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>> Mapia 46 eTwv , TpamellkO OTEAEXOC , TIAVTPEUEVN , UNTEPA 2 TTALSLWV

- Npoodatn dtayvwon PA (+) ... Arto 6unvou (mpwiun PA)

>> e Kanviopa (-), AAkOOA : social drinker,
BMI 27, 6ev yupvadletal (kaBiotikn {wn) , Aouto LoTopLko : (-)
* MTX 15 mg/ week + prednisone ~ 2,5-5 mg /day

_

5.1 3.2 26

v apBpalyiec : Kupilwc XepLwV Kal yovatwy armo 2 etiac pe NA
v’ g/e:RF (++), ACPA (+++), ESR : 40 mm/Hg , CRP : X2, Aoutd : K

& AVERaPKN¢ avtarnokplon o€ pedotpeéatn







EULAR vs ACR stance on the use of glucocorticoids

EUROPEAN ALLIANCE AMERICAN COLLEGE
ey OF RHEUMATOLOGY
EDUCATION +* TREATMENT +« RESEARCH

eular

2022 EULAR recommendations? 2021 ACR guidelines?
Short-term glucocorticoids should be Initiation of a csDMARD without short-
considered when initiating or changing term (<3 months) glucocorticoids is
csDMARD:s, in: conditionally recommended over

e different dose regimens and initiation of a csDMARD with short-term
* routes of administration glucocorticoids for DMARD-naive

patients with moderate-to-high disease
activity

but should be tapered and discontinued
as rapidly as clinically feasible.

ACR, American College of Rheumatology; csDMARDSs, conventional synthetic disease modifying anti-rheumatic drugs; DMARD, disease-modifying anti-rheumatic Adapted from:
drugs; EULAR, European Alliance of Associations for Rheumatology. 1. Smolen JS, et al. Ann Rheum Dis. 2023;82:3-18; 2. Fraenkel L, et al. Arthritis Care Res (Hoboken). 2021;73:924-39.



>> Patients with bridging GC therapy vs non-bridging GC therapy
had more rapid improvement in 6 months (similar late use)
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=@~ No GC bridging initially =@~ GC bridging initially
*Indicates a significant result p<0.01. Adapted from:

DAS28, Disease Activity Score based on 28 joints; GC, glucocorticoid. 1. van Ouwerkerk L, et al. Ann Rheum Dis. 2023;82:145.
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Moapia 46 eTwv, TPATE(LKO OTEAEYOC ,
TIAVIPEUEVN , LNTEPQA 2 TTALOLWV

- Npoodatn diayvwon PA (+) ...

AT6 6pivou (mpdsiun PA) -Mowo¢ eival o otoxoc Oepamneiog
e Kanviopa (-), AAkoOA : social drinker, Vla aUtr'lV trlv aceevr’l;

BMI 27, 6ev yupvaletal (kabiotiki (wn)
4
n vgeon

AoUto LoToPLKO : (-)

 MTX 15 mg/ week
* Prednisone ~ 2,5-5 mqg /day
* DAS28:4,47 MDA

-Mowo¢ giva 0 81k6¢ TNC GTOXOC;

v apBpalyiec : KUPLWC XEPLWV KOl YOVATWY
arno 2 etiag pe NA
v gfe:
, \ounad : ko

Avenapknc avrarokpion o€ MTX



Tt O€Aoupe gMELC Ko TL N alcOevAC pagc;

 ‘EAEYX0OG TOU TTOVOU KOl KOTtWOoNG,

* Evepyotnta vooou BeAtiwon tou UTvou
* ApOpwoeLg * BeAtiwon tng kKaOnuepvotTnTOG
* QKTWVOAOYLKN TPO0SOG * |[kavotnTa Epyaciog

* Aveéaptnoia

i

Is this important? YES

Different expectations can lead to patient anxiety, poor adherence to therapy, and treatment
failure

oll
I

|
o!

Adapted from: 1. Strand V, et al.  Rheumatol. 2015;42(11):2046-54; 2. Khan NA, et al. Arthritis Care Res (Hoboken). 2012;64(2):206-14; 3. Van Hulst LT, et al. Arthritis Care Res (Hoboken). 2011;63(10):1407-14;
4. Gossec L, et al. Ann Rheum Dis. 2009;68(11):1680-5; 5. Orbai AM, et al. Ann Rheum Dis. 2017;76(4):673-80; 6. Garrido-Cumbrera M, et al. Rheumatol Ther. 2017;4(2):219-31.



>> The patient perspective on remission in rheumatoid arthritis:
‘You've got limits, but you're back to being you again’

* n:47 aoBeveic pe PA
- 66% yuvaikeg
- 9 £tn SLApKELOL VOOOU

| R‘d“dlon >

Ann Rheum Dis. 2015 Jun:74(6):1004-10. doi: 10.1136/annrheumdis-2013-204798.



O n: 274 acBeveic pe PA
- 75% yuvaikeg , 57 etwv
- 12 €tn SLapkeLla vooou

YYnAdtepn tepapxnon twv acOsvwy :

Yriapxel cupnvoia andPewv yia tnv vdpeon
YEVIKOTEPA ( petafl ylatpwv Ko acOevwv)

TTOVOC

KOTtwon
ll. Avefaptnoia

Table 2 Concordance between two patient-derived remission definitions and the ACR/EULAR remission definition (count (percentage))

Self-reported remission ACR/EULAR remission
Yes No Total Yes No Total

ACR/EULAR remission

Yes 25 (51) 4 (6) 29 (24)

No 24 (49) 66 (34) 90 (76)

Total 49 (100) 70 (100) 119 (100)
RAPID3 remission

Yes 63 (61) 17 (10) 80 (30) 28 (97) 21 (29) 49 (42)

No 40 (39) 151 (90) 191 (70) 103) 67 (76) 68 (58)

Total 103 (100) 168 (100) 27 (100) 29 (100) 88 (100) 117 (100)
Yes 8 (40) 2(0) 10 (21) 7 (54) 3(9) 10 (21)
CDAI*

No 12 (60) 25 (93) 37 (79) 6 (46) 31 (91) 37(79)

Total 20 (100) 27 (100) 47 (100) 13 (100) 34 (100) 47 (100)
Table 3 Most important domains by site

Bristol Vienna Amsterdam Paris Copenhagen USA

Top 3

1 Pain Pain Pain Pain Pain Pain

2 Fatigue Independence Fatigue Fatigue Fatigue Fatigue

3 Independence Stiffness Independence Independence Swelling Swelling
Domains rated as essential (%)

1 Pain (67) Independence (53) Pain (57) Pain (72) Pain (51) Pain (70)

2 Fatigue (66) Phys func (51) Phys func (46) Mobility (72) Phys func (49) Fatigue (60)

3 Mobility (66) Pain (47) ADL (43) Phys func (67) Work (49) Independence (58)

4 Independence (50) Mobility (43) Independence (41) Family (56) Mohility (46) Swelling (56)

5 Phys func (50) Mental (43) Mobility (39) Indep (56) ADL (44) Mobility (54)

Ann Rheum Dis. 2017 May;76(5):855-861. doi: 10.1136/annrheumdis-2016-209835.



>> OL mPoodOKLEC KalL N LKavoToinon Twv acBevwv

» n:121 aocBeveic pe PA
- 82,6% yuvaikec , 64,8sTwv
- 8,4 £tn SLApKELDL VOOOU

- mean DAS28-ESR 4.5) ,(mean [SD] HAQ-DI1.1 [

| Oigioduaon BioAoyikKwv TTAPOANO TNV EVEPYO

vooo : 43,8% - Bdmard

| IkavoTtToinon Twv acBevwy yia Tnv Bepartreia
Tou AauBdvouy : 66,9 % IkavoTroinon

Arthritis Res Ther. 2020 Sep 29;22(1):226. doi: 10.1186/5s13075-020-02313-w.
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Patient Expectations Questionnaire ltems



» Mepimrwon #1 @

Mowog eival o otoxo¢ Bepaneiac ocac yia

Mapia 46 eTwv, TPAENKO OTEAEXOC , , ,
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TIAVIPEUEVN , LNTEPQA 2 TTALOLWV

- Npoodatn diayvwon PA (+) ...

