Ta moAAlG TPOGOTO TNS PAEYNOVIS KUL T
anoteréopato Tov Tofacitinib: dedopéva 10eTiog
ot Pevpatocion ApOpitioa

28 Zemvepfpiov - 1 Oxvwfpiov 2023 &
Aquila Atlantis Hotel,
Hpaxicwo Kpioe

AHMHTPOYAAZ ©OEOAQPO2
A" TTAOGOAOTIKH KAINIKH AMNO



Disclosures and Acknowledgments

Current presentation: Pfizer

Research/Educational support/grants

AbbVie, Boehringer Ingelheim, ELPEN, DEMO

Clinical trials (Phase 11, Il1, IV)

AbbVie, Amgen, Boehringer Ingelheim, ELPEN, Lilly, Horizon Therapeutics, EMD Serono, Enorasis, Janssen

Consultancy fees, speaker fees, honoraria, advisory boards in the last 5 years
AbbVie, Amgen, Boehringer Ingelheim, DEMO, ELPEN, Genesis Pharma, Janssen, Gilead, Lilly, MSD,

Novartis, Pfizer, SOBI, UCB, VianeXx, Viatris



AnAwon cuykpouonc cUUPEPOVTIWV:

«H Pfizer exet eA€yéel TO MEPLEYOUEVO WOTE VO OVTATTOKPIVETAL OTIC ELOIKEC TTPOdLAYPUPEC TNC aAAa Sev
Exel emiBeBatwaoel OTL ol BIBALOYPAPLKEC TTOPATTOUITEG EXOUV TTOPATETEL opUa».

«la oA Ta POPUAKEUTLKA ipoiovta JTOU avapEPOVTOL napakaAeiofe va
OUUBOUAEUEOTE/OUUBOUAEUTEITE TIC EYKEKPIUEVEC [MepANYELC XapakTnpLloTikwy Twv [Tpoiovtwv»



OEPAMEUTIKEC ETIAOYEC yLa TN PEVUOTOELON apBpitida pEca 0TO XpOVO

csDMARDs

bDMARDs

tsDMARDS

1960s Sulfasalazine Adalimumab
Methotrexate

Sarilumab

1930s NSAIDs

Ciclosporin

Infliximab Rituximab Tofacitinib Baricitinib

1930s Gold salts

1930 1950 1960 1970 1983 1985 1988 1998 1999 2001 2002 2005 2006 2008 2009 2010 2012 2015 2017 2019 2020

sl Auranofin Anakinra Abatacept Golimumab Upadacitinib
Glucocorticoids
|
Leflunomide Tocilizumab o
1950s , ! Certolizumab Filgotinib
Hydroxychloroquine
Etanercept

1970s D-penicillamine
Biosimilars

Burmester et al. Nat Rev Rheumatol 13, 443-448 (2017) - adapted by speaker



Tofacitinib monotherapy and combination therapy demonstrated significant and consistent
Improvements in disease signs and symptoms

ACR response rates

Response Rates (%)

ORAL Solo? (3M) ORAL Sync?(6M) ORAL Scan3 (6 M) ORAL Standard? (6 M) ORAL Strategy® (6M)*
(N=610) (N=792) (N=797) (N=717) (N=1152)
100 -
80 -+ 73 71
- 60"
1 ¥
i 38
40 % - 7
/ 27, 7
A W Z
20 - é % 12 ::5 :/:
1
ZR 7R 7 7
ACR20 ACR50 ACR70 ACR20 ACR50 ACR70 ACR20 ACR50 ACR70 ACR20 ACR50 ACR70 ACR20 ACR50 ACR70
DMARD-IR DMARD-IR e = p—
v Tofacitinib 5 mg Bl Tofacitinib 5 mg bid + MTX or nonbiologic DMARDSs Il Placebo + MTX or nonbiologic DMARDs
ORAL Standard was not powered to be a head-to-head trial with adalimumab. Bl Adalimumab 40 mg SC g2w + MTX

1. Fleischmann et al. N Engl J Med 2012;367:495-507.

2. Kremer et al. Ann Intern Med 2013;159:253-61.
3. van der Heijde et al. Arth Rheum 2013;65:559-70. *P<0.001 “P=0.003 """P<0.001 vs baseline 'P<0.05 *P<0.0001 $All patients receiving active treatment, no advancement penalty applied

4. van Vollenhoven et al. N Engl J Med 2012;367:508-19. ACR20 at month 6 was a primary endpoint in ORAL Sync, ORAL Standard, and ORAL Scan. ACR20 was a primary endpoint at month 3 and a
5. Fleischmann R et al. Lancet 2017; S0140-6736(17)31618-5. secondary endpoint at month 6 in ORAL Step.



Story of JAK inhibitor approval

JAK/STAT pairs

FODA approval: EMA approval:
Tofacitinib (AS)'? | Upadacitinib

Upadacitinib (PsA)"? | (PsA/AS/AD)'S.16
Ruxolitinib (AD)"* | Tofacitinib (pcJIA/AS)7.18

-chain cytokines
1L2, L4, IL7, L9,

Filgotinib (UC)"
FDA approval: EMA approval. EMA and FDA approval. Abrocitinib (AD)”
Tofacitinib (PsA)? | Tofacitinib (RA)? Upadacitinib (RA)"%7
ik AT Baricitinib (RA)*
FDA approval: FDA approval: | EMA approval FDA approval: EMA approval: FDA approval: | EMA approval:

Tofacitinib (RA)' Tofacitinib (UC)* | Tofacitinib Tofacitinib | Baricitinib (AD)' Upadacitinib | Upadacitinib (UC)?®

Baricitinib (RA)' | (PsA/UC)5® (pcJIA)® | Filgotinib (RA)" (AS/UC)*.22

FDA Fast Track Abrocitinib (AD)n

designation: Ruxolitinib (V)24

Delgocitinib Deucravacitinib

(CHE)® (PsO)?5

N 2018, the JAK inhibitor petciiinih was approves %or tha trealment of RA n Japan "

AD, atoplo dermatitis: AS ankylosirg soondyiitis; CHE, crwon o hand eczema; EMA, European Mecicines Agenoy. SDA US Food and Orug Acm nestration; JAK, Jarus unase; podlA, pelyartcular course javenlie idiopathc adbelts; PsA, psociatic arthitis: 230, psorlasis: RA, rmeumatold athriis
UC. ulcerative colitis: V, vitligo.

1. Damsky 'V aLal ANy LU T AS 47 314 £ 2 Coricallo A at gl Maokeoylag XNI20 25:3391 3348 e 06 Ve i alli s 20 m'w - Corde o 50 ks a2 020001 £ LAK | sulors - Wh Papar-W==2 ¢ hilpa M nves 0) (1 v 5 £l 636 gl vl e casa- LA 'O TODE A -C O s Slon-
AREroves-onne RS- rakoase-

delail'ze anz_o r-ad ule-val s modersie-lo-
BEEE-H Ol hand-sczama

12. Radi G, at 4

12. Pfizer. hiips: Veslor.incyte cominews-
role anesy ams

15, AbbVie.

re/zoseipress release-

delail'xe ana . 1 2a? < i'e ToEs g JoT U > Featment-cf-ulceratve-
coitis. 20 Phizer nlips Mwaﬂnvm’wmwunlmttﬂm«lﬂ%mn—mommw«nmmrmmﬂmb ¢1 ADN L} 'mu,uvmn memwwmwrvnuvwm up.dwﬁno—owwd-ouvm entm mumm—kr odulo«nm.—vky\osmpo»dy 8. Mm,
22. Abbivie Mmaa abbve cominews P! .....4.nn:lulﬁvmmcnlvu fda-approvalfor-reatment-adu ks with-m oderalely. to-seueraly.actvedceralive. colllis iim . 23, Plzer. hips Swwa pfzer.com neas press-celease lpres srelease - cetalivs. fde-o pproves -pfize rs-obinqor-abrochlinid-aduls.

