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2. UyKpouon CUHPEPOVTWYV

Twuntikeg auotBec amo ti¢ etatpeiec Lilly, MSD, Abbvie, Pfizer, Aenorasis,
Novartis, Amgen, Genesis

Twuntikn apotBn amo tnv Pfizer yia tn OUYKEKPLUEVN OULALl

«H Pfizer exet eAeyEel TO TEPLEXOUEVO WOTE VA AVTATTOKPIVETAL OTIC ELOIKEC
ripodlaypaec tnC aAda dev exet emiBeBatwaoel 0tL ot BLIBALOYPAPLKEC
TTOPATTIOUTTEC EXOUV TapaTedel opUa».

«la OAa Tt POPUAKEUTIKO TTIPOLOVT TTOU QVOPEPOVTAL TTAPAKAAEIOTE v
oUUBOUAEUEOTE/OUUBOUAEUTEITE TIC EYKEKPLUEVEC [MepANYELC
Xapaktnptotikwyv twv Npoiovtwv»



TTepiypappa opiAiac

Evdeifeic Tou tofacitinib
AToTeAeopaTikoTnTa oTh PA
ATIOTEAEOUATIKOTNTA OTIC 0TTOVOUAAPOPiTIOEC
AopdAcia



Tofacitinib
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Coates L, et al. Semin Arth Rheum 2016; 46: 291-304



Tofacitinib

i

Rheumatoid arthritis PSoriatic antnritis Ulcerative colitis

k),

Juvenile idiopathic Axial spondyloarthritis:
anthritis AS and nr-axSpA
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1In éykpion Tofacitinib: HTTA 2012 (FDA)

Eupwmn = EApeTia: 2013
Eupwmaikh Evwon : 2017 (EMA)

EAAGda: 2018 (amolnpiwon amé EOTTYY - PA)
2024 (amolnpiwon amo EOTIYY- AZ, NIA)



Tofacitinib napatetapévng anodéopevong 11mg
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DOPUAKOKIVNTIKI lOOSUVaia

® To TOFACITINIB 11 mg pid (opd TNV NUEPA €ival QOUPHAKOKIVATIKA 10060VOH0 JE TO TOFACITINIB 5 mg BID

® H nuiosia Zwr) Tou TOFACITINIB 11 mg pio @opd TNV NEEPQ sival ~6 WPES Kal Tou TOFACITINIB 5 mg BID ~3
WPEC!

Nwg va AapBavete To TOFACITINIB 5mg/TOFACITINIB 11mg

@ Xopnysital amd To OTOHQ, PE 1] XWPIG Tpowr). Ta SloKia AapBAvOVTl OAOKAN PO KOl ““
aképata. Ta Slokio Ssv Ba TTPETEL va ouvBAIBovTal, Vo KOBOVTAL, 1} VO HOCWVTAL]
® DOUAaEN o BeppoKpaaio SwpaTtiou’

SUVIOTWHEVN Soagoloyia

) . . TOFACITINIB

® Ol ao?svzlg Tou AapBavouv TOPAC]TIerB 5mg I?ID HTopouV va 5mg 5v0 Popés
peTaBouv og TOFACITINIB 11 mg pla wopd TNV nUepd, TNV EMOHEVN N mynugpa

NUEPQ ATIO TN ANWn TNG TeEAcUTalNG 600NG TOU TOFACITINIB 5 mg' TOFACITINIB 11mg
®T000 T0 TOFACITINIB 5 mg 000 Kal T0 TOFACITINIB 11mg — UL QOPa TNV Nuépa

HTopoUV va AapBdavovtal pe i xwpig MTX. Asy amaitsital

MPOCHPHOYN TNG 600N TG MTX 0Tav cuvdualstal e TOFACITINIB
5mg/11mg'

Ta SioKia 6V AMEIKOVIIOVTON OE MPAYIATIKG PEYEBOG.

Néo Siokio napatetapévng anodEopevonc, pe SocoAoyia MIA ®OPA THN HMEPA!?

1. Nepidnn Xapaktnplotikwy Mpoidvtog Xeljanz 07/2024



MEAETH BIOIZOAYNAMIAZ

To TOFACITINIB 11 mg pia opd TRV NEEPA Kat To TOFACITINIB 5 mg BID napousiaooV PopHaKOKIVITIKN

1goduvapia (AUC kot C__ ) Of HEAETES OIS HO0NS Kal MOAAATAWY 500wV

Mpogil péonc suykévrpwong tou TOFACITINIB oto Mpowil péonc suykévtpwong tou TOFACITINIB oo mhdopa
mhaopa o€ oxéon pe To Ypovo Tnv Hpépa 1 (ouvlnkeg o€ oyéon pe To Ypovo Tnv Huépa 5 (ouvBnkes moAamwv
HOVAC 800NC)  _u— TOFACITINIB 11 mg ouvoliki nueprioia 560 (QD) dooewv) —n— TOFACITINIB 11 mg ouvohiri nuepioia 56 (QD)
==e== TOFACITINIB 10 mg ouvoMkr nuepnoa 56on (5 mg =e== TOFACITINIB 10 mg ouvoMkn nueprola déan (5 mg
= * > = [ 2 N
E‘g 30 M2\ £330 |\ /7~ \
e \/ \ 5 \ £/ N e
g6 L o ) N 7N
3 E 20 ;\ \\ 'a '\. 5 2 £0 -\\ A .
= = ' = = £
EE -_1'0 = E E TO 'I / .\"\. .R"‘n 3 \.\"""'---...__‘
Eg I N, #ﬁ_\- S 5 -~ ——— .
n 2 o .". T — T H'F;_l ; T 4 = 2 0 ’i-.‘. | | T | T 2|
0 8 16 24 32 40 48 0 4 8 12 16 20 24
Xpovog petd ) doon (wpeg) Xpovog petd ) doon (wpeg)

Mpooappoyn and Lamba et al. 2016.
@ H AUC Kat ) Cypyax HETE amd povi) 8601 Kot MoAAATIAEG §G0EIG fTav IG05Uvapes peTagh Tou TOFACITINIB 11 mg dnag npepnoiwg kat Tov TOFACITINIB

1
5 mg BID
- H péyloTn ouykevTpwor oto TAAOHA (Cypax) EMITUYXAVETAL OTIG 4 WPES PE TO TOFACITINIB 11mg Kal oe 0,5 £wG 1 wpa pe To TOFACITINIB 5mg BID

