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2UYKPOUON 2ZUHPEPOVTWYV

TiuNTIKA apoIfn yia auth TNV odiIAia

ApoIBEC KATA TN TTpoNYyoUMEVnN DIETIA YIA EPEUVNTIKOUG, OUNPBOUAEUTIKOUG
KAl EKTTAIOEUTIKOUG OKOTTOUG ATTO TIG KATWOI ETAIPEIEC:
Roche, UCB, Novartis, MSD, Pfizer, Abbvie. Elpen, Vianex, Amgen




AIEUKPIVAOEIG

* «H Pfizer £xel eEAEyCEl TO TTEPIEXOUEVO WATE VA
QVTATTOKPIVETAI OTIC EIOIKEC TTPOOIAYPAPEC TNG AAAQ OEV
EXEl ETTIRERaIWOEl OTI O BIBAIOYPAPIKEC TTAPATTOUTTEC
EXouV TTapaTteBei opBa».

* «[10 OAQ T PAPUAKEUTIKA TTPOIOVTA TTOU AVAPEPOVTA
TTAPOKAAEIOBE VO OUNPBOUAEUEOTE/OUUBOUAEUTEITE TIC
EYKEKPIMEVEC lepPIANWEIC XAPAKTNPIOTIKWY TWV
[TpoIOVTWV».






AHMOI'PA®IKA ZTOIXEIA

« © 46 gTwV, 84 Kg, 168 cm
* Katrviopa (-), AAKOOA (-)
* OIKIOKA, 2 TTOIdIA

» Kartoikog ABnRvag




ATOMIKO ANAMNHZTIKO

» Zakxapwdng AiaBATNG atro 5etiag utrd dioKia
* YToOupeo<£1diouo6g utrd Oupodivn (T4)

* Alayvwon Ywpiaong atrod 15¢Tiag



APXIKH ElNIZKEWH

To 2019 n acBevng TTPOOHABE AOYyw
EM@AvVIoNG apOpiTIdOAG YOVATWY AUPW
Kol MKO® auow

EvepyoTnTa vooou

e TJC: 12,SJC: 8

e VAS: 90/100, HAQ: 2

e TKE: 74 mm/h, CRP: 12,4 mg/L (<5)

e DAS-28(TKE): 7.02 , DAS-28(CRP): 5.89

e PASI: 4.9

OEPAMNEYTIKO ZXHMA
MTX 15mg/w + 7,5mg/d CS




ENIZKEWYH META 3 MHNEX

EvepyoTnta vooou

e TJC: 7,SJC: 2

e VAS: 60/100, HAQ: 1.3

e TKE: 46 mm/h, CRP: 8.2 mg/L(<5)

e DAS-28(TKE): 5.4 , DAS-28(CRP): 4.47

e PASI: 3.7




OEPATNEYTIKH AINMOPAZH ?

« Juvéxion MTX o€ ueyaAuTtepn d60on

* CS o€ peyaAuTtepn 660n

« 2uyxopnynon aAAouv csDMARD

* MpooBrikn bDMARD (anti- TNF, IL-17i, IL-12/23i)
n

* MpooBiRkNn Apremilast



OEPAMNEYTIKH AMMO®AZH:

AY=HZH AOZHZ MTX (20 mg/w)



ENIZKEWYH META 6 MHNEX

EvepyoTnta vooou

e TJC: 2,SJC: 2

e VAS: 30/100, HAQ: 0.38

e TKE: 20 mm/h, CRP: 3.2 mg/L(<5)

e DAS-28(TKE): 3.71 , DAS-28(CRP): 3.07

e PASI: 1

OEPAMNEYTIKO ZXHMA
MTX 20mg/w + 7,5mg/d CS




H aoc0evnG TTAPEPEIVE OE UPEON £WG TO
2/2021 omroTe £TaVAABE e €IKOVA £Eapong

EvepydTnTa vooou

e TJC: 5, ,SJC: 4

e VAS: 60/100, HAQ: 1.3

e TKE: 35 mm/h, CRP: 7.3 mg/L(<5)

e DAS-28(TKE): 5.17 , DAS-28(CRP): 4.35

e PASI: 3.7




OEPATNEYTIKH AINMOPAZH ?