24, inzyle. hitps noyle. Isir cyte-an nounces-us-fda-aporova l-opzeku retmy ol nib cream-0. 25, Bristal Myers Squibb. hiipsi'ews.oms com eas'detaln 202 20 S F cod-ane -Drug-Administraticn. Appraves Soty ki de. rik - Orak- Ty for-Adu tswith-Moderae-to-
Servoro-Plaque-Peoces s\ L aspx. 26. AbbVie Nigaimaws abfm COMV WA 165 506 SREAS BUIID B8 N-COMIMBHION BP0 WS- og-upadacitn - 1or-re almer - sdu Ns-afth-modarsle-10-savare-4 caralve-co liis Mm. 27, Astellas. hitps:wwww asiellas comen'nean/ 14651 All sconssac 78 Agrl 2003



AeOOUEVA KALVIKWY LEAETWV VS TIPAYHATIKAG KALVIKAC TIPOKTLKAG

Randomised controlled trials (RCTs) Real World Evidence (RWE)?

e Restriction in inclusion and
exclusion criteria to achieve a
homogeneous population

e Controlled design

* Protocol driven adherence
and follow up

T
A

iR

* Fewer comorbidities and
con-meds

2aRWE provides additional information on effectiveness in real-world clinical practice, to support and add to RCT data 4

1. Katkade VB, et al. J Multidiscip Healthc. 2018;11:295—-304. 2. Garrison LP Jr, et al. Value Health. 2007;10:326—-335.
3. Berger ML, et al. Pharmacoepidemiol Drug Saf. 2017;26:1033—1039. 4. Sherman RE, et al. N Engl J Med. 2016;375:2293-2297.

Non-homogeneous
population

No control over design

Patient driven adherence
and clinician driven follow up

Common comorbidities and

Several con-meds



Aedopéva kaBnpepLvnC KALVLKAC TiPaKTLKNG yia Toug JAK avaoTtoAeic

RHUMADATA registryl+ (Canada)
OBRI registry? (Canada)

European registries: ¥
ATTRA (Czechia) NOR-DMARD (Norway)
BIOBADASER (Spain) RABBIT § (Germany)
BIOREGS (Austria) REUMA.PT (Portugal)
BIORX.SI (Slovenia) ROB-FIN (Finland)

CorEvitas registry BSRBR (UK) RRBR (Romania)
(formerly Corrona)3 (USA) DANBIO (Denmark) SCQM (Switzerland)
MarketScan® claims GISEA (ltaly) TARDIS (Belgium)
database? (USA) METEOR (Netherlands) \\
Optum claims database4 AP O
(USA) — \
Medicare claims database* ///
(USA) I-RECORD registryl+ (Israel) =
TURKBIO registryl+ (Turkey)
(Strengths of RWE?0.11 \

v More diverse, heterogeneous patient population than RCTs
v/ Comparisons with other drugs that may not be possible in RCTs

Key Limitations of RWE?.11 OPAL-QUMI registry® (Australia)
*  Susceptible to sample bias, channelling bias, and observational bias —
*  Lack of standardisation and randomisation; patient groups may not be comparable)

List is not exhaustive
tPart of the JAK-POT international collaboration of registries. $Registries planning to participate in future studies but not included yet.

ARBITER reqistry®* (Russia)

LT

ANSWER reqistry> (Japan)
—— CorkEuvitas registry (formerly

Corrona)s (Japan)

TBCR registry? (Japan)

KOBIO registry8 (South Korea)

ATTRA=Appropriate Technology Transfer for Rural Areas; BIOREG=Biologica Register; BSRBR=British Society for Rheumatology Biologics Register for Rheumatoid Arthritis; Corrona=Consortium of Rheumatology Researchers of North America, Inc; DANBIO=Danish National Patient Registry;
GISEA=Gruppo ltaliano Studio Early Arthritis; JAK=Janus kinase; METEOR=Measurement of Efficacy of Treatment in the 'Era of Outcome' in Rheumatology; NOR-DMARD=The Norwegian Antirheumatic Drug Register; OBRI=Ontario Best Practices Research Initiative; OPAL=Oral Psoriatic Arthritis Trial;
QUMI=Quality Use of Medicines Initiative; RA=rheumatoid arthritis; RABBIT=Rheumatoid Arthritis— Observation of Biologic Therapy; REUMA.PT=Rheumatic Diseases Portuguese Register; ROB-FIN=Finnish Register of Biological Treatment; RRBR=Romanian Registry of Rheumatic Diseases; RWE=real-

world evidence; SCQM=Swiss Clinical Quality Management.

1. Lauper K, et al. [abstract]. Presented at: Annual Meeting of the European League Against Rheumatism. Virtual Congress, June, 2020. 2. Movahedi M, et al. Presented at: Annual Meeting of the European League Against Rheumatism. Virtual Congress, June, 2020. 3. Kremer JM, et al. ACR Open
Rheumatol. 2021;3(3):173-184. 4. Desai RJ, et al. Rheumatology (Oxford). 2021; doi:10.1093/rheumatology/keab294. 5. Ebina K, et al. Clin Rheumatol. 2021; doi:10.1007/s10067-021-05609-7. 6. Tanaka Y, et al. [abstract] Presented at: Annual Meeting of the American College of Rheumatology. Virtual
Congress, November, 2020. 7. Takahashi N, et al. Sci Rep 2020;10:21907. 8. Min HK, et al. Clin Rheumatol. 2021; doi: 10.21203/rs.3.rs-32790/v1. 9. Bird P, et al. Clin Rheumatol. 2020;39(9):2545-2551. 10. Katkade VB, et al. J Multidiscip Healthc. 2018;11:295-304. 11. Camm AJ, et al. Open Heart.

2018;5(1):e000788. Ful
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“JAK-POT” collaboration — comparative JAKi and bDMARD effectiveness

n=31,846 treatment courses
Real world data from registries of 16

countries
Drug survival
Adjusted CDAI low disease activity at 12 months N
o= 1.001
T0-
2 65- 53.8 55.0 0.8
= B80-
e
8 45- 2
e
3 % -
&£ 25- 3
20- e
§ is- Z
2 10-
S .. 0.251
_5-
0=
-15- 0.00-
TNFi ABA IL6i JAKi 0 i 2 3

Time(years)

Lauper K et al. Ann Rheum Dis 2022;81:1358-1366



Probability of staying
on treatment
o o
G? (o)

ORIGINAL ARTICLE

RMD
Open

Comparative effectiveness of antitumour
necrosis factor agents, biologics with an
Wiaiiaell alternative mode of action and

sl tofacitinib in an observational cohort of
patients with rheumatoid arthritis in
Switzerland

4023 treatment courses of 2600 patients were included, 1862 on TNFi, 1355 on TOC/ABA and 806 on TOFA.

