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Tofacitinib

Rheumatoid arthritis Psoratic arthritis Ulcerative colitis
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1" éykpilon Tofacitinib: HMA 2012 (FDA)
Eupwmnn = EABetia: 2013
Evupwraikni Evwon : 2017 (EMA)
EANGSa: 2018 (amolnuiwon ano EOMNYY - PA)
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Tofacitinib: KAwviko mpoypoappa

ORAL ORAL

ORAL
START!?]

SYNCI< STANDARD!4!

Patient Type MTX-naive DMARD-IR MTX-IR
Distinguishing Radiographic Background Active control
Feature monotherapy = DMARDs (adalimumab)
Study Duration, 24 12 12
mo
tofacitinib 5
tofacitinib 5 tofacitinib 5 or
Treatment twice twice daily + twice
daily nonbiologic daily + MTX
DMARD(s)
Patients Enrolled 952 792 717
« ACR20  ACR20
Primary « ACR70 *« HAQ-DI * HAQ-DI
Endpoints e mITSS * DAS28- * DAS28-4(ESR)
4(ESR) <2.6 <2.6
van
Lee EB Kremer J.
Publication N EnglJ Med. Ann Intern I:’/c;:_lrl)erll?ongg
2014 Med. 2013 3012 '

ORAL
SCAN/el
MTX-IR TNFi-IR
Radiographic TNFi-IR
24 6
tofacitinib 5 tofacitinib 5 +
twice daily + twice daily+ ORAL
MTX MTX
Strategy
797 399
e ACR20 (VS AM)
« HAQ-DI * ACR20
- DAS28- * HAQ-DI ' ORAL Shift
A(ESR) <2.6 © 40(}5“55%' e
e mTSS ' (- MTX)
van"der Burmester GR
Heijde L
27 ancet.
Arthritis 2013
Rheum. 2013

a.lee EB, et al. N Engl ) Med. 2014;370:2377-2386; b. Fleischmann R, et al. N Engl ] Med. 2012;367:495-507;
c. Kremer J, et al. Ann Intern Med. 2013;159:253-261; d. van Vollenhoven RF, et al. N Engl J Med. 2012;367:508-519;
e. van der Heijde D, et al. Arthritis Rheum. 2013;65:559-570; f. Burmester GR, et al. Lancet. 2013;382:451-460.

Adapted from Medscape Education Robert van Vollenhoven.



——Tofacitinib 5 mg BID
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Tofacitinib: Aedopéva amno RCTs

Low Disease Activity (LDA)

~@-Adalimumab 40 mg + MTX

CDAI =10

ACR50 response as early as 2 weeks*

40

ORAL Sync!?

Week

*ps<0.001 vs baseline; tp<0.01 vs placebo

ORAL Step?®
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*p<0.05; 1p<0.0001 vs placebo

¥ ACRS50 was one of the secondary efficacy endpoints in the sutdy.

DMARD-IR

o

311

120 242

ORAL Solo®
(3 mos)

ax

26.5

8.4

131 133

ORAL Step®
(3 mos)

TNFi-IR
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N Engl J Med 2012;367:508-19.
Ann Intern Med. 2013;159:253-261
Lancet 2013; 381: 451-60

Arthr & Rheum Vol. 65, No. 3, March 2013, pp 559-5 70—
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Tofacitinib: Aedopéva amno RCT

Tofacitinib + MTX was Non-inferior to Adalimumab + MTX as
Measured by ACR50 at Month 6

S

—m- Tofacitinib monotherapy
-®- Tofacitinib plus methotrexate

&
[Tal
[¥E)
m Tofacitinib 5 mg BID (n=384) mTofacitinib 5 mg BID + MTX (n=376) mADA 40 mg + MTX (n=386) ;.f
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| I 99% 99% [ Tofacitinib monotherapy (n=264)
0 - ! ! 100 89% @ Tofacitinib plus methotrexate (n=266)
ACR20 ACR50 ACR70
Similar ACR50 response rate at month 6 in MTX-IR 30 -
Tofacitinib as a single agent did not meet non-inferiority criteria compared with Tofacitinib + MTX =
Tofacitinib as a single agent did not meet non-inferiority criteria compared with Adalimumab + MTX ‘E'
Primary endpoint =ACR50 response rate at 6 months %.1 60
Secondary endpoints = ACR20, ACR 70 at 6 months | g
:5
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DAS28-4 DAS28-4 CDAI DAS28-4DAS28-4 CDAI SDAI  DAS28-4 DAS28-4 CDAI SDAI
i (ESR)  (CRP) =10t (ESR)  (CRP) =10 =11 (ESR)  (CRP) <10 =11
Fleischmann R. et al Lancet 2017; 390: 457—68 (ORAL Strategy) €32 =32 €32 =32 <32 =32

Cohen SB. et al RMD Open 2021;7:e001673 (ORAL Shift)

Adapted from Medscape Education Robert van Vollenhoven.



Enikapormolnuevec katevBuvtnplec odnylec yia tnv Beparmnela
¢ Pevpatoedbouc ApBpitdac (EPE 2020)

csDMARD monotherapy
- Methotrexate (MTX, 1* choice) or
- Leflunomide (LEF, 2 choice) or
STEP 1 in patients with contraindications or intolerance both to MTX and LEF:
- Sulfasalazine [55Z) or Hydrowychloroquine (HCQ),
®
Glucocorticoids
(Prednisoclone, 7.5 mg/day pos)
________________ 1
Toxicity or ¥
Contraindications to
CSDMARDS I At 3-6 mo: DASZE > 3.2 | | At 3-6 mo: DAS2E < 3.2 |
1 [
¥
I change of csDMARD monotherapy I Continuation of csDMARD
\ monotherapy
I
Adwverse prognostic Adverse prognestic factors - -
factors presant absent Sust,alne_d E““a‘e
- RFfanti-CCP: or - RF/oeti-COF - ond rEmisson
-~DAS?E = 5.1 ar = 3.1-5..1 and 1
= Joint ercsions nt erosions I
mMonotherapy with: Add: Switch to: Add: Taper csDMARD dose I
STEP 2 -1 bDMARD or -1* bDMARD or 2 csDMARD 2™ csDMARD
- 1% JAK-inhibitor - 1% JAK-inhibitor [MTfLEF/E52/HED)