Arto 6unvou (rpwiun PA)

e Kanviopa (-), AAkoOA : social drinker,

BMI 27, 6ev yupvaletal (kabiotiki (wn) , V
AoUto LoToPLKO : (-) A. Yogeon

« MTX 15 mg/ week B. Meiwon onpeiwv KoL CUUMTTWHATWV V
* Prednisone ~ 2,5-5 mqg /day
* DAS28 : 4,47 MDA C. BeAtiwon tng owotntog {wng V

) ?
v apBpalyieg : KUplwg XEPLWV KAl YOVATWVY D. aAro?

arno 2 etiag pe NA
v g/e:
, \ounad : ko
0 O0To)0¢ Fepanciac eival mavrta cUVIETOC

Avenapknc avrarokpion o€ MTX







Treatment strategy for remission

Remission induction

-before joint damage

* Intensive treatments with
MTX + a bDMARD or + a JAKi

NSAIDs

\

Remission maintenance

-prevent joint damage

* Management and
adherence

 Safety monitoring

* Efficacy maintenance

* Patient-reported outcomes

 Discontinuation of GCs and

De-escalation of DMARDs

— for drug holiday

* De-escalation of DMARDs
* Dose reduction?
* Increase interval?
* Withdrawal

* Monitoring joint damage and flare

* Patient-reported outcomes

* Social remission and prognosis

Early, intensive
and appropriate
intervention

Remission

. Deep remission
maintenance

Biologic-free
remission

Drug-free
remission

Disease activity, including SDAI, CDAI, HAQ-DI

—_—) -

CURE

0 0.5

Treatment duration (year)

3

Tanaka Y. Rheumatol. 2021;60:vi12-vi20



>> ‘ExeL onpaotia o xpovog enitevénc tng vdeonc ;

3 £€tn petd tnv Sudyvwon 5 étn petd tnv Sdyvwon

Table 2 Three-year outcome for patients with rheumatoid arthritis

with persistent moderate disease activity (group 1) and sustained Table 4 Five-year outcome for patients with rheumatoid arthritis
DAS28 remission (group 2) during the first year of follow-up with persistent mod di iity (group 1) and s
Group 1 Group 2 P~ 8
Cnstooeme wsiakie =t ] p Vakue DAS28 remission (group 2) during the first year of follow-up
mss 1612149 1124118 0.019 Group 1 Group 2
AmTSS from day 0" 10.8+6.5 6.5+8.9 0.006 Outcome variable (n=107) (n=155) p Value
AMTSS>51{%) 56.0 39.2 0.021 o
DAS28 remission (%) 774 81.0 <0.0001 DAS28 remission (%) 392 80.7 <0.0001
SDAI remission (36) 138 56.0 <0.0001 SDAI remission (%) 240 59.6 =0.0001
ACREULAR remissiont: (%) 103 0.4 <0.0001 ~ACRIEULAR remission® (%) 215 474 0.0003
HAG-DI 0.68+0.61 0.2110.38 <0.0001 HAQDI D5R0.50 038 T
HAQ—DI <0.5 (%) 43.7% 80.6 <0.0001 S .
~—Wissed workidayss TST 37767 HAQ-DI <0.5 (%) 516 807 <0.0001
Missed workdays=01 (%) 51.4 TN 0.007 TS WK e T 212013309 A |1 11 T
Data are mean+5D unless indicatad. No missed workdays=04 (%) 46.7 b2.6 oo
“Change in mT55 from day 0; tchange in mT5525 from day 0; $+Boolean definition; -
§mean missed workdays since baseline; fipercentage of patients without any missed Mmmmm e | o
mummmmdmmnwm ithout any missed workd mﬁ. SR
Questionnaire-Disability Index; mTSS, van der Heijde modified total Sharp score; SDA, ACR/EULAR, American College of Rheumatology/European League Against
Simplified Disease Activity Index. Rheumatism; DAS2E, Disease Activity Score in 28 joints; HAQ-DL, Health Assessment

Questionnaire-Disability Index; SDAI, Simplified Disease Activity Index.

O1 aoBeveig pe Trpwipn PA 1TOU TO TTPWTO £T0G ATrO TNV dIAYVWON TTOU TTETUXAIVOUV Kal d1aTnpouvV Thv

U@eon £Xouv KaAUTEPN TTopEia vooou o€ BdBog xpovou

Ann Rheum Dis. 2015 Apr;74(4):724-9.



>> H Udeon peltwvel Tov Kivouvo AolpwEewv

Adjusted IRRs

for risk of infection

Group Adjusted IRR (95% CI)
LDA vs Remission I 1.69 (1.32, 2.15)
MHDA vs Remission | O = 2.08 (1.28, 3.36)
MHDA vs LDA — 1.30 (1.09, 1.56)

00 05 10 15 20 25 3.0 35 40

Cl, confidence interval; IRR, incidence rate ratio; LDA, low disease activity; MHDA, moderate-to-high-disease activity Adapted from: Accortt NA, et al. Arthritis Care Res (Hoboken). 2018;70(5):679-84.



>> Awyotepec Aotpwéelg otouc acBeveic pe otabepa dratnpnHEvn TNV
enitevén otoxou

D HeRBT : 385 aobeve ic e PA Serious Adverse Events Trajectories of the Patient Groups
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Remission in RA correlates with improved CV function

DAS28 <3.2 vs CDAI remission vs
DAS28 >3.22 high disease activityl?
0%
-10%
-20%
£ 0n RA patients in remission compared
Risk of CVD - to active disease had improvement
ith i € _40% _2Lo0 . .
with improved < 35% in markers of CVD risk3
RA outcomes!? S oo
5 Better endothelial function
S -60% -53% 1 e
° Less arterial stiffness
-70% Total cholesterol levels comparable to
s non-RA controls
’ Lower BP (brachial & central)
-90%

a3Remission is defined as CDAI £2.8, and high disease activity is defined as CDAI >22; remission does not mean drug-free remission or complete absence of disease
activity; PRemission is defined as CDAI 2.8, and active disease defined as CDAI >2.8.

Adapted from:
BP, blood pressure; CDAI, Clinical Disease Activity Index; CV, cardiovascular; CVD, cardiovascular disease; DAS28, Disease Activity Score in 28 joints; RA, rheumatoid 1. Solomon DH, et al. Arthritis Rheumatol. 2015;67:1449-55; 2. Arts EE, et al. Ann Rheum Dis. 2017;76:1693-9;
arthritis. 3. Provan SA, et al. Ann Rheum Dis. 2011;70:812-7.



H entiteuén kAwiknc Upeonc petwVEL TV eMBapuvon Twv aacBsvwv nEpa
OLTtO TOL GUTTTWHLOLTAL KOlL TOL CNMELOL TG VOOOU

Reduced anxiety &

. Depression'? .
Remission can Cardiovascular P depression®
reduce cardiovascular risk® diseasel?
Respiratory
Gastrointestinal diseasel?
conditions??
_ Hepatic/renal
Increased disease . 12
disease'

activity increases Malignancy'-?
the risk of lymphoma®

Fibromyalgia and

Infection rates increase other musculoskeletal

significantly in absence Infections'2 diseasel?
of sustained remission’
Socio-economic :‘educ‘:f" _atbs‘,e"te?'sm 8':4
i . . ess activity impairmen
i L“‘;rea_i:‘g Eéizs (work productivity along withyneafnormal
associated with a higher - 12 \ . 34
incidence of major DRl presenteeism) QoL values'®

orthopedic surgery?®

Adapted from:

1. Mclnnes IB, et al. Ann Rheum Dis. 2015;74:694-702; 2. Mclnnes IB, et al. N Engl J Med. 2011;365:2205-19; 3. Sokka T, et al. Arthritis Res Ther. 2010;12:R42; 4. Kim D, et al. J Rheum.