Adjusted overall drug discontinuation®

—— Tofacitinib® (n=793)
—— bDMARD-OMA (n=1338)
. TNFi¢ (n=1847) Significantly higher drug discontinuation
with TNFis than with tofacitinib

HR 1.29 (95% Cl 1.14-1.47)

0.5

0.4- _—
No significant difference in drug
Number at risk | 3078 3308 2735 1940 1445 1101 817 614 discontinuation with bDMARD-OMA
compared with tofacitinib
HR 1.09 (95% Cl 0.96-1.24)
0 05 1.0 15 20 25 3.0

Drug retention time (years)
Finckh et al, 2020



Tofacitinib — RWE amoteAeopatikotnta (2n ypoupn)

@, Effectiveness of Tofacitinib Post Switch From bDMARD

Switching from ADA - tofacitinib vs cycling from Switching from ETN - tofacitinib vs cycling from

ADA-> ETN ETN > ADA
mADA — tofacitinib = ADA — ETN BETN — tofacitinib 2ETN — ADA
(N=28T}) (n=713) A% (N=262) (n=112)
97.5
—. 100 4.8 — 00 95.8 x
=90 85.083.5 sz_a =
o — 90 794
z c
(&) ‘. IG
2% = 60
g W g 50 389
£ 40 £ 40 33.0
% 30 % 30 225
= 20 I 9 15.2
L] =
T o fim
v 0
Met all oriteria  Adherence Mo dose Mo advanced Mo new No ne«ﬂ <2 days Met all citeris Adh R Mo sdvanced I e nw 2 e
[Fee=0s seeslten thE'EpyF'SWih:h =EMAED s et int'a.—artinjula_ {F’CSE':ED; escalation thaapyﬂswih:h csDMARD |nr:leased inha—aﬂ?;.lla
oral glucocorticoid . A
glucocorticoid injections aral glucocorticoid

glucocorticoid injections

A; study is from an abstract; ADA, adalimumab; bDMARD, biologic disease-modifying antirheumatic drug; ETN, etanercept; JAK, janus kinase; USA, United States of America. Harnett J, et al. Atlanta, USA.



Rheumatology 2023;62:89-97
https://doi.org/10.1093/rheumatology/keac285
Advance access publication 17 May 2022

RHEUMATOLOGY
Original article

Comparison of drug retention of TNF inhibitors,
other biologics and JAK inhibitors in RA patients
who discontinued JAK inhibitor therapy

Andrea Amstad’, Eleftherios Papagiannoulis?, Aimut Scherer?,

Andrea Rubbert-Roth @ 3, Axel Finckh?®, Ruediger Mueller®, Jean Dudler®,

Burkhard Méller @ 7, Peter M. Villiger @ 8, Martin M. P. Schulz® and
Diego Kyburz

— TNFi (n = 125) — OMA (n = 194) — JAKi (n = 81)

1.00
scam
Swiss abservational registry 0 . 7 5
WW el >
M in Rheumatic Diseases § :(—.; 0.50 :
£ 3 5
3L P =0.0033 E
0.2
Switched to HR (mice) HR (cc) o 90 59 50 41 34; 28
n=194 152 116 90 69 575 43
TNFi reference reference 0.001 =81 65 52 43 - d -
OMA 0.82(0.6, 1.12) 0.76 (0.4, 1.34) 0 100 200 300 400 500 600
JAKi 0.48 (0.3, 0.76) 0.42(0.19, 0.91) Time in days

Rheumatology (Oxford)2022 Dec 23;62(1):89-97



Clinical
Rheumatology

Iournad of the International Lesg.e

Real-world evaluation of effectiveness, persistence, and usage
patterns of tofacitinib in treatment of rheumatoid arthritis
in Australia

Eligibility Criteria for Study Cohort

Study Methods & Analyses

Adults with RAwho began treatment with tofacitinib or bDMARD Propensity score-matched
(£ csDMARD) and had =212 months of follow-up (March 2015- populations
September 2018).
OPAL-QUMI Baseline information Tofacitinio £ bDMARD %
Australian observational registry (matched population) csDMARD c¢sDMARD o
(n=650) (n=1300) Study Limitations
Female, n (%) 528 (81) 1056 (81)
Age, years, mean * SD 61.0+12.7 60.8413.1
D Disease duration, months, median 120 (n=411) 107 (n=818) * Specific geographl_cal population may
not be representative of the worldwide
® CDAI score, n (% of column) n=308 n=533 population (eg, patient characteristics,
Qpiiur‘g[sir}g Pﬁ;{ien’t outtlj_omes Remission 20 (7) 37 (7) healthcare access)
in Australian heumatol ogy  Data gaps were common when the
: B Low 53 (17 82 (15
A Quality Use of Medicines Initiative (QUMI) ( ) ( ) primary data was Captured at the t|me
M.oderate 78 (25) 131 (25) of the clinical consultation, particularly
High 157 (51) 283 (53) with respect to concomitant DMARD
Main Study Objective : - prescription data
_ y J : Concomitant medications, n (%) - As a result of insufficient numbers,
Assess disease activity outcomes using 0 (monotherapy) 282 (43) 564 (43) propensity score matching was not
DAS28-4(ESR), CDAI, and SDAI scores >1 csDMARD 368 (57) 736 (57) possible for the DAS28(ESR) score

Tofacitinib 5 mg twice daily is the approved dosage for the treatment of moderate to severely active rheumatoid arthritis in the EU, based on the EMA prescribing information. The prescribing information in other countries, including Switzerland, may
be different. For details of licenced indications in your country of residence, please refer to the country-specific prescribing information.

bDMARD=biological disease-modifying antirheumatic drug; CDAI=Clinical Disease Activity Index; csDMARD=conventional synthetic disease-modifying antirheumatic drug; DAS28(ESR)=Disease Activity Score in 28 joints, erythrocyte sedimentation rate; OPAL-
QUMI=Optimising Patient outcome in Australian rheumatoLogy-Quality Use of Medicines Initiative; RA=rheumatoid arthritis; SD=standard deviation; SDAI=Simplified Disease Activity Index.

Bird P, et al. Real-world evaluation of effectiveness, persistence, and usage patterns of tofacitinib in treatment of rheumatoid arthritis in Australia. Clin Rheumatol. 2020; 39(9):2545-2551.
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m Real-world evaluation of effectiveness, persistence, and usage
PESEMW  patterns of tofacitinib in treatment of rheumatoid arthritis
| & A in Australia

p » o

= Tofa 2o 3 3 3 2n0_ o
@ Similar remission rates with tofacitinib compared

e with bDMARDs over 18 months of follow-up

Australian observational registry

OQrAL_

B Bfacitinib . Treatment Persistence in Matched
. . " c 3
s, DAS28(ESR) Remission 40 CDAI Remission W pyarp s -
=)
3 ©
2 s
S g E
o o e
¢ 60 £c X0 £ 21
> 0 > 0 3
@y @y E
£a 9 B8 o
E © E .g Median time to discontinuation:
L) 40 o BDMARD 33.8 (95% CI| 28.8 to 40.4) months
ap [ 3 § i Tofacitinib 34.2 (95% Cl 32.2 to NR) months
T T T T T
S 2 S e . 0 10 20 30 40
- M - O Time since index (months)
g % 20 g 3 Number at risk
- — bDMARD 1293 930 585 303 54
T p*] n=1300 99.5% 71.5% 45.0% 23.3% 4.2%
Tofacitinib 650 470 298 108 2
0 n=650 100% 72.3% 45.8% 16.6% 0.3%
— group = bDMARD —=—-—-—- group = tofacitinib

Tofacitinib 5 mg twice daily is the approved dosage for the treatment of moderate to severely active rheumatoid arthritis in the EU, based on the EMA prescribing information. The prescribing information in other countries,
including Switzerland, may be different. For details of licenced indications in your country of residence, please refer to the country-specific prescribing information. Graphs created from Bird P, et al. 2020.