» 2uvéxion MTX o€ peyoaAutepn 66on

* CS o€ peyaAuTepn d60n

» 2uyxopnynon aAAouv csDMARD

* MpooBikn tsDMARD (JAKI) R dAAou pnxaviopou (PDE4i)

- Mpoodrikn bDMARD (anti- TNF, IL-17i, IL-12/23i)



OEPAMNEYTIKH AMMO®AZH:

XOPHIHZH TOFACITINIB



2019 Updated EULAR Recommendations on PsA:

in Summary, a Graduated Approach

Symptomatic H H H noao
treatment

Oligoarthritis ‘ Enthesitis

csDMARD * Consider csDMARD if
poor prognostic factors

(structural damage, elevated
acute phase reactants,
Biologic Biologic (TNFi, IL-17i, |L-12/23i): prefer IL-17i or IL-12/23i if relevant psoriasis

- ] % dactylitis, nail involvement)
Targeted l JAKIi if biologic failure or not appropriate l

synthetic

Predominant axial
PsA

Apremilast for mild disease where biologics and JAKi not appropriate

Switches

Switch to alternative biologic (TNFi, IL-17i, IL-12/23i, abatacept), JAKi or PDE4i

FEERIE Consider cautious tapering for patients with sustained remission

Derived from Gossec L, et al. EULAR 2019, Madrid.



KatevBuvtnplec odnylec

7. 2e 0.00eveic pe mepldpeplkn apOBpitida Kal avemapkn avIamoKpLon TOUAAXLOTOV OE

gvalv csDMARD kot o evav bDMARD, 1) otav o bDMARD b€ pmopei va xopnynOet
evac JAK inhibitor mpémetl va AngOel urtoPv.

New

* 2 TUXOLOTIOLNUEVEC e opada eAEyyou LeAETEC Tou tofacitinib
* OMo kal teplocotepa dedopeva (oxL paonc 1) oe dAlouc JAKi

*  KaAn amoteAeopatikotnta otnv PsA
e Ye oUykplon pe touc bDMARDs, Alyotepa pokpoxpovia dedopeva twv JAKi otnv PsA

e YToV BeparevuTiko alyoplOpo peta amno eva bDMARD r otav o bDMARD 6¢
uropel va xopnynOei: Aoyw avtevdeitewyv, oe dpvnon yla eveolun Bepareia...

Kerschbaumer A, et al. Ann Rheum Dis. 2020. pii: annrheumdis-2019-216656.



KatevBuvtnplec odnylec

11. 2e aoBeveic mou Sev avtamokpivovtol emapkwc N dev avexovtoal evav bDMARD,

n aAAayn og aAAo bDMARD 1 og tsDMARD mnipemnet va AndBet umtov.
2JUOTAVETAL MEXPL Hia aAAayn og kaBe katnyopla.

Yridpyouv katwvoupyLa dedopeva yia TG AAAQYEC Modified

Tpomomnoinon: Suvatotnta ywa oAhayn o TNFi, IL17i, IL12/23i, abatacept, JAKi, PDE4i: 6€v
UTTAPXEL CUOTOON YLOL CUYKEKPLUEVN OELlpa ME e€aipeon ta PDE4i mou npoteivovtal povo
O€ Mo vOoo KL otav dev prmopouv va SwBouv ta JAKi-bDMARDs

AN\ ayec oto 16lo dappoako ( papuako avadopac oe Bloopostdec) dev Bewpouvtal
aAAOYEC

Tponomoinon: va anodevyetatl aAAayrn o€ Tpito PAPUAKO MG KATNYOPLOC

Kerschbaumer A, et al. Ann Rheum Dis. 2020. pii: annrheumdis-2019-216656.



2uvoyn Twv peAeTwyY Tou Tofacitinib otnv PsALS

DMARD-IR TNFi-IR OLE

OPAL OPAL BEYOND OPAL BALANCE
BROADEN

Study OPAL Broaden? OPAL Beyond? OPAL Balance®
(N) (N=422) (N=395) (N=686)
Duration 12 months | 6 months | 36 months |
Background
g csDMARD csDMARD csDMARD
treatment
Tofacitinib
treatment Second-line Third-line Long-term treatment
position
1. Mease et al. N Engl J Med 2017;377:1537-50. ¢csDMARD, conventional synthetic disease-modifying antirheumatic drug; DMARD, disease-modifying
2. Gladman et al. N Engl J Med 2017;377:1525-36; antirrheumatic drug; IR, inadequate responder; OLE, open-label extension; PsA, psoriatic arthritis;
3. Nash P, et al. Rheumatol Ther https://doi.org/10.1007/s40744-020-00209-4. TNFi, tumour necrosis factor inhibitor.