2017;44:1112-7; 5. Solomon DH, et al. Arthritis Rheum. 2015;67:1449-55; 6. Baecklund, E, et al. Arthritis Rheum. 2006;54:692-701; 7. Accortt NA, et al. Arthritis Care Res. 2018;70:679-84;

DAS28, Disease Activity Score based on 28 joints; QoL, quality of life. 8. Nikiphorou E, et al. Ann Rheum Dis. 2016;75:2080-6; 9. Kekow J, et al. Rheumatology (Oxford) 2011;50:401-9; 10. Linde L, et al. ] Rheum. 2010;37:285-90.






Treat-to-target in rheumatoid arthritis

!

Start methotrexate

!

Achieve improvement
at 3 months and —> Yes
target at 6 months?

No

B —

N

Add a bDMARD
OR
Add a JAK inhibitor

!

Achieve improvement
at 3 months and —> Yes
target at 6 months?

N

Change the bDMARD
for any other bDMARD
OR

Switch to a JAK
inhibitor

Achieve improvement
at 3 months and —> Yes
target at 6 months?

The road to remission...

[] Treatment
] Application of treat-to-target

Table 1 | Results from selected clinical trials that used a treat-to-target approach?®

Trial

TICORA™
CAMERA®

FIN-RACo**

SWEFOT*

BeSt*™
RACAT*

Target Outcome for Outcome for treat-
standard care to-target or tight
group control group

DAS-determined remission 16% 65%

DAS-determined remission 37% 50%

ACR preliminary remission criteria | NA 11-25%

EULAR good response criteria NA 25-39% &f methotrexate

non-resgonders

HAQ-DI NA 0.6

Improvement in DAS28 NA 0.21-0.2

«XONAAQ» MOCOOTA ETiTEVENG GTOXOU

Nat Rev Rheumatol 15, 180-186 (2019)



>> O npaypatikec «aAAayec» Oepaneiac oe evepyo vooo— Real world data

100.0%
90.0%%
80.0%
7008
60.0%
5008
4000%
3008
20.08%
1007

0.0%

11.6%
28.9%

RAPID3 CDAl

HRemission Blow W Moderate BHigh
Figure 1 : Disease Activity Instruments Used and Disease

Activity Categorization at Baseline (n=40,256 RAPID3 and
n=17,430 CDAI patients

2upTrépacpa : 1/3 dev AAage

BepaTtreia Kal ag unv TTETUXE
TOV BEPATTEUTIKO OTOXO

2a. Mono csDMARD 2b. Mono bDMARD
(Nrarpy=852, Nepu=342) (Mrapips=604, Ncou=217)
QRAPID3 & CDAI ORAPIDZ BCDAI
, Add/Switch to | 26.7%
Add/Switch to csDMARD
csDMARD B 31.8%
Add/Switch to Add/Switch to | 26.5%
BEDMARD bOMARD z
2c. Combo csDMARD 2d. Combo bDMARD
(MNraroi=218, Neoa=88) {Mrarp:=662, Nepa=257)
ORAPIDZ BCDAI ORAFIDZ @CDAI
Add/Switch to | 10.1% Add/Switch to | 11.3%
csDMARD csDMARD

bDMARD bDMARD

Add/Switch to 35.8% Add/Switch ta | 24.3%

Figure 2a-2d : Treatment Changes through 1 year for Patients in Moderate/High Disease
Activity at baseline (limited to patients who had a visit with a disease activity measurement
occurring 7-12 months after the index visit ; n=3,249 RAPID3 and n=1,146 CDAI patients

Arthritis Care Res (Hoboken). 2020 Feb;72(2):166-175



>> BeAtiwon aAAd 6x1 LDA/REM... To change or not to change ?

* O1 «<aANayég»

388 8
3 8 8 8

. 3 62 (66.7%)
£ 60 £ 60
p c
g 50 g 50
§ $
S 40 32 (34.4%) BEssw) 490
Q& 4 28 (30. 1%) 30
19 (20.4%)
20 20 12 (12.9%)
. ]
0
Meanmgfu Meaningful No Meanmdul Meaningful Meaningful No Meaningful
Worsening Improvement Worsening Improvement Change
= CDAI thresholds of 26 8 CDAI thresholds of 212

93% TWwV aoBevwy TToU BEATIWONKE aAAG dev TTETUXE LDA/REM dev dAAage Ocpartreia oTo £€T0C

Annals of the Rheumatic Diseases 2021;80:530-531.



>> Edappolovpe T2T otnv KAWLKN pag mpaén;

I

* 160 pevpatoAoyot :

- TI XPNOIUOTTOIEITE yIa va aélOAOYNOETE TNV TTOPEId Twv aoBsvwy oac

Total sample

The DAS28 index o
A

Mumber of tender and The DAS28 index

swollen joint counts — 378 Number of tender and
- 64
W
. 32
' 13

Hospital-based and private practice

Patients’ satisfaction swollen joint counts

from treatment Patients’ satisfaction
Laboratory tests of from treatment

inflammation like CRP Laboratory tests of
| rarely use indexes inflammaltion like CRP

A VAS base scale [e.g. I rarely use indexes

rrrr"

pain, stiffness) k A VA5 base scale (e.g.
100 200 300 400 500 PAIn, stifinass)
ag 0.0 il ] 0o 1] 500 800 m.0
OAol o1 peupaToAdyol VOOOKOEIOKOI IBILITEG

Mediterr J Rheumatol. 2020 May 25;31(Suppl 1):145-151. doi: 10.31138/mjr.31.1.145. PMID: 32676573; PMCID: PMC7361189.



» Mepimrwon #1 @

Moapia 46 eTwv, TPATE(LKO OTEAEYOC ,
TIAVIPEUEVN , LNTEPQA 2 TTALOLWV

- Npoodatn diayvwon PA (+) ...
Arto 6unvou (rpwiun PA)

e Kanviopa (-), AAkoOA : social drinker,
BMI 27, 6ev yupvaletal (kabiotiki (wn)
AoUto LoToPLKO : (-)

 MTX 15 mg/ week
* Prednisone ~ 2,5-5 mqg /day
* DAS28:4,47 MDA

v apBpalyiec : KUPLWC XEPLWV KOl YOVATWY
arno 2 etiag pe NA
v gfe:
, \ounad : ko

Avenapknc avrarokpion o€ MTX

y

AiAnppa:
Nwc Oa avadswpolvoate Tn oTPATNYLKA
Oepameiog yia autov tov acOevn;

A. NpooBnkn TNFi & ocuvexion MTX
B. MNpocOnkn JAKi & cuvéxion MTX
C. NMNpooOnkn IL-6i & cuvexion MTX

D. Ynodopra MTX



>> Mati 6ev mpEMeL va peivoupe povo otnv MTX ?

RF positive

pL
61 (42, 78)

10.6(22.3) /1.0(0, 51) 9.0(12.0)/ 3.6 (-2, 41)

No
n 5
>40 Probability SRP (95% Cl) 26 (9, 56)
mTSS, mean (SD) / median {min, max)
] 3
CRP mgiL | 1040 Probability SRP (95% ClI) 12 (3, 37)
mTSS. mean (SD) / median {min. max) 0.5(1.2)10.0(-1, 2)
n 24
<10 Probability SRP (95% Cl) 10 (3, 25)
mTSS, mean (SD) / median {min. max) 0.7 (4.3) /1 0.0 (-3, 20)

Probability of SRP ranges: [l 0-20% [ ]21-30% []31-40% [ 41-100%

Au¢npuévn mOavornTa diaBpwoewyv o€ acbeveic uye MDA kal 1TKE, 1CRP, RF(+) kai 11 RF

RMD Open. 2015 Jul 28;1(1):e000018. doi: 10.1136/rmdopen-2014-000018.



