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AnAwon Zuykpouonc ZUpNPEPOVIWV

[LoL TN CUYKEKPLUEVN OALA €Xw AAPBEL TLUNTLKA apoLlpn amo tnv etatpeia Pfizer
Exw AdBeL apolpn yia opAlec Kol cuBOUAEUTIKEC SpaoTNPLOTNTEC ATO:

Novartis, Amgen, Roche, Pfizer, Abbvie, MSD, Genesis, Aenorasis, UCB,
Pharmaserve-Lilly

H Pfizer €xelL eA€YEEL TO TIEPLEXOUEVO WOTE VO OLVTATIOKPLVETOL OTLC ELOKEC TtpodLaypadeC TNG oA
Oev €xel erBeBalwoel O0tL ol BLBALoypadLKEC TTAPATIOUTIEG £XOUV TtapaTteOel opOa.

o OAa Ta GAPHUOAKEUTIKA Tpoiovta Tou avadEpoviol mapakoAeicbe va ocupPouleveote /
oupBouleuteite TIc eykekpLpeveg MepARP elc XapaktnpLloTikwy tTwv Mpoiloviwy.



[Tapouvoiaon TEPLOTATLKOU

* [uvaika 27 eTwv

e Kartviotpla 10 p/y, olkoyevelako Lotoptkd Pwplactknc apbpitidoc
(matepac)

e Atdyvwon Pwpilaonc Kata TTAAKOC KUPLWEC 0€ YyOVATA-AYKWVEC, TIPO
2ETLOC UTTO TOTILKN OlyWwyn

* Evapén apremilast enetta amo epdavion MAAKWY 0TO TPLXWTO TNC
KEPAANC

* MepLKN avTATTOKPLON OTOUC 2 LAVEC ATtO TNV £vapén Kol otadlakn
epudavion SLappoikwv KEVWOEWV LE OUVODO TELVECUO



[Tapouvoiaon TEPLOTATLKOU

e AlakoTin Tou apremilast pe apxikn nepkn BeAtiwon tTwv
CUUMTTWHATWY OTTO TO METTIKO AAAA LLE EMLOEIVWON OTN CUVEXELAL

* Alevepyela kohovookomnong: AplotepomnAeupn KoAitida, evOooKoTLKN
elwkova Mavyo Il (petplac Baputntoag )

* Boyia cupfoatn pe eAkwodn KoAitda
* Evapén aptvoocaAuKIALKWY armo To OTOMA KOl LLE UTTOKAUOOUG

* [pryopn, KOAN AVIOTOKPLON



[Tapouvoiaon TEPLOTATLKOU

e 1 unva apyotepa oela eykataotaonc alyoc AP akpou modoc pe
onuowvtikn duoxepeLla otn fadion

* EntiokePn oe opBomediko kat dStayvwaon evBecomaberlac ayxtAAeiov
TEVOVTA

e Xopnynon KopTLKOOTEPOELOWV XWPLS BEATLWON

 Ytadlakn emdeivwon tnc Ywplaonc tblwc amo To TPLXWTO TNC
KEPAANC

* Aupvidla dloykwon AE yovartoc

* EniokeYn oe pevpatooyo



[Tapouvoiaon TEPLOTATLKOU

* Atayvwon mepldeptkne 2movduloapBpitidag (povoapbpitida,
evBeoitida, Pwplaon, eAkwONC KoAltda) pe evepyotnta amo to
SEPLLA KL TO LLUOOKEAETLKO

* Mapakevinon yovatoc (30 cc pAeypovwdouc vypou-7.500 kky) kot
evapén tofacitinib 5mg BID

* 4 unvec apyotepa o€ ANpn Vdeon amno oAa ta tpooBePAnUEV
cuoTtnuata

e Xwplc kapio avermBuuntn evepyeLa
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Group for Research and Assessment
of Psoriasis and Psoriatic Arthritis
(GRAPPA): updated treatment
recommendations for psoriatic
arthritis 2021
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NATURE REVIEWS | RHEUMATOLOGY

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

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

Peripheral Axial s 2es . Nail -
a rtl'lli:itis dis::aase Enthesitis Dactylitis Psoriasis dis'ease IBD Uveitis
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, IL-23i) IL-12/23i, ciclosporin,
IL-23i, CTLA4-Ig), JAKi CTLA4-1g), JAKI, CTLA4-Ig), JAKI, IL-12/23i, IL-17i, or PDE4i IL-23i, JAKI, MTX
JAKIi, or PDE4i or PDE4i or PDE4i IL-23i), JAKi or MTX
PDE4i
Switch bDMARD Switch SwitchbDMARD  Switch bDMARD Switch bDMARD  Switch bDMARD
(TNFi, IL-12/23i, bDMARD (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-Ig), JAKi, IL-17i) CTLA4-Ig), JAKi, CTLA4-1g). JAKi, JAKi or PDE4i PDE4i
or PDE4i or JAKi or PDE4i or PDE4i
. J

L.