Published online 6 June 2020.



Peripheral arthritis: ACR response rates at Month 3 for Tofacitinib in PsA1?

OPAL Broadent?
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1. Mease et al. N Engl J Med. 2017;377:1537-50;

50 52

**

ACR20 ACRS50 ACR70

Adapted from Mease et al. N Engl J Med. 2017;377:1537-50

OPAL Beyond?
*xxt
50 it
30
ACR20 ACR50 ACR70
Adapted from Gladman et al. N Engl J Med. 2017;377:1525-36
M Placebo B Tofacitinib 5 mg B Adalimumab 40 mg

AtroteAéopata Trapopola o TNFi-naive TNFi-IR aoBeveig

Nominal unadjusted P value: *P<0.05 vs placebo, **P<0.01 vs placebo, ***P<0.001 vs placebo. t Statistically significant versus placebo
at a P<0.05 as per the prespecified step-down testing procedure for global Type | error control. £ The results was significant at a P<0.05

2. Gladman et al. N Engl J Med. 2017;377:1525-36. according to the prespecified step-down testing procedure for Type | error control within the family of ACR responses.

ACR20/50/70, American College of Rheumatology 20%, 50% or 70% improvement criteria; csDMARD, conventional synthetic disease-
modifying antirheumatic drug; PsA, psoriatic arthritis; Q2W, once every two weeks; SC, subcutaneous; SE, standard error.



Peripheral arthritis: ACR20 response rate over time for Tofacitinib in PsAl2

OPAL Broaden!?

80 ~

60 - ; j
At all time points

40 -

Placebo (N=105)
Tofa 5 mg (N=107)
Adalimumab (N=106)

@ 201
2
N—r
(=]
X 0
o 0 1 2 5 4 5 6 7 8 9 10 11 12
= Month
= Adapted from Mease et al. N Engl J Med. 2017;377:1537-50
(B)
@ OPAL Beyond?
(@)
o 80 ~
4
o 60 A
é_ e Placebo
40 A - At all time points  ...@.. Placebo to Tofacitinib 5 mg BID
” - s
Placebo (N=131)  _ g, Tofacitinib 5 mg BID
20 A Tofa 5 mg (N=131) Adali
—a— Adalimumab 40 mg SC Q2W
O 9 T T T T T T
0 1 2 3 4 5 6
Month Nominal unadjusted P value: *P<0.05,
Adapted from Gladman et al. N Engl J Med. 2017;377:1525-36 - *™P<0.01, **P<0.001 vs placebo;
T Statistically significant versus placebo at a P
. ) o . . . <0.05 as per the prespecified step-down testing
ACR20, American College of Rheumatology 20% improvement criteria; BID, twice daily; csDMARD, conventional procedure for global Type | error control. t The
synthetic disease-modifying antirheumatic drug; PsA, psoriatic arthritis; Q2W, once every two weeks; SC, results was significant at a P<0.05 according to
subcutaneous; SE, standard error. the prespecified step-down testing procedure

for Type | error control within the family of ACR
response time course.
1. Mease et al. N Engl J Med. 2017;377:1537-50;
2. Gladman et al. N Engl J Med. 2017;377:1525-36.



Physical Function: HAQ-D for Tofacitinib in PsAl?

OPAL Broaden!?
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Change from baseline score
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Month

Adapted from Mease et al. N Engl J Med. 2017;377:1537-50

Placebo
@~ Placebo to Tofacitinib 5 mg BID
—&— Tofacitinib 5 mg BID
—A— Adalimumab 40 mg SC Q2W

-0.6 I I
0 1 2

1. Mease et al. N Engl J Med. 2017;377:1537-50;
2. Gladman et al. N Engl J Med. 2017;377:1525-36.

Month

Adapted from Gladman et al. N Engl J Med. 2017;377:1525-36

Nominal unadjusted P value: *P<0.05, **P<0.01, ***P<0.001 vs placebo;

1 Statistically significant versus placebo at a P <0.05 as per the prespecified

step-down testing procedure for global Type | error control. £ The results was

significant at a P<0.05 according to the prespecified step-down testing

procedure for Type | error control within the family of ACR response time course.
Least-squares mean change in HAQ-DI from baseline (dashed line) throughout the trial to month 12 among patients who received 5 mg of Tofacitinib, 10 mg of Tofacitinib,
adalimumab, placebo with a switch to the 5-mg Tofacitinib dose at month 3, or placebo with a switch to the 10 mg Tofacitinib dose at Month 3. Nominal unadjusted P value:

*P<0.05, **P<0.01, ***P<0.001 vs placebo; ****P<0.00011 Statistically significant versus placebo at a P<0.05 as per the prespecified step-down testing procedure for global
Type | error control. BID, twice daily; MCID, minimum clinically important difference; PsSA, psoriatic arthritis; Q2W, once every 2 weeks; SC, subcutaneous.



