trials, tocilizumab and sarilloneespectively, were more effective
than adalimumab monotherapy [96,97]. Data fromiO€ERRA registry indicate similar
efficacy and drug continuation rates with tocilizatonmonotherapy and with TNF
antagonist-combinations [95,97].

Neither etanercept nor abatacept induce the primgtuof anti-drug antibodies. In
some of the randomized controlled trials, etandrogmotherapy, although clinically
effective, was less so than the etanercept-mettaire&eombination and showed greater
structural efficacy compared to csDMARDs [98,99hs®rvational data support a
therapeutic effect of abatacept, but this drugpislicensed for use as monotherapy
[100,101].

Thus, in patients who cannot take csSDMARDs, IL-6eqgor antagonists and JAK
inhibitors may exhibit advantages over the othegeted therapies, notably TNF

antagonists, whose initiation as monotherapy shbeldvoided.

Recommendation 11. Patients who fail a first taedeherapy (0bDMARD or tsDMARD)
should be switched to another targeted therapthdrevent of primary failure, a switch to a

targeted therapy that has a different mechanisatidn may deserve preference.
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Compared to the 2014 recommendations, the terrgeétad therapy” has been
substituted for “biological agent” to include tsDN&®s, and a preference for switching to a
drug that has a different mechanism of action éndbent of primary failure has been added.

In patients having failed a first TNiFantagonist, most studies found that efficacy was
similar across targeted therapies, i.e., betweétctswg to another TNé antagonist and
switching to a drug with a different mechanism ctien [6,102,103]. In the French ROC
randomized trial, the EULAR response rate was higlteen patients were switched to a
drug with a different mechanism of action afteiuig of a first TN antagonist [104].
However, this difference was chiefly ascribablatstrong EULAR response in patients
given tocilizumab (48% of patients in the “otherahanism of action” group), which
consistently decreases the levels of laboratonkemnarof inflammation. Therefore, either a
drug that has the same mechanism of action (exgthar TNt antagonist) or a drug with a
different mechanism of action can be used intergbahly. To date, no published evidence
exists about the efficacy of a second JAK inhibétier failure of a first tsSDMARD or about
the efficacy of a second IL-6 receptor antagorfistr dailure of tocilizumab.

In the specific case of primary treatment failure,, failure to achieve sufficient
improvement after 3 months or the treatment taaget 6 months, a switch to a drug with a
different mechanism of action seems desirable. Bata cohort studies suggest that a
treatment directed to a different target is mofecative after failure of a first TNd [105].
Nonetheless, in the randomized EXXELERATE trial @amng certolizumab to
adalimumab, both given with methotrexate, switcltimg@ second TNd antagonist after
primary failure of a first TNE antagonist produced a response rate that wasasabisy,
albeit lower than with the first TNFantagonist [106].

Importantly, treatment adherence must be monitdPedr treatment adherence is a

common cause of treatment failure. Adherence tdatetxate therapy varies considerably
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3.2.5.

[107]. Treatment adherence is influenced by patietiefs, which in turn can be influenced

by TPE [108].

Managing disease remission

Recommendation 12: In patients who have a susta@ragsion without glucocorticoid

therapy, a decrease in the targeted therapy dosagebe considered.

In 2014, this recommendation was less restricigarding glucocorticoid therapy, as
DMARD dosage de-escalation could be considere@edfier glucocorticoid
discontinuation or after glucocorticoid dosage taggeto no more than 5 mg/day. The task
force elected to require discontinuation of gluaticoid therapy to emphasize the
importance of weaning the patient off glucocortitin the event of a remission.
Furthermore, in the new version of this recommeondathe term “targeted therapy” is used
instead of “biological agent” in order to includ®MARDSs. Finally, the task force
considered that the importance of DMARD dosagedstedation should be highlighted by
using the term “must” instead of “can”.