These groups are not limited to monotherapy and include patients on concomitant therapy.

bDMARD-=biological disease-modifying antirheumatic drug; CDAI=Clinical Disease Activity Index; DAS28(ESR)=Disease Activity Score in 28 joints, erythrocyte sedimentation rate; OPAL=0ral Psoriatic Arthritis Trial; QUMI=Quality Use of
Medicines Initiative; RA=rheumatoid arthritis.

Bird P, et al. Real-world evaluation of effectiveness, persistence, and usage patterns of tofacitinib in treatment of rheumatoid arthritis in Australia. Clin Rheumatol. 2020; 39(9):2545-



Clinical Clinical Rheumatology (2022) 41:53—-62
Rheumatology https://doi.org/10.1007/s10067-021-05853-x

Journal of the Inter national League
of Asrocaations foe Areumascsogy

ORIGINAL ARTICLE

Real-world evaluation of effectiveness, persistence, and usage
patterns of monotherapy and combination therapy tofacitinib
in treatment of rheumatoid arthritis in Australia

SYORBANS R XN TSeM ON O¥eeOm
Tofa mono BDMARD mono

N=282 N=564 A Monotherapy B Combination therapy
\:| Tofacitinib

Il °OMARD

Percentage of patients in DAS28 CRP
disease remission

Percentage of patients in DAS28 CRP
disease remission

l I I I I | I | ' I I I | | I Luptrépaopa

Time from index (months) Time from index (momt‘\s‘.) [} Aaaouévq u'lTé TO OPAL-QUMI

Fig. 2 Percentage of patients in DAS28-CRP disease remission in the A bDMARD and tofacitinib monotherapy population and B the bDMARD

and tofacitinib combination therapy population GEI'XVOUV ulu TdUrI YIG aUgaVéuEvn Xpr']Ur] TOU
o Monotherapy Gombination therapy tofacitinib wg povoBepameia

»
®

Australian obssrvational registry

* To tofacitinib karédeie amoreAsoparkémra

o [=]
3 8= 28— . r
0D 2ol KaI Tapapovr| oTn Bepameia Tapduola e
3 w - 3w <
x I~ ~ Fi <=
1 § S -~ § g \x.w.u.“ .
- : : g £ 5 = autiv Twv bDMARDs
g3 [y WS £ o s s
i w £ g
" - 2 g e
g g
£ £
28 s 8
s S T T T T g ol T T T T
0 10 20 30 40 o 10 20 30 40
Time since index (months) Time since index (months)
Number at risk Number at risk
bDMARD 561 408 257 137 25 bDMARD 733 522 328 166 29
Totacitinib 282 199 138 52 2 Tolacitinib 368 272 160 55 o
bDMARD ————- Tofacitinib | bDMARD ————- Tofacitinib

Tofacitinib 5 mg twice daily is the approved dosage for the treatment of moderate to severely active rheumatoid arthritis in the EU, based on the EMA prescribing information.

The prescribing information in other countries, including Switzerland, may be different. For details of licenced indications in your country of residence, please refer to the country-specific prescribing information.

bDMARD=biological disease-modifying antirheumatic drug; CDAI=Clinical Disease Activity Index; csDMARD=conventional synthetic disease-modifying antirheumatic drug; DAS28(ESR)=Disease Activity Score in 28 joints, erythrocyte sedimentation rate;
OPAL-QUMI=0Optimising Patient outcome in Australian rheumatoLogy-Quality Use of Medicines Initiative; RA=rheumatoid arthritis; SD=standard deviation; SDAI=Simplified Disease Activity Index.

Bird P, et al. Real-world evaluation of effectiveness, persistence, and usage patterns of monotherapy and combination therapy tofacitinib in treatment of rheumatoid arthritis in Australia Clin Rheumatol. 2022; 41:53-62.



ABO421 Low rates of retention of biologic dmard

monotherapy in patients with rheumatoid arthritisin real
life settings rree

AL Lazarini®’, K. Thomas!, E. Kaltsonoudis?, A. Drosos?, P. Tsatsani®, S. Gazi®, L. Pantazi?, KA. Boki?, P.
Katsimbri', D. Boumpas', K. Fragkiadaki’, M. Tektonidou®, P.P. Sfikakis’, K. Karagianni-, L. Sakkas®=, E.
Grikal, P. Vlachoviannopoulos?, G. Evangelatos®, A. lliopoulos®, T. Dimitroulas”’, A. Garyfallos”, K.

Melissaropoulos®, P. Georgiou®, M. Areti®, C. Georganas'®, P. Vounotrypidis!?, G. Kitas', D. Vassilopoulos
on behalf of Greek Rheumatology Society RA Study Group

Low HAQ (OR=0.48, 95% C.I.=0.23-0.99, p=0.047)
Corticosteroids at baseline (OR=2.2,95% C.1.=1.02-5.1, p=0.044)
Absence of serious adverse events (OR=0.14, 95% C.1.=0.016-1.3,p=0.094)

DOI:10.1136/annrheumdis-2018-eular.5780



Tofacitinib: povoBepaneila vs cuvduvaotikn Bepareia

Tofacitinib Retention With and Without MTX
Data from the OBRI registry

Propensity score weighted KM survival curves for time to

discontinuation of tofacitinib or TNFi with MTX and without MTX!

To FA MTX present atinitiation of reatment
1.0 e
0.97 — Yes * Censor

0.8 7
0.7
0.6 7
0.5
0.4+
0.3
0.2
0.1

0.0 T T T T T
0 12 24 36 48 60
Treatment duration {(months)
Mo 102 43 18 9 0

Yes 106 45 17 6 0

Retention probability

1.0 TNFi MTX present at initistion of treatment
0.9 — HNo

0.8 — Yes + Censor
0.7
0.6
0.5 4
0.4 4
0.3 4

0.2
0.1 4 CDAI, Clinical Disease Activity Index; JAKi, Janus Kinase inhibitor; KM, Kaplan-Meier; MTX, methotrexate;

0.0 T T T T T . OBRI, Ontario Best Practices Research Initiative;

0 12 24 ) 36 48 60 csDMARDs; conventional synthetic disease modifying antirheumatic drugs, TNFi, tumour necrosis factor inhibitor.
No 135 51 Tre%-t;lz'nentduratmn (mor%?s}
]

Yesg 222 141 84 45

Retention probability

—
[y |

1. Movahedi M, et al. [Poster:0808]. Presented at ACR 2020. e-Congress.



Mnopw va otopatnow tnv MTX peta tnv udeon Le tofacitinib;

Persistence, Adherence and Effectiveness of Tofacitinib When Patients
Continued or Discontinued MTX

+ At 12 months, tofacitinib persistence (a), adherence (b) and mean PDC (c) were similar between