@ H nuiosia {wi sivar ~6 WPES pe To TOFACITINIB 11 mg K Ot ~3 )PES Pe T0 TOFACITINIB 5mg BID!
— Ol CUYKEVTPWOEIG 0TI OTABEPT] KATAOTAON TOU TOFACITINIB €TITUYXAVOVTQL O€ 24-48 WPES, LE APUEANTEN CUCCWPELAN HETA O Xopriynon 6 Lo
POPES NUEPNCIWG. Ol CUYKEVTPWOELG 0T OTABEPT KATAGTAON TOU TOFACITINIB 11mg EMTUYXAVOVTAL OF 48 WPEC, JE AUEANTEN CUCCWPELON M ETA ATIO

Xopriynon pia wopa v nuépa’

1. Nepidnin Xapaktnplotikwy Mpoidvrog Xeljanz 07/2024



AmoTeAeoparikoTnta otn PA



JAKi in the 2022 EULAR RA guidelines

Phase ll

Poor prognostic factors present

NU

Poor prognostic factors absent

‘ (RF/ACPA, esp. at high levels;

high disease activity; early joint damage;

v re of 2 2 csDMARDs)
Add a bDMARD®; n

Consider use of a

JAK-inhibitor

only after risk assessment®

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

No

l

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

alone or csDMARD combination’
(plus glucocorticaids)

Yesw
Dose reduction/
Continue |meml mcrealsef in
sustained remission*

Risk assessment

A

Age > 6Dyrs

History of current or past
smoking

Other CVD factors
(DM, obesity, HTN)

Other risk factors for
malighancy
(current or history)

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

immobility)

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



H ouvévaotikn depancia pe TOFA aAAd Kal n povodepanceia
KaTESELEQV ONUAVTIKEC KAl oTAOEPEC BEATIWOELS OTA ONMELO KL TOL CUUITTWHATA TG VOOOU

ACR response rates

ORAL Solot (3M) ORAL Sync?(6M) ORAL Scan? (6M) ORAL Standard* (6M) ORAL Strategy’ (6M)$
(N=610) (N=792) (N=797) (N=717) (N=1152)
100 -
80 - 63 71
_ 65
> 60° 7
3 60 - 1 51%
£ ? 52 ,/4 46 44
o % 1 Y 38
£ 017 s 32 iy p;
g /j 25 ,.-""-:" ﬁ |
S 0l % > e 1T 15% 7/ /4 N
8 iy / ’
A Y : 720 71 7
7 /
ACR20 ACR50 ACR70 | ACR20 ACR50 ACR70 i ACR20 ACR50 ACR70 | ACR20 ACR50 ACR70 | ACR20 ACR50 ACR70

"# Tofacitinib 5 mg Il Tofacitinib 5 mg bid + MTX or nonbiologic DMARDs Bl Placebo + MTX or nonbiologic DMARDs
Il Adalimumab 40 mg SC g2w + MTX

ORAL Standard was not powered to be a head-to-head trial with adalimumab.

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

“P<0.001 “P=0.003 ***P<0.001 vs baseline *P<0.05 *P<0.0001 SAll patients receiving active 2. Kremer et al Ann Intern Med 2013;159:253-61.
treatment, no advancement penalty applied 3. van der Heijde et al. Arth Rheum 2013;65:559-70.
ACR20 at month 6 was a primary endpoint in ORAL Sync, ORAL Standard, and ORAL Scan. ACR20 4. van Vollenhoven et al. N Engl J Med 2012;367:508-19.

was a primary endpoint at month 3 and a secondary endpoint at month 6 in ORAL Step. 5. Fleischmann R et al. Lancet 2017; S0140-6736(17)31618-5.



Mean change from
baseline in DAS28(ESR)

Tofacitinib oe cuykekppuévoug nAnBuopolg acBevwv tne PA

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 3!
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@ % w0 g % 0
3 60 t ! ‘E 0
g i ‘ 8
a¥ | 29
2Y . | 22
5 : ‘ -
£8 i 58
o g 20 I - 8 »
- wm o wm| j . L
2l mm . (mmoT | .1 ] il lL,,
N o2 w2 o s e 3 2 v 2 e e | e 2 1
Anti-CCP+ Anti-CCP+  Anti-CCP- Anti-CCP- Anti-CCP+  Anti-CCP+ Anti-CCP- Anti-CCP-
RF+ F- RF+ RF-~ RF+ RF- RF+ RF-
W Tofacitinib 5 mg BID Placebo
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Tofacitinib was efficacious in nonsmokers and

ever-smokers'?
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 31 HAQ-DI response at Month 31

Nonsmokers Ever-smokers® Nonsmokers Ever-smokers®
N= 860 108 344 354 59 218 Ne
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LSM change from baseline

Decreases from baseline in

Tofacitinib was efficacious across BMI categories'?

Post hoc anaa(sls of pooled phase 3 studies. ORAL Solo (DMARD-I ’)
MARD-IR), ORAL Scan (MTX-IR), ORAL Standard (MTX-IR), and ORAL Step (TNFi-IR)

ORAL Sync (|
DA detined A
Month 3 Month 6
100
§ 01 77 s — W Tofacitinib 5 mg BID
i L Placebo
® 60 Placebo to Month 3 then
~ switched to tofacitinib 5 mg BID
E 36.3
ﬁ 0 | L 286 The placebo group at Month 6
E | includes patients who received
placebo through to Month 3 and
2 20 advanced to tofacitinib from
Month 3 to Month 6, per protocol
)
Ne o2 262 s to1 ua 168
BmI BMmI Bmi Bmi BMI BMI
<25 kg/m? 25-<30 kg/m? 230 kgim? <25 kg/m? 25-<30 kg/m? 230 kg/m?
ot e 0O
oy ons2s, ot 1 20t DWARD, dsons- i anbhuinatc s ESR. oot sodniaion s, %, nsdckao rwponder.

o 1o On O Open 201294002103 =
Tofacitinib was efficacious in patients with and without <
concomitant glucocorticoids (
Post hoc anagsis of pooledlrhase 3 studies: ORAL Step (TNFi-IR), ORAL Scan (MTX-IR),

ORAL Sync (DMARD-IR), and ORAL Standard (MTX-IR)

in DAS28(ESR)
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With Without with Without
glucocorticoids glucocorticoids glucocorticoids glucocorticoids

Ne= 561 315 384 231

o
°

S

»