>> 2022 EULAR recommendations for RA

Phase Il

Improved
at 3 months
and achieved target

a
Add a bDMARDP at 6 months

Consider use of a

ST Poor prognostic
JAK-inhibitor factors present

Change to or add a
second csDMARD:

Poor prognostic
factors absent

only after risk assessment” ® : ® leflunomide, sulfasalazine
(RF/ACPA, especially at alone or csDMARD
*The following risk factors for cardiovascular events high levels; high disease . ] .
and malignancies must be considered when activity, early joint damage; combination (pIUS GCS)
intending to prescribe a JAK-inhibitor: Age over 65 failure of >2 CSDMARDS)

years, history of current or past smoking, other
cardiovascular risk factors, other risk factors for
malignancy, risk factors for thromboembolic events

Improved
at 3 months

and achieved target _ Dose reduction/
at 6 months interval increased in

sustained remission®

aThe treatment target is clinical remission according to ACR-EULAR definitions, or if remission is unlikely to be achievable, at least low disease activity; the target should be reached after 6 months, but therapy should be adapted or changed if insufficient
improvement (<50% of disease activity) is seen after 3 months; PConsider contraindications and risks; The most frequently used combination comprises MTX, sulfasalazine and hydroxychloroquine; 9Dose reduction or interval increase can be safely done with all
bDMARDs and tsDMARDs with little risk of flares; stopping is associated with high flare rates; most but not all patients can recapture their good state upon re-institution of the same bDMARD/tsDMARD, but before all this GCs must have been discontinued;
eSustained remission: 26 months ACR/EULAR index based or Boolean remission.

ACPA, anti-citrullinated protein antibodies; ACR, American College of Rheumatolgy; bDMARD, biologic disease-modifying anti-rheumatic drug; csDMARD, conventional synthetic disease-modifying anti-rheumatic drug; EULAR, European Alliance of Associations for

Adapted from:
Rheumatology; GCs, glucocorticoids; JAK, Janus kinase; MTX, methotrexate; RA, rheumatoid arthritis; RF, rheumatoid factor; tsDMARD, targeted synthetic disease-modifying anti-rheumatic drug.

Smolen JS, et al. Ann Rheum Dis. 2023;82:3-18.
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* Methotrexate (MTX)
e Leflunomide (LEF)
* hydroxychloroquine(HCQ)

(bs)Adalimumab
Certolizumab pegol

(bs)Rituximab

(bs)Etanercept
Golimumab
(bs)Infliximab

Tocilizumab

tsDMARDs
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Abatacept*

Tofacitinib
Baricitinib
Upadacitinib
Filgotinib




Efficacy of bDMARDs in MTX-IR patients

ACR70 Response
Biologic DMARDs Molecular Target Selected Adverse Events Rates in MTX-IR
(at 6 months)

Etanercept
(50 mg/wk, SC) TNF
Infliximab TNF
(3-10 mg/kg every 8 wk, 1V) Infections, reactivation of tuberculosis, psoriasiform skin
Adalimumab INE changes, exacerbation of demyelinating diseases, drug- 20%
(40 mg every 2 wk, SC) induced lupus, non-melanoma skin cancer, injection-site or
Golimumab TNF infusion reactions
(50 mg/mo, SC)
Certolizumab pegol
TNF
(200 mg every 2 wk, SC)
{fg;':‘g‘?\j’z’ 5C) IL-6 receptor Infections,- r.eéctivatio.n of tuberculosijs, b.0\./vel .perfc?ration,
Sarilumab hypersensmwty r.ee.actlons-,, neutropenia, injection-site 22%
(150-200 mg every 2 wk, SC) IL-6 receptor reactions, hyperlipidaemia
Rituximab Hypersensitivity reactions, reactivation of hepatitis B,
(1000 mg every 6 mo, V) CD20 (B cell) Ie»L/J|[I)<ocytopeniay ° 22%
Abatacept CD80/86 Infections, reactivation of tuberculosis, leukocytopenia,
: : . . : 22%
(125 mg/wk, SC) (co-stimulation) injection-site reactions

Note: Remission rates (DAS28(CRP)<2.6) not available for all bDMARDs, therefore we show ACR70 rates correspond well with a state of low disease activity
(including remission) and are used as surrogates of low disease activity states.

ACR70, American College of Rheumatology 70% improvement criteria; bDMARDs, biologic disease-modifying anti-rheumatic drugs; CD, cluster of differentiation;
DAS28-CRP, 28-joint Disease Activity Score using C-reactive protein; IL-6, interleukin-6; IR, inadequate response; IV, intravenous; mo, month; MTX, methotrexate;
SC, subcutaneous; TNF, tumour necrosis factor; wk, week.

Adapted from:
Aletaha D, Smolen JS. JAMA. 2018;320:1360-72.



Most RA patients do not achieve remission

Pooled remission rates DAS28 <2.6 . .
Systematic review

and meta-analysis of
real-world studies™:
40 31 studies
82,450 patients with RA.

50

* 22% 24%
17% 16%

20

DAS28 <2.6 is
the most frequently
used criterion.

10

3 6 12
Time (months of follow-up)

*Studies that met the following criteria were i ncluded 1) Conduded in uduli patients (=18 years) with a diagnosis of RA a«ord ing to the American College of Rheumatology (ACR) RA classification criteria; 2) Reported remission rates according to different sets of
indexes; 3) Prospective cohort studies or e cross-secti ¢ ive cross ional studies were defined as an observational study with consecutive patients and reported remission rate of the whole cohort each year. Cross-sectional studies were
included in systematic review but not in meta- analysns 4) Carried out longitudinally and f | up pati for at least 3 months. Adapted from:
DAS28, Disease Activity Score in 28 joints; RA, rheumatoid arthritis. Yu C, et al. Clin Rheumatol. 2019;38(3):727-38.




Remission rates in the DANBIO and DREAM registries

Remission rates at 6 months
DANBIO (Denmark) registry?

< 25 A < 25
X 3
S 21 S
2 2
s 207 18 §
T ©
% 15 - 13 o 15
10
10 A 10
5 1 5
0 - 0
ADA ETN IFX
B DAs28-CRP<2.6 CDAI<2.8

Remission rates at 6 months
DREAM (Netherlands) registry?

-

DAS28-ESR <2.6

ACR/EULAR Boolean

Remission rates in patients with RA treated with a TNF inhibitor (at 6 months)

ETN, etanercept; TNF, tissue necrosis factor

1. Hetland ML, et al. Arthritis Rheum 2010;62:22-32;
2. de Punder YMR, et al. Rheumatology 2012;51:1610-17



>> JAK inhibitors in MTX-IR/csDMARD-IR and bDMARD-IR patients with RA:

DAS28-CRP remission (<2.6)(NRI)

The JAK inhibitor efficacy data are taken from clinical studies and are presented side-by-side for illustrative purposes only.
There are no direct head-to-head studies evaluating the efficacy of JAK inhibitors.

