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BIOMARKERS TO PREDICT RISK OF VENOUS THROMBOEMBOLISM IN PATIENTS WITH RHEUMATOID ARTHRITIS

RECEIVING TOFACITINIB OR TUMOUR NECROSIS FACTOR INHIBITORS -

1 -4 JUNE 2022

EIZATQIH - TI INQPIZAME MEXPI ZHMEPA: Ztnv peAétn ORAL Surveillance ot aoBeveic pe avénpévo kapdlayyelako kivéuvo
(aoBeveic nAkiag 250 pe pétpra mpog coPapn (RA) kat 21 kKAaoko mapayovta kapdiayyelakol Kvduvou) n enintwon
OpoppospuBoAikig vocou (VTE) ntav YPnAotepn oto tofacitinib versus TNFi

Table 1. Summary of results from biomarker analyses

Biomarker

Key results

Tier 1
C-reactive protein

No association with VTE in any treatment arm
at BL or M12

, , , . , . D-dimer * Higher M12 levels were prospectively associated
ZKOMNOz — EPQTHMA MEAETHZ: Na SiepeuvnBolv nmiBavoi Blodeikteg (biomarkers ) mov prmopouv va GUGXETLOTOUV HE TOV Thrombopoietin wfh greater risk of subsgqu;,,wgmh tofac-
av§npévo kivéuvo (VTE) otnv opada tou tofacitinib otnv ORAL Surveillance. itinib 10mg BID
o For D-dimer, the same effect was observed
with tofacitinib 5mg BID
* Treatment specificity of effects could not be
. established
AZOENEIZ - MEOOAOI:exploratory post hoc analysis Tier 2
Factor VIII * No clinically meaningful differences across

1. 294 soluble, proteomic, genetic & antibody biomarkers ektipnfnkav (ot 79 £éxouv yvwoto poAo otnv pAeypovn , otnv mAén,
otnv ayyetakn Broloyia kat otnv JAK/STAT onpatodotnon)

2. ZulAloyn opoU (BL) & piva (M)12 otig VTE nepuntwoelg o€ avaloyia 4:1 pe matched controls.

3. D-dimers avaAuBnkav og peyaAutepn opada acOevwv

KYPIA ANOTEAEZMATA: 4362 tu)atlomotnuévol acOeveic

Kavévag BLodeiktng dev £€6e1§e cadn PnNXavIOTIKA CUCGXETLON HE TOV av§npévo Kivduvo BpoppospupoAkng vooou (VTE) otnv
opada tou tofacitinib vs TNFi oUte avadeixOnke n mpoyvwotikr aia kanowou BLodeiktn

ZYMMEPAZMATA — MHNYMATA TIA TO ZMITI: AutA n post hoc exploratory analysis &gv avédeiée kanowo BLodeiktn e
TMPOYVWOTLIKN aio | LNXOVLOTIKI) CUOXETLON IOV Ba pnopouoe va e§nynosL tov auvénpévo kivéuvo BpopuBoeuBoAiking vooou
(VTE) otnv opdda tou tofacitinib. Na toviotel tL n pelétn dev ixe Tétolo oxeSlaopo Kat dev tav powered yla vol GUYKPLVEL
biomarkers

Z. Szekanecz et al. (Ouyyapia), Oral Presentation OP0 269, DOI: 10.1136/annrheumdis-2022-eular.787

Thrombin—antithrombin complex
Tissue factor pathway inhibitor
Plasminogen activator inhibitor-1
Protein C

Antithrombin

Apolipoprotein C-lII

Leptin

Tiers 3 & 4

Exploratory proteomic assays (276

markers from multiplex panels)

Genetic biomarkers

Factor V Leiden R506Q, prothrombin
G20210A and JAK2 V617F mutations

Antibody biomarkers

ACA 1gG and IgM, anti-p2GP1 IgG

and IgM

treatment arms

Two biomarkers with no known relationship to

VTE (angiogenin and TNFSF13B) showed signif-

icant associations with pulmonary embolism in

the tofacitinib 10mg BID arm

o Treatment specificity of effects could not be
established for either analyte

Factor V Leiden and prothrombin risk alleles,
individually or combined, were associated with
increased incidence of VTE but did not explain
excess events with tofacitinib

No VTE cases or matched controls had the JAK2
mutation

No statistical differences were observed between
treatment arms or between VTE cases and
matched controls

ACA, anticardiolipin antibody; f2GP1, beta-2-glycoprotein 1; IgG, immunoglobulin G; IgM,
immunoglobulin M; JAK2, Janus kinase 2; TNFSF13B, tumour necrosis factor ligand super-

family member 13B
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IMPACT OF BASELINE CARDIOVASCULAR RISK ON THE INCIDENCE OF MAJOR ADVERSE CARDIOVASCULAR EVENTS IN EONCRESS oF