Comorbidities and associated conditions may

impact choice of therapy and/or guide monitoring

}

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

J

Coates LC, et al. J 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



Overview of Tofacitinib studies in PsA

DMARD-IR
OPAL BROADEN

Study OPAL Broadent
(N) (N=422)
Duration 12 months
Background csDMARD
treatment

Tofacitinib

treatment Second-line
position

1. Mease et al. N Engl J Med 2017;377:1537-50.
2. Gladman et al. N Engl J Med 2017;377:1525-36;
3. Nash P, et al. Presented at ACR 2017; poster 620.

TNFi-IR

OPAL BEYOND

OPAL Beyond?
(N=395)

6 months

csDMARD

Third-line

OLE

OPAL BALANCE

OPAL Balance3
(N=686)

36 months

csDMARD

Long-term treatment




ACR response rates at Month 3 for Tofacitinib in PsA

OPAL Broaden bDMARDs naivel

Tofacitinib or Adalimumab versus
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‘g Adapted from Mease et al. N Engl J Med. 2017;377:1537-50
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3rdiline g ] e .., With an Inadequate Response to TNF
0 4 ” 30 Inhibitors
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Adapted from Gladman et al. N Engl J Med. 2017;377:1525-36
M Placebo B Tofacitinib 5 mg Bl Adalimumab 40 mg

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

2. Gladman etal. N EnglJ Med. 2017;377:1525-36.



PsA ACR20 Response Overview in Randomised Controlled Trials (6m)

(NO DIRECT COMPARISONS)
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ADactylitis Severity Score

OPAL Broaden bDMARDSs naive!?

Placebo to Tofacitinib 5 mg BID (N=52)

—¢— Tofacitinib 5 mg (N=107)

—a— Adalimumab 40 mg (N=106)
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1. Mease et al. N Engl J Med. 2017;377:1537-50;
Supplementary appendix. 2. Gladman et al. N EnglJ
Med. 2017;377:1525-36; Supplementary appendix

The licensed dose of tofacitinib in PsA is 5 mg BID in combination with csDMARDs
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The licensed dose of tofacitinib in PsA is 5 mg BID in combination with csDMARDs
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PASI75 response rates over time: Tofacitinib in PsSA

Patients achieving PASI75 response, % (+SE)

OPAL Broaden bDMARDSs naive!?
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The licensed dose of tofacitinib in PsA is 5 mg BID in combination with csDMARDs —a— Adalimumab 40 mg SC Q2W

1. Mease etal. N EnglJ Med. 2017;377:1537-50;

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



Overview of Tofacitinib studies in PsA

OLE

OPAL BALANCE

Study OPAL Balance?
(N) (N=686)

36 -48 months/

Duration :

686 patients
Back

ackground csDMARD
treatment
Tofacitinib Long-term treatment
treatment -
oo and tolerability

position

Safety and efficacy of tofacitinib up to 48 monthsin patients with active
1.M t al. N Engl ) Med 2017;377:1537-50. s . .
2. Gladman ot al. N Engl ) Med 2017:377:1525-36; PsA:final analysis of the OPAL Balance long-term extension study

3. Nash, ot aI, ApriI 2021 The Lancet Rheumatology 3(4)28270-6283. Nash, P., Coates, L. C., Kivitz, A.J., et al, April 2021 The Lancet Rheumatology 3(4):e270-e283



Safety and efficacy of tofacitinib up to 48 months in patients with active
PsA: final analysis of the OPAL Balance long-term extension study

Nash, P., Coates, L. C., Kivitz, A. J., et al, April 2021 The Lancet Rheumatology 3(4):e270-e283

OPAL Balance: Overall Adverse Events up to Month 48 in Adults With
Active PsA*

All Tofacitinib (N=686) At Studv end (May 20, 2019):
83,7

453 (66.0%) patients had completed the study
* 233 (34.0%) patients had discontinued either the LTE or

the MTX withdrawal sub-study (if enrolled)
— * 179 patients were included in the sub-study and included
S in safety analyses
[%2]
5
= 35,4
o
16,8
- 12,5 1114
AEs SAEs Severe AEs Discontinuation due to AEs Dose reduction or temporary
discontinuation due to AEs
Patients with 574 115 86
event*

78 243

Nash P, et al. Lancet Rheumatol. 2021;3(4):e270-e283.