40 MTX-IR/csDMARD-IR'2 bDMARD-IR3# MTX-IR/csDMARD-IR®5  bDMARD-IRP>

=) "
E 35 EFTZE 1 [
5 31 Tkk 30
— 29
ﬁ 30

@
< ol 25 s
fa v
-~
S 20
Ly 20
® O
o © 15
w0\
cZ
c 10
on 6
5 5
o
9 0
o SELECT COMPARE SELECT NEXT  SELECT BEYOND SELECT CHOICE ORAL STANDARD ORAL SCAN ORAL STEP

(Week 12) (Week 12) (Week 12) {Week 12) (Month 3) {Month 3) {Month 3)
B UPA15mg+ MTX/csDMARD B ADA40mg+ MTX W TOFA5mgBID+MTX
B PBO+MTX/csDMARD W ABAIV +csDMARD B PBO+MTX/csDMARD

B ADA 40mg+ MTX

*p<0.05 vs PBO, **p<0.01 vs PBO, ***p<0.001 vs PBO, 1p<0.05 vs ADA, 11p<0.01 vs ADA, 111p=<0.001 vs ADA, p=<0.001 vs ABA, Yp<0.05 for noninferiority vs ADA,
YYp=<0.01 for noninferiority vs ADA, YYYp<0.001 for noninferiority vs ADA. [ ] = comparisons adjusted for multiplicity

aAll analyses were carried out using NRI with the exception of TOFA and BARI studies, which used LOCF and logistic regression, respectively. bTOFA 10 mg data not
shown

ABA, abatacept; ADA, adalimumab; BARI, baricitinib; bDMARD, biologic disease-modifying antirheumatic drug; BID, twice daily; csDMARD, conventional synthetic disease-
modifying antirheumatic drug; DAS28-CRP, Disease Activity Score with 28-joint count (C-reactive protein); FILGO, filgotinib; IR, inadequate response; IV, intravenous;
LOCF, last observation carried forward; MTX, methotrexate; NRI, nonresponder imputation; PBO, placebo; TOFA, tofacitinib; UPA, upadacitinib

MTX-IR/csDMARD-IR®/ bDMARD-IRE ~ MTX-IR®1®  bDMARD-IR'0T

34
26 26
24 ] 24 26
22
16
11
9 9 5
4
n= n= n= n= n= n= n= n=
488 487 330 176 177 A75 148 147
RA BEAM RA BUILD RA BEACON FINCH 1 FINCH 2
(Week 12) (Week 12) (Week 12) (Week 12) (Week 12)
BARI 2 mg + MTX/csDMARD FILGO 100 mg + MTX/csDMARD

B BARI4 mg+MTX/csDMARD M FILGO 200 mg + MTX/csDMARD
B PBO+MTX/csDMARD B PBO+MTX/csDMARD
B ADA40mg+ MTX B ADA 40 mg+ MTX

Adapted from:

1. Fleischmann RM, et al. Arthritis Rheum 2019;71:1788-800; 2. Burmester GR, et al. Lancet 2018;391:2503-12; 3.
Genovese MC, et al. Lancet 2018;391:2513-24; 4. Rubbert-Roth A, et al. N Engl J Med 2020;383:1511-21; 5. Smolen
JS, et al. Arthritis Res 2017;69:728-34; 6. Taylor PC, et al. N Engl J Med 2017;376:652-62; 7. Dougados M, et al. Ann
Rheum Dis 2017;76:88-95; 8. Genovese MC, et al. N Engl J Med 2016;374:1243-52; 9. Combe B, et al. Ann Rheum
Dis

. 2021 Jul;80(7):848-858; 10. Filgotinib EU Summary of Product Characteristics 2020; 11. Genovese MC, et al. JAMA
2019;315-25



Putting clinical profile of JAKi vs TNFi into clinical context

Based on the NNT and NNH from a post-hoc analysis of SELECT-COMPARE at 48 weeks: Among a hypothetical cohort

of 100 MTX-IR patients with RA, treatment with UPA + MTX instead of ADA + MTX is expected to lead to

Efficacy outcome

DAS28-CRP LDA (<3.2)?

DAS28-CRP remission (<2.6)32
CDAI LDA (<10)?

CDAI remission (<2.8)2

wee  (Safetyloutcome 1)

a8 Hz?

Serious infection

Malignancies (excl. NMSC)
MACE

VTE

Incremental number of patients achieving efficacy and safety outcomes were based on the NNT and NNH point estimates,
respectively, for treatment with UPA instead of ADA. 3Statistically significant difference for UPA vs ADA

ADA, adalimumab; CDAI, Clinical Disease Activity Index; DAS28, 28-joint Disease Activity Score; HZ, herpes zoster; IR, inadequate
response; LDA, low disease activity; MACE, major adverse cardiovascular event; MTX, methotrexate; NNT, number needed to
treat; NMSC, non-melanoma skin cancer; NNH, number needed to harm; UPA, upadacitinib; VTE, venous thromboembolism.

Fewer patients with UPA vs ADA  More patients with UPA vs ADA

=ije
=ije
=ije

=e ' =ie
=ije

No difference

"
No difference in number

of UPA and ADA
patients achieving an outcome

15
more
11
- Incremental
13 patient reaching
more”  efficacy measure
9
more
’ﬁ‘
Incremental
patient
experiencing
safety outcome

Conaghan P, et al. Rheumatol Ther. 2021;9(1):191-206.

This is based on one clinical trial, SELECT-COMPARE. Clinical trials are
conducted under rigorous protocols that may not accurately capture
real-world practices and may not be generalizable to other populations
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1224 48 9 156 204 260 NRI
Week (Week 260) Week
n
MTX 269 236 220 189 156 146 131 314 108 110 110 110
UPA15mg 290 270 258 241 205 206 182 317 172 173 175 175
UPA30mg 297 270 262 235 187 187 166 314 143 150 150 150

Patients in the UPA 30 mg treatment group were switched to UPA 15 mg treatment per protocol amendment, with the earliest switch occurring
at the week 108 visit.

Patients were required to have X-ray images at both week 192 and week 260 for inclusion in these analyses.

Presented at the American College of Rheumatology (ACR) Convergence, November 10-15, 2023, San Diego, CA, USA
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[uvaika 57 eTwv
OpobBetikn PA (RF, antiCCP positive) armno 8 etiag

>> OKLOKQ

MeTaBoALkd ZUvdpouo ( 36kg /m? BMI, uvnepAlmidaitplia,
NA2, QAPINELOKN UIEQTOON)

Karnviotpla: 7 pack/year

2tovOuAoAuon —2novduAodeaoia O3-14

>> RTX 3 kUKAoL Bepareiog
Prezolon 5mg/day
MTX 20mg/week
AtopBaoctativn/slettpiunn 40/10mg/d,
IvooUuALvoBepare (o
IpRepocaptdvn 75mg/d

lotoplkd Beparmelwv
>> Infliximab 3mg/kg kaBe 8w kol avaykn evtatkonoinong oxnUatog Kabs 6w
3 €tn Slakorn Aoyw deutepoyevolc aotoyiag
Certolizumab pegol 400mg/m
2 €tn Slakor) Aoyw deutepoyevolc aotoyiag




> Ilepimtwon  Q

TIC:4 SJC:2 mpwiwvi Suokapio: 60-90 min
TKE:45mm/h CRP:1,4 (<0,5) mg/d!

DAS-28: 3,9 HAQ-DI:1.63 VAS:50

\ 4

& Avenapknc¢ avranokpion ce bMARDS




Smolen et al, Ann Rheum Dis 2016;75:3-15

Adapt therapy
according to
disease activity®*

(Consider comorbidities
and other patient factors)

Active

RA

Use a
composite measure
of disease activity

every 1-3 months

Adapt therapy
according to
disease activity™

(Consider comorbidities
and other patient factors)

Low disease

activity

Adapt therapy
if state is lost*

(Consider comarbidities
and other patient factors)

disease activity about

Assess
every 6 months

Adapt therapy
if state is lost*®

(Consider comorbidities
and other patient factors)

Sustained

Remission

Sustained low
disease activity

*Shared decision
with patient
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RA is associated with many Comorbidities
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20 —
[ Ischemic cardiovascular diseases
[ Cancers
15 M Infections E
B Gastrointestinal diseases
< O Pulmonary diseases
= B Psychiatric diseases
£ 1
c 10
]
2
&
7 @ . [ 5
5]
[ % E o 5]} B ]
0 H m O @ m
< O X S 2 L Q 2 O L QO (¢} <& S 2 N
fc~°° o ?'QA » & & S FFFFSE &SP ¢ OQO & °
fb*g ‘_:,’é 0‘} N S¥ S o q}\ Q* o 6@ ~\"‘" Q}\ 6\.\ §.‘ .\C? \‘) O 8}9 £@‘9
& < ¥ & v L N S ¥R
> P & KRS o Q
S Q o
g & o
73 Q <
(4 > O
L S (.,’2;9
& &
\\b
O
&
v.