RHEUMATOLOGY

THE TOFACITINIB RHEUMATOID ARTHRITIS CLINICAL PROGRAMME _a

1 -4 JUNE 2022

EIZATQIH - TITNQPIZAME MEXPI ZHMEPA:Ztnv peAétn ORAL Surveillance og acBeveig pe av§npévo kapdayyeiako kivéuvo Catagorised Iy 10T iok of MAGE, par ASCVD-BOE sk caletiatars with a
(aoBeveic nAkiag 250 pe pétpra rtpog cofapr (RA) kat 21 KAAGLIKO apdyovta Kapdlayystakou KwvdUvou) n enintwon 1.5 muitiptier applied . —
BpoppoepBolikric vooou (VTE) itav PnAdtepn oto tofacitinib versus TNFi Average tofeclinb Smo B Averaoc tofacinb Ome B

CV risk-en-
Overall CV risk-enriched Owverall riched
cohort{(N=3969) cohort(N=1614) cohort(N=3995) cohort(N=1511)

ZKONOz — EPQTHMA MEAETHZ: Na ektian8oUv ot mapayovteg av§npévou Kapdiayyelakol Kivduvou oto baseline (BL) yia

HxCAD. n (%) &1 (1.5) 61 (3.8) 65 (1.6) 60 (4.0)
v v ege o No HxCAD: 10~ risk

MACEs oto KAwLKO npoypappa tou tofacitinib otnv RA. of MACE. n (5%)
High (=209%:) 440 (11.1) 365 (22.6) 337 (8.4) 276 (18.3)
Intermediate 853 (21.5) 593 (36.7) 788 (19.7) 530 (25.1)

=7.5—<20%)
AZOENEIZ - MEOOAOI: Asdopéva acBevwv nou éAapav 21 tofacitinib dose in 21 Phase 1-3b/4 (excluding ORAL Surveillance) Low (o830 V2135 e saz (212 2088 (51%) 207 (2o.3)
. e . . , . , Missing data 47 (1.2) 19 (1.2) 343 (8.8) 143 (9.5)

kau 2 long-term extension tofacitinib RA peAéteq avaluBnkav pe post hoc pooled analysis o€ 2 kooptég : (1) overall cohort CAD 15 Gormo oS ary ST T CIID T e O S WA Srooed SharaciorSto N marmDer

(2) CV risk-enriched cohort (pts aged 250 yrs with 21 additional CV risk factor) . of evaluable pts

EKTLpROnkav:

1. Incidence rates (IRs; pts with first events/100 pt-yrs) for adjudicated MACE
MACE IRs were stratified by pts BL CV risk profile: kat katnyoplonoibnkav :
1. lotopko otedaviaiag vooou (HxCAD)

2. oaoBeveig xwpic (HXCAD ) katnyoplomoujOnkav pe umoAoyitopo 10-yr risk of MACE, per the ASCVD-PCE risk calculator 2

Fig. IR (pts with first events/100 PY, B5% Cl)for sdjudicated MACE, stratified by HCAD and 10-yr risk of MACE In the overall cohart

® Average fofacitinib 5mg BID @ Average tofacitinib 10mg BID

with a 1.5 multiplier applied. . nooN P
All patients vy # 3530 818254
, ) HH 54 am 1478428
FuvoALkr kKooptr : 7964 pts (average tofacitinib 5 mg BID, n=3969; average tofacitinib 10 mg BID, n=3995) N HXGAD: 10-yr risk of MAGE’ e
3125 (39.2%) pts cupunepieAidpOnoav otnv CV risk-enriched cohort (average tofacitinib 5 mg BID, n=1614; average High risk (>20%) —_— ‘91 ﬁ E;ﬁ
tofacitinib 10 mg BID, n=1511).
Intermediate risk (=7.5-<20%,) r—'—|ﬁ‘:: i T48 166815
KYPIA ANOTEAEZMATA: ZuyKpivovtag T 5U0 KOOPTEG OMWG ATV AVAEVOUEVO UEYAAUTEPO MOGOOTO acBevwv otnv CV e
risk-enriched cohort gixav HXCAD or a high or intermediate 10-yr predicted risk of MACE at BL vs the overall cohort (Table 1). BorderinG risk {=5-<7.5%) | —e——! 4 33 BTR50
1. MACE IRs (95% Cls) Rtav xapnAotepo atnv overall cohort (0.38 [0.26, 0.54] and 0.37 [0.27, 0.48] for average tofacitinib 5 v e
and 10 mg BID, respectively) vs the CV risk-enriched cohort (0.72 [0.46, 1.09] and 0.67 [0.46, 0.93], respectively. Low risk (<5%) Jo- § 1017 483360
ot 1N 1946 8129.06
2. MACE IRs fjtav pikpotepo amd otL otnv ORAL Surveillance 00 05 10 15 20 26 30
IR (95% CI
SYMMNEPAIMATA — MHNYMATA A TO ZMITI: £To KAvikO npoypappa tou tofacitinib otnv RA ta MACE Atav oXeTl{OHevVA UE
1o BL CV risk otnv ouvoAikn koopti acBevwv, anoteAéopata mov cuvadouv pe tnv peAétn ORAL Surveillance Opwg npémet "I WAPOUL & FXGAD WeraGaloguisod 0KIg 0 10K 10-41 15k f MAGE, pr e ASGVD-PGE (5K cakouator win a
Am p
va eKTLLNBoUV pe tpooo)r) AGYw Tou IKPoU aplBpol pt-yrs o€ KATOLEG OUASEC . Viotal Y of exposurs accrued during therisk perkod