MTX-persistence and MTX-discontinued cohorts

+ Tofacitinib medication effectiveness was identical between patients in the MTX-persistence and MTX-

discontinued cohorts (d)

a)
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*effectiveness was defined as meeting all of the following six criteria: (1) adherence (defined as 20.80 percentage of days covered), (2) absence of dose escalation, (3) no switching of switch to a

68,7

Tofacitinib Adherence (Mean PDC)

0,74

B MTX-persistent (N=504)
Tofacitinib Persistence (<90-day gap)

72,5

0,73

b)

o
o
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o O

o

Proportion of patientsJ%)
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=
o
o
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Proportion of patients (%)

o
L

MTX-Discontinued (N=131)

Tofacitinib Adherence (PDC > 0.8)

D @
o O
1 1

57,1

55,0

Tofacitinib Effectiveness*

39,7

39,7

biologic disease-modifying antirheumatic drug (- DMARD), (4) no addition of a nonbiologic DMARD, (5) no increase in oral glucocorticoids (GC) use, and (6) not more than one GC injection

2UMTTEPOO A

O1 aocBeveic ToU diEkowav TNV
MTX eixav TTapouola
TTapapovn oTn Beparreia,
OUMUOPYWON Kal
QATTOTEAEOUATIKOTNTA O€ OXEON
ME AQUTOUG TTOU TTAPEMEIVAY O€
OuVvOUOOTIKN BeparTreia.

MS, study is from an abstract; MTX, methotrexate; PDC, proportion of
days covered; SD, standard deviation; USA, United States of America.

Cohen S, et al. Clinical Therapeutics 2022;
https://doi.org/10.1016/j.clinthera.2022.05.002 online ahead of print.



Mean change from
baseline in DAS28(ESR)

ATOTEAEZMATIKOTHTA TOY TOFACITINIB METAZY 2YTKEKPIMENQN MAHOYZMQN

Tofacitinib was efficacious in seropositive and

seronegative patients’

Post hoc analysis of pooled phase 3 studies: ORAL Step (TNFi-IR), ORAL Scan (MTX-IR),
ORAL Solo (DMARD-IR), ORAL Sync (DMARD-IR), and ORAL Standard (MTX-IR)'-®

DAS28(ESR)-defined remission at Month 3!

DAS28(ESR)-defined LDA at Month 31
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N= 682 372 19 66 63 33 172 118 N= 682 372 19 66 63 33 172 118
Anti-CCP+ Anti-CCP+ Anti-CCP-  Anti-CCP- Anti-CCP+ Anti-CCP+  Anti-CCP-  Anti-CCP—
RF+ RF- RF+ RF— RF+ RF- RF+ RF-
M Tofacitinib 5 mg BID Placebo
Adapted fom Brd P, et al. 2019,
*Ps0.005 vs placebo.
BID, twice dady, CCP. u;;!c clrulinated peplide. DAS28, Dis fying antrheumaltic ¢rug. ESR, erythrocyle sedimentation rate, IR, inadeguate responder; LDA, low disease acthvity,
MTX, mothotroxate, ORAL, Oral Rheumaltold Arthrits Tral. 0r.
1. Bird P, ol al. RMD Open. 201950000742, 2. Burme ol Arthritts Rheumatol. 2019;71,678-891. 4, Floischmann R, ot al, N Engl J Mod. 2012,367.495-507

5. SKand V, ol i, Arthitis Care Res {Hoboken), 2017.69.592-596. 6. van vollsnhoven RF, et i, N Eng! J Med. 2012.367-508-519.

Tofacitinib was efficacious in nonsmokers and

ever-smokers’2

Post hoc analysis of pooled phase 3 studies: ORAL Step (TNFi-IR), ORAL Scan (MTX-IR),
ORAL Solo (DMARD-IR), ORAL Sync (DMARD-IR), and ORAL Standard (MTX-IR)'-®

DAS28(ESR) response at Month 3!

HAQ-DI response at Month 3!

Nonsmokers Ever-smokers® Nonsmokers Ever-smokers®
N= 660 108 344 354 59 218 N= 748 123 382 380 67 236

0 0

-1 0.8 09 Ed -0.19
&C
8%

2 1.8 -1.7 £c -0.44 - 041 a3

s *hk s 21 5e sk i *
Tk &%

g2

3 =3

-4 -1

M Tofacitinib 5 mg BID M Adalimumab 40 mg Q2W Placebo

Adapted from Kremer JM, et al. 2013.!

Rates vs placebo

the patients; the 5 phase 3 studies, baseline values. ans randomised raatment as terms in the modsl.

*P<0,05 vs placebo, **P<0 001 vs piaceno, ***P<0.0001 vs placebo !

“Ever-amoker defined as cument or ex-smoker.!
EST O, Do Aty Boom n 28 ks CAARD. dissmae-cn

. mothotrexate: ORAL, Orai Rheumatokd Arthriss Tral, Q:

1. Kromer JM. ot al. Anual Moeting Abstract S

4. Fioischmann R. ot al. N Engi J Med, 2012;36

s factor inhib&or

thrai 0
5. Swand V, ot al. Arthritis Coro R 2017,69:502-598. 6. van Volenhaven RF, et o), N Engl J Mod. 2012,367 508510,

ing normal approximation to the binomial using the 5 phase 3 studies as strats; changes Fom bassline vs placebo using a longitudinal, mixed-effect Iinear model, inchuding al visis fo account for repeated measures of

fying antirheumatic drug; ESR. eryihrocyte sedimentation rate; HAQ-DI. Health Assessment Questionnaire Disabilty Index: IR, Inadequate responder.

2. Burmester GR, et al. Lancet. 2013,381.451-460. 3, van der Heljde D, ot ol. Ariilis Rhoumatol. 2019;71:678-891

Decreases from baseline in

DAS28(ESR) 21.2, % (95% Cl)

Tofacitinib was efficacious across BMI categories’2

Post hoc analysis of pooled phase 3 studies: ORAL Solo (DMARD-IR),
ORAL Sync (DMARD-IR), ORAL Scan (MTX-IR), ORAL Standard (MTX-IR), and ORAL Step (TN -IR)z

DAS28(ESR)-defined minimum clinically important difference?

Month 3 ! Month 6
100 - ; :
| '
1 E
| '
804 727 69.6 | 1 B Tofacitinib 5 mg BID
s | 86.7 4
i : Placebo
60 1 { i Placebo to Month 3 then
! : switched to tofacitinib 5 mg BID
i '
i '
36.3 | 4
40 A : ! i
| 3141 ! 286 | The placebo group at Month 6
.‘ E includes patients who received
| ! placebo through to Month 3 and
20 4 | : advanced to tofacitinib from
i ' Month 3 to Month 6, per protocol
! H
0 + H )
N= 582 262 454 161 344 168 586 264 455 163 346 170
BMI BMI BMI BMI BMI BMI
<25 kg/m? 25-<30 kg/m? 230 kg/m? <25 kg/m? 25-<30 kg/m? 230 kg/m?