N = 3,920 patients in the Comorbidities in Rheumatoid Arthritis (COMORA) Study.
Dougados M, et al. Ann Rheum Dis 2014; 73(1):62-8.



Effect of comorbidities on treatment outcome in RA

Quality of Life by Number of Comorbities in RA

EQ-5D QOL Utility

1 ] ] 1 T ] I ] 1 1

0 1 2 3 4 5 6 7 8 9
Comorbidity Index (0-9)

Figure |. Summary relationship between number of comorbidities and quality of life (QOL) using EuroQol-
5D (EQ-5D) and the Michaud/Wolfe comorbidity index from a random observation in 20,41 6 RA patients
from the US National Data Bank for Rheumatic Diseases (NDB). The lower, flat line corresponds to average
group EQ-5D of 0.63.

HAQ by Number of Comorbidities in RA

HAQ (0-3)

0 1 2 3 4 5 6 7 8 9
Comorbidity Index (0-9)

Figure 2. Summary of the relationship between number of comorbidities and functional disability using the
Health Assessment Questionnaire (HAQ) and the Michaud/Wolfe comorbidity index from a random obser-
vation in 20,416 RA patients from the US National Data Bank for Rheumatic Diseases (NDB). The lower, flat
line corresponds to the average group HAQ of 1.10.

Michaud et al. Best Pract Res Clin Rheumatol. 2007;21(5):885-906



Comorbidities and functional status in RA patients with same levels of
disease activity
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>> The effect of obesity in treatment decisions

Gialouri ey al. Autopimmunity Reviews 2023
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>> Significant percentage of patients with established disease (~ 40%) do not

achieve Remission/LDA {p=
—
Disease activity at the First evaluation of the whole RA Rheums are planning to switch to a
cohort different therapy only in
High disease
activity ® A \\ii\\\\&\\\.W/////' ,
outr | = e
ofF I = SNSE=
Remission - //%/;//%ﬁl\\\\\\\\\§

uncontrolled RA patients

Moderate disease
activity
Patients with sub optimally controlled RA in Greece have

low treatment satisfaction and poor self-reported
outcomes, albeit high self-reported treatment adherence.
Similarly to the global SENSE study results, the need for
patient-centric treatment approaches in order to improve
dis-ease outcomes is emphasized.

Low disease
activity

Thomas et al.,Ther Adv Musculoskel Dis 2020, Vol. 12: 1-12

Thomas K., et al. Mediterr J Rheumatol 2018; 29(1): 27-37 Mediterr J Rheumatol 2022;33(1):14-34 https://doi.org/10.31138/mjr.33.1.14



>> Treatment patterns and achievement of T-2-T in RA in Greece

LDA (n=678)

ELDA

MDA (n=493)

u MDA

Thomas et al, Ther Adv Musculoskelet Dis. 2020;12:1759720X20937132

W HDA

HDA (n=146)
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bDMARD
switching
(n=98)

W LDA

W LDA

csDMARD

continuation

(n=511)
u MDA

73 74

bDMARD

m HDA

continuation

(n=436)
= MDA

m HDA

csDMARD
discontinuation
(n=50)

bDMARD
discontinuation
(n=76)

Variable Univariate analysis Multivariate analysis
95% CI P 95% Cl P

n OR  Lower Upper OR  Lower Upper
Sex, male L KT I V| N 1112 N SN | N U
Age 3 0% 0% 100 098 1002 0% 102 08t
Working status, <67years N /A T
oDMARD use
st line versus no bDMARD 43 08 0% 13 050
22nd line versts no bOMARD 00 038 0% 02
HAQ score at first evaluation &3 07T 048 100r 0051
Co-morbidity index, ROCI 43 08T 0% 1009 0065 081 048 09T 002
Histary of serious infection 304 02 089 008
“Lower” versus ‘Higher" MDA~ 493 203 140 295 oo 193 12T 2% 0002
status

Number of patients included in the final model =407. Variables with stafstically significant differences o <0.05) between groups by multivariate
anglysis are shown in bold. “Higher” moderate disezse activity (MDA status=DASZBESR, 4.2-5.1; "Lower” MDA status=DAS28ESR: 3.2-4.1,
bDMARD, biologic disease-modifying anti-rheumatic drug; C!, confidence interval; DAS28, Disease Activity Score using 28 joints; ESR, erythrocyte
sedimentation rate; HAQ, Health Assessment Questionnaire; OR, odds ratio; ROCI, Rheumatic Disease Comorbidity Index.




Many patients do not reach their potential to achieve treatment target
due to clinical inertia

L=

All surveyed Participants with high Participants offered a
participants (N=249) disease activity (n=175) treatment change (n=66)

m Not offered a treatment change m Declined a treatment change

m LDA/MDA/near remission = High disease activity
Offered a treatment change Accepted a treatment change

. . " . Gavigan K, et al. Arthritis Res Ther 2020;22:4
aData from a survey of US patients with RA (N=249) from the ArthritisPower registry

LDA, low disease activity; MDA, moderate disease activity
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Clinical inertia in rheumatic diseases

v/

X

n=5

“I'm modifying this
patient’s treatment”

A7
~U

|

“I’'m not modifying this
patient’s treatment”

Presence of comorbidities

Patient satisfaction concerning his/her treatment, even if
according to you therapeutic target in not met

Patient acceptance of his/her symptoms

Lack of understanding by the patient of the benefit of
the proposed treatment

Concern that the new treatment will be less well
tolerated than the current treatment

Concern that the patient will not comply with new
treatment

Concern that the new treatment will be less effective
than the current treatment

Lack of time in consultation

Difficulty in exchange / relationship with the patient

Lack of relay to hospital correspondents

Medical and legal concerns

mVery frequently = Quite frequently

Quite rarely  OVery rarely

3%
[ [3A 36% [ 55% I
8% 29% [ 58% |
18% 63% 19%
1%
| 24% 33% 1 43% y
1%
| 28% 569%
36% 46% 14%
1%
" 43% 50%
2%
° 4% 47%
4%
= 58% 33% %
57% 32%

54%

Liote F, et al, Rheumatology, 2024, 63, 516-524
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EULAR Recommendations for the management of RA — 2022 update

Phase Il

|

Change the bDMARD *?or
JAK-inhibitor®

T

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

No

Yes_l

Continue

-

\.

Dose reduction /
interval increase’® in
sustained remission*

N

J

Smolen JS, et al. Ann Rheum Dis 2023;82:3-18



Primary non-responders may benefit from
an alternative MoA rather than TNFi cycling

Prolonged TNFi treatment may be costly
1.0 and unnecessary, and may be associated
with side effects

SWITCHING NOT CYCLING

New MOoA switchers

0.5

Probability of switching treatments

TNFi cyclers

Time to switching again (months)

Adapted from:

MoA, mechanism of action; TNFi, tumour necrosis factor inhibitor. Johnson KJ, et al. Clin Rheumatol. 2019;38:2967-76.