Long-term change in HAQ-DI up to Month 24 for Tofacitinib in PsA?

01 3 6 9 12 15 18 21 24 Month
OO 1 1 1 1 1 1 1 1 J

Mean AHAQ-DI £ SE
o
D

Adapted from Nash P, et al. Rheumatol Ther 2020

-0.8 -

Baseline values were those at the start of the qualifying
study; only evaluable patients at a visit of interest were
included in the analysis and missing values were not
imputed. Efficacy data are reported to Month 24 as
sample sizes were too small beyond this time point.
csDMARD, conventional synthetic disease-modifying
antirheumatic drug; HAQ-DI, Health Assessment
Questionnaire-Disability Index; N, number of patients at
each time point; n, number of patients with response;
PsA, psoriatic arthritis; SE, standard error.

1. Nash P, et al. Rheumatol Ther https://doi.org/10.1007/s40744-020-00209-4. Published
online 6 June 2020



Radiographic non-progression

Cumulative probability of change in mTSS for Tofacitinib in PsAl?
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@ Tofacitinib 5 mg BID
A Adalimumab 40 mg SC Q2W

1. Mease et al. N Engl J Med. 2017;377:1537-50

2. Mease et al. N Engl J Med. 2017;377:1537-50; Supplementary appendix

40 50 60 70 80 90 100

Adapted from Mease et al. N Engl J Med. 2017;377:1537-50;
Supplementary appendix

Cumulative probability

Radiographic progression, defined as an increase from baseline in mTSS >0.5, was
used in the study protocol; its complement, radiographic non-progression, defined as an
increase from baseline in mTSS <0.5, is reported. All data are shown for the full
analysis set. Missing data were imputed using linear extrapolation.

BID, twice daily; csDMARD, conventional synthetic disease-modifying antirheumatic
drug; mTSS, modified Total Sharp Score; PsA, psoriatic arthritis; Q2W, once every two
weeks; SC, subcutaneous;



PASI75 response rates over time: Tofacitinib in PsAl:2

OPAL Broaden!?

Subjects with BSA 23%, n (%) 82 (77) 80 (61)
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0 1 3 6 —&— Tofacitinib 5 mg BID
Adapted from Gladman et al. N Engl J Med. 2017;377:1525-36 Month —A— Adalimumab 40 mg SC Q2W

1. Mease et al. N Engl J Med. 2017;377:1537-50;
Supplementary appendix.
2. Gladman et al. N Engl J Med. 2017;377:1525-36;

All data shown are for the full analysis set. Missing data were imputed as non-response to treatment.
Nominal unadjusted P value: ***P<0.001 vs placebo. 1 Statistically significant versus placebo at a
P<0.05 as per the prespecified step-down testing procedure for global Type | error control.

BID, twice daily; PsA, psoriatic arthritis; Q2W, once every two weeks; SC, subcutaneous; PASI75,
275% improvement in Psoriasis Area and Severity Index.



AtroteAeopaTtikoTnTa PASI90 oTig peAéteg OPAL Broaden/OPAL Beyond?

—e— Tofacitinib 5 mg BID -e- Adalimumab 40 mg SC Q2W -e- Placebo

E r AvTatrokpion Kard PASI90 (ouvoAikd) i
2 OPAL Broaden 2 OPAL Beyond
§ 100 — § 100 —
Z %)
5 80+ X 80—
. =
g 60 — o I § 60 -
o w
53 3 § 5
2 40 o 5
20 - & I
L~
‘E 0 H/$ { T | E |
8 0 1 3 6 9 12 8 6
= Mrvag C Mrjvag