06% Clsware constructed using Exact Polsson distribution
Includes pts from studies with CV adjudication process applied 1o data afler 25 February 2009
Risk period was dafined as the time from first study dose Lo last study dose +28 days, o lo the death date, whichever was earller
CAD I defined as any of M or GHD
M Dougados et al. (France) , Oral Presentation OP0264, DOI: 10.1136/annrheumdis-2022-eular.879 ASCVD-PCE. atheroscierotic CV disease-Dodled Gohort eauations: n. number of pis with event. PY, ol-ws
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RELATIONSHIP BETWEEN DISEASE ACTIVITY AND MAJOR ADVERSE EVENTS IN PATIENTS WITH RHEUMATOID ARTHRITIS EONCRESS oF

RHEUMATOLOGY

ON TOFACITINIB OR TNF INHIBITORS: A POST HOC ANALYSIS OF ORAL SURVEILLANCE

EIZATQIH - TITNQPIZAME MEXPI ZHMEPA: H evepydg RA aufavel tov Kivduvo yla: Fig. HRs for major AES of special nterest during active RA vs remission as defined by CDAI
1. KapSiayyelakd cuppapato
2. OpoupoeupoAki voco HR (96% CI) p value
3 AOLH(nglq _ LDA vs remission 1.64 (0.97, 2.75) 0.0827*
: 48 _
4. Awotoloyikég Kakon0eieg (AMépdwpa) §1 VO net e e
HDA vs remission 1.51(0.77, 2.98) 02313
FKOMNOZ — EPOQTHMA MEAETHZ: Na eKTiun0ei n cuox£TtLon TNG EVEPYOTNTAG TNG VOOOU HE:
LDA vs remission 1.39(0.59, 3.27) 0.4548
1 MACEs E § MDA ve ramission 1.36 (0.5, 3.40) 0.5084
2 KaKor’leElsc - HDA vs remission 2.48(0.95, 6.45) 0.0625"
3. Aolpwéelg
4. (AEs) eldwkov evéladépovtog otnv ORAL Surveillance. §§ LOA v semsienion — 0I5, 119 0
5 E MDA vs remission —— 1.01 (0.85, 1.57) 0.9651
AZOENEIZ - MEOOAOI: Eywav 2 post hoc avaAloelg : 3E o misen . s e o8
(1) a time-varying multivariate Cox model examined risks of major AEs when pts were in CDAI-defined low E LI it =t e Bt
(>2.8-<10; LDA), moderate (>10-<22; MDA) or high (>22; HDA) disease activity vs remission (<2.8). .% PR Fean J o TERiANR LFD it
g = HDA vs remission —a—i 0,97 (0.65, 1.45) 0.6899
(2) area under the curve (AUC) per yr for CDAI prior to event or to study end (pts without event)
- LDA vs remission B B! 0.99(0.76, 1.30) 0.9707
KYPIA AMOTEAEZVIATA:4362 pts . ] v - 0%4070.129 os840
1. Méon Sudpkela vooou 10 xpovia . O A S IR0 a
2. OMAoioiaocBeveic eAappavav MTX at BL
3. 10% twv acBevwv gixav Aapet éva biologic DMARD nponyoupeva gy LA wnion e 122 (1.07,1.39) 0.0028°
E § g MDA vs remission =Y 1.42 (1.24,1,62) <0.0001"
SYMMEPAZMATA — MHNYMATA TIA TO ZMNITI: Ztnv ORAL Surveillance 1o pioko yta MACE, VTE kot NSIs eKtog "7 HOAVs amissn g aam —
tou HZ Atav uPnAotepo oe aobeveic e av§nuévn evepyotnta vooou. £ & § & T 3
Low:nsk than remission Higher risk than remission d
*p<0.10

G. Karpouzas et al. (HMA) , Poster, POS0519, Poster , DOI: 10.1136/annrheumdis-2022-eular.1238 E Cxmidann e 1 el e ofp who aspasancad each AE; NMEC, non-melancma ain canca