S =

N

| °
| £
-1 o H 0.7 s
08 | 04 0.5
i 2 _ i P
H ER
2 -8 1 -8 & g -
e | e s
1 gs
§
i 5
= 1 =
g
4 ! 2
M Tofacitinib 5 mg BID + csDMARD Placebo + csDMARD
Adapted om Craries-Schosran C.of . 2018
0001 it muScacy usirer o exlrnlny anaysl) s acecowiie h escacihe 0.5
AZS,“I.‘"‘.‘..":M,L;. o Rneumatciogy B, e oy CLDWARD convantonal sy . ; 0AS28, Disease 28 o, DUARD,

VT maibierate; ORAL Ore Aba.amelo Al Trk

Dbty Index. 13, L8N, le

Charien-Bonoarman G, ot a | Aheutratl, 2018:45177-187, =



Tofacitinib oe cuykekppévoug mtAnBucpouc acBevwv tne PA

Tofacitinib was efficacious in patients aged <65 and <

265 years'

Post hoc analysis of pooled Khase 3 studies at Month 3: ORAL Ste
L Sync (DMARD-IR), ORAL Standard

ORAL Solo (DMARD-IR), OR

Probability ratio?®

PR (95% CI) for
tofacitinib 5 mg BID vs placebo

ACR20

<65 years (N=964) 8- 2.06 (1.81-2.35)

265 years (N=168) L ] 1.84 (1.36-2.49)
ACRS50

<65 years (N=964) e 342 (2.65-442)

265 years (N=168) L 2.70 (1.48-4.95)
ACR70°

<65 years (N=964) ' P 5.35 (3.21-8.93)

265 years (N=168) ' s 2.36 (0.95-5.90)

0 2 4 6 8 10

Favours tofacitinib

Adapted from Curts JR, et al, 2017

@ Tofacitinib 5mg BID

{

[

£

TNFi-IR), ORAL Scan (MTX-IR),

X-IR)"
Probability ratio?
PR (95% CI) for
tofacitinib 5 mg BID vs placebo
HAQ-DI 20.22
<65 years (N=961) ey 1.44 (1.31-1.58)
265 years (N=168) 41— —— 1.13 (0.91-1.39)
0.5 1 5 2

Favours tofacitinib

“Probability ratio is the proportion of responders in the lofacitinib group divided by the proportion of responcers in the placabo group at Month 3. A PR >1 favours fofacitind. ' *Compansons of ACR70 rates should be interprated with caution

bacause of the Imiad number of patients achiaving this responsa

ACR20/80/70, 2200%/50%/70% Improvement in American Collage of Rheumatology score: BID, twice dally: Cl, confidence interval. DMARD, disease-modifying antileumatic drug;

HAG-DN, Hoakth Assessmant Questionnaire Disability Index; IR, inadequate responder. MTX, mathotrexate. ORAL, Omi Rhoumatoid Arthritis Tral, PR, probability ratio; TNFIL tumour necrosls
1. Curtis JR, el al. Cln Exp Rhewmatol. 2017,35:390-400. 2. Burmester GR, ot al. Lancet, 2013;381:451-460. 3. van der Hejde D, el al. Asthntis Rheumatol. 2019,71.878-891 4. Fleischmann R, et al. N Eng! J Med. 2012.367:495-507

5 Stand V., et al, Arthritis Care Res (Hoboken). 2017,69:692-588, 6. van Vollenhoven RF, etal. M Engl J Med. 2012,367:508-519

factor inhibilor.

ﬁ;



ArnoTteAeoparikotnta Tofacitinib ornv kaBnuepivin
KAIVIKN TTPAKTIKA

Clinical Rheumatology
https://doi.org/10.1007/510067-020-05021-7

ORIGINAL ARTICLE The op L
Sfud
ﬁ
2000 RA p y dafaSer
Real-world evaluation of effectiveness, persistence, and usage 'he,”.s - Awactpwydtwon acBesvuv
patterns of tofacitinib in treatment of rheumatoid arthritis 2:1
in Australia - Mepiodoc: 2015 > 2018
- Treatment Persistence in Matched
c 8_ o, ’ ,
% Avadpopikn, un - > 57.84: Twv agBevuwv nrav
TapeUPATIKA HEAETN 5o petaéu 55 kat 74 stwv
e KAvikAq £° ,
aTOTEAEOUATIKOT 53 > Ot aobeveig mou ,
nTa £ ° §exkivnoav pye TOFA eixav
. Tlapapove oTn 5 0 | 0 HAKPOXpOVIA VOOO,
Bepameia §° Median time to discontinuation: elxav AaPet meplogotepa
X £ bDMARD 33.8 (95% CI 28.8 to 40.4) months DMARDs
*  Moripo 58 Tofacitinib 34.2 (95% C1 32.2 to NR) manths
’ o T T T T
Oepameiag S0 10 20 30 40 ,
Time since index (months) > Ot GO'GSVEI.Q mmouv
) , Number at risk {\
< Aedopéva amé OPAL bDMARD 1293 930 585 303 54 E'smvnaav HE TOFA,
dataset ((amé 42 n=1300 99.5% 71.5%  450%  233%  4.2% éAaPpav povoBepaneia ge
: Tofacitinib 650 470 208 108 2 EYaAUTEPO TTOGOOTO
PEUUGTO)\. KAIVIKEG O¢€ ngeas%m 100% 72.3% 45.8% 16.6% 0.3% ?4?3, 4 \75 33 4% )
’ . ’ (4 ’ °,
OAn v AUO’TpGAIG) group =bDMARD  ----- group = tofacitinib

Fig. 3 Treatment persistence in the propensity score matched population
for b(DMARD and tofacitinib

Bird P. et al. Clin Rheumatology 2020:39 (9);2545-2551



Tofacitinib: dcdopéva emiPpiwonc pappdakov oTnv

KaenHe= IV KAIVIKA] TTPaKTIKN

RMD ORIGINAL ARTICLE Overall drug maintenance with- and without- concomitant csDMARDs
Open Comparative effectiveness of antitumour
P necrosis factor agents, biologics with ar L —— Tofa combo
Pyl alternative mode of action and z T R
Baieall tofacitinib in an observational cohort of § “““ . ——"
patients with rheumatoid arthritis in § - TNF mono
Switzerland i 2
(SCQM Registry -2600 RA patients) § £
«  >50% AoBeviv and 1atpeia BIWTWY | % C
«  Aev urdpxel meplopiopos oThv i g
ouvTayoypagnon g £
. .
- ‘Tdia amoteAcopatkotnta Kkat TNFi, OMA, @
JAKi (2013 -2019): o
( ) =
> H Gtakonﬂ Adyw avam.)rsAsaufxrmorntag nTavi o 1 |sore sses 2738 o i o aie i
mo auxv) atousc TNFi oe axéon ye OMA
kat TOFA
> H dakomn Adyw avemBUUNTWV EVEPYEWV
ouxvotepn oe IL6i kat TOFA ge oxéon e
TNFi | | | | | I |
0 0.5 1 1.5 2 25 3
> H ouyxopynan MTX cixe amotéAcopa atnv mapapovh
twv TNFi , aMa Atav aveaptntn atnv xopnynon TOFA, Drug retention time (years)
IL6i