A sustained remission is generally defined as asson that lasts at least 3 to 6
months [1,2]. Inflammation and joint destructionynmot evolve in lockstep, and some
patients may continue to exhibit structural disgasgression despite a clinical remission.
Consequently, radiographs should be obtained befwdeduring the dosage taper to check
for structural disease progression [109]. Whensdiagned remission is achieved, any
glucocorticoid therapy must be discontinued befkARD de-escalation can be
considered. In specific situations such as longditay RA, DMARD de-escalation may be
considered even when complete glucocorticoid diseoation proves impossible, provided

the glucocorticoid dosage is first decreased tmpee than 5 mg/day. Ultrasonography to

27



check the absence of residual subclinical diseetbétg has not been found relevant to date
as a means of guiding DMARD de-escalation (seemetendation 3).

Studies have shown that after abrupt bDMARD disooiattion, the remission or
minimal disease activity is maintained in only aadimproportion of patients [6]. This
strategy is therefore not recommended. Recentghdili evidence shows, in contrast, that
targeted therapy de-escalation (by gradually deargehe dosage or increasing the dosing
interval) according to disease activity allows resion or minimal disease activity
maintenance in a significant proportion of patig6is Thus, recently published data on the
3-year extension phases of the STRASS and DRES®mared trials demonstrated that
changes in disease activity parameters (clinical,radiographic in STRASS) were not
significantly different between patients who deseghtheir TNBE antagonist dosage and
those who continued on the same dosage after acjiawremission (STRASS) or minimal
disease activity (DRESS) [110,111]. Studies of idia antagonist bDMARDs and of
JAK inhibitors remain scarce but seem to indicatglar conclusions [112-114]. Returning
to the initial targeted therapy dosage or dositgril in the event of a flare restored
adequate disease control in over 80% of patieri®, 114,115].

Most of the studies evaluating bDMARD or tsDMARD-elgcalation strategies were
conducted in patients who were also receiving csiRBAherapy. Consequently, targeted
therapy de-escalation after a remission is achishedld be preferentially considered in
patients who are also taking a csDMARD. Other gk factors are the time to remission
and the duration and depth of the remission [118,14chieving minimal disease activity

does not seem sufficient to initiate targeted thyeide-escalation [116].

Recommendation 13: In patients who have a sustaemadsion without targeted therapy or

glucocorticoid therapy, csDMARD de-escalation carcbnsidered.
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3.2.6.

The wording of this recommendation is slightly diént from that used in 2014, to
indicate that csDMARD de-escalation should be abrgid only in patients who are not
receiving glucocorticoid therapy and who are nothy@longer, taking targeted therapies.
Otherwise, de-escalation of the targeted therapuldrbe considered first. In addition, the
sentence fragment “as a medical decision share¢lebgatient and physician” has been
removed, as the task force considered that theideesharing concept is stated in general
principle A and therefore applies to all 15 recomdagions

De-escalation of csDMARD therapy can be considéerguhtients who are in sustained
remission without glucocorticoid therapy (see reo@ndation 12). Few studies have
focused specifically on csDMARD de-escalation [118 with targeted therapies, de-
escalation adapted to the level of disease actagms preferable over abrupt
discontinuation, which carries a high risk of rad@p118,119]. Given that remissions
without treatment are uncommon, sudden csDMARDadlisnuation can only be considered

in specific cases [116].

Global patient management

Recommendation 14: Treatment selection and adjudtsim®uld factor in a number of
considerations in addition to measured diseaseigctsuch as structural disease
progression, comorbidities, tolerance of the drirggtment adherence, and the patient’s

wishes.

The only change compared to 2014 is the additidneatment adherence.

Patient adherence to the therapeutic project isatun addition to full adherence,
patient involvement and persistence in applyingpih@macological and
nonpharmacological therapeutic measures must lzaénelok Recommendations about

adherence to pharmacological therapy of patients e¥ironic inflammatory joint disease
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were presented in 2017 by a French task force gltihi@ Rheumatology Expert Meetings
(Rencontres d’Experts en Rhumatolodieyraimond-Zemmoub et al., abstract SAT0691,
EULAR 2018). These recommendations include evalggtatient adherence at each visit
and, in the event of nonadherence, implementinmeaific intervention (TPE, motivational
interview). The tolerance of the prescribed medicest should also be factored into
medication selection and adjustment given its miagiwence on adherence to
pharmacological therapy.

