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» La prise en charge de la polyarthrite rhumatoide (PR) évolue
d’année en année, raison pour laquelle 'TEULAR estime que les
recommandations de prise en charge doivent étre actualisées tous
les 3-4 ans en se basant évidemment sur les dernieres donnees et
sur I'évolution des niveaux de preuve

» C’est Jozef Smolen (Vienne) qui a présenté I'actualisation 2022 de
ces recommandations en les comparant a celles de 2019




EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs

EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs: 2013 update

EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs: 2016 update

EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs: 2019 update

eular

2010
3 overarching principles
15 recommendations

2013
3 overarching principles
14 recommendations

2016
4 overarching principles
12 recommendations

2019
5 overarching principles
12 recommendations



Que disent les recommandation EULAR
2022 ?
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Il a été juge opportun d’évaluer a
nouveau :

1/ quels nouveaux médicaments ont été approuvés ou ont réussis
'essai de phase 3 ?

2/ quelles nouvelles informations ont émergées des essais ou des
patients ?

3/ Des problémes d’innocuité sont ils apparus lors d’essais cliniques
ou des registres?

4/ Existent- il de meilleures preuves aujourd’hui pour les

recommandations qui n’étaient basées que sur un faible niveau de
preuves en 20197

5/ Une des recommandation a-t-elle été contre dite depuis 2019?



les principes géeneéeraux :
e s

Overarching principles 2019 = 2022

A. | Treatment of RA patients should aim at the
best care and must be based on a shared
decision between the patient and the
rheumatologist.

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

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

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.

E. | RAincurs high individual, medical and societal | | |oa:9.4- 9.9
costs, all of which should be considered in its
management by the treating rheumatologist. LoA: 3.7/ -10.0




LES RECOMMANDATIONS:

Les experts n’ont pas touché aux 5 premiéres recommandations:
1. DMARD doit étre commencé des que le diagnostic est pose.

2. Atteindre un objectif de remission soutenue ou de faible activité
chez tous les patients.

3. la surveillance fréquente lorsque la maladie est active (tous les 1
a 3 mois); si pas d'amelioration 3 mois maximum ou si I'objectif
non atteint apres 6 mois, le traitement doit étre ajuste.

2. le méthotrexate (MTX) doit faire partie de la 1¢ ligne de
traitement.

5. Sl contre-indication au MTX (ou une intolerance precoce),
léflunomide ou sulfasalazine doivent étre envisagés en 1°¢ ligne.




Final Set of Recommendations -2022 Update

Recommendations 1-5 - 2019 = 2022

1. | Therapy with DMARDs should be started as soon as
the diagnosis of RA is made. (A)

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

3. | Monitoring should be frequent in active disease (every
1-3 months); if there is no improvement by at most 3
months after the start of treatment or the target has
not been reached by 6 months, therapy should be
adjusted. (B)

4. | MTX should be part of the first treatment strategy. (A)

5. | In patients with a contraindication to MTX (or early
intolerance), leflunomide or sulfasalazine should be
considered as part of the (first) treatment strategy. (A)

LoA:9.0-9.8 LoA:9.1-9.9

eular




Premiere thématique remise en
question

Final Set of Recommendations -2022 Update eular

Recommendation 6 - 2019

6. | Short term glucocorticoids should be
considered when initiating or changing
csDMARDS, in different dose regimens and
routes of administration, but should be
tapered as rapidly as clinically feasible. (A)

.




1/ corticothérapie

Phase |

No contraindication for methotrexate ( Clinical diagnosis of \ Contraindication for methotrexate

L Rheumatoid Arthritis' J

Start Combine with short-term Start leflunomide

4
+
+
N

methotrexate’ glucocorticoids or sulfasalazine
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2021 American College of Rheumatology Guideline for the
Treatment of Rheumatoid Arthritis
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GLUCOCORTICOID PERSISTENCE

Medline, EMBASE, Web of Science & Cochrane Central, Emcare,
Academic Search Premier

09/02/2021
n=7160

N = 4493 articles + n=2667 meeting abstracts

—[ Duplicate (n=424)

)

4[ Excluded by title & abstract (n=6386) ]

L

|

For detailed review
N =350

|

/+ NoRCT (n=9)

+ No RA (n=6)

« GC not part of initial therapy (n=3)

+ GC not used as bridging therapy
{n=50)

+ <12 months follow-up (n=1)

« Not DMARD naive (n=18)

+ No full text (n=125)

* Duplicate (n=1)

~

N =137
10 unique studies

N\

Bergstra S.A, et ol {in preporation)

16
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SAFETY

Observational

One

*adjusted for
baseline HAQ &
DAS28

Ocon 2021
Ann Rheum Dis

*adjusted for
baseline HAQ & CDAI

GC use and risk of cardiovascular disease

cohort

CorEvitas
(formerly
Corrona)