Finckh A, Tellenbach C, Herzog L, et al. RMD Open 2020;6:e001174



EPIDEMIOLOGICAL SCIENCE

Effectiveness of TNF-inhibitors, abatacept, IL6-
inhibitors and JAK-inhibitors in 31 846 patients with
rheumatoid arthritis in 19 registers from the 'JAK-

not’ collaboration

1.001

0.751

Survival probability
=

0.251

0.001

Tofacitinib: amoTeAcoparikoTnTa KAGONUEPIVAC

KAIVIKNG TPAKTIKAC TOU pApHAKOU

== ABA == TNFi == IL-6i == JAKi

A Adjusted CDAI low disease activity rate at 12 months by treatment meta-analysed for all countries

1975
70

:eo
G s55-
8 50-
“'45
1,40

-'30

Time(years)

Lauper K, Iudici M, Mongin D, et al. Ann Rheum Dis 2022;81:1358-1366

I

1 1 I 1 I 1 1
TNFi ABA ILGi JAKi A ABAvs TNFi A IL&i vs TNFi A JAKi vs TNFi

- Tdwa anoteAcopatwotnta pe TNFi, IL6i, JAKi kat ABA otov 1°
Xpovo...aAAa:

» O aoBevelg mou §ekivnoav pe JAKi elxav oxetika Paputepn Kat
7o pakpoxpovia vooo, elxav AdPet mepioootepa DMARDs kat
TT0 QUOEVEIS TTPOYVWOTIKOUS TTapdyovTes Kat EAaPav
povoBepamneia

> H dakomn Adyw avamoTeAeauatTKOTNTAS HTAV O GUXVH aTOUG
TNFi vs IL6i kat JAKi

> H dakomn Adyw avemBuuntwv evepyewwv auxvotepn o IL6i kat
JAKi vs TNFi



Acdopéva povoOeparnciac Tofacitinib and To KAIVIKO
TPOoypappa
Methotrexate withdrawal in patients with rheumatoid Aaae,%
arthritis who achieve low disease activity with tofacitinib J:;b"?'i cvey, Weay
: : R
modified-release 11 mg once daily plus methotrexate ang, Peayq 1900y o7
(ORAL Shift): a randomised, phase 3b/4, non-inferiority trial e pyY

Stanley B Cohen, Janet Pope, Boulos Haraoui, Fedra Irazoque-Palazuelos, Mariusz Korkosz, Annette Diehl, Jose L Rivas, Tatjana Lukic, Shixue Liu,
Lori Stockert, Noriko likuni, Edward C Keystone

Week 24 {randomisation) Week 36 Week 48
9 8- Tofacitinib monotherapy = N N ="~
; 8- Tofacitinib plus methotrexate 9% gg% 7% [ Tofacitinib monotherapy (n=264)
4 100~ o 96% 3 Tofacitinib plus methotrexate (n=266)
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76%
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Day1 Week 12 Week 24 Week 36 Wesek 48 DAS28-4DAS28-4 (DAl SDAI DAS28-4DAS28-4 (DAl SDAI DAS28-4DAS28-4 (DAl SDAI

(baseline) (randomisation) (ESR)  (CRP)  =10f <11 (ESR) (CRP) <10 <11 (ESR) (CRP) <10 <11
<32 =32 =32 =32 232 <32

Lancet Rheumatol 2019; 1: e23-34



Acdopéva povoOepanciac Tofacitinib oTnv kaBnuepivi
KAIVIK| TPaKTIKA

Tlapapovin otn Ocpancia pe Tofacitinib pe kar xwpic Tn MTX
Acdopéva and 1o untpwo karaypapnc OBRI

Propensity score weighted KM survival curves for time to

discontinuation of tofacitinib or TNFi with MTX and without MTX'

TO FA MTX present at initistionof treatment

— Mo
097 — Yes + Censar

02- H mapapovi otn Oepancia pe

005 p - : p - tofacitinib eivai mapépoia pe Tn

Mo 102 5 Trea}g]entduration (monghs} . xpr"an CSDMARDS r" xwpig

Yes 106 45 17 b 0

TNFi

104 MT3 present at initistionof treatment
i — N
‘:_; 03 —Yes + Censor
3 0.8+
2074 . ) . ) . o .
g 06 CDAI, Clinical Disease Activity Index; JAKi, Janus Kinase inhibitor; KM, Kaplan-Meier; MTX, methotrexate;

£ 05 ] OBRI, Ontario Best Practices Research Initiative;
£ 044 csDMARDSs; conventional synthetic disease modifying antirheumatic drugs, TNFi, tumour necrosis factor inhibitor.
el

0 12 2% % 13 60
Mo 13 o Treatment duration (monfhs) 1 »  Movahedi M, et al. BMJ Open 2023;13:e063198. doi:10.1136/bmjopen-
Yes 222 141 8 45 7 0 2022-063198
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associated er V, Schachna L. Aust Fam Physician. 2013;42:780-784; b. Stolwijk C, et al. Ann Rheum Dis. 2015;74:65-73;

with IBD [ubergen A. Nat Rev Rheumatol. 2015;11:110-118.