A splec Rom mpplamant o Fitzacian Al ot al. 2022.¢
BID. twice dadly; BMI, body mass ndex; Ci co Intarval; DAS28, Disease Activity Score In 26 joints; DMARD. disease-moditying sntitheumatic drug: ESR. erythrocyte sedimentation rate; IR, inadequate responder
MTX, mothotrexate; ORAL, Oral Rheurr o factor inhiblzor

1. Diranian AH, et al. RMD Open. 2022:8:0002 AH. ot al. RMO Open. 2022.8:0002103,

LSM change from baseline

in DAS28(ESR)

Tofacitinib was efficacious in patients with and without
concomitant glucocorticoids

Post hoc anaDysis of pooled phase 3 studies: ORAL Step (TNFi-IR), ORAL Scan (MTX-IR),
ORAL Sync (DMARD-IR), and ORAL Standard (MTX-IR)

DAS28(ESR) response at Month 3 HAQ-DI response at Month 3

With Without VVMh‘ . Wltho_ul X
glucocorticoids glucocorticoids glucocorticoids glucocorticoids
Ne= 561 315 384 231 Ne= 561 315 384 231
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Il Tofacitinib 5 mg BID + csDMARD Placebo + csDMARD

Adzpted from Charies-Schosman C, et al. 2018
7200001 Wihout muocly adusiment for explorslory acstyse) ve placetio whhin the respackve subgroup

“Patient numbers given are rom the FAS for ACR responses; however, patient num mong outcome measures

ACR, American College of Rheumalciogy; BID, twice cally; cSDMARD. conver 40 A saate.modtying anteheLsmasc drug; DASZ
ESR. erythrocyto sedimentation rate; FAS, full analysis set. HAQ-DI- Hoaith Assessment Quostionnaire Disab Illylv dex, IR, Inadecuat ressonder; LSM,
TNFI, tumour necrosis factor | r

Charles-Schoeman C, et al. J Rheumatol, 2018;45:177-167

ty Score for 28 joints; DMARD, cisease-modiying antrheumatic dru
least squares mean: MTX, methotrexate; ORAL, Oral Rheumatoid Arthits Tral,




Tofacitinib was efficacious in patients aged <65 and
265 years'

Post hoc analysis of oolednxhase 3 studies at Month 3: ORAL Ste '\S_'NFI-IR_L, ORAL Scan (MTX-IR),
ORAL Solo (DMARD-IR), ORAL Sync (DMARD-IR), ORAL Standard X-IR)'

Probability ratio?® Probability ratio®
PR (95% ClI) for PR (95% CI) for
tofacitinib 5 mg BID vs placebo tofacitinib 5 mg BID vs placebo

ACR20 HAQ-DI 20.22
<65 years (N=964) o 2.06 (1.81-2.35)
265 years (N=168) — 1.84 (1.36-249) <65 years (N=961) — 1.44 (1.31-1.58)

ACRS0
<65 years (N=964) —e— 342 (2.65-442)
265 years (N=168) C ° . 2.70 (1.48-4.95)

ACR70° 265 years (N=168) —1—@— 1.13 (0.91-1.39)
<65 years (N=964) ' o , 5.35(3.21-8.93)
265 years (N=168) -i o " 2.36 (0.95-5.90)

0 2 4 6 8 10 0 0.5 1 1.5 2
Favours tofacitinib i B

Favours tofacitinib

@ Tofacitinib 5mg BID

Adapted from Curts JR, et &, 20177

“Probability ratia is the proportion of responders in the lofacitinib group dividad by the proportion of responcers in the placebo group 2t Month 3. A PR >1 favours tofaciiind . *Comparsons of ACR70 rates shoud be interprated with caution

bacause of tha Imiad number of patients achvaving this responsa.’

ACR20'S0/70, 220%/50%/70% Improvement in American Collage of Rheumatology score: BID, twice dally: Cl, confidence interval, DMARD, disease-moditying antimeumatic drug;

HAG-DY, Hoakh Assesamant Questionnaire Disability Index; IR, nadequale responder. NTX, mathotrexate. ORAL, Oml Rhoumatoid Arthritis Thal PR, probability ratio; TNFL tumour necrosls ‘actor inhibilor.

1. Curtis JR, el al. Cn Exp Rhewnatol, 2017,35:390-400. 2. Burmester GR, ot al. Lancet, 2013,381:451-460. 3. van dor Hejde D, el al. Arthntia Rheumate). 2010,71.878-891 4. Flelschmann R, et al. N Eng! J Med. 2012.367:496-507

5 Stand V., et al, Arthritis Care Res (Moboken), 2017,69.692-598, 6. van Vollenhoven RF, et al. N Engl J Med. 2012,367:508-519 m



Tayutnta 6paonc



Tayvtnta 6paonc

100
ACR20 Response Rate
Tofacitinib 5 mg BID (n=243)
. 80
; —— —
< | —
S i & 60 =
S : B %)
= Tofacitinib 5 mg =
wg BID (n=61) =
ol ! a 40
D: 1
i 20
=& Tofacitinib 5 mg BID (n=243)
) i =8 = Placebo -~ Tofacitinib 5 mg BID (n=61)
Baseline Month 3 Month 6
All placebo
patients blindly Baseline Week 2 Month 3 Month 6
advanced

Primary endpoint

Tofacitinib 5 mg twice daily is the approved dosage for the treatment of moderate to severe active rheumatoid arthritis in the EU, based on the EMA prescribing information. The prescribing

information in other countries, including Switzerland, may be different. For details of licenced indications in your country of residence, please refer to the country-specific prescribing
information.

Adapted from Fleischmann R, et al. 2012.
*P<0.001 vs placebo

ACR20=220% improvement in American College of Rheumatology score; BID=twice daily; csDMARD-IR=conventional synthetic disease-modifying antirheumatic drug-inadequate responder; ORAL=Oral
Rheumatoid Arthritis Trial; gd=once daily.

Fleischmann R, et al. Placebo-controlled trial of tofacitinib monotherapy in rheumatoid arthritis. N Engl J Med. 2012;367(6):495-507. Reference available on request.

Secondary endpoint



Tayutnta Bepamevutikne anodaocnc

Post Hoc Analysis of Tofacitinib ORAL Standard Trial (CDAI-defined LDA, FAS, NRI, N=717)

Achievement of LDA Given Tofacitinib 5 mg BID
Failure to Improve CDAI 26

Probabilities of Achieving NPV (%) PPV (%)
LDA at 6 Months (CDAI £10)
(%)

Month 6

Failure to improve at month 1 5/51 (9.8) 90.2 38.4

Failure to improve at month 3 0/36 (0) 100 37.4
Month 12

Failure to improve at month 1 9/51 (17.6) 82.4 47.1

Failure to improve at month 3 1/36 (2.8) 97.2 47.7

!

Patients who do not improve
CDAI =6 at 1 or 3 months are not
likely to achieve LDA (CDAI <10)

at 6 and 12 months

Tofacitinib 5 mg twice daily is the approved dosage for the treatment of moderate to severe active rheumatoid arthritis in the EU, based on the EMA prescribing information. The prescribing information in other countries, including
Switzerland, may be different. For details of licenced indications in your country of residence, please refer to the country-specific prescribing information.

Table adapted from van Vollenhoven RF, et al. 2019.