RISK OF CARDIOVASCULAR EVENTS UNDER JANUS KINASE INHIBITORS IN PATIENTS WITH RHEUMATOID ARTHRITIS:

OBSERVATIONAL DATA FROM THE GERMAN RABBIT REGISTER

EIZATQrH - TI INQPIZAME MEXPI ZHMEPA:

To 2021 0 EMA & FDA &§édwoav mpoeildomnoinon oxetikda pe tnv acdpdalela tou JAK avaotoAéa (Tofacitinib)
o€ ao0eveiq pe av§npuévo kapdiayyelako kivéuvo Baoilopevol otnv pelétn Oral Surveillance

FKONOz — EPQTHMA MEAETHZ: Na ektiun8ouv ta (MACEs) oe aoBeveig pe Peupatosidn apbpitida unod aywyn
ue JAKi, TNFi kat cDMARDs og ouvOnKeg KaOnUePLVAG KALVLKAG TTPOLKTLKAG.

AZOENEIZ-MEOOAOI: AvaAluon 8eSopévwv amo to yepHaviko Registry RABBIT
arnd 01/2017 - 04/2021. Evapéeig: 2030 JAKi, 2338 TNFi ko 871 csDMARD

YnoAoyioOnkav :
1. Incidence rates (IR) of MACE per 100 patient-years (PY) with 95% confidence intervals (Cl)
2. adjusted risk ratios (RR) yta 6Aoug toug acBeveig kat Toug acBeveic udpnAol Kwvduvou (age

2 50 years and 2 1 CV risk factor).

KYPIA ANOTEAEZMATA:

1. OuaoBeveic movu &ekivnoav Bepanceia pe JAKi Atav peyaAltepol o€ nAKia, CUXVOTEPA YUVALIKEG KA €iov
MHeyaAUTEPN SLAPKELD VOOOU.

2. 28 MACEs kataypadnkav . Ou aocBeveic und aywyn pe JAKi, TNFi & csDMARD £6&i§av napopolo IR yia
MACE petaév 0.26 and 0.41 events per 100 PY.

3. HmAswoynoia twv cuppapdtwv adopolce Tov NPwWTo Xpovo Bepaneiag

ZYMMNEPAZMATA — MHNYMATA T1A TO zZNITI:
To IR yia MACEs o€ acBeveig nmou éAapav JAKi o cuvOrnKeg KaONUEPLVAG KALVLKNG TIPOKTLKAG ATAV XOLUNAOTEPO
anod auto nou avakowwOnke yia to Tofacitinib otnv peAétn Oral Surveillance kot cuykpictpo pe toug TNFi

Y. Meissner et al ( Germany), Oral Presentation , OP0135, DOI: 10.1136/annrheumdis-2022-eular.779

Incidence rates of major acute cardiovascular events

fidence nterval)
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Figure 1. Incidence rates of MACE per 100 patient years by treatment group.
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TREATMENT DISCONTINUATION DUE TO ADVERSE EVENTS AS AN OVERALL MEASURE OF TOLERANCE AND SAFETY OF eular 2

EUROPEAN
CONGRESS OF

JAK-INHIBITORS: AN INTERNATIONAL COLLABORATION OF REGISTRIES OF RHEUMATOID ARTHRITIS PATIENTS (THE g

1 -4 JUNE 2022

“JAKPOT” STUDY).

Table 1. Continued
EIZATQrH - TITNQPIZAME MEXPI ZHMEPA: H npdodata dnupocteupévn pehétn “ORAL Surveillance Study” avédelée

avénuévo kivbuvo cofapwv avermtBunNTtwy eVEPYELWV -serious adverse events (AEs) pe tov JAK avaoctoAéa tofacitinib oe JAK(' OMA*® TNF?
, L . , , , , . \ , (BARI, (ABA, ANAK, SARI,  (ADA, CERT,
oxéon pe toug TNF-inhibitors (TNFi). Aev unapxouv apketd dedopéva KabnuepLvig KALVIKAG MPAKTLKAG yla TNV acAAEL Kol

, : FILGO,TOFA,UPA) TOC)) ETAN, GOL, INFL)
tnv avoyxn twv JAKi

n=9208 n = 16737 n = 64533
ZKONOZ — EPQTHMA MEAETHZ: Na ektiun0ei n acpdaAeia twv JAKi o€ oxéon pe aAAoug BLoAoyLlKoUG MOPAYOVTEG OE HAQ 12(0.7) 12(0.7) 1.1(0.7)
aoBeveig pe (RA) og cuvOnKeg KABNUEPLVAG KALVIKFG TUPOAKTLKIG E:fi'ems with at least one g:; (59) gg:g ©8) igg (58)

Comorbidity (%)

AZOENEIZ - MEOOAOI:Pooled avaAuvon acBevwv pe RA and 16 £0vika registries amno tnv Eupwnn , Quebec (Canada), Turkey
& Israel . Awakonn Bepaneiag e€attiag (AEs) os kaOe opada Oepaneiag :

1. JAKi versus (vs) TNFi
2. JAKi vs bDMARDs with other modes of action (OMA)

g

KYPIA ANOTEAEZMATA: 90,478 treatment courses (Table 1).