ASAS-EULAR RECOMMENDATIONS FOR THE
MANAGEMENT OF AXIAL SPONDYLOARTHRITIS (2022 UPDATE)

eular

Ramiro S, et al. Ann Rheum Dis 2022:0:1-16. doi:10.1136/ard-2022-223296



TOFA AS Study

Study Design and Selected Eligibility Criteria

Double-blind

20uble bin Open-label Stratification by Prior Treatment History

(32 weeks)

— bDMARD-naive TNFi-IR or bDMARD use (non-IR)
Tofacitinib 5 mg BID Tofacitinib 5 mg BID
(N=133) 102 (76.7%) tofacitinib 31 (23.3%) tofacitinib
1 105 (77.2%) placebo 31 (22.8%) placebo
Fofactlinip 5 oI, ’
Screen : Follow-up
I I I
Day 1 Week 16 Week 48
Randomise 1:1 ASAS20 Follow-up visit within 28 (+7)
(primary endpoint) days of Week 48

* Age 218 years
* Diagnosis of AS
O * Fulfill modified New York criteria for AS* O

* Inadequate response or intolerance to =2 NSAIDs

* History of known or suspected
complete ankylosis of the spine

e Currently receiving bDMARDs

Selected * Active disease at screening and baseline (BASDAI score 24, back pain Selected R .
Inclusion score 24) A Previously or currently

Criteria Criteria receiving tsDMARDs

*Sacroiliitis (grade >2 bilaterally or grade 3—4 unilaterally) plus at least 1 of the following: low back
pain and stiffness for more than 3 months that improves with exercise, but is not relieved by rest;
limitation of motion of the lumbar spine in the sagittal and frontal planes; or limitation of chest
expansion relative to normal values correlated for age and sex

TNFi-IR: inadequate response to tumour necrosis factor inhibitor (inadequate response to at least 1 but not more than 2 approved TNFi); bDMARD: biologic disease-modifying antirheumatic drug
1. Deodhar A, et al. Ann Rheum Dis. 2021;80:1004-1013.




TOFA AS Study

-l -l

Primary

Key
Endpoint

Secondary
Endpoint

ASAS20 response at Week 16 ASAS40 response at Week 16

>20% and 21 unit improvement from
baseline in 23 of 4 components AND

* No worsening of 220% and 21 unit in the
remaining component

* 240% and =2 units improvement from
baseline in 23 of 4 components AND

* No worsening in the remaining component

1. Deodhar A, et al. Ann Rheum Dis. 2021;80:1004-1013.




Tofacitinib vs. Placebo otnv Az (16 €B65.)

H xopriynon Tofacitinib BeAtiwos onpavtikd Toug SeIKTEC EVEPYOTNTAC OTLC

16 eBdopade
eBdopadeg 77 7% xwplg mponyoupevn An

bDMARD
100 - -
Primary Secondary endpoints
90 - i
endpoint (week
80 4 (week 16)
70 -
£
@60 -
g %k %k 3k sk k
ad0 - 40,6
2 ) 38,9
m40 T
R30 -
20 - sk
10 A . 6,8
0 | .
ASAS20 ASAS40 ASDAS (CRP) LDA ASDAS (CRP) ID

- I Placebo (N=131]) TOFA 5 mg BID (N=133)
**P‘ .

ASAS20, 20% improvement in Assessment in Ankylosing Spondylitis response criteria; BID, twice

a day; bMARD, biologic disease-modifying antirheumatic drug; CRP, c-reactive protein; ID, .
inactive disease (<1.3); IR, inadequate response; LDA, low disease activity (<2.1); TOFA, Adapted from: Deodhar A, et al. Ann Rheum Dis. 2021; 80(8):1004-

tofacitinib; TNFi, fumor necrosis factor inhibitor. 1013.



TOFA AS Study

ASAS20 and ASAS40 Response Rates? at Week 16
Stratified by bDMARD Treatment History®

100 = 100 = B Tofacitinib 5 mg BID (N=133) W Placebo (N=136)

90+ 80+

o]
=]
1

804

70+

60

50+

40-

304

ASAS20 response rate, % (SE)
ASASA40 response rate, % (SE

20+

104

bDMARD-naive TNFi-IR or bDMARD-naive TNFi-IR or
bDMARD use (non-1R) bDMARD use (non-1R)

Mi= 102 105 a n 102 106 il 4

Data are from the Week 16 analysis: data cutoff 19 December 2019; data snapshot 29 January 2020. "Mormal approximation was used. Missing response was considered as non-response. "bDMARD treatmeant
history was derived from the clinical database. ASAS=Assessment of SpondyloArthritis International Society; bDMARD=biclogic disease-modifying antirheumatic drug; BID=twice daily; BL=baseline; IR=inadequate
response or intolerance; N=number of patients in full analysis set; N1=number of patients in full analysis set, stratified by bDMARD treatment history; SE=standard error; TNFi=tumer necrosis factor inhibitor.
Deodhar A, et al. Ann Rhewm Dis. 2021;0:1-10. doi:10.1136/annrheumdis-2020-219601.




TOFA AS Study .,

90 +
80
70 1

60 4
50 4 ; e 429

-
1
-

40 1
30 1
201
10 4

= 40% ASAS40 «kau A |
ASDAS-LDA  omnv L w0 M

= Toayxeio evapén dpaonc

ASAS40 response rate, % (SE)

16N EBGO |.1(5L5(1 ~@— Tofacitinib 5 mg BID (N=133) == Placebo (N=136) = % - Placebo *tofacitinib 5 mg BID (N=136)
Time (weeks)
) 02 4 8 12 16 24 ) 40 48
= [lapopola g e : ' ‘ '
, 02 4
OTIOTEAECHATIKOTNTO ol i
7 P \
v 40" eBdopada 2 064
, S 08 4
otou¢ aoBeveic ToOU .y
ro g ~ 98
apxka éhapav PBO £ 12 | 4 5 §
g e 5 ! ' o 1,50
; 0 4 St D
-1.6 1 A (e 1
1 |y 156 ¢
Deodhar A, et al. Ann Rheum Dis. 2021; 80(8):1004- . l 165 A70
1013. 2 I
Tofacitinib 5mg BID, N1~ 131 132 130 13 129 127 124 116 100