Mpooapuoyr) atméd
1. Merola J.F. et al. JEADV 2020, 34, 2809-2820

Txedlaopog peAéTng: H avaAuon autr TrepieAdufave dedopéva atrd dU0 EAEYXOUEVEG PE EIKOVIKO QAPUAKO, DITTAG TUPAEG HEAETEG @Aang 3 o€ aaBeveig
ME wwplaaikr apBpimida kai averrapkr] avramokpion (IR) o 21 cupBaTikd, CuvBETIKO TPOTTOTTOINTIKO TNG VOOOU AvTIPPEUNATIKO @apuako (csDMARD)
TT0U B¢V gixav AAPel KATTOI0 avaoToAéd TOU TTapAyovTa VEKpwaong Twv Oykwv (TNFi) (OPAL Broaden; NCT01877668) 1} eixav aveTrapkr avTatrokpion
(IR) oe 21 TNFi (OPAL Beyond; NCT01882439).3

PASI=AeikTng ékTaONG Kal coBapoTnTag TNG wwpiaong, BID= duo @opég TNV nuépa, SC=utrodopiwg, Q2W= pia gopd kabe 2 efOoudadeg,
placebo=gikovik6 @apuako, SE=TUTTIKO O@AAPa

1. Merola J.F. et al. JEADV 2020, 34, 2809-2820



Enthesitis score over time for Tofacitinib in PsAl:2

OPAL Broaden!?

Month
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Adapted from Gladman et al. N Engl J Med. 2017;377:1525-36

1. Mease et al. N Engl J Med 2017;377:1537-50; Supplementary appendix.
2. Gladman et al. N Engl J Med. 2017;377:1525-36;

Adapted from Mease et al. N Engl J Med. 2017;377:1537-50

Placebo
@~ Placebo to Tofacitinib 5 mg BID
—&— Tofacitinib 5 mg BID
—A— Adalimumab 40 mg SC Q2W

Subjects with baseline score >0. Nominal unadjusted P value:
*P<0.05.

BID, twice daily; csDMARD, conventional synthetic disease-
modifying antirheumatic drug; LEI, Leeds Enthesitis Index;
LSM, least-squares mean; PsA, psoriatic arthritis; Q2W, once
every two weeks; SC, subcutaneous; SE, standard error.



MDA rate for Tofacitinib in PsAl2
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Adapted from Gladman et al. N Engl J Med. 2017;377:1525-36

Nominal *P<0.05, ***P<0.0001 vs placebo. BID, twice daily; csDMARD,
conventional synthetic disease-modifying antirheumatic drug; MDA,
1. Mease et al. N Engl J Med. 2017;377:1537-50; minimal disease activity; PsA, psoriatic arthritis; Q2W, once every two
2. Gladman et al. N Engl J Med. 2017;377:1525-36. weeks; SC, subcutaneous; SE, standard error.



Drug Safety
https://doi.org/10.1007/s40264-020-00904-9

ORIGINAL RESEARCH ARTICLE m)

Check for
updates

An Integrated Analysis of the Safety of Tofacitinib in Psoriatic Arthritis
across Phase lll and Long-Term Extension Studies with Comparison
to Real-World Observational Data

Gerd R. Burmester' - Jeffrey R. Curtis? - Huifeng Yun? . Oliver FitzGerald?® . Kevin L. Winthrop* -
Valderilio F. Azevedo® - William F. C. Rigby® - Keith S. Kanik” - Cunshan Wang” - Pinaki Biswas® - Thomas Jones® -
Niki Palmetto® - Thijs Hendrikx® - Sujatha Menon’ - Ricardo Rojo”

@ The Author(s) 2020

OBSERVATIONAL COMPARISON COHORT
VS US Truven Market scan database
A1r6 2010 £wg 2015
Y1ré Bgpartreia pe csDMARD
Apremilast kat bDMARD

CLINICAL TRIALS COHORT
Aedopéva aoc@aAegiag atmo Tnv OPAL
Broaden, Tnv OPAL Beyond ka1 tnv OPAL
Balance (¢wg 10/5/16)

Tofacitinib 5 mg twice daily is the approved dosage for the treatment of moderate to severely active RA and PsA?