10y

Max. 16y

No GC use
Ever GC use

Duration of GC use <5y
>S5y

i <
I >1000 mg

Van Stijl 2014 PLoS CARRE

0.89 (0.26; 3.09)

0.71(0.15;3.27)
1.48 (0.21; 10.45)

10.42005:3.301
1.80 (0.37; 8.74)

“ Registry m Comparison groups | aHR

Cumul. Dose prec.1y: 1-500mg  0.93 (0.60; 1.45)
501-1100 mg 1.18 (0.83; 1.70)
1101 - 2100 mg 1.47 (1.06; 2.03)
>2100 mg 1,74 (1.25; 2.43)

dergstro $.A. et ai fin preparation)
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EFFICACY

More Evidence: MTX+GC is Non-Inferior to MTX+bDMARDs

Non-inferiority
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Final Set of Recommendations -2022 Update 9U| ar

Recommendation 6 - 2019 Recommendation 6- 2022
6. | Short term glucocorticoids should be 6. | Short term glucocorticoids should be
considered when initiating or changing considered when initiating or changing
tsDMARDs, in different dose regimens and csDMARDs, in different dose regimens and
routes of administration, but should be routes of administration, but should be
tapered as rapidly as clinically feasible. (A) tapered and discontinued as rapidly as
clinically feasible. (A)

loA: 89113 LoA:9.3+1.2

la recommandation n° 6 demande d’envisager un GC a court terme a l'initiation ou au
changement de DMARD conventionnel quel que soit son dosage et son mode
d’administration, a condition de le titrer vers le bas et de I’arréter (notion ajoutée
par les experts) aussi rapidement que cliniguement faisable




Final Set of Recommendations -2019 Update eular

Recommendation 7 - 2019 =2022

7. | If the treatment target is not achieved with
the first csDMARD strategy, in the absence
of poor prognostic factors, other csDMARDs
should be considered. (D)

loA:8.411.6 loA:8.6t14

4

si 'objectif de traitement n’est pas atteint avec la premiére stratégie par DMARD
conventionnel, en 'absence de facteurs de mauvais pronostic, d’autres DMARD

doivent étre envisagés. Cette recommandation inchangée conserve un tres haut
taux d’approbation de la part des experts




Deuxieme thématique remise en
gquestion

Phase I
Poor prognostic factors present Poor prognostic factors absent 3 u I a r
(RF/ACPA, esp. at high levels Ve A i
hgh dizease activty, early joint damage
faulyre of = 2 csDMARDS)
Add a bDMARD®! Change to or add a second
or conventional synthetic DMARD®
a JAK-inhibitor® l Leflunomide, sulfasalazine —
alone or csDMARD combination®
(plus glucocorticonds)
Improved
at 3 months
and achieved target at Yesy, .
& months?? Dose reduction /
contkwie’ interval increase” in
sustained remission*
\
; No {

Phase lll

{

Change the bDMARD® Henged
QI boRS S T
D and achieved target at ,
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Cardiovascular and Cancer Risk
with Tofacitinib in Rheumatoid Arthritis

Steven R. Ytterberg, M.D., Deepak L. Bhatt, M.D., M.P.H.,

Ted R. Mikuls, M.D., M.S.P.H., Gary G. Koch, Ph.D., Roy Fleischmann, M.D.,
Jose L. Rivas, M.D., Rebecca Germino, Ph.D., Sujatha Menon, Ph.D.,
Yanhui Sun, Ph.D., Cunshan Wang, Ph.D., Andrea B. Shapiro, M.D.,

Keith S. Kanik, M.D., and Carol A. Connell, R.N., Ph.D.,

for the ORAL Surveillance Investigators*
Ytterbera SR ot . NEIM 2022, 386, 316326
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MACE ORAL Survelllance massainbes

Non-inferiority was not demonstrated for the coprimary endpoint: upper limit of the 95%Cl > 1.8

A Hazard Ratio for MACE

Companison Hazard Ratio [95% CI)

Tofaotinin, 5 mg twice dady, vs. TNE inkibitoe —%—0—;— 124 081 281)
Tofaotinin, 10 mg twice daly, vs. TNF inhibitor —— 143 0.94-218)
[Combined tofacitirib doses vs, TNF inhybitor s, A 133 051-194)
Tofstinib, 10 myp twice dady, v» —t— | L35 a-00)

tohotn®, 5 mg twice dady

Malignancies  ORAL Surveillance
Non-inferiority was not demonstrated for the coprimary endpoint: upper limit of the 95%Cl > 1.8

A Hazard Ratho for Cancers, Excluding NMSC

Comparison Hazard Ratio (95% Cl)