Placebo *tofacitinib 5Smg BID, N1~ 133 133 132 132 131 129 127 17 103



TOFA AS Study

LS Mean ABASMI® at Week 16 and by Visit Up to Week 48

0,2 1
-0,03 -0,06 -0,03 -
R ! ’ é ! é 0,02 Q- Tofacitinib 5 mg BID (N=133) A Placebo (N=136) A~ Placebo > Tofacitinib 5 mg BID (N=136)°
0,1 N7~ S/ S - Z}--o,-ﬂ -------------------------------------------------------
0,2
03 A @ 1 BL mean (SD): Tofacitinib: 4.5 (1.7) | Placebo: 4.4 (1.8)
= ® : é -0,38
(23 -0,4 A '0,25 1
S 0,5 - (} (} | é -0,52 -0,55 -0,54
2 -0,6 - *hk 0,39 -0,49
S o ’ -0,49 é C}
S 7 *kk 1 -0,63 -0,67 é é
é -0,8 N ok k . : ’ _0’74 _0’74 '0;69
-0,9 N [
_1 T II u T T T T
1
0 ' ' 8 1 16 24 32 40 4
2 4 .
2 Time (weeks)
o N1= 132 132 131 132 o 129 126 124 116 100
A N1= 132 133 133 132 A 131 129 127 117 103
Data up to Week 16 are from the Week 16 analysis: data cutoff 19 December 2019; data snapshot 29 January 2020. Data for Weeks 24-48 are from the Week
48 final analysis. ***P<0.001 for comparing tofacitinib 5 mg BID vs placebo. TP<0.05 for comparing tofacitinib 5 mg BID vs placebo, according to the
prespecified step-down testing procedure for global type | error control. ®Mixed model for repeated measures included fixed effects of treatment group,
visit, treatment-group-by-visit interaction, stratification factor (- DMARD treatment history: bDMARD naive vs TNFi-IR or prior bDMARD use without IR)
derived from the clinical database, stratification-factor-by-visit interaction, BL value, and BL-value-by-visit interaction. The model used a common
unstructured variance-covariance matrix, without imputation for missing values. Two separate models were used. In the analyses of results through the first
16 weeks, the data cutoff of 19 December 2019 was used; the results through Week 16 are from this model. In the analyses of the results through Week 48
(including all post-BL data through Week 48), the Week 48 final data were used; the results from Week 24 through Week 48 are from this model. PPatients
receiving placebo advanced to tofacitinib 5 mg BID at Week 16 (dashed line). A=change from BL; BASMI=Bath Ankylosing Spondylitis Metrology Index;
bDMARD=biologic disease-modifying antirheumatic drug; BID=twice daily; BL=baseline; IR=inadequate response or intolerance; LS=least squares; LSM=least
squares mean; N=number of patients in full analysis set; N1=number of patients with observation at visit; SE=standard error; TNFi=tumor necrosis factor
inhibitor.
Deodhar A, et al. Ann Rheum Dis. 2021;0:1-10. doi:10.1136/annrheumdis-2020-219601. 26



Amorning stiffness
(inflammation), LSM (SE)

ATotal back pain, LSM (SE)

LS Mean ATotal Back Pain® at Week 16 and by Visit Up to Week

Q- Tofacitinib 5 mg BID (N=133) /A~ Placeho (N=136) A Placeho > Tofacitinib 5 mg BID (N=136)
0 B e
I 04 .
05 - A9 0,7 é, 03 07 :
é é. ! éfl 0 BL mean (SD): Tofacitinib: 6.9 (1.5) | Placebo: 6.9 (1.6)
-1 4 !
I
-1,5 - ¢ :
2] 10 : . TOFA AS Study
R -
!
25 4 21 & 0 é A 29 ] 2,6
3 ok é é -2,9
.2}5 '2,5 : _2,5 é
35 4 kkE WAk | hkk -3,0 -3,2 31 é
(- !
4 | -3,6
|
45 !
|
'5 T T T T T T T T T
0 2 4 8 12 16 24 22 40 48
0 f)---- === === ReEEEETEEEEEEEEE L
05 1\ &% i 06 :
09 108 10
-1 1 é é. ! BL mean (SD): Tofacitinib: 6.6 (1.9) | Placebo: 6.8 (1.9)
51 @ :
|
-2 A
:ﬂ @ : 2,5
25 é é é -2,6 é -2,6 29
2,1 0 Q 1"
-3 1 Hkk 2,5 27 1 é @
35 ok o | 27 -3,0 31 ¢ {)
N Kkh : *:* ! -3,3 -3,5
45 !
'5 T T T II T T T T
0o 2 4 8 1 16 24 32 40 48
Time (weeks)
N1= 132 132 132 132 129 127 124 121 113
N1= 133 132 133 132 131 129 127 126 112

Deodhar A, et al. Ann Rheum Dis. 2021;0:1-10. doi:10.1136/annrheumdis-2020-219601
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04 Placebo | Mwice daily | wice daily twice daily 1- 2-
E 05- g g
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9- Ostergaard et al. Rheumatol Ther. 2023 Aug;10(4):1001-1020
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TOFA Study

otouC OeiKTeC

4 /4
TIoLoTNTAC (wnc¢ KOLL otnv ’ Mook 1
7 Prysical functionng
1004
TP ALY WYLKOTNTA N\
12 1 | Menta! heatth // 4 \\-\\\ F;;)le-physcal
. " e >
Uﬁj’ 101 : i 867
g 86 ez Ios4 I '* \\\
3 o 8 i e
g § A | J#? i 4 hi3 e Role-emotional \ Bodily pain
; : ///
2 : . 124
g M 0.32 o :3'12 /
0 I T T 1 ! T T 1 1 ’
0 2 4 8 12 16 24 32 40 48 N *\ /
Time (weeks) Social functioning General health
TofctnbsmgBD,NI 192 132 182 12 129 127 124 121 112 N S I—:,/ ™ peO.00t
Placebo “tofacitnb 5mg BIO,N1 133 133 183 132 131 129 127 126 11 R % B
Vitaity
0 Age- and sex-matched norms B Tofacitinib 5 mg BID
B Placebo @ Combined baseline values
Table1 Continued
Baseline, mean (SD) [N1]
(range) Week 16, LS mean A (SE) [N1] Week 48, LS mean A (SE) [N1]
Tofacitinib Tofacitinib Tofacitinib Placebo— tofacitinib
5mg twice daily Placebo 5mg twice daily Placebo 5mg twice daily
PRO (N=133) (N=136) (N=133) (N=136) (N=133)
EQ-VAS (0-100mm)'" 46.9 (18.6) (10.0-95.0) 474 (21.9)[135] (5.0-95.0)  13.0(1.84)™* [128] 2.89(1.84)[130) 20.64 (1.88)[112]  18.00(1.86) [111]
Work productivity
WPAI'T
Activity impairment, % 56.5 (23.4) (0-90) 56.0 (21.4) (0-100) -19.03 (1.97)"**[129] -5.63 (1.97)[131] -27.37 (2.34)" [112] -19.77 (2.31) [112]
Absentesism (work time missed), % 9.9 (22.4) [81] (0-100) 11.5 (24.6) [88] (0-100) -3.65 (2.66) [74) 0.88 (2.62) [81] -8.10 (2.14) [61]
Presenteeism (impairment while 48.4 (26.3) [79] (0-100) 49.6 (22.2) [85] (0-80) -19.83 2.27)** [711] -6.94 (2.30)[77] -25.35(2.77) [58]
working), %
Overall work impairment, % 50.8 (27.4) [79] (0-100) 53.5 (23.1) [85] (0-100) -21.49 @2.51)**[711] -7.64 (2.56)[76] -27.63 (3.01) [58]

Deodhar A, et al. Ann Rheum Dis. 2021; 80(8):1004-1013.
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Subclinical gut *; ~50% subclinical gut _
inflammation in axSpA inflammation

is associated with2-4:

Chro

Male sex ' nic
Peripheral Axial

High disease activitya
Restricted spinal mobilityb
Younger age

Early disease onset

Radiographic sacroiliitis

Bone marrow oedema of
the SIJsc

Figure adapted from Gracey E, et al. 2020.!