In addition, this recommendation serves as a reenititht all the characteristics of the
patient, including for instance any comorbiditiesavish to conceive, should be taken into
consideration when making treatment decisions. ;Ttmgscomorbidity profile may influence
both the choice of the treatment target (see recemdiation 3) and the treatment response in
patients with RA, due to pathophysiological intei@ts between concomitant diseases,
effects on the evaluation of disease activity, aypharmacy [120].

Finally, as indicated in recommendation 12, sont&pts continue to experience
structural disease progression despite a low lefvelinical disease activity. Consequently,

the radiographic findings should be taken into aotavhen making treatment decisions.

Recommendation 15. Screening for and periodic ew@mins of comorbidities and their risk
factors, as well as periodic evaluations of theanagement, should be provided. The
management program should include lifestyle ad{ecg., about regular physical activity,

smoking cessation, and a healthy diet) and immtinizaipdates.

The previous recommendation 15, in which only cdiidities were mentioned, has
been replaced by general principle C. The curectmmendation has been added to detalil

the management of comorbidities.
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In patients with RA, the cardiovascular risk leigehigh, similar to that associated
with diabetes [121]. This excess risk is ascribableoth chronic inflammation and exposure
to medications such as glucocorticoids and nonskgrantiinflammatory drugs [122].
Achieving control of the inflammatory process byngsDMARDSs, most notably targeted
therapies, is associated with a decrease in tliovaiscular risk [122].

Cardiovascular risk management involves evaluatiegcardiovascular risk and
screening for conventional cardiovascular riskdex{smoking, diabetes, hypertension,
dyslipidemia, and obesity); interventions to cohtmnventional cardiovascular risk factors;
and control of the inflammatory process. As suggsebty EULAR, the rheumatologist is in
the best position to organize cardiovascular @&itdr screening and management in patients
with RA [123]. The cardiovascular risk is best exskd using HeartScdteThe level of
cardiovascular risk dictates the LDL-cholesterafjéd, the frequency of screening tests, and
whether cardiologist referral is in order. EULAR@Isuggests the use of Doppler
ultrasonography of the supra-aortic vessels, aprbsence of carotid artery plaque indicates
a high level of cardiovascular risk. Carotid artplgque is found in nearly 60% of patients
with RA [124].

Screening for and management of comorbidities idimited to an evaluation of the
cardiovascular risk. Patients with RA are alsoateased risk for infection, lung disease,
malignancy, gastrointestinal disease, osteoporastdepression, which may be induced by
the disease or its treatments [125]. In additicresning for these conditions is poorer in
patients with RA than in the general populatione Bareening tests for malignancies
recommended in the general population should bflenmeed, oral health checked, and
immunizations updated. In addition to the immuriaad recommended in the general
population, the influenza vaccine should be adrtenésl annually, the diphtheria-polio-

tetanus vaccine every 10 years, and the pneumdogaazine every 5 years in patients with
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RA [126]. Patients with no history of pneumocodoainunization should receive a dose of
the 13-valent conjugated vaccine followed at I8aseeks later by a dose of the 23-valent
nonconjugated vaccine. Patients who previouslyivedeonly the 23-valent nonconjugated
vaccine can be given a dose of the 13-valent catgugvaccine if the previous

immunization was performed more than 1 year eaigrerwise, they can be given a second
injection of the 23-valent nonconjugated vaccinkeast 5 years after the first. Patients
having previously received the 13-valent conjug&®d/alent nonconjugated sequence can
be given a second injection of the 23-valent nopagated vaccine at least 5 years after the
first. Other immunizations should be given accagdim the schedule recommended for the
general population.

Maintaining good oral health decreases the rigkfefction. In addition, due to the
associations that link periodontal disease and B& [128], improving oral health may
benefit the course of RA [129].