Tofacitonb, § =g twice daddy, vs, TNF inhibetor ——p— 147 (1.00-2.18)
Lofacenib, 10 mg twice daily, vs. TNF irhiror — 1.48 {1.00.2.19}
l{_mv‘bmr.‘ tofaotmib doses vs. TNF inhibaor e La8 (1 04-200) I
Tolactaub, 10 myg twee darly, ve ——— | LW 70143

tofacitinib, § mg twice daily

0 15 20 35 30 35 40 4%

Ytterberg SR ot ol NEIM 2022, 386, 316326




Final Set of Recommendations -2022 Update

Recommendations 6-8 - 2019

If the treatment target is not achieved with
the first csDMARD strategy, when poor
prognostic factors are present, a hbDMARD
or a tsDMARD should be added. (A)

Recommendations 6-8 - 2016

LoA:9.3%1.0

If the treatment target is not achieved with
the first csDMARD strategy, when poor
prognostic factors are present, a bDMARD
era-tsBMARD-should be added (A); JAK-
inhibitors may be considered, but pertinent
risk factors®* must be taken into account.
(A, B)

* The following risk facters for cardiovascular events
and malignancies must be considered when intending
to prescribe a JAK-inhibitor: Age over 65 years,
history of current or past smoking, other
cardiovascular risk factors, other risk factors for

malignancy, risk factors for thromboembolic events

LoA:9.1%1.1

eular




Si I'objectif non atteint avec les DMARD conventionnel et en présence
de facteurs de mauvais pronostic, un DMARD biologique doit étre
ajoute.

Nouveauté: les inhibiteurs JAK peuvent étre envisages a condition
de tenir compte des facteurs de risque:

1/un age > 65 ans
2/un tabagisme recent ou passé

3/les facteurs de risque cardiovasculaire classiques, y compris
pour le risque thromboembolique

4/les facteurs de risque oncologiques classiques




Final Set of Recommendations -2022 Update eular

9. bDMARDs and tsDMARDs should be combined
with a csDMARD; in patients who cannot use
csDMARDs as comedication, IL-6 pathway in-
hibitors and tsDMARDs may have some ad-
vantages compared to other bDMARD:s. (A)

9.

bDMARDs and tsDMARDs should be combined
with a csDMARD; in patients who cannot use
csDMARDs as comedication, IL-6 pathway in-
hibitors and tsDMARDs* may have some ad-
vantages compared to other bDMARDs. (A)

LoA:8.9+1.1

LoA:9.210.9

les DMARD biologiques et les DMARD ciblés synthétiques doivent étre associés a un

DMARD conventionnel

Chez les patients qui ne peuvent pas utiliser un DMARD conventionnel en Co médication,

les inhibiteurs de la voie IL-6 et les DMARD ciblés peuvent présenter certains avantages par
rapport aux autres DMARD biologiques. Cette recommandation est inchangee




Phase lll

|

Change the bDMARD" or
a JAK-inhibitor**

(from a different or the same class)

ke

Improved
at 3 months
and achieved target at
6 months?*

No

‘r‘esl

Continue

Dose reduction /
interval increase’ in
sustained remission®

Ann Bheum s 2020; 79: 68599




10.

Final Set of Recommendations -2022 Update eul ar

If a bDMARD or tsDMARD has failed, treatment
with another bDMARD or a tsDMARD should be
considered; if one TNF inhibitor therapy has
failed, patients may receive an agent with
another mode of action or a second TNF
inhibitor. (A)

LoA:8.9%1.2

10.

If a bDMARD or tsDMARD has failed,
treatment with another bDMARD or a
tsDMARD* should be considered; if one TNF-
or IL-6 receptor inhibitor therapy has failed,
patients may receive an agent with another
mode of action or a second TNF-/IL-GR
inhibitor. (A)

LoA:9.3+0.8

Si un DMARD biologique ou un DMARD ciblé n’a pas agi, un traitement par un autre
DMARD biologique ou un DMARD ciblé doit étre envisagé

Si un traitement par un anti-TNF ou un anti-IL-6 (rajouté) a échoué, les patients
peuvent recevoir un agent avec un autre mode d’action ou un second anti-TNF ou anti-
IL-6 (rajouté);




Final Set of Recommendations -2022 Update 9U| ar

11. |If a patient is in persistent remission after_
having tapered glucocorticoids, one can
l:nnsin:-lertaperir;g bDMARDs or tsDMARD,
especially if this treatment is combined with a
csDMARD.(A)

A

After glucocorticoids have been discontinued
and a patient is in sustained remission, dose
reduction of DMARDs (bDMARDs/tsDMARDs
and/or csDMARDs) may be considered. (A)

12. | If a patient is in persistent remission, tapering
the csDMARD could be considered. (B)

LoA:9.2+1.0

LoA:9.0+1.1

loA:9311.1

si un patient est en rémission persistante et apres arrét des GC, on peut envisager de
réduire les DMARD (biologigues, ciblés et/ou conventionnels).