1. Burmester et al. Drug Safety https ://doi.org/10.1007/s4026 4-020-00904 -9. Published online 31 January 2020
2. XELJANZ SmPC 1/2021



Tofacitinib Safety in PsA

Drug Safety

https://doi.org/10.1007/s40264-020-00904-9

ORIGINAL RESEARCH ARTICLE

()

Check for
updates

An Integrated Analysis of the Safety of Tofacitinib in Psoriatic Arthritis
across Phase lll and Long-Term Extension Studies with Comparison
to Real-World Observational Data

Gerd R. Burmester' - Jeffrey R. Curtis? - Huifeng Yun? - Oliver FitzGerald® - Kevin L. Winthrop® -
valderilio F. Azevedo® - William F. C. Rigby® - Keith 5. Kanik” - Cunshan Wang” - Pinaki Biswas® - Thomas Jones® .

Niki Palmetto® - Thijs Hendrikx? - Sujatha Menon? - Ricardo Rojo”

Table 1 Demographics

and baseline characteristics
(placebo-controlled cohort and
dose-comparison cohort)

Characteristics Tofacitinib 5 mg  Tofacitinib Placebo (n=236) Adalimumab
BID (n=238) 10 mg BID 40 mg Q2W*
(n=236) (n=106)
Age (years) 495+124 494+11.7 48.4+12.5 474+11.3
Female 121 (31) 136 (58) 136 (58) 50 (47)
BMI (kg/m?) 29.8+63 30.2+63 292456 288453
Race
White 226 (93.0) 221(93.6) 222 (94.1) 103 (97.2)
Black 1(0.4) 1(0.4) 1(0.4) 0 (0.0)
Asian 2(0.8) 10 (4.2) 9(3.8) 2(19)
Other 9(3.8) 4(1.7) 4(1.7) 1(0.9)
Geographical region”
USA/Canada 38(24.4) 56(23.7) 45(19.1) 11 (10.4)
Eastern Europe/Russia 93 (39.1) 100 (42.4) 112(47.5) 72 (67.9)
Western Europe/Australia 58 (24.4) 59 (25.0) 49(20.8) 17 (16.0)
Asia 1(0.4) T(3.0) 6(2.5) 1(0.9)
Latin America 28 (11.8) 14(5.9) 24(10.2) 5(47)
PsA duration (years) 8.6+7.9 7.5+60.6 8.1+7.5 53+53
Corticosteroid use® 67 (28.2) 37(15.7) 49 (20.8) 23(21.7)
Concomitant MTX 190 (79.8) 184 (78.0) 193 (81.8) 80 (75.5)

Data are presented as mean + standard deviation or N (%) unless otherwise indicated
BID twice daily, BMI body mass index, MTX methotrexate, PsA psoriatic arthritis, Q2W once every

2 weeks

“Patients from OPAL Broaden receiving adalimumab 40 mg Q2W subcutaneously

PEastern Europe includes Bulgaria, Czech Republic. Hungary. Poland, and Slovakia. Western Europe
includes Belgium, France, Germany. Spain, and the UK. Asia includes Taiwan. Latin America includes

Brazil and Mexico

“Oral systemic corticosteroid use at baseline (maximum dose 10 mg/day prednisone equivalent)

Adapted from Burmester et al. Drug Safety 2020

Table 2 Demographics and baseline characteristics for the all-tofacitinib
comparison cohort and the observational comparison cohort

Characteristics

Adl-tofacitini b
comparison cohort

(re="T83)»

Observational
comparison cohort
(rz = S5799)

Aoge (years)
Female
Race
WA i e
Black
Acsian
Other
Geographical region®
USAM anada

Eastern Europes
Russia
Western Europes Aaus—
tralia
Acsia
Latin AAamerica
P=2 duration ( yvears)
Driabetes
Prior TINFi experience
Corticosteroid use®
Conconmitant MNIT2

4B T = 120
428 (S4.T)

T39 (94.4)
3 (O.4)

23 (2.9)
18 (2.3)

1538 (20.2)
369 (47T . 1)

173 (22.1)

15 (1.9
08 (8.7
T T=T.2
107 (137
ITT (481
170 (217
SO (TT B

4859+ 11.5
JI12T (53.9)
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_ MAKPOXPONIA ANMOTEAEZMATA
IRs 20OBAPQN AOIMQ=EQN ASOAAEIAZ

(a) TTou 00 ynoav o€ voonAgia 0TO VOOOKOUEIO
(b) aoBeveig TrTou EAaBav iv avTIBiwWon O€ TUAMA ETTEIYOVTWYV KAl OTN
OUVEXEIa EAaav aywyn oTo OTTiTI & VOONAgUOnKayv
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Adapted from Burmester et al. Drug Safety 2020
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MAKPOXPONIA AlNMOTEAEZMATA
IRs ZOBAPQN EPIMHTIKQN KAI EYKAIPIAKQN AOIMQ=EQN AXOAANEIAL
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IRs MACES & MALIGNANCIES

(a) MeIlOVwyV Kapdlayyelakwy cupBapatwy MACES
(b) kakon@eiag Malignancies
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Emitrrwon Tou ép1rn (woTthpa oTn Bgpartreia pe tofacitinib ornv PsAL?