1. similar crude incidence rate yia Stakonr Ogpaneiag e§aitiag (AEs) petagy JAKi & TNFi, aAAda Ayotepa otoug JAKi vs OMA
(Figure 1).

2. The fully adjusted hazard rate of treatment stop for AEs rjtav to idwo yta JAKi vs TNFi (HR = 1.02 (95% Cl 0.92 — 1.13)) ko
yta JAKi vs OMA (HR= 1.08 (95% Cl 0.97 — 1.20)).

3. H &wakonn Oepanciag s§outiag (AEs) qrav vuPnAdotepn oe yuvaikeg (HR = 1.29 (95% ClI 1.21 — 1.37)) ko otoug acOeveig pe
avénuévo aplBuo rtponyolpuevwy b/tsDMARDs (HR = 1.50; 1.48; 1.68 for 1, 2, and 3 or more previous b/ts DMARDs,
respectively)

o
-3

- JAKi
— TNF
ONA

Cumuiative incidence of Adverse Events
o
=3
8

ZYMMEPAZMATA — MHNYMATA TA TO ZMITI: MeTd and unoAoyLlopo Kat tpoocappoyn yia m@avoug confounders, to rate /
ywa Swakormn Ogpaneiag efattiag (AEs) Atav ouykpiotpo petagy JAKi vs OMA kat JAKi vs TNFi o

00 05 10 15 20
Time (in years)

Figure 1. Comparison of cumulative incidence of treatment discontinuation for adverse events

E. Nham et al. ( EABetia) , Oral Presentation, OP0 266, 0.1136/annrheumdis-2022-eular.2342 in JAKi, TNFi, and OMA group



FAVORABLE BALANCE OF BENEFIT AND HARM OF LONG-TERM, LOW-DOSE PREDNISOLONE ADDED TO STANDARD eular 2

EUROPEAN
CONGRESS OF

TREATMENT IN RHEUMATOID ARTHRITIS PATIENTS AGED 65+: THE PRAGMATIC,MULTICENTER, PLACEBO- CONTROLLED g

GLORIA TRIAL

EIZATQrH - TITNQPIZAME MEXPI ZHMEPA: OuxapnAég 80o¢Lg -low-dose glucocorticoid (GC) xpnotiuomnotouvta
gUPEwWG o acBeveig pe RA. Aev ivatl Opwe yvwoto to benefit/risk ratio yia pakpoxpovia xprion.

ZKOMOZ — EPOQTHMA MEAETHZ: AutAr) TudAR TUXALOTIOLNMEVN HEAETN acBevwv e RA mou eAappavav XapnA£g
606co¢e1g prednisolone (5 mg/day, 2 years) , nAwkiag 65+

AZOENEIZ - MEOOAOI: 'OAeg oL BEpAMEVTIKEG MAPEUPBACELG EMITPEMOVTIAV LLE OTOXO TNV Udeon — XapunAn
EVEPYOTNTA VOOOU EKTOG A0 TG SO0ELG oTEPOESWYV > 5 mg/day . OAot éAafav + Ca /VitD.

451 RA patients in 7 EU countries

449 tehkd umnkav otnv peAETn : 63% prednisolone vs 61% placebo patients completed 2 years of follow up.

KYPIA ANOTEAEZMATA: Benefit:

1. Taxeia peiwon evepydtntag vooou Tov MPWTo XPOvo xoprnynong tng prednisolone . (Figure 1), (adjusted mean
difference in DAS28 over 2 years: 0.37, 95%CL 0.23, p<0.0001).

2. Npdodo apBpikwv BAaBwv ota 2 xpovia , xapnAotepn oto prednisolone group: mean 0.6 (SD 1.9) v 1.8 (6.4)
score points on placebo, difference 1.2 (95%CL 0.2, p=0.02).