Les experts ont supprimé la notion «surtout s’ils ont été combinés a un DMARD
conventionnel»




Phase | Preliminary Draft !

No contraindication for methotrexate ( Clinical diagnosis of W Contraindication for methotrexate
L Rheumatoid Arthritis' J

Combine with short-term _
s Start 4 lucocorticoids i Start leflunomide :
methotrexate’ (reduce and stop as or sulfasalazine
rapidly as possible)
ll

Improved
at 3 months
and achieved target at
6 months??

Yes@

Dose reduction in

Continue ¢ AR
sustained remission*

No

\
=




Preliminary Draft | |
Phase Il ry Draft
Poor prognostic factors present Foor prognostic factors absent
(REACPA, asp. at tigh levels,
high dizease aclwvity, early joini damage,
failure of 2 2 csDMARDs)
Add a bDMARD?, Change to or add a second
Consider use af a conventional synthetic DMARD
onl a.:tiﬁl-slrgﬁ::tgsrmenl’“ l Lellunomide, sufassiazine, e
y alone or csDMARD combination’

iplus glucocorticoids)

Improved
at 3 months
and achieved target at

YEEfL

& months?? Dose reduction /
. . i
Continue lnter\jral mc:rea_se_ g
sustained remission’
N,
No £

Phase Il




Phase lll

Preliminary Draft !
Improved
Change the bDMARD ? or at 3 months
JAK-inhibitor® E and achieved target at Yes
6 months?®
Dose reduction /
Contiris. 1> interval increase® in
No sustained remission*

\

/

f. 2010 ACR-EULAR classification criferia Can Suppart éary dagnoss.

P "Methotrexate shoukd be part of the first reatment shategy”. Wile combinabon tharapy of cSOMARDS & nat
preferred Dy e Task Force, starting wilh meatholrexade does nol exciuge £3 vse in combnanon with other
CSDMARDS athough more Soverse events without aaded denefl are 10 be expected, aspecialy ¥ MTX is
combnad il GiuCocoriCos

3. The readment 1a0al i CRNICET r&MsHon acoording 0 ACR-EULAR 0alnhons o, # renvasion i unirely 10 be
achevable, af ieast low dsease actiy, the farpal should be reached after 6 manms, but therapy should be
adapted or changed Ffinsumoent Improvemeant (1lass Mman 50% of disease actvily) /s seen after 3 months.

M. Sustained ramvssion = 6 months ACR/EULAR indey Dased o Bookan remission

5. Conader conraviaicadons and nsks TNF-nHD&s (adalmomad, cenizumad  elanercenl Qownumab
infomad, ncluaing EMAFDA approved bSOMARDS), abatacapt IL-6R inhidiors, or miuximab under Cermain
CONRAONG); I paBents who cannot 156 cSOMARDS a5 comeaicabon AL 6-nhxtors and isOMARDS have some

advantages

6. The fodlowing sk factors L Cardiovascular evants and malgnancias mus! De considared nhen infendng
prescnte a JAK-nhdor Ape over 65 years, Isiory of CLITEN! o Past SMONING, ofher CaThOVasCLiar sk s
ofher NS factors for malgnancy, [sk fACIors for omboamboic events

7 The most frequently used COmMWANAN COMDSEs Mmethotrexale, SUrasalaane and hydroxyChiorogune

8. Dose recucton or mntenval ncrease can be safsly done with al DOMARDS and SOMARDS win itde nisk of
Mares; SI00PNG 15 ASSOCAT W High M5 fafes; MOs DUt N0t &9 PAbeNts Can racapiure Mes uod S8 Lo
re-instiudon of the same DOMARDSOMARD, but bafre af (i glucocooas must have bean dscontrued

Y From a dfferent or the same clase




Conclusion

» Les 5 principes généraux restent inchangeés

» 6 des 12 recommandations st inchangees
(2022:seulement 11 recommandations)

» L'association MTX + GC est recommandée avec plus de
force




Conclusion

» La nécessité d'une réduction et d’'un arrét rapide de la
corticothérapie est plus clairement souligné.

» Par ailleurs, les inhibiteurs JAK ne sont recommandés
gu’'en I'absence de facteurs de risque.

» Enfin, la réduction de dose des DMARD, gu’ils soient
biologiques/ synthétiques ciblés ou conventionnels, est
de plus en plus d’actualité, mais toujours apres avoir
obtenu l'arrét des GC.