1* bDMARD or JAK inhibiter £ csDMARD

Mono- or combo- csDMARDs

AL 3-6 mo: DASZE » 3.2 |

| At 3-6 mo: DASZE < 3.2 I

Rheumatoid factor (RF) or anti-CCP +

e Joint erosions of hands or feet (by plain X-rays)
* High disease activity score (DAS28-ESR > 5.1

Step 2

1. In patients who fail csDMARD monotherapy and in
the:

B. Presence of 21 adverse prognostic factors
(Supplementary Table 3)

(RF or anti-CCP: +, DAS28 > 5.1, joint erosions),

a bDMARD (or its approved biosimilar) or targeted
synthetic(ts)DMARD is added:

A. Biologic DMARDs (bDMARD

B. JAK Inhibito
Tofacitinib
Baricitinib
Upadacitinib

Anti-Tumor Necrosis Factor
Adalimumab

Certolizumab Pegol
Etanercept or Add:
Golimumab - 1st bDMARD or
Infliximab - 15t JAK-inhibitor

C. Rituximab: Only in patients with
or history of:

- Lymphoproliferative diseases or
- Demyelinating diseases or
- Solid organ neoplasias

Non-anti-TNFs
Abatacept

IL-6 inhibitors
IL-1 inhibitors

Vassilopoulos D, Aslanidis S, Boumpas D, Kitas GD, Nikas SN, Patrikos D, Sfikakis PP, Sidiropoulos P. Updated Greek Rheumatology Society
Guidelines for the Management of Rheumatoid Arthritis. Mediterr J Rheumatol 2020;31(Supp 1): 163-71.



«ldavikec» ouvinkec 2 MNpoayUoTIiKOC KOOUOC...

EMA definitions!:

Real-World Data (RWD) o T
opulation
Routinely collected data relating to a patient's health status or the data P eatn

surveys

delivery of health care from a variety of sources other than
traditional clinical trials

Pragmatic

Real-World Evidence (RWE) cimica
Clinical evidence derived from analysis of RWD

Linked
Registries EMR-
« The data collection method depends on the RWD source? claims
« RWD sources can be used for data collection and, in some cases, to ST ——
develop analysis infrastructure to support many study designs that will to traditional
generate RWES3 RCTs

- Examples of study designs include randomized trials (eg, large simple
trials, pragmatic clinical trials) and observational studies
(eg, prospective or retrospective)*

Diagram adapted from Katkade VB, et al. 2018.

EMA=European Medicines Agency; RWD=real-world data; RWE=real-world evidence.

1. Cave A, et al. Clin Pharm Ther. 2019;106(1):36-39. 2. Framework for FDA’s Real-World Evidence Program. December 2018.
https://www.fda.gov/media/120060/download. Accessed July 30, 2021. 3. Katkade VB, et al. J Multidiscip Healthc. 2018;11:295-304.



https://www.fda.gov/media/120060/download

RCTs vs RWE

1.
Real-world data sources!-

Auvarda onueia

EMapkw¢ TEKUNPLWUEVO KoL
ETLOTNMOVLIKA oTIBapo umoBabpo

EocwTtepikn eykupotnta Adyw
apepoAnmrng pebodoloylag, m.x. oteva
kKaBoplopévog mAnBuopog LEAETNG,
tuxalonoinon, tVGAwaon, cupmnepiAnyn
OHAdwV eAéyxou

MapEXOUV AVTIKELUEVIKEG TANPOdOpPLES
YLOL TNV QTTOTEAECATIKOTNTA KOl
aopAAELa TNG LATPLKAC TTapEUBaong

MpooTITIKA 2xediaon

Mpoanodaclopéva, KOAA TEKUNPLWUEVA
«KOTOANKTLKG CnUEela»

Meplopiopoi

Mropet va TteploploTel amod nbkoug
KOl T(POLKTIKOUG AGYOoUG

Mrmopel va unv €xeL e€wtepLkn
EYKUPOTNTA KAl YEVIKEUON OF
Sladpopetika meptBaiiovia

Aev mapéxouv mAnpodopleg yia TNV
Stadkaoia TG KAWLKAG amodacng
LaTpoU Kal yvwun Tou acBevolg

JUuXVOTEPQ EKTEIVOVTOL OE JLKPN
XPOVLKN Tiepiodo kat dev
QVTLKATOMTPIL{OUV TNV TTPAY LOTLKA
LOTPLKN, OLKOVOLKI) KOl KOLWVWVLKH
enidpaon TNG LOTPLKNG TapEUBACNC

MpokataAnyn «eBehovtiopou» and
dawopevo “placebo”

Auvvatd Inpeia

Mw dadopomnotnpuévog mTANBUGUOG
acBevwy (mokilopopodia)

Movadikr) duvatotnta yevikeuong
debopévwy, Ta omoia avtikatontpilouy ta
QIMOTEAECHATA TOU TIPOYHATIKOU KOGUOU, T
npotuna Beparneiag kot Tn AqYPn KAWIKWY
anopACEWV G TPAYUATIKO XpOVO

Mropel va. a§LloAoyroEL TAPAYOVTES
Klv&Uvou Tou pnopet va BewpnBouv
avnBOwol og RCT

To uNTPWO UIMOPEL VO £XOUV LEYAAUTEPO
XPOVIKO Staotnua amo ta RCT (Aemtopepelg,
SLaxpOoVIKEG TTANpodopleg)