Harm:

1. 60% prednisolone vs 49% placebo patients experienced the harm outcome: adjusted RR 1.24, 95%CL 1.04,
p=0.02

2. Number needed to harm 9.5 (Table 1)

SYMIMEPAZMATA — MHNYMATA TIA TO ZMITI: H xopAiynon XapunAng 86on¢ otepoetdwv £xeL anodekto benefit /risk
ratio . To trade-off ywa AE givar 24% aAAd ta AE givol Kupiwg PLKPRG —HETPLAG EVTACNG

M. Boers et al. ( OA\avéia) , Oral Presentation , OP0263, DOI: 10.1136/annrheumdis-2022-eular.698

1 -4 JUNE 2022

Table 1. Adverse events of special interest (AESI).*

prednisclone (n=224) placebo (n=225)
Events by protocol-defined category SAE other AESI SAE other AESI
Infection 26 124 16 91
Urinary tract 4 49 4 29
Pneumonia 2 17 2 13
Other 20 58 10 49
Cardiovascular 8 2 6 0
Symptomatic fracture 2 " 4 6
New onset
Hypertension 1 4 o 7
Diabetes mellitus 0 2 0 1
Cataract 0 7 2 6
Glaucoma 0 1 0 3
Othert 43 43 35 26
Total 80 194 63 140

*AESI|: Comprises serious adverse events (SAE) and other AESI, defined by protocol. T°Other’
other AESI: non-serious AE outside of the above predefined categories, but associated with
premature discontinuation.

long-term response (DAS28) response at 3 months (%)

change absolute EULAR
0.0 4.5

primary model 7
- | l
I bo
place 3.5 1

prednisolone

—2.0- 3
o.o _—
model with time s 40 ACR
treatment interaction
—o.5 L 4o

. L
35 207
e [

20 se e

disease activity state
©.0 4.5 .
as observed “

1 mm prednisolone
= ° 30 . mm placebo
—.0] 3.5 20
—1.5- 3.0 m: .
—z.0d . , La.g o: -_—

a 3 6 a1z 18 24 months minimal Boolean
n 201182 265 143 121 disease activity remission
2051950 a6z 137 134 (DAS28 < 2.60)

Figure. Better response in disease activity on prednisolone compared to placebo,

Left: long-term change in DAS28: primary model, model with time-treatment interactions, and as observed,
with observed number of patients.

Right: response at 2 months in the stable adherent population (n=331).

Grey area: one-sided 95% confidence bound for the difference between groups at each time point.

Error bars: one half of the two-sided 95%C! for the group means.



INTERVENTION WITH METHOTREXATE IN ARTHRALGIA AT RISK FOR RHEUMATOID ARTHRITIS TO REDUCE THE eular 2

EUROPEAN
CONGRESS OF

DEVELOPMENT OF PERSISTENT ARTHRITIS AND ITS DISEASE BURDEN (TREAT g

EARLIER): A DOUBLE-BLIND, RANDOMISED, PLACEBO-CONTROLLED TRIAL

1 -4 JUNE 2022

A Clinical arthritis develop in all partici B Clinical arthritis development in high-risk participants

EIZATQIH - TI INQPIZAME MEXPI ZHMEPA: H methotrexate eivatto ¢appako Baong otnv RA. H xopriynon tng 'N'M =
OHwWG eplopiletal otoug aoOeveic mou £Xouv KAWIKA epdavi vooo. 80 80 -

60~ 60 ~
ZKOMOzZ — EPQTHMA MEAETHZ: Avn xopriynon¢ MTX og aoBeveic otnv paon pre-arthritis + ( subclinical
joint inflammation ) pmopei va npoAdpet tnv avantuén KAwika epgdavols vocou N av LeElwVEL To disease 7 “7 I
burden i e Treatment *7 — Treatment

" — TmnoI T P D T
AZOENEIZ - MEOOAOI: AumAR, TudAr , tuxatonoinpévn pelétn Sidpkelag 2 etwv , proof-of-concept trial, os £ R e S o B,
aoBeveig pe apBpalyieg kat uPnAn mBavotnta e€€AEng oe RA + MRI-detected subclinical joint-inflammation. R SRS
Tuxauonoinon (1:1) % MR RTr— sl

8 0.8

1. asingle intramuscular glucocorticoid injection (120 mg) and a one-year course of oral methotrexate (up to 25
mg/week)

2. or placebo

participants were followed for another year without study medication

1. The primary endpoint n avamntuén kAwika epdpavoig apBpitidac- (fulfilling the 2010 RA-criteria or involving
22 joints) that persisted for at least 2 week .

Two prespecified subgroup analyses.

1. Firstly, analyses were restricted in participants with high risk of clinical arthritis

development (PPV 270%).

1. Secondly, analyses were stratified for ACPA-status.

KYPIA AMOTEAEZMATA: 04/ 2015 -09/ 2019, tuxouomoinon 236 acBevwv , og aywyn (n=119) / placebo (n=117).
Metd ano 24 unveg arthritis free survival nrav idwo kat otig 2 opadeg (80% versus 82%, HR 0.81 (95%Cl 0.45,
1.48).