A variety of screening modalities can be used. Rfaalogists may implement a
screening program over several visits. Alternayivéle screening tests may be done at a
healthcare facility over a single day [130] or penfied in part by a specialized nurse [131].
The latest French and European recommendationg ati@ening for cardiovascular and
other comorbidities have been collected into alsidgcument to facilitate their application
by rheumatologists [132].

Lifestyle advice should be provided as part ofrttenagement of RA. Programs
designed to promote a healthy lifestyle have béemws to decrease the cardiovascular risk
[133]. Patients should be advised to engage inlaegiysical activity, which may also
decrease pain and improve quality of life and neofaB4]. Smoking cessation should be
recommended to decrease the cardiovascular ri€}.[$Bnoking cessation may also be

associated with decreased disease activity antter heatment response [136,137]. Finally,
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a healthy diet is recommended. The Mediterraneainadid a sufficient intake of omega-3
fatty acids (oily fish, fish oil, or supplement®srve to be recommended as they are
associated with a decreased cardiovascular risK dr3d with a small beneficial effect on
disease activity in patients with RA [139,140].clontrast, diets that exclude certain
components such as gluten or lactose have exhibdetinical efficacy (and no preclinical
efficacy in animal models). A gluten-free diet nisyassociated with an increased
cardiovascular risk [141,142] and a daily diet vathincreased risk of osteoporosis. Both
these diets should therefore be avoided.

Thus, patients with RA should be offered a globahagement program (Figure 4).

Discussion

Research continuously provides new information alatious domains related to RA
including the development of new treatments, thesileg of therapeutic strategies, and the
use of nonpharmacological treatments. This strgmguhic requires that management
recommendations be updated regularly to ensurénéredthcare professionals involved in
caring for patients with RA can tailor their praetito the most recent knowledge. Therefore,
in 2018, the SFR decided to update its previousmegendations issued in 2014.

This new set of SFR recommendations comprisesgeneral principles and 15
recommendations covering the full range of RA mamaent domains including the
diagnosis, pharmacological and nonpharmacologieatrnents, patient follow-up, and the
management of comorbidities.

The new recommendations intersect at many poirttstivbse issued in 2014, notably
regarding the central role for the rheumatologighie management of patients with RA; the
need for a therapeutic partnership between thenqtadind the rheumatologist; the

importance of providing a global management progeacompassing both the RA and any
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comorbidities and relying not only on medicatiomgt also on nonpharmacological means
such as rehabilitation therapy and TPE; and, fin#te need for attention to the individual
and societal costs of RA. Finally, as was the cag&914, the updated recommendations
highlight the importance of establishing the diagia@nd starting the treatment of RA as
early as possible.

However, the 2018 recommendations also differ vessd ways from those issued in
2014. The tsDMARDs recently introduced into therfetemarket are discussed. The task
force decided to give equal importance to JAK iitbits and to bDMARDs. Another
difference compared to 2014 is the statement thiatlsing to a medication with a different
mechanism of action in the event of primary treattriailure deserves preference. Finally,
greater emphasis is placed on promoting a heafdéstyle and managing the comorbidities
as a full-fledged component of the management aof RA

Most of the recommendations are based on a high tdevidence, obtained a high
level of agreement, and received strong gradesefiixor general principle B, the level of
agreement with each general principle and recomatemdwas lower among review panel
members than among task force members (Table &)aply in part because the review
panel did not have access to the full text of #dmmendations. The comments made by
the review panel usually involved issues that heehldiscussed by the task force and
developed in the text accompanying each recommiemd&iven the continuing active

research into RA, these recommendations will prgbaked to be updated in a few years.
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FIGURE LEGENDS

Figure 1. Categories of currently available disease-modifying anti-rheumatic drugs
Biologics includeabatacept, adalimumab, certolizumab pegol, etapgrgelimumab,

infliximab, rituximab, sarilumab, tocilizumab, aothers.