To peyaho péyebog Bacewv dedopévwv
umopel va mpoodlopiost Ta anoteAéopata
acBevwy Le onavia cuppavta

Ayotepo miBavo va xelpaywynBet amo to
TIPWTOKOAAO

Meplopiopoi

‘EAAeWpn TUTTOMOLNONG KOl TUXALOTIOLNONG. OULASES
aoBevwy unopel va v elvat cuyKploLUeg

Ermuppenng oe pepoAnyia (m.x. pepoAnyia Selyparog
€AV elval OUYKEKPLUEVN yla 1 yewypadikn
tonoBeoia, pepoAnyPia mapatipnong, pepoAndia
Sloxéteuong kat pepoAnyia avakinong)

AuvvatotnTa HELWHEVNG TToLOTNTAG SEdOUEVWV
(eAAeimovta dedopéva, opaApata eLoaywyng
Sedopévwy /kwdikomoinong)

‘EA\eWn oTATLOTIKAC LOXUOG YL TOV EVIOTILOUO
OUMBAVTWY EKTOG oo KaBoplopéva Bactkad TEALKA
onuela

Mropel va unv €xeL opada eA€éyxou 1 cUYKPLONG

Ol mapdyovtec/ekBAoeLg KivdUVoU HImopel va
aANG€ouv katd tn Stapkela TNG mapakoAouBnong

AUGKOAN N SLAKPLON OLTIOU KL OTTOTEAECLOTOG

TThis is an overview of the general strengths and limitations of real-world data sources, which may vary with each specific real-world data source type.

RCT=randomized controlled trial.

1. Katkade VB, et al. J Multidiscip Healthc. 2018;11:295-304. 2. Camm AJ, et al. Open Heart. 2018;5(1):e000788.



AntoteAeouatikotnta tou Tofacitinib o€ mpaypatikec cuvOnkeg

EPIDEMIOLOGICAL SCIENCE Datg fro ;gej Pot Stug
Effectiveness of TNF-inhibitors, abatacept, IL6- r €8istrigg of

inhibitors and JAK-inhibitors in 31 846 patients with
rheumatoid arthritis in 19 registers from the 'JAK-

pot’ collaboration

Table 1. Registers

Cauny fageler N K0 n )
Austia BIOREG"

Baigm, TARDIS 86 2113 288)
Canada, RHUMADATA 0 14 218)
Czsch Repubc, ATTRA n 253 78
Denmark DANEIO i 306 (107)
Frland, ROBFIN BT 204 230)
Germany, RABBIT*

ey, GISEA 757 250 (330)
sael, RECORD 0 w5
Ntherands,METEOR 1842 402
Norwa, NORDMARD il 0105
Portugal, REUMAPT 7 1)
Ramaia, ARER 5 VB (563
Rl ARBITER 0 oty
Soveni, BORXSI e 145250)
Sy, BIOBADASER 781 139 1)
Sizarand, SCOM 2056 796 (269)
Tirke TURKBIO 250 07 165)
UK, BSFBR i 8 )

*Registas planning o paricpate i future stucies but notincluded e

¢ 161 anoteAsouatikotnta kat TNFi, IL6i,
JAKi kat ABA otov 1° xpovo...aAAd:

» Owaodceveic rou Eekivnoav ue JAKi

eiyav oxetika BapUtepn Kot mtLo
UOKpPOXPOVIX vOOO, eixav AdBel
neptocotepa DMARDs kat rtio
SUCUEVEIC MPOYVWOTIKOUG MAPAYOVTES
kat EAaBav povodepancia

H dwakonn Adyw
QAVATTOTEAECUATIKOTNTAC HTAV TTLO
ouxvn otou¢ TNFi og oxéon ue IL6i kat
JAKi

H dwakonn Adyw averiduuntwv
EVEPYELWV cu)vOotepn oc IL6i kat JAKi
oe oxéon pe TNFi

Patja nts

A

Response rate (%): Low disease activity

= ABA == TNFi == IL-6i = JAKi
1.00
0.751
2>
3
o
LY
o
5.0.50
=
>
s
=
n
0.251
0.00
0 1 2

Time(years)

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

55.0 55.8

0.9

' ' ' ' ' '
TNFi ABA IL6i JAKi A ABA vs TNFi A IL6i vs TNFi

Lauper K, ludici M, Mongin D, et al. Ann Rheum Dis

SHSNDHDNDN-O1 - 1DO9CO 1D N

'
A JAKi vs TNFi



AntoteAeouatikotnta tou Tofacitinib o€ mpaypatikec cuvOnkeg

Clinical Rheumatology
https://doi.org/10.1007/s10067-020-05021-7

ORIGINAL ARTICLE

t
~'2000 R udy dataSet
A Patja nts

Real-world evaluation of effectiveness, persistence, and usage

patterns of tofacitinib in treatment of rheumatoid arthritis

in Australia

s AVaOpOMIKN, uN
TTAPEPPBATIKI MEAETN
*  KAIVIKA
ATTOTEAECHATIKOTNTA
* [lapauovn oTn
Bepartreia
» MorTifo BeparTreiag

s Acdopéva atmd OPAL
dataset ( a6 42
PeupaTtoA. KAIVIKEG o€ OAn
TNV AUCTPaAIQ)

Proportion remaining on Index DMARD

0.00

Number at risk

bDMARD
n=1300

Tofacitinib
n=650

0.50 0.75 1.00

0.25

Treatment Persistence in Matched

Median time to discontinuation:
BEDMARD 33.8 (95% CIl 28.8 to 40.4) months

4 Tofacitinib 34.2 (95% CI 32.2 to NR) months

T
0 10 20 30 40
Time since index (months)