OPAL Broaden? OPAL Beyond?

* 2T0UG 12 unveg, EZ gp@aviotTnke « EZ eppavioTnke o€ 3 aoBeveig o€
o¢ 4 acOeveig TTOU EAafav NTTIO HOP PN
tofacitinib

» Kavévag aoc0eviig TTou EAafe
placebo f adalimumab dgv * gofapéc Aolpweelc kal EZ fiTav 1o
gpgavios EZ ouvnBIopéveg o€ aoBeveic utTd
tofacitinib oe oxéon pe 1o placebo

1. Mease P, et al. N Engl J Med. 2017;377:1537-50.
2. Gladman D, et al. N Engl J Med. 2017;377:1525-36.



@ CLINICAL SCIENCE - -
Incidence of venous and arterial thromboembolic Rheumatlc Dlseases

OPEN ACCESS  avents reported in the tofacitinib rheumatoid arthritis,
psoriasis and psoriatic arthritis development
programmes and from real-world data

Philip Mease @ ,' Christina Charles-Schoeman,? Stanley Cohen,? Lara Fallon,*

John Woolcott,” Huifeng Yun,® Joel Kremer,” Jeffrey Greenberg,® Wendi Malley,®

Alina Onofrei,® Keith S Kanik,? Daniela Graham,® Cunshan Wang,'° Carol Connell,""
Hernan Valdez, '? Manfred Hauben, '*'* Eric Hung,'®> Ann Madsen,'®> Thomas V Jones, '®

Annals of the

: 17
Jeffrey R Curtis WN  IR(95%CI) Drug exposure (PY)

DVT bDMARD initiators —0— 14/5159  0.19(0.10-0.31) 7546.6
BDMARD initiators with cardiovascular risk factors I O ! 11/2551  0.30(0.15-0.53) 3714.2

Tofacitinib initiators —HO—— 1/1130  0.06 (0.00-0.32) 1716.2

Tofacitinib initiators with cardiovascular risk factors ——0 | 1/599  0.11 {0.00-0.60Q) 929.1

PE bDMARD initiators —— 13/5159  0.17 (0.09-0.29) 7553.9
bDMARD initiators with cardiovascular risk factors [ 1 ! 10/2551  0.27 (0.13-0.49) 3717.0

Tofacitinib initiators ——0 i 2/1130 0.12(0.01-0.42) 1714.8

Tofacitinib initiators with cardiovascular risk factors —0 : 1/699 0.1 (0.00-0.60) 929.8

VTE (DVT or PE) bDMARD initiators [ g S 24/5159  0.32(0.20-0.47) 7541.2
| bDMARD initiators with cardiovascular risk factors I I i 19/2551  0.51 (0.31-0.80) 3?09.4|

Tofacitinib initiators | O | 371130 0.18 (0.04-0.51) 1713.5

Tofacitinib initiators with cardiovascular risk factors | O i 2/599 0.22 (0.03-0.78) 928.4

I I I I
0.0 0.4 0.8 1.2
Adapted from Mease et al. Ann Rheum Dis 2020
IR (95% CI)

IRs y1a DVT, PE, VTE ATav upnAoTEPOI 0€ aoBevEiG HE KOBOPIOUEVOUG ATTO TNV EvapPEn TTAPAYOVTES
KivOUuvou yia kapdiayyelakd cuppBapara f yia VTE o€ oxéon pE 600UG OeV €iXav TTAPAYOVTEG KIVOUVOU,
Kal yia TIGg SUo opadeg aoBevwy utrd Bepartreia pe tofacitinib B bDMARD

Figure 6 Drug exposure and unadjusted incidence rates (35% Cl) for DVT, PE and VTE (DVT or PE) for RA patients with moderate to severe disease
activity (CDAI >10) in the US Corrona RA registry subanalysis who were bDMARD? or tofacitinib® initiators; all patients, stratified by cardiovascular
risk factors. *Included patients with moderate to severe RA (CDAI >10 at time of initiation) in the Corrona RA registry initiating a first or subsequent
bDMARD (each initiation was considered separately, such that there were multiple initiations per patient) and who were tofacitinib-naive.