ZYMMEPAIMATA — MHNYMATA TA TO ZMITI: H Methotrexate, xopnyoupevn otnv npo-kKAwikn ¢paon t¢ RA dev
Katadpepe va anotpEP el tnv g avion tng vooou. BEATiwoe OwG pLa osLpd armo KAWVLKEG EKBACELG

D. Krijbolder et al. (OAAavéia) , Oral Presentation, OP0070, DOI: 10.1136/annrheumdis-2022-eular.264
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ACTIVE RHEUMATOID ARTHRITIS AND ASSOCIATED COMORBIDITIES INCREASE RISK OF DEMENTIA: A OO OF

RHEUMATOLOGY

POPULATION-BASED COHORT STUDY -

1 -4 JUNE 2022

EIZATQIH - TI INQPIZAME MEXPI ZHMEPA: Ano MEAETEG TOPATAPNONG UTIAPXOUV eVEEL§EL aunpeévng entimtwong avolag os acBeveic pe (RA)
ZKOMOzZ — EPQOTHMA MEAETHZ: H eKkTipnon mapayoviwyv KivdUvou yla TV avamntuén avolag os HeyaAn inception cohort ao0evwv pe RA.

AZOENEIZ - MEOOAOI: Avadpopkn peAétn acBevwv pe RA katoikwv Olmsted County, MN, mou ftav nAtkiag 250 years otav nAnpovUoav 1987 ACR criteria for incident RA in 1980-
2014. OMot oL acBeveic mapakoAouOnROnkav pEXPL to TEAog 2019. AoOeveig pe avola ptv tnv epdavion RA anokAsiotnkav anod tnv peAEtn (n=12).
Incident of dementia opiotnke wg n xprion 8Vo oxetlopevwy ICD-9/10 codes pe Stadopd 30 nuepwv.

Risk factors including:
KOWWVLKO-OLKOVOULKEG TLOLPAHLETPOL
XapaktnpLlotikd evepyol RA
dappaka

(CVD) napayovteg KivdUvou

AAAEG oUVVOONPOTNTEG

mehwWNR

KYPIA AMOTEAEZMATA: 886 aocBeveig pe RA (mean age 65 years, 65% females). Katd tnv iapkela napakodouBnong (median=8.5 years), 103 avéntuéav dvola .

The cumulative incidence of dementia increased by 2-3% every 5 years after the diagnosis of RA.

MeyaAutepn nAkia otnv évapén tng vooou (Hazard Ratio (HR) 1.14 per 1 year increase, confidence interval (Cl): 1.12-1.17)

Napoucia peupatostdwv oltdiwv (HR 1.76, Cl: 1.05-2.95)

Awdykwon peyadwv apbpwoewv (HR 2.11, Cl: 1.33-3.34),

Yréptaon(HR 1.84, Cl: 1.19-2.85), HF (HR 2.72, Cl: 1.29-5.74)

Kata®Auwpn (HR 2.23, Cl: 1.36-3.67) at baseline or during the first year after RA incidence were significantly associated with risk of dementia.

agohwNPRE

ZYMMEPAIMATA — MHNYMATA TA TO ZMITI: EKTOG ano TOUG EVPEWG OLVOLYVWPLOUEVOUG TTAPAYOVTEG KIvSUVOoU yla thv avamntuén avoilag ¢pavnke ot n evepyog RA sival ave§aptntog
TMPOYVWOTIKOG TIOLPAYOVTOG YLOL TNV aVATTUENG Avolag.

C. Kodishala et al. ( HNA), Oral Presentation, OP0134, DOI: 10.1136/annrheumdis-2022-eular.2352



DISEASE FEATURES AND SURVIVAL OUTCOMES IN A RETROSPECTIVE COHORT OF PATIENTS WITH RHEUMATOID

ARTHRITIS-ASSOCIATED INTERSTITIAL LUNG DISEASE AFTER LUNG TRANSPLANTATION

EIZATQrH - TITNQPIZAME MEXPI ZHMEPA: H 8iapeon nveupovonaBsia - Interstitial lung disease (ILD) eivat ano toug Bacikoug

APAYOVTEG AUENUEVNG voonpotntag Kat Bvntotntag o acBeveic pe RA.

FKOMNOz — EPQTHMA MEAETHZ: Opiopévol aoBeveig pe copapn RA-ILD Ba xpeLaotolv petapdoxevon nvevpova -Lung
transplantation (LTx) wotooo 6&v unapXouv S€S0pEVA yLa TOL KALVIKA XOLPOLKTNPLOTIKA KOl TG EKBACELG AUTWV TWV OLOOEVWV.

AZOENEIZ - MEOOAOI: Avadpopikn peAéTn mov cupnepltéAafe 6Aoug toug acBeveic pe RA nou unoPfAnOnkav ce Lung
transplantation (LTx) -2004 to 2020 at UCLA.

1. 42 RA-ILD acBeveig unepAnOnoav ce LTx. Avépeg (57.1%), opoBetikoi (91.4%), péon Siapkela vooouv 12.9 years (Table 1).