1293 930 585 303 54
899.5% 71.5% 45.0% 23.3% 4.2%
650 470 298 108 2
100% 72.3% 45.8% 16.6% 0.3%

group = bDMARD —==—-—- group = tofacitinib

Fig. 3 Treatment persistence in the propensity score matched population

for bDMARD and tofacitinib

e Alaoctpwuatwon acdevwy 2:1
e [Iepiobog: 2015 > 2018

» 57.8% twv ac9evwv Atav uetaév
55 kau 74 etwv

» O aoYeveic rov ekivnoav ue
TOFA giyav mio pakpoxpovia vooo,
giyav AaBeL nepioootepa DMARDs

» O aoYceveic rov ekivnoav ue
TOFA éAaBav povodepancia os
UEYAAUTEPO m0000TO (43,4% Vs
33,4%)

Bird P. et al. Clin Rheumatology 2020;81:1358—



Mapauovr otn Veparmneia tou Tofacitinib o mpaypatikec cuvOnKec

T ar A: Overalldrugdiscontinuation

ORIGINAL ARTICLE

RMD
Open

Comparative effectiveness of antitumour

necrosis factor agents, biologics with an
Rh ti 3 3

Wsrincal alternative mode of action and

o8

0os

Probabity 10 stay on Yroatment
1

B: Drug discontinuation due to C: Drug discontinuation due to

ineffectiveness intolerance

sl tofacitinib in an observational cohort of 2
patients with rheumatoid arthritis in N —
Switzerland
(SCQM Registry -2600 RA patients) B

*  >50% AoOevwv amno Latpeia LLwTwv
* A&V ULAPXEL MEPLOPLOUAG 0TV cuvTayoypadnon

Tune (yours)

Overall drug maintenance with- and without- concomitant csDMARDs

= —— Tofa combo
E i Bmmm
% OMA mono
ls s
¢ 161 anoteAsouatikotnta kat TNFi, OMA, JAKi (2013 -2019): g
» H élakorn) AGyw avamoteAEOUATIKOTNTHG HTAV TTLO OUXVA g Ch
otou¢ TNFi o oxéon ue OMA kat TOFA £
» H éiakornn A6yw avermidupunTwy eVEPYELWVY CUXVOTEPH OE =
”-6i Ko TOFA o€ O'Xéan ME TNFi #atrisk |3978 3398 2735 1940 1445 101 817 614
» H ouyyopnynon MTX cixe anotéAsoua otnv napopovn twv TNFi, ' : ] : l [ :
aAAda ntav aveéaptntn otnv xyopriynon TOFA, IL6i 0 05 1 15 2 25 3

Finckh A, Tellenbach C, Herzog L, et al. RMD Open

Drug retention time (years)

Time (yoars)



Mapauovn otn Yeparmneia touv Tofacitinib og mpaypatikec cuvOnkKec

Evaluation of Real-World Experience with Tofacitinib o e ke Sty

Compared with Adalimumab, Etanercept, and Abatacept in ooy oy Koot (MEAICare) EmKovpIie 16TpogupHareLTIKne
RA Patients with 1 Previous Biologic DMARD: Data froma | ; 0. 6o arsoecepakeurn mepiaren (Medicare)

US Admm'S-trat“,e C|a|ms Database Tapéxel KAAUWn o1o ~93% TwV a0BEVWV dvw Twv 65 sTwv?

e 1252 aoBeveig pe PA mou eixav AdPel 1 bDMARD (2012 -2014):

» Mapouoia mogoata napauovic atn Ispansia

MNoocootd acBevwv nov enédeléav

Slatipnon T GAPHOKEUTIKAC AYWYAG Méon Slatrpnon g pappakevTikig aywyng (NHépeg)

w1
o
X

=

- 42,6% 42,4% 43,5% o 300

g 3 _ 37,6% g

§- g g 40% () E 250 2199 221,3 232,9 232,6

Q >

3 3 g gé

Tz g 30% 5 _ 200

k< Q

5558 8 8150

§ 333 20% o =

T EE E = 100

g 3 = (o

° 28 10% 5%

i o4 s 3 50

=~ s < =) =]

& g 0% 2 0

2 TOFA ADA ETN ABA c TOFA ADA ETN ABA
n=392 n=178 n=118 n=191 < Ddppaka

Harnett J, et al. J Manag Care Spec Pharm. 2016;22(12):1457-1471 This study was sponsored by Pfizer. Harnett, Gerber, Gruben, Koenig, and Chen are employees and shareholders o

MNE: = A



Mapauovn otn Yeparmneia touv Tofacitinib og mpaypatikec cuvOnkKec

Evaluation of Real-World Experience with Tofacitinib

» lMapouota % napauovi¢ otn depancia ala...

Compared with Adalimumab, Etanercept, and Abatacept in

RA Patients with 1 Previous Biologic DMARD: Data from a

U.S. Administrative Claims Database

e 1252 aoBeveig pe PA mou eixav AaPet 1 bDMARD (2012 -2014):

60%

50%

40%

30%

20%

AoBeveig TTou £Aapav
povoBepartreia (%)

10%

0%

Harnett J, et al. J Manag Care Spec Pharm. 2016;22(12):1457-1471

NMoocooTd Twv acBevwy TTOU EACBav
HovoOepaTreia

53,1%

48,3% 48,3%

41,4%
TOFA ADA ETN ABA
n=392 n=178 n=118 n=191

AoBeveig TTou {ekivnoav povobeparTreia ol

otroiol €AapBav éva csDMARD kaTtd 10
nuepounvia avagopdg (%)

XPOVIKO O1A0TNUa TwV 12 Pnvwyv PETA TNV

v Auvénuéva ntooootd TOFA og povoBeparneia
v' Awydtepol aoBeveic pe TOFA xpeldotnke va tpooBécouv