Unless indicated otherwise, values are the number of patients who failed to meet the improvement threshold/the number who also achieved LDA (defined as CDAI <10) (%). BID=twice daily; CDAI=Clinical Disease Activity Index; DAS28-
4(ESR)=Disease Activity Score in 28 joints with 4 variables, erythrocyte sedimentation rate; FAS=full analysis set; LDA=low disease activity; MTX-IR=methotrexate inadequate response; NPV=negative predictive value; NRI=nonresponder
imputation; ORAL=Oral Rheumatoid Arthritis Trial; PPV=positive predictive value; RA=rheumatoid arthritis.

van Vollenhoven RF, et al. Tofacitinib in rheumatoid arthritis: lack of early change in disease activity and the probability of achieving low disease activity at month 6. Arthritis Care Res (Hoboken). 2019;71(1):71-79.
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Tofacitinib: ta nepliocotepa dedopeva oxeTKA LE TNV AoPAAELD

Average tofacitinib
All tofacitinib doses 5 mg BID*

R M D Original research N=7061 N=3066
Long-term safety of tofacitinib up to 228745 PY 81713 PY
(@) pen 95 . R d Serious infection events' 25(23102.7) 28(251032)
2D years: a comprehensive integrate (n=576) (n=233)
Wbl analysis of the rheumatoid arthritis Wz , 36(34103.9) 35(31103.9)
Bieses oierit (non-serious and serious) (n=782) (n=269)
clinical development programme HZ (serious) 02(02100.3) 03(02100.4)
(n=57) (n=23)
Stanley B Cohen," Yoshiya Tanaka (2,2 Xavier Mariette (2,3 Jeffrey R Curtis ©,% Opportunistic infection (excluding TB) 0.4(0.3t00.5) 0.3(0.21t00.5)
Eun Bona Lee ()5 Pater Nash (9.6 Kevin L Winthron (.7 Christina Charles- (n=9m (n=23]
B 0.2(0.1100.2) 0.1(0.1100.2)
(n=38) (n=11)
Malignancy 0.8(0.7to 0.9) 08(0.6t01.0)
(excluding NMSC) (n=177) (n=64)
NMSC 0.6(0.5t00.7) 0.4 (0.3t00.6)
Table 2 IRs (95% Cl) of AEs and SAEs (all-cause) (n=129) (n=36)
— Breast cancer 0.2(0.11t00.2) 0.2(0.1100.3)
o Average t*Ofacltlmb (female patients) (n=30) (n=12)
All tofacitinib doses 5 mg BID Lung cancer 0.1(0.1100.2) 0.1(0.1100.3)
N=7061 N=3066 (n=30) (n=12)
I
22 874.5 PY 8171.3 PY Lymphoma {GHQ?E[?DG to 0.09) (Gng‘} }[D.DG 10 0.07)
Median PY of exposure 3.1 1.41 Gl perforations 0.1(0.1t00.2) 0.1(0.0t00.2)
AEs 130.3 129.7 (n=28) (n=6)
(127.0 to 133.6) (124.7 to 134.9) DVT 02(0.1100.2) 0.2(0.1100.3)
(n=6117) (n=2484) (n=36) (n=13)
Discontinuations due to AEs 7.1 (6.8t0 7.5) 8.0 (7.4t0 8.7) PE 0.125(;.1 00.2) 0-1!;0-0 t00.2)
(n=1634) (n=664) VTES [on; 012 t00.3 (cn; ; 1100.4
SAEs 9.0 (8.6 10 9.4) 9.6 (8.91t010.3) ﬁ;égi 009 (n;fgi 004
(n=1857) (n=717) ATE 0.4(031005) 03(0.2100.5)
Mortality* 0.3 (0.2t0 0.3) 0.3 (0.2 to 0.5) (n=84) (n=28)
(n=59) (n=29) MACE 0.4(0.3100.5) 0.4 (0.3100.6)
(n=85) (n=31)

IRs are presented as the unit of patients with events per 100 PY.

Cohen et al. RMD Open 2020;6:e001395

Tofacitinib 5 mg twice daily is the approved dosage for the treatment of moderate to severe active rheumatoid arthritis in the EU, based on the EMA prescribing information. The prescribing information in other countries, including
Switzerland, may be different. For details of licenced indications in your country of residence, please refer to the country-specific prescribing information.



Tofacitinib: ta meploootepa Sedopeva OYXETIKA LE TNV AOPAAEL

Original research

D) o
Open L(.)‘ng-tcr.m safety oftofa.c1t1.mb up to . o .
p sk i e e e 2 Integrated safety data in overall tofacitinib population—Phase I, II, IlI, llIb/IV, LTE;*
il clinical development programme excludlng ORAL Survelllancel Range observed with bDMARDS
R e e Average tofacitinib 5 mg BID (N=3,066; 8,171.3 PY)$ (bDMARDs and/or csDMARDs for
DVT and PE)230
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Patients 31 233 269 28 1 64 36 6 19
with event

Conclusions cannot be drawn from comparisons across different studies as populations and other factors may vary considerably.
Tofacitinib 5 mg twice daily is the approved dosage for the treatment of moderate to severe active rheumatoid arthritis in the EU, based on the EMA prescribing information. The prescribing information in other countries, including
Switzerland, may be different. For details of licenced indications in your country of residence, please refer to the country- specific prescribing information. Adapted from Cohen S, et al. 2020.

#The database lock for the integrated safety data was March 2017. Incidence rates were based on the number of patients with events during the time between the first and last tofacitinib dose plus 28 days. SAverage dosing was based on average
daily dose: patients receiving <15 mg/day were assigned to the tofacitinib 5 mg BID group. All tofacitinib doses: N=7,061, 22,874.5 PY.

I Adjudicated events. Defined as requiring hospitalisation or parenteral antimicrobial therapy, or otherwise meeting SAE criteria. #Patients with a DVT event, a PE event, or both DVT and PE events. A total of five patients experienced a DVT and

a PE event (may not have occurred at the same time).

AE=adverse event; BID=twice daily; Cl=confidence interval; DVT=deep vein thrombosis; Gl=gastrointestinal; HZ=herpes zoster; LTE=long-term extension; MACE=major adverse cardiac event; NMSC=nonmelanoma skin cancer; Ol=opportunistic
infection; ORAL=Oral Rheumatoid Arthritis Trial; PE=pulmonary embolism; PY=patient-year; RA=rheumatoid arthritis; SAE=serious adverse event; TB=tuberculosis; VTE=venous thromboembolism.

1. Cohen SB, et al. Long-term safety of tofacitinib up to 9.5 years: a comprehensive integrated analysis of the rheumatoid arthritis clinical development programme. RMD Open. 2020;6:€001395. Full references for this slide available at the end of the
presentation. References available on request
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Safety profile of baricitinib for the treatment of rheumatoid “} ®

st ver s medanof yess ot restrment:anupdted Integrated safety data in overall baricitinib population—Phase Ib, II, Ill, LTE>*
s i Pooled baricitinib 2 mg and 4 mg qd (N=3,770; 10,127 PY)

Range observed with bDMARDs
(bDMARDSs and/or csDMARDs for

. DVT and PE)230
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Patients 51 283 323 52 15 85 37 4 49
with event

Conclusions cannot be drawn from comparisons across different studies as populations and other factors may vary considerably.

Adapted from Genovese MC, et al. 2020.

¥The database lock for the integrated safety data was February 2018. Incidence rates were based on the number of patients with events including any post-drug follow-up time, with observation or exposure
time censored at event onset date. The LTE trial, RA-BEYOND, was ongoing at the time of this analysis. SAdjudicated events. | As-treated analysis. TExposure-adjusted incidence rate, calculated as the
number of patients with an event per 100 patient-years of overall exposure time. Cases included a gastric perforation in the patient who was given placebo, a perforated appendix, a perforated diverticulum,
an intestinal perforation, and a proximal intestinal perforation after knee surgery in the baricitinib-treated patients. #Patients with a DVT event, a PE event, or both DVT and PE events.