Figure 2. Setting treatment goals and or ganizing the management program (adapted
from Smolen et al. [2])

RA, rheumatoid arthritis; TJC, tender joint couBdC, swollen joint count; aVAS, visual
analog scale for patient assessment of diseas@goiRP, C-reactive protein; DAS28, 28-
joint disease activity score; SDAI, Simplified Dés® Activity Index; CDAI, Clinical

Disease Activity Index; HAQ, Health Assessment Qoesaire

Figure 3. Strategy for the phar macological treatment of rheumatoid arthritis (RA)

RFs, rheumatoid factors; ACPA, anti-citrullinategpfide antibodies; csDMARD,
conventional synthetic disease-modifying anti-rhatiomdrug; bDMARD, biologic disease-
modifying anti-rheumatic drug; tsDMARD, targeted#etic disease-modifying anti-
rheumatic drug; IL-6R, interleukin-6 receptor; JAKAK inhibitor; MTX, methotrexate;

LEF, leflunomide; SSZ, sulfasalazine; recs: recomadagions; TNF, tumor necrosis factor

Figure 4. Global management of patientswith rheumatoid arthritis (RA)
Diphtheria-tetanus-polio immunization every 10 weanfluenza immunization once a year;
pneumococcal immunization every 5 years; same stdéor the other immunizations as in

the general population
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DISEASE-MODIFYING ANTI-RHEUMATIC DRUGS

CONVENTIONAL SYNTHETIC:
csDMARDs (methotrexate, leflunomide,
sulfasalazine, hydroxychloroquine)

TARGETED THERAPIES

TARGETED SYNTHETIC: BIOLOGICS: bDMARDs
tsSDMARD:s (tofacitinib and - originators: boDMARDSs
baricitinib) - biosimilars: bsDMARDs



SHARED DECISION MAIN TARGET=REMISSION SUSTAINED
I Active RA with the patient about DAS28-ESR <2.6 or SDAI<3.3 or Evaluation* every F remission Evaluation* every ‘
the treatment target CDAI<2.8 or Boolean remission (TJC, 1 -3 months for 3 — 6 months 6 months
SJC, aVAS, CRP [mg/dL] <1) ; *

If Long-standinlg severe RA or Treatment modification if no response _'IjreaFmept
comorbidities, consider the after 3 months or failure to achieve the modification .lf target
alternative treatment target treatment target after 6 months not sustained

ALTERNATIVE = MINIMAL DISEAE EvaIuatiI* P— SUSTAINED Evaluati01n* F—
ACTIVITY: 2.6 < DAS28-ESR<3.2 or 1 -3 months minimal disease 6 months ‘
3.3<SDAI<11 or 2.8<CDAI<10 activity

for 3 — 6 months

* Evaluation of efficacy based on whether the treatment target is achieved. Annual evaluation of the functional impact of RA using the HAQ is recommended. Follow-up
radiographs are recommended, notably in patients with residual clinical activity and when the disease-modifying anti-rheumatic drug regimen is changed.



I 1st line (recs 6-8) I

Diagnosis of rheumatoid arthritis |_|

METHOTREXATE (MTX): optimal dosage (15-30
mg/week) within 4-8 weeks

+

‘ Glucocorticoid: low cumulative dose, 6 months ‘
max

If MTX
contraindicated

¥

Leflunomide (LEF) 20 mg/d
or Sulfasalazine (SSZ) up to 2-3 g/d

+

Glucocorticoid: low cumulative dose, 6
months max

/ YES: continue same treatment

Significant improvement after 3 months and
treatment target achieved after 6 months?

without glucocorticoids,

‘ then, if sustained remission

{

[N |

!

I >2"d |ine (recs 9-11) I

discuss csDMARD de-
escalation

FACTORS OF ADVERSE PROGNOSTIC

T

| YES SIGNIFICANCE?
Erosions, RFs/ACPA, moderate-to-high
activity, failure of >2 csDMARDs
ADD A TARGETED THERAPY

bDMARD (TNFa antagonist, IL-6R antagonist,
abatacept; if contraindication, rituximab)
or tsDMARD (JAKi)

SWITCH TO OR ADD ANOTHER csDMARD:
LEF, SSZ, MTX, alone or in combination

s

Glucocorticoid: low cumulative dose, 6
months max

/YES: continue same treatment

Significant improvement after 3 months and
treatment target achieved after 6 months?