50%

40%

30%

20%

10%

0%

DMARDs yla va napapeivouv otn Beparmneia

MooooTd aoBevwyv 1ToU {eKivnoav povobepartreia ol otroiol EAafav
éva csDMARD katd 10 XPOVIKO S1AoTNHA TwV 12 unvwyv JETA TRV

nUEPOUNVIa ava@opdg

39,2%
34,9%
29,8%
24,0%
TOFA ADA ETN ABA
n=zus n=86 n=57 n=79

This study was sponsored by Pfizer. Harnett, Gerber, Gruben, Koenig, and Chen are employees and shareholders o
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Mapauovn otn Yeparmneia touv Tofacitinib og mpaypatikec cuvOnkKec

Tofacitinib otn Bepaneia acBevwv pe PA oe Open-Label, Long-Term Extension peA€tec péxptLta 9.5 £tn

—— Tofacitinib 5 mg BID - = == Tofacitinib 5 BID
N = 1535 N = 4967

C
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To 2e1ég KaI 5€TEG TTOO00TO £MmIRiwoNG Tou Papudkou ATav 75.5% ko 49.4%
Kal TTapouola o€ yovoBepartreia  ouvduaoud ye DMARD

Pope et al., ACR Open Rheumatology, Vol.1, No.2, April 2019, pp 73-82
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JAK/TOFA : ORAL Surveillance (NCT02092467)
The Risk of Venous Thromboembolic Events in Patients with RA

Aged >50 Years with >1 Cardiovascular Risk Factor: » arandomized, open-label, non-inferiority,
Results From a Phase 3b/4 Randomized Safety Study of Phase 3b/4 safety endpoint study
Tofacitinib vs TNF Inhibitors
NN, P, Malignancies in Patients Aged > 50 Years with RA and
ey e > 1 Additional Cardiovascular Risk Factor: Results from a Phase 3b/4

Hhiversity-oticalifomia; Los Anigelcs, A, Uaa Randomized Safety Study of Tofacitinib vs TNF Inhibitors
Presentation No: 1941

Professor Jeffrey R Curtis ABSTRACT NUMBER: 1684

RS RO PAELEIERIE DGR U EL W BIUY [ncidence of Infections in Patients Aged 2 50 Years with RA
Presentation No: 1940 and 2 1 Additional Cardiovascular Risk Factor: Results from
a Phase 3b/4 Randomized Safety Study of Tofacitinib vs TNF
Inhibitors
Toacini 5mg BID + NTE Q%O?Pm * Je aodeveic ue PA nAwkiag 250 eTtwv kat ue 21 npoodeto napayovra

kapdiayyeiakoU Kivéuvou:
ELIGIBLE PATIENTS

‘ jogerate to severe § ’ ’ 4
Q) e ORI  THiC STUDY WAS - Ta IR yia VTE, DVT kot PE ftav udnAdtepa yia to TOFA (1055 mg BID) évavrti
FY— Tl 101380+ N7 St il snaso | ONeE tou TNFi Kot TapatnpridnKa oTaTioTIKES Stopopéc uetasu TOFA 10 mg BID

v 21,500 patients were

: | followed for =3 years ) .
@ With 21 additional CV risk factor : S evavttl TNFi o€ IR yia VTE kou PE

and
(current cigarette smoker, hypertension,

. -
HDL-c <40 mg/dL, diabetes mellitus, ! v 2103 MACE
family history of premature coronary ! were reported

heart disase, oxtra atoulr isease | and - Ta IR yia kakon9eie¢ cuuneptAauBavougvou tov NMSC nrav vnAotepa ue

associated with RA, history of coronal TNFi + MTX! ; "
Y 2 B v’ 2138 malignancies

artery disease) Adalimumab 40 mg Q2W (North Am | o A H
o s g o Bl eccidingsC TOFA gvavrtt TNFi
! were reported
Inadequate response to MTX

— H cuyvotnta twv Aotuwéewv Atav vYnAotepn ue to TOFA évavrt tou TNFi,

ey« Ytterberg et al. N Engl ] Med 2022;386:316-26 Kuplwg yra HZ

Curtis JR. et al. Arthritis Rheumatol. 2021; 73 (suppl 9) [AB/OP1940 ACR Convergence 2021]
Charles-Schoeman C. et al. Arthritis Rheumatol. 2021; 73 (suppl 9) [OP1941/AB0958 ACR Convergence 2021]
Balanescu A. et al. Arthritis Rheumatol. 2021; 73 (suppl 9) [AB1684 ACR Congress 2021]

Without current or prior malignancy®
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B Incidence Rate for MACE

% 30
g FDA requires warnings about increased risk of
= 254 .
5 serious heart-related events, cancer, blood clots,
g 20 and death for JAK inhibitors that treat certain
€ 15- chronic inflammatory conditions
% } Approved uses also being limited to certain patients
Q
£ 054
:9
g o0 09-01-2021 FDA Drug Safety
Tofacitinib, Tofacitinib, Combined TNF Inhibitor Communication
5 mg Twice 10 mg Twice Tofacitinib B Incidence Rate for Cancers, Excluding NMSC
Daily Daily Doses £ 3,
No. of Patients with First Event/Total No. (%)  47/1455 (3.2) 51/1456 (3.5) 98/2911 (3.4) 37/1451 (2.5) E 25
No. of Patient-Yr 5166.32 4871.96 10,038.28 5045.27 s~
Incidence Rate per 100 Patient-Yr (95% Cl) 091 (0.67-1.21)  1.05 (0.78-1.38)  0.98 (0.79-1.19)  0.73 (0.52-1.01) S 20-
NNH (patient-yr) vs. INF Inhibitor 36/ 319 — — -
NNH (over 5-yr period) vs. TNF Inhibitor 113 64 — — E_ 15
2
Pl : :
: *
The NNH was the number of patient-years of exposure to tofacitinib required to have g i
one additional MACE/cancer, relative to a TNF inhibitor; calculations were performed T 00
post hoc. The NNH over a period of 5 years was the number of patients who would need B Tofacitinib, Tofacitinib, Combined TNF Inhibitor
to be treated for that duration with tofacitinib rather than with a TNF inhibitor to result Smg '!'wice 10 mg :Fwice Tofacitinib
in one additional MACE/cancer; calculations were performed post hoc Daily Daily Doses
No. of Patients with First Event/Total No. (%)  62/1455 (4.3) 60/1456 (4.1) 122/2911 (4.2) 42/1451 (2.9)
No. of Patient-Yr 5491.48 5311.71 10,803.19 5482.30
i i D 1J13(087-145)  113(086-145  113(0.94-135  0.77 (0.55-1.04)
NNH (patient-yr) vs. TNF Inhibitor 276 275 - -
NNH (over 5-yr period) vs. TNF Inhibitor 55 55 — —