>> Efficacy of UPA in bDMARD-IR RA patients

100 -
90 -
80 -
70 -
60 -
50 -
40 -
30 -
20 -
10 |

Patients (%)

Failed 1 MoA Failed 22 MoAs Lack of efficacy Lack of efficacy
and <2 bDMARDs and/or 23 bDMARDs for 21 bDMARD for anti-IL-6

I PBO + csDMARD(s) (n=169) [ UPA 15 mg QD + csDMARD(s) (n=164) [l UPA 30 mg QD + csDMARD(s) (n=165)

UPA 30 mg is not an approved dose for the treatment of RA

csDMARD, conventional synthetic disease-modifying anti-rheumatic drug

_ Full analvsis sat* n-valiies annlv to NRI data set anlv Genovese MC et al. Lancet. 2018;391(10139):2513'2524'



>> UPA demonstrated better outcomes in bDMARD-IR RA patients compared
to abatacept

- 12 Weeks s 24 weeks

40

*k%k

30

20

10

% Patients Achieving outcome

DAS28-CRP CDAI=2.8 SDAI=<3.3 Boolean DAS28-CRP CDAI=2.8 SDAI=<3.3 Boolean
<26 <26

= UPA 15mg QD + MTX (n=303) = ABA + MTX (n=309)

*, P =0.05; **, P <0.01; ***, P =0.001; for UPA vs ABA; 1, multiplicity-controlled analysis
Non-responder imputation for missing data Rubbert Roth et al, N Engl J Med 2020;383:1511-21
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EULAR Recommendations for the management of RA — 2022 update

Risk factors

Age>65

History of CVD/MI/thromboembolic event
History of current or past smoking

CVD risk factors (hypertension, DM, obesity)

Risk factors for clots (blood clotting disorders, hormone replacement

therapy, major surgery or immobile)

Smolen JS, et al. Ann Rheum Dis 2023;82:3-18

Phase |

No contraindication for methotrexate ( Clinical diagnosis of \

Contraindication for methotrexate

L Rheumatoid Arthritis’ J

Start
methotrexate?

Combine with short-term
glucocorticoids
(reduce and stop as
rapidly as possible)

Start leflunomide
or sulfasalazine

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

Yes—Q,

Dose reduction in
Continue . .
sustained remission

)

Phase Il

Poor prognostic factors present

No

Poor prognostic factors absent

high disease activity; early joint damage:;

l (RF/ACPA, esp. at high levels;

failure of = 2 csDMARDs)

Add a bDMARD®;
Consider use of a

JAK-inhibitor
only after risk assessment®

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

Change to or add a second
conventional synthetic DMARD
Leflunomide, sulfasalazine,

alone or csDMARD combination”
(plus glucocorticoids)

YBS‘Q’

Dose reduction /
Continue |ntEr\fBI increase® in
sustained remission*

Phase IlI

No

[

Change the bDMARD %°or
JAK-inhibitor®

[

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

Yes —:l
Dose reduction /
Continue lnler\fal \ncrealsef" in
sustained remission*




ORIGINAL RESEARCH

RMD
Open

Risk of major adverse cardiovascular
events in patients with rheumatoid

Tt arthritis treated with conventional Patients in Jakis were older, with longer disease duration
Diseases th t' L b' 1 — d W €t d o ey .
cymthotic diseanemodifying more comorbidities and more treatment failure
antirheumatic drugs: observational data
from the German RABBIT register

Overall patients Cardiovascular risk patients Treatment Overall  Cardiovascular
exposure group patients risk patients
Main analysis HR (95% Cl) HR (95% CI)

Cohort study analysing episodes of DMARD- treatment initiated i =t B 0SS anGasL)
between January 2017 and April 2022 in the biologics register Rheumatoid Arthritis

_—— —— csDMARDs 1.36(0.85;2.19) 1.21(0.74;1.98)

Male .
- H — = JAKi 072(032;1.62) 0.46(0.19;1.10)
A total of 154 MACE occurred among 14 203 treatment episodes (21218 patient-years) —~—— s e RO et
e —ar csDMARDs 1.04 (0.48;2.25) 0.87 (0.41; 1.85)
Female .
. ] . . . 4 ¢ JAK 1.03(0.50;2.1)  0.97 (0.45; 2.09)
High risk patients 250 year old and 21 CVD risk factor (hypertension, coronary gy g bk SBAELT) (L7 AR
. . . . . . Ageats ‘
heart disease, diabetes, hyperlipoproteinemia or current smoking) . .
A — other bOMARDs 117 (0.60;2.28)  1.05 (0.53; 2.05)
—— - csDMARDs 170(091;3.07) 146 (0.78;2.75)
Age <65
" o *— JAKi 0.71(0.32;1.55)  0.53(0.21;1.32)
A A other bOMARDs 0.36 (0.16;0.82)  0.38 (0.16; 0.89)
——— ——— csDMARDs  0.96(0.45;2.05) 0.84 (0.38; 1.88)
History of CVD
e ' JAKI NR NR
3.0 Al A other bDMARDs 070 (0.32;1.53)  0.81(0.37;1.77)
—_— = ! ——— —— csDMARDs 1.14(0.56;2.29) 1.27(0.63;2.58)
H i H i No history of CVD
© 2.5 A" patlents ngh rISk patlents S o e JAKi 1,64 (0.85;3.15)  1.25 (0.62; 2.53)
BQ . al other bOMARDs 0.97 (0.49;1.92) 0.8 (0.43; 1.79)
g 2 0 T e ¢sDMARDs 1.61(0.86;3.01) 1.28(0.67; 2.46)
e B Current smok
>— | e . . JAKi 0.87(0.34;2.22)  0.69 (0.25; 1.88)
o 1.5 H other bDMARDs NR NR
o =T ——— - ¢sDMARDSs 1.52(0.67;3.45) 1.41(0.61;3.28)
(=] Non-smok
— 1.0 _ e o . JAKi 0.89(0.47;1.69) 076 (0.38; 1.51)
E ! 85 a N other bDMARDs 1,04 (0.59;1.84)  1.04 (0.58; 1.88)
aQ 0 5 i 063 . - ¢sDMARDs 1.32(0.75;2.34)  1.11(0.61;2.01)
Bl 0.44 No prior b/tsDMARD
E 0.41 0.45 lOZG i ie . JAKi 1.38(0.61;3.13) 1.15(0.48;2.73)
0.0 | other bDMARDs NR NR
! — . csDMARDs 1.65(0.70;3.93)  1.14 (0.44; 2.98)
. . . . 21 b/tsDMARD
JAKi TNFi csDMARD JAKi TNFi ¢sDMARD e . . JAKi 0.76 (0.38;1.49)  0.61(0.29;1.27)
n 11 14 3 10 14 3 A A other bDMARDs 0.81 (0.43; 1.51)  0.79 (0.42; 1.51)
PY 2680.8 3146.6 1164.1 1592.2 1657.5 685.3 - - — s DR TeRss
Hazard ratio

IR(95%Cl) 0.41(0.21,0.73) 0.45(0.24,0.75) 0.26(0.05,0.75) 0.63(0.30,1.16) 0.85(0.46,1.42) 0.44(0.09, 1.28)
MeissnerY, et al. RMD Open 2023;9:e003489.



Risk of Major Adverse Cardiovascular Events and Venous
MEDHERRANEAN JOURNAL Thromboembolism with JAK Inhibitors versus TINF
OF RHEUMATOLOGY Inhibitors in Rheumatoid Arthritis Patients: A Systematic