2Assessed by the Bath Ankylosing Spondylitis Disease Activity Index.2 "Measured by the Bath Ankylosing Spondylitis Metrology Index.? <Measured by MRI; data show
correlation between chronic gut inflammation and bone marrow oedema of SIJs.*

axSpA, axial spondyloarthritis; IBD, inflammatory bowel disease; MRI, magnetic resonance imaging: SIJ, sacroiliac joint; SpA, spondyloarthritis.

1. Gracey E, et al. Nat Rev Rheumatol. 2020;16:415-433. 2. Fragoulis G, et al. World J Gastroenterol. 2019;25:2162-2176. 3. Van Praet L, et al. Ann Rheum Dis.
2013;72:414-417. 4. Van Praet L, et al. Ann Rheum Dis. 2014,73:1186-1189.




Group for Research and Assessment
of Psoriasis and Psoriatic Arthritis
(GRAPPA): updated treatment
recommendations for psoriatic
arthritis 2021

Laura C. Coates®'=, Enrique R. Sorlano’, Nadia Corp®, Heldl Bertheussen*,

Kristina Callis Duffin®, Cristiano B. Campanholo®, Jeffrey Chau’, Lihi Eder®,

Daniel G. Fernandez-Avila®, Oliver FitzGerald® ", Amit Garg'', Dafna D. Gladman®'?,
Niti Goel', Philip S. Helliwell'*, M. Elaine Husni's, Deepak R. Jadon®'¢, Arnon Katz'’,
Dhruvkumar Laheru'®, John Latella'’, Ying-Ying Leung®®, Christine Lindsay®”',

Ennlo Lubrano®?, Luls Daniel Mazzuoccolo®?, Phillp J. Mease®?*, Denis O'Sullivan™,
Alexis Ogdie*, Wendy Olsder’, Penelope Esther Palominos®, Lori Schick?,

Ingrid Steinkoenig®, Maarten de Wit®"', D. A. van der Windt?, Arthur Kavanaugh™
and the GRAPPA Treatment domain Lok

NATURE REVIEWS | RHEUMATOLOGY

Coates LC, et al. ] Rheumatol. 2022 Jun;49(6 Suppl 1):52-54. doi:
10.3899/jrheum.211331. Epub 2022 Mar 15.

Tofacitinib is only recommended for RA, PsA, UC, AS, JIA

2021 GRAPPA (Recs)

Consider which domains are involved, patient preference, previous/concomitant

therapies; choice of therapy should address as many domains as possible

:::#:!:gal giJ;ieaalse Enthesitis Dactylitis Psoriasis Nail IBD Uveitis

disease

NSAIDs, physiotherapy, injections (GCs)* Topicals, procedurals*
csDMARD, bDMARDs MTX, bDMARDs MTX, bDMARDs Phototx or bDMARDs TNFi (not TNFi (not
bDMARDs (TNFi, (TNFi, (TNFi, IL-12/23i,  (TNFi, IL-12/23i, csDMARDs, (TNFi, IL-12/23i, ETN), ETN),
IL-12/23i, IL-17i, IL-17i) or IL-17i, IL-23i, IL-17i, IL-23i, bDMARDs (TNFi,  IL-17i,1L-23i) IL-12/23i, ciclosporin,
IL-23i, CTLA4-1g),  JAKi CTLA4-1g), JAKi, CTLA4-Ig), JAKi, IL-12/23i,IL-17i,  or PDE4i IL-23i, JAKi, MTX
JAKi, or PDE4i or PDE4i or PDE4i IL-23i), JAKi or MTX
PDE4i

Switch bDMARD Switch Switch bDMARD  Switch bDMARD Switch bDMARD  Switch bDMARD
(TNFi, IL-12/23i, hDMARD (TNFi, IL-12/23i, (TNFi, IL-12/23i, (TNFi, IL-12/23i, (TNFi, IL-12/23i,
IL-17i, IL-23i, (TNFi, IL-17i, IL-23i, IL-17i, IL-23i, IL-17i, IL-23i), IL-17i, IL-23i) or
CTLA4-1g), JAKi, IL-17i) CTLA4-1g), JAKi, CTLA4-Ig). JAKi, JAKi or PDE4i PDE4i
or PDE4i or JAKi or PDE4i or PDE4i

2 /

Comorbidities and associated conditions may

impact choice of therapy and/or guide monitoring

|

Treat, periodically re-evaluate treatment
goals and modify therapy as required

k J
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ACR20

AASDASgrp

OPAL Broaden?

-0.39

33%
92%

-1.36 ¥

50%

P<0.05 tofacitinib vs placebo2

OPAL Beyond?
50% with tofacitinib 5 mg BID
Vs 24% on placebo, P<0.0012

P=0.0001 vs placebo?

Trials should not be compared owing to differences in trial design, populations, and methodology.

Graphs adapted from Mease P, et al. 2017.1

PASI75
response

OPAL Broaden?

~

15%

39%

43%

P<0.001 tofacitinib vs placebo?
OPAL Beyond?
21% with tofacitinib 5 mg BID
vs 14% on placebo (NSb)

@ Tofacitinib 5 mg BID

@ Adalimumab 40 mg SC Q2w

ALEIb.c ADactylitis

severity scoreb.c

OPAL Broadent? OPAL Broadent?