Ytterberg SR et al. N Engl J Med 2022;386:316-26
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scxpereumacion AfemacanCousce
2)%1)12?#?1?:3%%:; i%% Open Rheumatology published by Wiley Periodicals LLC on behalf of American College of Rheumatology. Empowering Rhewmaiology Professionals M o Va6 ‘-Kr’, a'tatla. s
This is an open access ar‘t_\cle_underthe terms ofthe Creat\ve_Commons_AttributionNonCommer_cialfNoDerivs License, which 7 rlec 0-
rpﬂe[l]’arilf\}csaiisoen.zl:]t:iggszlgalit‘flfslgrznrﬁ;‘:jlum, provided the original work is properly cited, the use is non-commercial and no Enlnrwcn TOU 'Epr[ ,’ﬂavtll(,’ 6La¢opd
. e e o T r
Postapproval Comparative Safety Study of Tofacitinib and Ma Zwotripa (TOFA >> bD,C’
Biological Disease-Modifying Antirheumatic Drugs: 5-Year ARDs)
Results from a United States-Based Rheumatoid Arthritis —
Registry @ Tofacitinib ® bDMARDs
alignancies
. MACE SIEs excl. NMSC NMSC Death
« CORRONA Registry (HMA) 6- : b :
o MACE, SIEs, and HZ: 1999 (3152.1 5
patient-years) and 8358 (12869.4 years) X 4o
tofacitinib and bDMARD ~
o Malignancy/death: 1999 (4505.6 T o }
- O
patient-years) and 6354 (16670.8 ~ ;
m 1
patient-years) initiators for Tofacitinib 2 5 ' :
and bDMARDs 5 ; !
@ ' g
; ¢ ; & ! % $ ; )
0 : : :
n 19 108 : 90 333 28 101 : 34 136 : 27 109
PY 29545 11930.0 E 2880.5 117559 E 2926.3 11951.7 E 3183.6 12461.0 E 31489 12 378.0 i 3206.5 12 648.0

Incidence rates are number of first events/100 PY of outcomes in the PS-trimmed population; Patients initiated Tofacitinib as monotherapy or in combination with a csDMARD.
fbDMARD cohort included patients initiating adalimumab, certolizumab pegol, golimumab, etanercept, infliximab, abatacept, anakinra, rituximab, or tocilizumab.

The licensed dose of tofacitinib in RA is 5 mg BID Kremer JM, et al. ACR Open Rheumatol. 2021:doi: 10.1002/acr2.11232.
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Postapproval Comparative Safety Study of Tofacitinib and
Biological Disease-Modifying Antirheumatic Drugs: 5-Year
Results from a United States-Based Rheumatoid Arthritis
Registry

e CORRONA Registry (HMNA) oo VTE

o MACE, SIEs, and HZ: 1999 (3152.1
patient-years) and 8358 (12869.4 years)
tofacitinib and bDMARD

o Malignancy/death: 1999 (4505.6
patient-years) and 6354 (16670.8
patient-years) initiators for Tofacitinib

o
o
|

e
@
|

IR

o
'S
|

(events per 100 PY [95% CI])

@ Tofacitinib bDMARDs

DVT PE

and bDMARDs ® | w : T
0.2 - : | E
: T [ E l
0.0 : 5
n 9 41 : 4 20 : 6 24
PY 3145.0 12 832.0 ' 3149.7 12 851.1 3147.3 12 848.9

Incidence rates are number of first events/100 PY of outcomes in the PS-trimmed population; Patients initiated Tofacitinib as monotherapy or in combination with a csDMARD.
fbDMARD cohort included patients initiating adalimumab, certolizumab pegol, golimumab, etanercept, infliximab, abatacept, anakinra, rituximab, or tocilizumab.

The licensed dose of tofacitinib in RA is 5 mg BID

Kremer JM, et al. ACR Open Rheumatol. 2021;doi: 10.1002/acr2.11232.
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ABSTRACT NUMBER: 1939 STAR-RA study: Retrospective, RWE, USA

Risk of Cardiovascular Outcomes in Patients Treated with

Tofacitinib: First Results from the Safety of TofAcitinib in

Routine Care Patients with Rheumatoid Arthritis (STAR-RA) First tofaciamt o TN oecscription]

stUdy ABSTRACT NUMBER: 1675 Enroliment assessment window: Days [0, -365] Outcomes: Composite (all malignandies excluding
Risk of Malignancy in Patients Treated with Tofacitinib: H————
Results from the Safety of TofAcitinib in Routine Care _ _ et o ol e
Patients with Rheumatoid Arthritis (STAR-RA) Study covanate Assessment window: Day= 10,3551 iymphatic/nematopoietic cancer, NMSC

Follow-up window: Days [1, censory]

Objective

Censoring: oocurrence outcome, switch/discontinuation, end of the study Follow-up Time
period, death, loss of eligibility

+ Tocompare the risk of malignancy outcomes between use of tofacitinib and
TNFI in RA patients in setting of routine clinical care