AE=adverse event; Cl=confidence interval; DVT=deep vein thrombosis; Gl=gastrointestinal; HZ=herpes zoster; LTE=long-term extension; MACE=major adverse cardiovascular event; NMSC=nonmelanoma
skin cancer; Ol=opportunistic infection; PE=pulmonary embolism; PY=patient-years; qd=once daily; RA=rheumatoid arthritis; TB=tuberculosis; VTE=venous thromboembolism.

1. Genovese MC, et al. Safety profile of baricitinib for the treatment of rheumatoid arthritis over a median of 3 years of treatment: an updated integrated safety analysis. Lancet Rheumatol. 2020;2(6):347-
357. Full references for this slide available at the end of the presentation. References available on request.



ORAL Surveillance Safety Trial:
Tofacitinib vs. TNF Inhibitors

+ Post-marketing ruyaiomoinpévn perén avoirA enérac (N=4370)

+ fofa § vs tofa 10 vs TNFi (ADA R ETN)

v Kpmipia évragng: 250 erw, pérpia mpog oofapd RA, MTX-IR, 21 kapdioyyeiakdc mapdyoviac kivovou
(Karviopa, AY, 1 Chol, 24, 1opikd OEM, omoyeveiaxd io1opid 2N, e€wapBoiks RA)

The approved dosage of tofacitinib in rheumatoid arthritis is 5 mg BID

Ytterberg SR et al. N Engl J Med. 2022 Jan 27;386(4):316-326.

A Hazard Ratio for MACE
Comparison
Tofacitinib, 5 mg twice daily, vs. TNF inhibitor
Tofacitinib, 10 mg twice daily, vs. TNF inhibitor
Combined tofacitinib doses vs. TNF inhibitor

Tofacitinib, 10 mg twice daily, vs.
tofacitinib, 5 mg twice daily

Hazard Ratio (95% CI)

L. 1.24 (0.81-1.91)
—_—— 1.43 (0.94-2.18)
— 1.33 (0.91-1.94)

B 1.15 (0.77-1.71)

T
0.0

T t T T T T T T 1
05 1.0 15 20 25 3.0 35 40 45

B Incidence Rate for MACE

Incidence Rate per 100 Patient-Yr
—
in

05 ;
0.0
Tofacitinib, Tofacitinib, Combined TNF Inhibitor
5 mg Twice 10 mg Twice Tofacitinib
Daily Daily Doses
No. of Patients with First Event/Total No. (%5)  47/1455 (3.2) 51/1456 (3.5) 982911 (3.4) 37/1451 (2.5)

No. of Patient-Yr

5166.32 4871.96 10,038.28 5045.27

Incidence Rate per 100 Patient-Yr (95% CI) 091 (0.67-1.21)  105(0.78-138) 098 (0.79-1.19)  0.73 (0.52-1.01)
567 319 —

NNH (patient-yr) vs. TNF Inhibitor
NNH (over 5-yr period) ve. TNF Inhibitor

A Hazard Ratio tor Cancers, Excluding NMSC

Comparison

Tofacitinib, 5 mg twice daily, vs. TNF inhibitor
Tofacitinib, 10 mg twice daily, vs. TNF inhibitor
Combined tofacitinib doses vs. TNF inhibitor

Tofacitinib, 10 mg twice daily, vs.
tofacitinib, 5 mg twice daily

113 64 — J—

Hazard Ratio (95% CI)

e 1.47 (1.00-2.18)
e 1.48 (1.00-2.19)
L. 1.48 (1.04-2.09)
B 1.00 (0.70-1.43)
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Te ib Te Combined TNF Inhibitor
5 mg Twice 10 mg Twice Tofacitinib
Daily Daily Doses
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JAKi in the 2022 EULAR RA guidelines

EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological

disease-modifying antirheumatic drugs: 2022 update Risk assessment

Josef S Smolen @, Robert B M Landewé @ 2 Sytske Anne Bergstra ¢ Age > 65yrs

L R N W AP R 1

PN D VN N N, 1 No =

Phase Il

Poor prognostic factors present

Poor prognostic factors absent

(RF/ACPA, esp. at high levels;
high disease activity, early joint damage;
e of 2 2 csDMARDs)

Add a bDMARD?,

Consider use of a

l

Change to or add a second

JAK-inhibitor
only after risk assessment®

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

conventional synthetic DMARD

l Leflunomide, sulfasalazine,
alone or csDMARD eombination”
(plus glucocorticoids)

Yesw

Dose reduction /

. . .
Continue |nter\.ral |ncrea‘ser in
sustained remission*

History of current or past smoking

Other CVD factors
(DM, obesity, HTN)

Other risk factors for malignancy
(current or history)

Risk for thromboembolic events
(history of Ml or heart failure, cancer, inherited blood
clotting disorder, HRT, major surgery, immobility)

Smolen JS, et al. Ann Rheum Dis 2023;82:3-18
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NMaykOOHIES KAIVIKEC HEAETEC
(paong 1-3/4b, LTE)
34 OTNn PEVUNATOAOYIQ,
5 o1n yaorTpevrepoAoyia’

>13.000 >38.000

aoBeveic og RCT avOpwIToETN
ot 5 evdeigeig*® ékBeong oto XELJANZ
o€ RCT *8apy

=>505.000

ao0eveig ExEl cuvTayoypa@noei
yia OAEG TIG EVOEIEEIC TTAYKOOHiWGH 5T

* 1. Burmester GR, et al. RMD Open 2021; 7:e001595. doi:
10.1136/rmdopen-2021-001595

* 2.Ytterberg SR, et al. N EnglJ Med 2022; 386-316-326.
* 3. Deodhar 2022 et al. Abstract POS0296
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* 4,1025 BurmesterGR_RMD Open_2021 v7e001595

* 6. Ytterberg SR_NEJM 2022 Suppl.2022

* 7. XELJANZ MepiAndn Xapaktnplotikwy tou Mpoiovtog,
03/2023

* 8. Ruperto et al. 2021 Lancet



2YMITEPA2ZMATA

To tofacitinib ival o povadikog JAKI pe mavw atrd 10 £€1n
KAIVIKN G gumelpioag

Eugavilel TTapopola arroteAeopatikotnta pe ta bDMARDS

Aedopéva aTmo Ta uNTPWA KATAYPAPNG O XWPES O OAO
TOV KOOUO OEiXVouv TTapapovn oTtn Bepartreia TTapouola pe
BLoAoylkoUC TTaPAYOVTEC Kal low¢ KAAUTEPN oo touc anti-TNF

AnoteAeopatikd og povoBepartreia (amovaia
OVOOOYOoVLKOTNTAG?)

To tofacitinib epgavilel Tnv idIa ATTOTEAEOUATIKOTATA
avecapTnTa atro TNV NAIKia, TNV OpOoBETIKOTNTA, TN
ouyxXopnynon KOPTIKOEIdWY Kal TN TTapouadia
ouUVvVvOoOonPOTATWYV (TT.X TTaXUOoapKia)

»Me TTPOOOXN Ot 00OEeVEIC >65 ETWV E LOTOPLKO ]
KAPSLAYYELAKWY OUUBAUATWY, TIPWNV KAL VUV KOTIVLOTEG OAAQ
£CiOOU ATTOTEAEOUATIKO