-3.5
-4.0

OPAL Beyond?
—1.3 with tofacitinib 5 mg BID
vs —0.5 on placebo

OPAL Beyond?2
—5.2 with tofacitinib 5 mg BID
vs —1.9 on placebo

. Placebo

OPAL Broaden population at baseline and Month 3: placebo (n=105), tofacitinib (n=107), adalimumab (n=106)*; OPAL Beyond population at baseline: placebo (n=131), tofacitinib (n=131).2

aUnadjusted P values. The result was significant at a P value of 0.05 or less according to the prespecified step-down testing procedure for global type I error control.1.2 bPrespecified in the original study protocols; hierarchical testing failed at the LEI endpoint in OPAL
Broaden and at the PASI75 endpoint in OPAL Beyond.12 cResults were assessed among patients who had a baseline score >0.1.2
A, change from baseline; ACR20, 220% improvement in American College of Rheumatology score; BID, twice daily; HAQ-DI, Health Assessment Questionnaire Disability Index; LEI, Leeds Enthesitis Index; NS, not significant; OPAL, Oral Psoriatic Arthritis trial;
PASI75, 75% improvement in Psoriasis Area and Severity Index; PsA, psoriatic arthritis; Q2W, every 2 weeks; SC, subcutaneous.

1. Mease P, et al. N Engl J Med. 2017;377:1537-1550 and supplementary appendix. 2. Gladman D, et al. N Engl J Med. 2017;377:1525-1536 and supplementary appendix.
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ACR50 response rates
D HAQ-DI response rates
100 =
100 1
80 -
80
m %64 gep
! 526
60 %60 i %52.1
404 -
G 347
40 8 40 304 304 294
X
155
= 136 417114
20 1.7 20
Tofacitinib 5 mg BID Placebo Tofacitinib 5 mg BID Placebo
N 45 84 57 40 58 66 60 35 N 39 73 52 38 49 56 56 34
n 14252 7 9 9 7 4 n 22 3829 20 17 17 17 10

O BMI <25 kg/m? (Underweight/Normal) 0 BMI =25-<30 kg/m? (Overweight) @ BMI=30-<35 kg/m?(Class 1 Obesity) B BMI =35 kg/m?(Class 2 & 3 Obesity)

Giles et al.RMD Open. 2021 Jan;7(1):e001486.



A10@OpEG PUAOU OTNV ATTOTEAECHATIKOTNTA, TNV AC@AAEIQ KAl THV
TTOPAMOVH TWV AC0OEVWYV HE Ywplaoiki apBpitida rou uttoBARONKaV o€
Oepatreia pe tofacitinib: pia pera-hoc avaiuon

A ACR20 response

= = = Tofacitinib female (N=257)
= = = Placebo female (N=136)

w—  Tofacitinib male (N=217)
—  Placebo male (N=100)

100 —_—
G0 v
g B0 w—
g T w— fﬁ = -
g .-
§ 90— tt = pemrmee---- =4
8 50— '
2 40 ==
2
g 30—
& 20 w—
10—
? | | [ |
0 1 3 6 9 12
Months
Tofacitinib fomale n/N 97/253 1287240 135/233 81/109 80/106
Tofacitinib male n/N 91/212 1167209 141/201 68/87 66/85
Placebo female n/N 23/136 39/128
Placebo male n/N 17/97 27/90

Eder L, et al. RMD Open 2023;9:e002718.
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AEs ota kKAIvikd Tpoypdupuara Tou tofacitinib otnv RA,
PsA, AS, UC

Lymphoma/

Malignancy lympho- pro Serious
b
MACEs (excl. NMSC)a liferative A VTES ATES infection or Hz Be

disordersa

Gl
perforation?2

c |
45 -
4 ]
35 - {3.6
3 4
25 | fos 927

2

3.3

1.8
15 . 1.7

1 1.0 :
To7lo7| (o8 0.8

05 | 0.6
30. 0101
0 Iﬂo:s_o.lo{of” o o & Iozll

$0.4 #0.440.3 0200 00 01 01 g Il

IR events/100 PY (95% CI) for RA ISS12 i . PsA ISS12 W ASISS? ) UC ISS14
safety events of interest | All tofacitinib dosesc All tofacitinib dosesc.dfg All tofacitinib dosesth . All tofacitinib dosesfi
(N=7964, 23,497 PY) Y (N=783, 2038 PY) b (N=420) " (N=1157, 2581 PY)

The approved dose of XELJANZ (tofacitinib citrate) for RA, AS, and PsA is 5 mg BID, and for UC is 10 mg BID for induction and 5 mg BID for maintenance.® Figure adapted from Burmester GR, et al. 2021, Mease P, et al. 2020,2 Deodhar A, et al. 2022,® and Sandborn WJ, et al. 2023.4
aAdjudicated events.»* ®"MACE is defined as a composite of any myocardial infarction, stroke, or cardiovascular death.? cDrug exposures for RA and PsA were VTE: 24064.6 PY and 2098.4 PY, and ATE: 23957.1 PY and 2086.4 PY, respectively.? 9Final data for the RA and PsA cohorts are from
18 April 2019 and 31 July 2019, respectively.1.* AESI, adverse event of special interest; AS, ankylosing spondylitis; ATE, arterial thromboembolism; BID, twice daily; CI, confidence interval; Gl, gastrointestinal; HZ, herpes zoster; ISS, integrated safety summary; LTE, long-term extension; MACE,
major adverse cardiovascular event;

MR, modified release; NMSC, nonmelanoma skin cancer; NR, not reported; Ol, opportunistic infections; OLE, open-label extension; PsA, psoriatic arthritis; PY, patient-years; QD, once daily; RA, rheumatoid arthritis; TB, tuberculosis; UC, ulcerative colitis; VTE, venous thromboembolism.

1. Burmester GR, et al. RMD Open. 2021;7:€001595. 2. Mease P, et al. Ann Rheum Dis. 2020;79:1400-1413. 3. Deodhar A, et al. Ann Rheum Dis. 2022;81(S1):394-395. 4. Sandborn WJ, et al. J Crohns Colitis. 2023;17:338-351 and supplementary appendix.

5. XELJANZ (tofacitinib citrate) Summary of Product Characteristics. Pfizer Inc. March 2023. https://ec.europa.eu/health/documents/community-register/html/h1178.htm#mod_download (accessed May 9, 2023).
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Incidence rates (IRs; number of first events/100 patient-years [PY]) of outcomes in the propensity score—trimmed population.

IRs were based on different definitions of the risk window for outcomes with acute onset (major cardiovascular adverse events [MACE], serious infection events [SIEs], and herpes zoster
[HZ]) or latent onset (malignancies and death).

Tofacitinib initiators primarily received tofacitinib 5 mg twice daily. bDMARD, biological disease-modifying antirheumatic drug; Cl, confidence interval; NMSC, nonmelanoma skin cancer.

Kremer jm, et al. ACR Open Rheumatology, Volume: 3, Issue: 3, Pages: 173-184, First published: 11 February 2021, DOI: (10.1002/acr2.11232)
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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. 1Defined 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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