Ye auth tn LeAETN to TOFA og ouykplon e toug TNFI, dev cuoyxetiotnke pe avénueévo
e e— KlV5UVO’ Kap&ayystakwlv £K6aq£wv HETAEL OAwV Twv acBevwyv pe PA tou €Aafav
Bepamneia o€ MPAYUATIKEG CUVONKEG

=  Optum Clinformatics: November 2012-lune 2020
= |BM Market Scan: November 2012-December 2018
= Medicare (Parts 4,B, D): November 2012-December 2017

Y& auth tn peyain mAnBuoptakn HeA€tn, to TOFA og oUykplon pe toug TNFI, dev

RCT-duplicate Study Cohort OUOXETIOTNKE pE Kivouvo kakondetwv oe aoBeveig pe PA 0TO PaypOTIKO

nieplBAaiiov.
Additional Inclusion Criteria:
At least one prescription of methotrexate . .
At least one cardiovascular risk factor (including smoking, hypertension, («However, cannot rule out an elevated risk of MACE or cancer associated
:Z?;f::;‘:é]d'ab““ mellitus, ischemic heart disease, family history of ischemic with tofacitinib among patients who were at least 50 years of age with

one cardiovascular risk factor»)

Additional Exclusion Criteria:
< 50 years of age (Optum, MarketScan), < 65 (Medicare) ) ]
Patients recently hospitalized with infections Khosrow Khavar F, Kim SC, Lee H, et al. Ann Rheum Dis 2022;81:798-804
Pregnant patients Khosrow Khavar F et al. Arthritis Rheumatol. 2021; 73 (suppl 9) [AB1939 ACR Congress 2021]
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Analysis Weights (%) HR (95% CI)

EPIDEMIOLOGICAL SCIENCE

Pravious. CWVD

Tofacitinib and risk of cardiovascular outcomes: e

Sedicare

results from the Safety of TofAcitinib in Routine care Py 554
patients with Rheumatoid Arthritis (STAR-RA) study -

SMedicane

Posled HR (85% Cl)

Farzin Khosrow-Khavar ,1 Seoyoung C Kim ,1'2 Hemin Lee ,1 Su Been Lee,1

C . 1 Furnal
Rishi J Desal - — £ e
Sadicans —I,—| 58T 0LET (071 @ 1.31)
Poolad MR (85% C1) -‘- 100 08T .77 o 1.23)
Bt 85 0,55 0.2 y
Analysis Weights (%) HR (95% CI) - : . i35 15 l3ensin
_ Medicans — 204 059 (0,56 b 1.75)
Pooled MR (95% Clj -*- 100 4.05 [0.70 6o 1.55)
RWE Cohort
i ige = 85 ; s
Optum e 18.2 0.80 (0.56 to 1.44) Do L —— ey Cerd
i Medicare - ; 87 024 [0.03 b 2.05)
MarketScan — 254 1.15(0.78 0 1.71) Paoked MR (95% Ci) —~e— 100 1.00 (0,66 ta 1.50)
Medicare ——i 56.4 0.98 (0.76 to 1.28) Age>es _
H Optumi — 131 08T (046 io 1.65)
i Markesscan i E— 130 1.66 (0.88 0 3.15)
Pooled HR (95% CI) — 100 1.01 (0.83 to 1.23) Madians R 738 101 (077 ba 1.32)
! Paoled HR (38% C1) - 100 1,05 (0,84 15 1,33)
H Prior Use of at keast one bDMARD
] H R 180 0.5 [0 48 207
RCT-duplicate Cohort i A PR — 01 3281076 10 2.15)
i Medicare ————] g 057 0,86 b 1.42)
Optum 124 1.15 (0.47 to 2.83) Paalad MR (35% CI) - 100 1.08 (0.7 ta 1,40)
MarketScan F _— 4 220 1.14 (0.56 to 2.24) Mo prior use of BOMARD H
: Oplum — 13 052 [0.50 80 1.68)
_ i MarkesSean R — e 1.07 [0.58 b 1.98)
Medicare e 65.6 1.28 (0.87 to 1.90) Medicars ey 578 1.04 [0.72 0 1.51)
Pooled HR (95% CI) - 100 1,02 (0,77 % 1.35)
Pooled HR (95% Cl) e 100 1.24 (0.90 to 1.69) H
| i |
0.25 1 4 5
i i
Tofacitinib decreases risk Tofacitinib increases risk 6.2 1 8
Tolfacitineh decreases fisk Tafacini incraases sk
Hazard Ratio Hazard Ratio

Khosrow Khavar F, Kim SC, Lee H, et al. Ann Rheum Dis
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ABSTRACT NUMBER: 1245 ABSTRACT NUMBER: 1674
Characteristics of RA Patients Treated with JAK Inhibitors Effectiveness and Safety of Tofacitinib in Canadian Patients
Before versus After VTE Warnings: Results of a Real-World with RA: Primary Results from a Multicenter, Observational
Multicentric Study Study
In May 2019, EMA sent a warning about an interim post- L CANTORAL is the first large-scale, national, observational study
marketing analysis revealing a significant increase in the assessing effectiveness and safety of a JAKi (tofacitinib) in Canadian
number of VTE with TOFA RA patients
, , o * 45 Canadian sites
o EMA’s warnings have not significantly changed RA . 504 pts were eligible for analysis
patient characteristics initiating a JAKi .