‘ then, if sustained remission

without glucocorticoids,

{

discuss b/tsDMARD de-

escalation
L~ ]
l Manage the
remission
TARGETED THERAPY: (recs 12-13)

bDMARD TNFa antagonist,

IL-6R antagonist,
abatacept, rituximab) or tsDMARD (JAKi)




Global and multidisciplinary management
RHUMATOLOGIST, PRIMARY-CARE PHYSICIAN, physiotherapist/occupational therapist,
specialized nurse, cardiologist, dietician, dentist, psychologist, social worker

PATIENT INFORMATION
THERAPEUTIC EDUCATION
SHARED MEDICAL DECISION-

MAKING
Follow-up in con'unction_ PSYCHOLOGICAL support
Wpith the’ SOCIAL and
OCCUPATIONAL support
PRIMARY-CARE PHYSICIAN Patient
PHYSICAL ACTIVITY with RA Balanced diet
e as No high-risk exclusion
Rehabilitation therapy .
diets
* Orthoses and surgery

REGULAR EVALUATION £+ MANAGEMENT OF

cardiovascular risk factors: serum lipid assays (outside flares), blood pressure,
smoking, obesity

immunizations (influenza, DTP, pneumococcus) and cancer screening tests
oral health

the risk of osteoporosis

lung and gastrointestinal tract involvement

depression




Table 1. Definitions of terms

Terms Definitions
Factors of adverse prognostie Early bone erosions
significance

» Elevated laboratory markers of inflammation (ESR
and CRP)

* High swollen joint count

* Presence of rheumatoid factors and ACPAs,
particularly in high titersX3N)

* Moderate-to-high disease activity despite
csDMARD therapy*

* Failure of> 2 csDMARDs*

Sustained remissi Remissiol (according to composite criteria including
joint evaluation) sustained for at least 6 months

ESR, erythrocyte sedimentation rate; CRP, C-reagirotein; ACPA, anti-citrullinated
peptide antibodies; csDMARD, conventional synthdigease-modifying anti-rheumatic drug
*These factors predict a poor treatment resportbershan a poor prognosis.



Table 2. 2018 recommendations of the French Society for Rheumatology (Société
Francaise de RhumatologieSFR) about the management of rheumatoid arthritis (RA)

General principles and recommendations Level of
evidence

Grade

Agreement,
Task force
Mean (SD)

Agreement,
Review
panel

Mean (SD)

GENERAL PRINCIPLES

A. The optimal management of patients with RANA
requires a dialogue between the rheumatologist
and patient to ensure that the patient receives the
information and education needed to share in his
or her management decisions.

B. The rheumatologist is the specialist w NA
should be in charge of managing patients with
RA. The primary-care physician plays a crucial

role in detecting RA and in providing follow-up

in conjunction with the rheumatologist.

C. Patients with RA should be offered a globAlA
management program including drug treatments,
therapeutic patient education and, as appropriate,
comorbidity management, psychological
support, assistance with social and occupational
issues, functional rehabilitation, and/or surgery.

D. The cost of RA and of its consequences NA
treatments, for both the individual and society,

should be considered when making treatment
decisions.

NA

NA

NA

NA

10 (0)

9.7 (C.8)

9.7 (0.6)

9.3 (1.0)

9.3 (1.2)

9.8 (C.6)

9.2 (1.3)

7.6 (2.9)

RECOMMENDATIONS

Diagnosis
1. A diagnosis of RA should be lIb

« considered in patients with specific clinical
findings such as joint swelling (clinical
arthritis), morning stiffness lasting longer
than 30 minutes, and a positive hand or
forefoot squeeze test

» then confirmed as promptly as possible
(ideally within 6 weeks) by a physical
examination performed by a rheumatologist,
laboratory tests (erythrocyte sedimentation
rate [ESR], C-reactive protein [CRP], anti-
citrullinated protein antibodies [ACPA], and
rheumatoid factors [RFs]), and imaging
studies (radiographs with or without

9.7 (0.5)

9.4 (1.0)




ultrasonography), after ruling out the
differential diagnoses.