1.Mease P, et al. Ann Rheum Dis 2020;0:1-14. doi:10.1136/annrheumdis-2019-216761
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Rheumatic Diseases

@ Incidence of venous and arterial thromboembolic
OPEN ACCESS  avents reported in the tofacitinib rheumatoid arthritis,
psoriasis and psoriatic arthritis development
programmes and from real-world data

Philip Mease ,! Christina Charles-Schoeman,? Stanley Cohen,? Lara Fallon,*

John Woolcott,” Huifeng Yun,® Joel Kremer,” Jeffrey Greenberg,® Wendi Malley,?

Alina Onofrei,® Keith S Kanik,”? Daniela Graham,® Cunshan Wang,'° Carol Connell,""
Hernan Valdez, ' Manfred Hauben,'*' Eric Hung,'®> Ann Madsen,'®> Thomas V Jones,'®

Jeffrey R Curtis 17

» DVT, PE ka1 ATE oTig tofacitinib RCTs (ékBeon o€ tofacitinib <23 497 PY oe RA, <8955 PY og PsO
& <2038 PY o¢ PsA) nrav og cuppwvia pe 1ig US Corrona registries kai 11 MarketScan databases
yia aocBeveig pe RA, PsO kai PsA utrd Bepartreia pe non-bDMARDs kait bDMARDSs.

» IRs of DVT, PE, VTE kai ATE ATav NEYOAUTEPOI O A0BEVEIG NE TTAPAYOVTEG KAPOIAYYEIAKOU KIVOUVOU
I TTaPAYOVTEG KIVOUVOU Yia OpouBoeoArn o oxéon ME AUTOUG TToU BeV gixav Kal oTig dUo
KaTnyopieg aoBevwyv, pe tofacitinib kar pe bDMARDS.

» Ta a1roTEAECHATA TNG AVAAUONG CUCTHVOUV ThV £§ATOMIKEUON TNG BepaTtreiag AauBAvoVTaS UTTOWIV
TOUG TTAPAYOVTES KIVOUVOU Yyia KapdiayyElIoKA cudfBdapara Kal yia 0pouBoeuBoAn.

1.Mease P, et al. Ann Rheum Dis 2020;0:1-14. doi:10.1136/annrheumdis-2019-216761



2YMIEPAZMATA

*  ATO6 10 TTPOYPaUMa KAIVIKWY PMEAETWYVY Tou Tofacitinib yia 1 PSA degv TTpoékupayv VEEC
QVETTIOUUNTEG EVEPYEIES ) EIOOTTOINCEIC ACPAAEIAS

* AvVeETIOUUNTEC EVEPYEIEC EIDIKOU EVOIAPEPOVTOC NTAV OTTAVIEG KAI YEVIKA TTAPOUOIEC ME AUTEC
Twv bDMARDS e €€aipeon TNV aug¢nuévn epeavion £ptrn {woTthpa

* To TTpo@iA ao@aAgiag Tou @apuakou otTnv PSA egival TTapopolo e Ta dedoueva otn RA

1. Burmester et al. Drug Safety https ://doi.org/10.1007/s4026 4-020-00904 -9. Published online 31 January 2020
2. Nash P, et al. Rheumatol Ther https://doi.org/10.1007/s40744-020-00209-4. Published online 6 June 2020

3. Wollenhaupt et al. Arthritis Research & Therapy (2019) 21:89 https://doi.org/10.1186/s13075-019-1866-2

4. XELJANZ SmPC 01/2021.

bDMARD, biologic disease-modifying antirheumatic drug;
LTE, long-term extension; PsA, psoriatic arthritis; RA, rheumatoid arthritis.



ENIZKEWYH META 3 MHNEX

EvepyoTnta vooou

e TJC:1,SJC: 1

e VAS: 20/100, HAQ: 0.38

e TKE: 12 mm/h, CRP: 2.37 mg/L(<5)

e DAS-28(TKE): 2.86 , DAS-28(CRP): 2.48

e PASI: O

OEPAMNEYTIKO ZXHMA
Tofacinitib + MTX 15mg/w




EuxapioTw Yyia TNV TTPOCOXN 00C...