Review and Meta-Analysis

l\fR

"-Vr.r nawe

MACE THROMBOEMBOLIC EVENTS
Study or JAK inhibitors TNF inhibitors Weight Weight : 0dds Ratio ' Qdds Ratio Study or JAK inhibitors TNF inhibitors Weight Weight 0dds Ratio 0dds Ratio
Subgroup Events Total Events Total (common)  (random) IV, Fixed + Random, 95% CI IV, Fixed + Random, 95% CI Subgroup Events Total Events Total (common) (random) IV, Fixed + Random, 95% CI IV, Fixed + Random, 95% CI
subgroup = RCT |
Bower 2023 59 3037 282 1307 84% 9.4% 0.95(0.71; 1.26] [ subgroup = RCT
Cohen 2020 10 BU 4 519 05% 4.0% 0.38(0.12; 1.20) — Burmester 2023 44 3209 6 519 34% 8.2% 1.33{0.56; 3.13) ™
Cormbe 2020 1 53 1 325 01% 1.0% 0.62(0.04; 9.96) e Cohen 2020 1 B4 0 519 01% 0.4% 2.15[0.01; 580.90)
Deakin 2023 1 @ 0 59 0.1% 0.9% 410(0.22: 77.05) S Combe 2020 1 53 0 325 02% 1.0% 2,63 (0.08; 89.09]
Fleischmann 2019 0 651 2 321 01% 1.1% 0.14[0.01; 2.18) —lt Deakin 2023 2 Mm A 569 04% 20% 4.19(0.38; 46.43)
?:;'.52317 : ol g . 8?;2 32-2&%0&‘3{;9;? —_— Fleischmann 2019 3 651 3 2 0% 38% 050(0.10; 249) ,
van Vollenhoven 2012 2 05 3 W4 02% 22% 033(006; 201) —i :"g:’e'!‘ w022 i 110 fmi 2 ;:g; 3‘9;/»% 120% 318; l: -12: gg;l ?,9
Yiterberg 2022 %8 91 3 M5t 48%  88% 133(091 195] A otal (common effect, 95% C) ' - AT[1.46; 3.3) '
! . Total (random effect, 95% CI) - 27.4% 1.82(093; 3.56] -
Total (common effect, 95% Cl) 12201 15099 14.3% - 1.01(0.81; 1.26) ! A )
Total (random effect, 95% CI) P 28.3% 092(0.60; 1.40) + Heterogenelty: Tau’ = 0.20; Chi = 5,88, df = 5 (P = 0.32); I = 15%
Heterogenety: Tav® =0.09; Chi* =9.83, df = 8 (P=0.28); #=19% |
| subgroup = observational study

subgroup = observational study ! Desal 2019 2 6774 365 80879 159% 13.0% 0.95(0.65; 139 f
Burmester 2023 44 3209 6 579 1.0% 56% 1.33(0.56; 3.13) T Fang 2022 3 82 M1 2057 1.4% 5.3% 0.78(0.22; 281] —e=
Ea."glfgggz ;, §§§3 287 2?313 2‘232 3?2 829 {83? S?S} T Hong Ki Min 2022 B A3 203 10218 167%  131% 052[0.36; 0.76] B

fisel b 1% ! 41, 0. L : " . F
Hong Ki Min 2022 323 3143 2820 10218 46.3% 10.1% 030(027; 034 [ § ;::"&f,zzgg :‘2 g;g; gg, :33450 ;2822 gg; fﬂ; ::?3 ggg{ E
Hoisnard 2023 54 8481 35 7354 39% 8.5% 134(087; 2.05) S 4 : ; ol Ve i
Khosrow-Khavar 2021 128 12852 846 8411 204%  99% 105[087; 127] a Salinas 2023 56 7606 39 7606 136%  127% 144(096; 2.17]

4 ' b o b . | ) .
Mok 2023 15 551 40 1920 19%  73% 132072, 240) > Song 2023 1 AN, 3 0% 23% 085[01; 850)
Salinas 2023 54 7606 41 7606 4.2% 86% 132(0.88; 198] - Wislowska 2022 0 2 0 75 0.0% 0.0%
Tong 2023 6 791 61 6900 1.0% 57% 0.86(0.37; 1.99] “+ Total (common effect, 95% Cl) 29974 131746 85.4% - 1.15(0.98; 1.36)
Uchida 2023 2 2% 0 03 01% 0.8% 4.40(0.16; 120.53] e Total (random effect, 95% CI) - 72.6% 1.13(0.75; 1.70) *
Wislowska 2022 0 8 3 75 0.0% 0.6% 0.19[0.00; 943] e Heterogeneity: Tau’ = 0.21; Ch = 30, ¢f = 6 (P < 0.01), I = 80%
Total (common effect, 95% Cl) 40042 147936 85.7% - 052[0.48; 0.57) |
e e . . v B HI% Ll ed L 1 Total (common effect, 95% C) 41375 135676 1000% - 1.26(1.09; 147) '
Heterogeneity: Tau® = 0.27; Chi® = 189.26, df = 10 (P < 0.01), I° = 95% ! Total (random offect, 95% Cl) o 100.0% 128 [0.89: 1'“] .
| S =097 Ohd = = Re PO TR e |

Total (common effect, 95% CI) 52043 163035 1000% - 058[0.53; 0.63] | Helerogoneiy:Tau' = 0.25;CA' = 4431, of 2 AEL= T
Total (random effect, 95°% Cl) ) 100.0% 087(0.64; 1.17) 4 Test for subgroup differences (common offect) Ch;: 843,d=1(P<0.01) 001 01 1 10 100
Heterogeneity: Tau = 0.23; Chi’ = 227,63, df = 19 (P < 0.01); I = 92% T Test for subgroup differences (random effects). Chi® = 1.41,df=1(P=023) favors JAK favors TNF
Test for subgroup differences (common effect): Chi’ = 28.56, df = 1 (P < 0.01) 0001 01 1 10 1000
Test for subgroup differences {random effects): Chi’ = 0.02, df = 1 (P = 0.90) favors JAK favors TNF

Partalidou S et al, Mediterr ] Rheumatol 2024;35(Suppl 1):10-9
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Are JAKis more effective among elderly
patients with RA, smokers and those
with higher cardiovascular risk? A
comparative effectiveness study of b/
tsDMARDs in Sweden

,! Daniela di Giuseppe © '

Hannah Bower @ ,' Thomas Frisell

Benedicte Delcoigne @ ," UIf Lindstrém © ,? Carl Turesson © ° Overall
Katerina Chatzidionysiou @ * Elisabet Lindqvist © % Ann Knight,®
Helena Forsblad-d'Elia @ 2 Johan Askling © ' Sex
Male
Female
Age
<B5 years
65+ years
CV risk factors
MNo
The effectiveness of JAKi in terms of EULAR Yes
good response and CDAI remission is superior 5"‘“':’"
. . . o
to TNFi, overall, also or even especially so in Yes

those patient with RA segments where safety
concerns have been raised

Line of therapy

0 b/tsDMARDs
1-2 b/tsDMARDs
3+ b/tisDMARDs

13493 individuals with RA contributing to treatment initiations between

2016 and 2022 in Sweden:

3166 JAKi (baricitinib (n=1928), tofacitinib (n=459), upadacitinib

(n=755) and filgotinib (n=24).
5575 non-TNFi bDMARD

11 286 TNFi
THFi better JAKI or non-TNFibetter
58%[32 8.5) I - 4
1.4 % (-04, 3.3) i
6.9 % (23, 11.5) I +
0.8 % (-3.7, 2.1 e :
56% (34,78 —_——
21 % Ef].:‘:_ 3 ?’1. i S - —
% : +
4.2% (1.7, 6.8 L1
0.5 uf 21,1 1)
8.0 % (5.3, 10.8) | +
3.5%(1.3,57) | ©
|
BD%[31 39) | *
—e—
56%[30 32) I *
3.7 % (1.8, 5.6) | —_—
|
34 % (03, 66) | +
0.4 % 2.9, |
?ﬁ%[ss 9?; —
2.7 % (0.8, 4.6) | —o—
|
24%(43,9.1 L o
27,5 ] L=
33%{23'1021 L - +
{ § ~
?5%(40‘11. 1} | . +
, 6.6) [ l = : : :
-5 0 5 10 15

Percentage point difference, remission

* JAKis versus TNFis

' Mon-TNFis versus TNFis

Figure 2 Percentage point differences for JAKis and non-TNFis (vs TNFis) of reaching CDAI remission at 6 months, presented
overall, by sex, cardiovascular (CV) risk groups and line of therapy. b/tssDMARD, biological or targeted synthetic disease-
modifying antirheumatic drug; JAKI, janus kinase inhibitor; TNFi, tumour necrosis factor inhibitors.

Bower H, et al. RMD Open 2023;9:e003648. doi:10.1136/rmdopen-2023-003648
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