2. As soon as RA is diagnosed, diseada-
modifying treatment must be initiated.

3. The treatment target is achieving ard
maintaining a remission or, at least, minimal
disease activity. A clinical remission is defined
as the absence of signs and symptoms of
significant inflammatory activity.

4. Disease activity should be measured u: la
validated composite criteria, including joint
indices.

5. Follow-up should be provided by &b
rheumatologist at closely spaced intervals (every

1 to 3 months) as long as the disease is active.

Treatment adjustments are in order in patients
who fail to improve within 3 months or to
achieve their treatment target within 6 months.

First-line tr eatment

6. . Methotrexate is the fir-line DMARD in la
patients with active RA, starting at a dosage of at
least 10 mg/week then reaching the optimal
dosage within no more than 4-8 weeks.

7. In DMARD-naive patients who havda
contraindications or early intolerance to
methotrexate, leflunomide and sulfasalazine are
good alternatives.

8. While awaiting the effects of csDMAR Ia
therapy, oral or parenteral glucocorticoid therapy
can be considered, in a low cumulative dosage, if
possible for no longer than 6 months. The
glucocorticoid dose should be tapered to nothing
as promptly as possible.

Second and subsequent treatment lines

9. In patients with an inadequate response or
intolerance to methotrexate, the treatment must

be optimized.
#

* In patients with adverse prognostic factorsl,
add-on bDMARD or tsDMARD therapy can
be considered, using a TNF antagonist,
abatacept, an IL-6 pathway antagonist, a
JAK inhibitor, or, under specific
circumstances, rituximab.

A

9.9 (0.5)

9.8 (0.4)

9.6 (C.7)

9.8 (0.4)

9.3 (1.0)

9.5 (0.8)

9.0 (1.2)

9.2 (0.9)

9.4 (1.0)

9.3 (1.1)

9.1 (1.5)

9.3 (1.2)

8.5 (2.0)

8.8 (1.7)

8.6 (2.1)

8.4 (2.1)




« In patients without adverse prognostit/
factors, a switch to another csDMARD
(leflunomide, sulfasalazine) or the
combination of several csDMARDs can be
considered; if this strategy fails or is
contraindicated, targeted therapy (with a
bDMARD or tsDMARD) should be
considered.

10. All targeted therapies (bDMARDsor la
tsDMARDS) are best used in combination witfib
methotrexate..

11. Patients whofail a first targeted therap ‘la
(bDMARD or tsDMARD) should be switched to’V
another targeted therapy. In the event of primary
failure, a switch to a targeted therapy that has a
different mechanism of action may deserve

preference.

Managing disease remission

12. In patients who have a sustained remissidmn
without glucocorticoid therapy, a decrease in the
targeted therapy dosage must be considered.

13. In patients who have a sustained remis: IV
without targeted therapy or glucocorticoid
therapy, csDMARD de-escalation can be
considered.

Global patient management

14. Treatment selection and adjustment should
factor in a number of considerations in additiditb
to measured disease activity, such as structural
disease progression, comorbidities, tolerance of
the drugs, treatment adherence, and the patient’s
wishes'

15. Screening for and periodic evaluations °®lib
comorbidities and their risk factors, as well as

periodic evaluations of their managemertt|V
should be provided. The management program
should include lifestyle advice (e.g., about

regular physical activity, smoking cessation, and

a healthy diet) and immunization updates.

D

9.5 (C.7)

9.6 (C.6)

9.1 (1.4)

9.0 (1.4)

9.8 (0.4)

9.4 (C.9)

8.9 (2.0)

9.0 (1.5)

8.7 (1.9)

8.7 (2.1)

9.6 (0.8)

9.1 (1.7)

Recommendations are graded based on the levebdeflyimg evidence; A is the highest

grade.
NA, not applicable

®Agreement scored on a 0-10 scale where 10 indicat@plete agreement