KYPIA ANOTEAEZMATA: Katd tnv dtapkeia tng HeEAETNG anePiwoe to (36%) Twv acBsvwv
Ze oxéon e Toug aoBeveic mou emélnoav oL acBeveig mou aneBiwoay :
1. 'Hrtav peyaAUtepoL 0TO XPOVIKO ONUELO IOV £YLVE N HETApOOXEVon (59.0—9.7 vs. 57.3—11.5, respectively),

2. Eixav o cuxva usual interstitial pneumonia (UIP) otnv Bloyia ntvevpova (87.7% vs. 56.0%, p <0.05).
3. The median follow up was 2.3 years (IQR 1.3, 4.7), and median survival time was 5.3 years (IQR 2.7, 7.6; Figure 1).

ZYMMEPAIMATA — MHNYMATA TA TO ZMNITI: Auti n LOVOKEVTPLKA HEAETN pE acBeveig pue RA-ILD mou uneBAnOnkav os
METAHOOXEUON IVEUpOVA aVESELEE TNV cuoxEtion tnG UIP pe au§nuévn Bvnrotnta Petd and LETANOOXEVON TIVELULOVAL.

A. Razmjou et al. ( HMA) , Oral Presentation , OP0275, DOI: 10.1136/annrheumdis-2022-eular.2179

Table 1. Disease features of study cohort*

eular??
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1 -4 JUNE 2022

All patients (N=42)

Age at LTx

Female

BMI (kg/m2)

Race- Caucasian

Ethnicity- Hispanic

Smoking, ever

Pack years

RA Disease Duration at Time of LTx (years)
ILD Before/Concurrent to RA*

Erosive

Seropositive™

Pathology- UIP

Pathology- NSIP

Pathology- Other

FVC% at Time of LTx

DLCO% at Time of LTx

Post-Transplant Rheumatology Follow-Up

58.0+10.7
18 (42.9)
25.7+4.2
28 (66.7)
11(26.2)
17 (40.4)
6.5:12.8
12,9114
12 (28.6)
11 (40.7)
32 (914)
28 (68.3)
7(170)
13 (317)
46.9+14.0
344179
20 (476)

*Values are N(%) or mean +SD #ILD diagnosis was made within 12 months of RA diagnosis

%RF or CCP

Survival

0.2+

0

[
4=

0

8 10

Yaars LTx to Death or Censor

|hlt |4Z 2% 13
Risk

7 3 0

Figure 1. Kaplan-Meier survival curve for RA-LTx patients from time of LTx to death, or censor.
The shaded area represents the 95% confidence interval. Median time to death was 5.3 years

(IQR 2.7, 78).



2YMITEPA2MATA

MéxpL o,ﬁglspa bev éxoupe aflomictoug Blodeikteg mou va e§nyolv tnv avénpévn enintwon (VTE)
otnv opada tou TOFA otnv peA€tn Oral Surveillance.

To auv§nuévo (BL) CV risk paivetou va awédavel tov aptOué twv MACEs 0to KAWVIKG TtPOYPOLLLL TOV
TOFA Opwc xpewdletal mMPocoxn OtV eKTipnon twv &gdopévwv AOyw HKpOU XpOvou
TP aKoOAoUONONG O€ KATTOLEG ONAOECG alcOEVWV.

Ztnv ORAL Surveillance to pioko yta MACE, VTE ko NSIs ektdg tou HZ ftav unAotepo os aocbeveig
ME augnpévn EVEPYOTNTA VOOOU.

Méxpt ofjpepa o€ ouVOKeg KAONUEPIVAG KAVIKAG TTPAKTIKAG Kot He Bdon ta SedopEva and peyala
registries ta rates &lakomng twv JAKI  Adyw (AEs) eivaw mapopoila pe twv AAAwv BLloAoylkwv
TLAPOYOVTWV.

H xopriynon pikpwv 66cswv otepoelbwv Prednisolone < 5 mg/day og nAwkieg 65+ yio Xxpoviko
Staotnpa < 2 £tn unopei va €xeL anodektd benefit/harm ratio

H 6opﬁvno’r| MTX npwipa oe acBeveic at risk yia gpdavion PA kat umokAwikn ¢pAeypov Sev
kaBuotepei tnv epdavion TnG vocou BeATLWVEL ORWG TIG EKPATELS TWV aoBevwy ota 2 Xpovia

H evepyog RA gival avefdptnTtog MPOoyvVwoTLKOG TTOLPAYOoVTaG yLa TV avantuéng avolag.

To mpoétuno UIP otoug acBeveic pe RA-ILD mou €xouv umoPAnBei oe petapdoyevon mvevpova
oxetiletan pe avgnuévn Bvnrotnta