OPAL Balance: Incidence of AEs of Special Interest up to Month 48
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Safety and efficacy of tofacitinib up to 48 months in patients with active
PsA: final analysis of the OPAL Balance long-term extension study

Nash, P., Coates, L. C., Kivitz, A. )., et al, April 2021 The Lancet Rheumatology 3(4):e270-e283

OPAL Balance — Atatipnon KALWVLKNC amavtnonc

ACR20" ACRS501 ACR70'
100 100 100
w i Ty
2 80 < g0 S 80
= 2 2
'y g g
£ 60 2 60 g2 80
(=} [=] [=]
[« Q. Q
: 5 g
S 40 40 S 40
[=] (= o
o~ wn ~
& o 5
S 20 2 20 S 20
0 0 0
01 3 6 9 12 15 18 21 24 27 30 33 36 013 6 9 12 15 18 21 24 27 30 33 36 013 6 9 12 15 18 21 24 27 30 33 36
Month Month Month
—&— Al tofacitinib doses Average tofacitinib 5 mg BID —#®—Constant tofacitinib 5 mg BID

Nash P, et al. Lancet Rheumatol. 2021;3(4):e270-283.



Safety and efficacy of tofacitinib up to 48 months in patients with active
PsA: final analysis of the OPAL Balance long-term extension study

Nash, P., Coates, L. C., Kivitz, A. )., et al, April 2021 The Lancet Rheumatology 3(4):e270-e283
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Tofacitinib on
residual

pain in
patients with
rheumatoid
arthritis and
psoriatic
arthritis

B Tofacitinib 8 mg BIDD @ Adalimumab W Placebo
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Dougados M, et al. RMD Open 2022;8:€002478. doi:10.1136/rmdopen-2022-002478



HAQ-DI score response

100 _'1 Treatment sequence:
o0 — Tofacitinib 5 ma BID
a0 — Adalimumab 40 mg SC Q2W

Flacaebo — tofacitinib 5 mog BID
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Gladman et al. Arthritis Research & Therapy (2022) 24:40



Drug Safety
https://doi.org/10.1007/540264-020-00904-9

ORIGINAL RESEARCH ARTICLE 4',

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
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G. R. Burmester et al Springer 2020 doi.org/10.1007/s40264-020-00904-9
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H eykekpipévn 66on tou tofacitinib otn Peupatoeldn apbpitida eival 5mg BID oe cuvduaoud pe MTX

In patients with active psoriatic arthritis (PsA), the safety
profile of tofacitinib was generally consistent with that of
other therapies in real-world settings.

Tofacitinib was associated with a higher risk for herpes
zoster than were most other PsA therapies.

No new risks were identified compared with those
already observed with tofacitinib treatment of rheuma-
toid arthritis.

G. R. Burmester et al Springer 2020 doi.org/10.1007/s40264-020-00904-9



TOUR study: BeAtiwon Tou mMPoTUTOU KEVWOEWV TNV 3" NHEPA META
TNV évapén aywync He tofacitinib pe Baon ta PROs epwtnpatoAoyia

Mpoontikn, 14 US kévtpa, n=96, anti-TNFalpha: 94.8%, vedolizumab:58.3%, 22 BioAoyikoi napayovtes: 66.7%

SCCAI subscores during the initial 56 days of treatment with TOFACITINIBT#
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Graphs adapted from Long MD, et al. 2022.

TThe percentage of patients with improvement of 21 point compared to the baseline SCCAI subscores as well as the percentage of patients with a subscore of
<1 and 0 is shown. ¥The OCTAVE study measured changes in rectal bleeding and stool frequency, as reported in the prescribing information. Urgency data
were not measured and reported.?

SCCAI=Simple Clinical Colitis Activity Index; TOUR=The Tofacitinib Response in UC; UC=ulcerative colitis.

1. Long MD, et al. Inflamm Bowel Dis. 2022; doi: 10.1093/ibd/izac121..



2UUTIEPAOLLATA

¢ 2NMUAVTIKA N OWOTA KAl €yKalpn agioAdynon Twv
OUNTITWUATWY OTOUC A0BEVEIC JE OUOTAUATIKA auTOoAvOoOd
voonuara

« H Bepartreia pe tofacitinib gival atroTEAECUATIKI OTIC
£CWAPBPIKEC Kal OXI HOVO, EKONAWOEIC TWV 00OEVWYV [E
Ywplaoikn apBpitida kai e KaAd profile ac@aAeiag