54.0% (n=272) of pts met inclusion criteria for the CV+ cohort
o BARI and TOFA have a similar persistence in this study

o VTE risk remains a concern in current practice

Table. Safety analysis in all enrolled pts and CV+ cohort over 36 months

SAS Cv+

Figure 1 - Two-year follow-up treatment persistence with Baricitinib (BARI) and Tofacitinib (TOFA) (N=495; (N=272; ‘/ Ta 5850|1éva (th(') 'tl‘]V
) ) n (%) [IR; number of events per 100 PY] PY=710.64)*" PY=392.94)"" '
10 v' MNooootd napapovig ota 2xp: eAss TGRS 15 a1 CANTORAL Bpiokovrtal o
s . . e - ’ ’
39.3% (BAR|) -42.8% (TOFA) Deaths® _ 3(0.6)[0.7] 3(1.1)[1.3] ouud)wvux HE ouTa TG
Most frequent TEAEs (= 3% in any group) ORAL S -"
08 Upper respiratory tract infection 27 (5.5) [5.1] 17 (6.3) [5.8] urveillance , To
Urinary tract infection 20 (4.0) [4.4] 13 (4.8) [5.8] z A
z v AlaKOTﬂ"] Aévw AE: Headache 20 (4.0)[3.7] 12 (4.4)[3.8] KAWKO NPOoypapa Tou
i 30.7% (BARI) - 31.4% (TOFA Gngs  mamua TOFA kou GAAeG peRéteg
a - neumonia . . . » ’ ,
: 1 l___- 179 ( ) 70 ( ) Diarrhea 17 (3.4) [3.0] 9(3.3)[29] napatinpnong otov Kavada
- Y i AT Nausea 15 (3.0) [2.8] 6(2.2)[1.9]
.;? " AEs of special interest
2 Serious infection 19 (3.8) [4.6] 15 (5.5) [6.7] . .
3 MACE 3 (0.6)[0.4] 3(1.1) [08] v' YynAdtepo nocooto AEs oc
Gastrointestinal perforation 0(0.0) [0] 0(0.0) [0] ic> ’
- HZ (non-serious/serious)? 8(1.6)[1.4] 6(2.2)[1.9] aerVElc = 50 Etwv ME
g Malignancies (excluding NMSC) 8(1.6)[1.4] 7 (2.6) [2.3] napdvov-tsq KA Kl.VGl'JVOU
NMSC 4(0.8)[0.8] 2(0.7)[0.8]
Thrombosis® 1(0.2)'[0.2] 1(0.4)'[0.32]
Treatment Baricitinib  — — — - Tofacitinib
0.0
0 6 12 18 u Haraoui B. et al. Arthritis Rheumatol. 2021; 73 (suppl 9) [AB1674 ACR Congress 2021]

Delay (months)

PHILIPPOTEAUX C et al. Arthritis Rheumatol. 2021; 73 (suppl 9) [AB1245 ACR Congress 2021]
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Update of the EULAR recommendations on the management of rheumatoid arthritis
| Prof. Josef S. Smolen, Medical University of Vienna, Austria (Kotreyxayn Etioio 2uvéEédpio EULAR louviog

2022)
Why is the guideline updated?

" With the current rate of advances in clinical development, EULAR needs to update its management recommendations approximately every 3—4

years.
" Specifically, there are three aspects that need to be addressed:
(1) Recommendation on short-term use of glucocorticoids as part of the first treatment strategies (different from ACR 2021 guidelines?)

( Positioninﬂgéﬂéﬁsin(%ﬁﬁﬁ Eﬁlf%s who respond inadequately to meth%t)r(%( }8 d(%ﬁl%‘i[??] s&fﬁtﬁigg%eurgi ggﬁ%éhrecce)fiAL

Survelll QQR‘JE%

If the treatment target is not achieved with the first csDMARD strategy, when poor . . . S .
8 prognostic factors are present, a bDMARD should be added; JAK-inhibitors may be + The ORAL S.ur\.‘re|lla\nce25t|.|d5|r shpwed that tofacitinib was aftSOCIatEd'WIth increased risk of
considered, but pertinent risk factors must be taken into account. MACE z_m‘d mallgpan.q_r, prompting the recommendation to include risk assessment when
prescribing JAK inhibitors.
bDMARDs and tsDMARDs should be combined with a csDMARD; in patients who cannot + However, the Corrona R registry showed comparable risk for MACE and malignancy between
9 use csDMARDs as comedication, IL-6 inhibitors and tsDMARDs” may have some tofacitinib and bDMARDs 3
advantages compared with other bDMARDs.

“JAK [Janus kinase] inhibitors are now only recommended for patients who do not have risk factors for cardiovascular or
malignant diseases, but otherwise they remain on the same level [phase 2] as bDMARDS,”

“Registries hitherto do not observe what is reported in the ORAL Surveillance randomized controlled trial [RCT],”
but, he added, “RCTs are the decisive studies and we await the baricitinib data on a similar population at risk.”

Fraenkel L, et al. 2021 American College of Rheumatology guideline for the treatment of rheumatoid arthritis. Arthritis Care Res (Hoboken). 2021;73(7):924-939.
Ytterberg SR, et al. Cardiovascular and cancer risk with tofacitinib in rheumatoid arthritis. N EnglJ Med. 2022;386(4):316-326.
Kremer JM, et al. Postapproval comparative safety study of tofacitinib and biological disease-modifying antirheumatic drugs: 5-year results from a United States-based Rheumatoid Arthritis Registry.

ACR Open Rheumatol. 2021;3(3):173-184.



Avti ErtiAdyou ... Alyec okeeic yia to TOFA

* 10 £tn gumnelpiog
* 1" ano tou orouato¢ Beparmeia otn PA
* Joaéla pe BLoAoyLlkoUC TIOPAYOVTEC OE AMOTEAECUATIKOTNTA

* Mapauovn otn depancia ioaéia e BLOAOYLKOUC TTAPAYOVTEC av OXL KaAUTePN (LNTpwa
kataypadng)
e AMOTEAECUATLKO O€ povodepareia (AmoOUoLa LVOGOYOVLKOTNTOC)

* AnoteAeopaTikO o€ aoBeveic pe amotuyia otn MTX Kkal o€ amotuia o€ BLoAOYLKO tapayovta
(1NS Kot 2NS «ypaALUCY)

» Me npoooyn oe aoBevelc pe kapdlayyeloko kivbuvo os peyalutepn nAwkio, adda eéiocou
OTTOTEAECUATIKO






