Tofacitinib: ©eparmeutikr) mpooeyyLon acBevwy
otn Pevpatoloyia kat tn Nootpeviepoloyia
«Pevpatoeldnc ApBpitdba»

Ap. lnveAortn KwvotavtomnouAou

PeuuatoAoyog

INA «[I. levvnuotagy



2UYKpPOuGon CUMPEPOVTWY

e TLUNTIKEC apoPEC aro Ti¢ etatpeiec Pfizer, Abbvie, UCB, Roche,
Aenorasis, Novartis, Lilly, Genesis

Twuntikn auotBn amo tnv Pfizer yla tn oUYKEKPLUEVN OULALD

«H Pfizer exel eAeyéel TO TEPLEYOUEVO WOTE VA AVTATIOKPIVETOL OTIC ELOLKEC
ripodlaypapec ¢ aAda dev exetl emBeBatwoet ot ot BlBALoypapLKEC
JTOPATTOUTTEC EXOUV TTAPATEVEL opUa».

«la OAa T PapPUOKEUTIKA TTPOLOVTO TTOU ava@epovtal rtopakaleiode va
oUUBOUAEUEOTE/OUUBOUAEUTEITE TIC EYKEKPIUEVEC [MepANYELC
Xoapaktnplotikwyv twyv lNpoiovtwv»



Mepypadn neplmtwong

e Tuvaika 55 €TwWV HE LOTOPLKO ~'CUMMETPLKAC apBpitidoc akpwv XELpWV aro
15etiog

 ATOUKO avouvNOTIKO: umoBupeoeldlopog, katabAupn, OuoAuudatlpia umo
AeBoBupoéivn 50mcg/nu, ortadomnpaun 20 mg/ny, atopBaoctativn 20 mg/nu

e 2010 (pevpatoAoyoc): Amia vpevittddba MKO apdw, mpwivy duvokappia 307,
LVOLUaAyLa

»(RF=80, anti-CCP=3, O&seiktec d¢Aeypovnc=(-), Ro aKkpwv Xelpwv: NATLEC
EKPUALOTIKEC ekONAwoeLg oTic AQQ === N> AD, avaAynTiKa

e 2011 (&A\og peupatordyoc): 8ia sikdva, (RF=25)mmmm) y5pofuydwpokivn



Mepypadn neplmtwong

e 11/2013 (INA <<[. levvnuatac>>): apBpittda MKO® apdw, EOD audw, tevovtitida
WHWV Apdpw, mtpwivy dSuokappia 3 wpeg
» [RF=50, anti-CCP=2, CRP=10, TKE=22, DAS28 (CRP)= 5.41, aktwoypadiec
apeTAPBANTEC] ‘ PEVHATOELONC apOpitida
» Evapén npedviloAovne 10 mg/nu, MTX 10 mg/eBS, puAAikoL o€oc 5 mg/eBd
e 01/2014: eppévouoa apBpitda kat mpwwvr) Suokauia, DAS28 (CRP)= 4.5

avgnon MTX oe 15 mg/eBs, évapén avIlOOTEOTOPWTIKAG AywyNG M) e
Stdwodoviko kot cuvbuaopo Ca kat vitD

* [Tovoc Kol kKoTtwon avadepovtal otabepd amo tnv acBevn
e 02/2014: dwakor) MTX Aoyw nrnatotoéikotntag (SGOT=120, SGPT135)

* Quantiferon, nnatitidec, HIV, Ro Bwpakocg yia evapén BLoAoyikol rapdayovia



Mepypadn neplmtwong

04/2014: nnatikd kot Aoutog €Aeyyoc: kp, DAS28 (CRP)= 5.62 ===) cvapén
Abatacept 125 mg/eBd sc kal pregabalin 75x2/nu (6ev to €Aape)

07/2014: DAS28 (CRP)= 4.25===) ¢yapén nMpoodeUTIKNC LELWONC KOPTIKOELO WV
10/2014: DAS28 (CRP)= 3.24== 1Apnc SLAKOTI) KOPTLKOELOWV

01/2015: DAS28 (CRP)=3.01

[Movoc Kol Komwaon avadEpoviol otabepad amo tnv acbevn

04/2015: DAS28 (CRP)=2.86 == ¢vapén pregabalin

08/2017: Ynotpomnr: DAS28 (CRP)= 4.33 (EQOD apdw, AE NXK, svaicOnteg Kat ot
MT®, CRP=6, mpwwn duokauia 2 wpeg) =) emovevapén KOPTLKOELOWV KL
antodaon yL' aAkayn o€ infliximab 3mg/kgr B2/8 €f6 kat MTX 10 mg/eB6



Mepypadn neplmtwong

10/2017: evapén poptionc pe infliximab 200mg (BX=66kgr) kat MTX 10 mg/ep6

03/2018: DAS28 (CRP)= 3.3, pe npedvi{ovn ota 7.5 mg/nu kat pregabalin 300 mg/ny,
aAAayn ottaAompapng o€ vrou)\oﬁeuvr]

[Movoc Kol Komwaon avadEpovtal otabepa o tTnv acBevn
10/2018: DAS28 (CRP)=4.21 mmmmm) infliximab 4.5 mg/kgr BZ/8 €B6

12/2018: DAS28 (CRP)= 5.05 kat €k véou 3nodLec tpavooplvaosc s stop infliximab
kKoLt MTX

01/2019: mAAPNG OMOKATACTOCN NTOTIKWY mmmmm) £VOpEN tofacitinib 5 mg x2

04/2019: DAS28 (CRP)= 3.38 =) £y pén veQC MPOOTAOELOC ATTOYAAAKTIOMOU Ao T
KOPTLKOELON

10/2019: DAS28 (CRP)= 2.37, 6& Aapavel MAEOV KOPTLKOELO)
04/2020: DAS28 (CRP)=1.25
11/2020: H Yuxiatpoc apyilel va pelwVEL TIC SOOELS Tou pregabalin



Mepypadn neplmtwong

* 05/2021: apBpitida os mAnpn VLdeon, xwplc mpwivr) SuokapPia- WopUVOAyLa
TOAU KOAQ eEAeyXOpEVN

* H aoBevnc nAgov AappBavet:
» tofacitinib 5mg x2/nu.

» vtouAoéetivn 60 mg/nu

» atopPaotativn 20 mg/nu
» AeBoBupotivn 50 mecg/nu



Oeparelec mov Aafe n acBevic

* MZAO

* YopoluxAwpokivn
* MTX

* Abatacept

* Infliximab
 Tofacitinib



Mapayovteg mou Aappavoupe umtoPy yla tnv emhoyn aywyng

Rapid response for disease ; 2
activity and PROSs' Gonvenierce
o
Patient prefgr.ence.forzroute of ‘ Paliart charactoristics’
administration
Adherence to therapy? Well-studied safety profile®

@

JAK=Janus knase. MTX=mathotrexate. PRO=patwri-reported oulcome. RA=MeuUMatond anhrtis
1. Taylor PC. Cirvcal efficacy of launched JAK inhibiors in rheumatold artyitis. Rheumatology (Oxford). 2019.58(Suppl 1111726 2. Taytor PC, ot al. Treatment mode preforences in rhoumatold arthritis

moving loward shared decision-making. Patient Prefor Adhorence. 2020.14:119-131. 3, Nash P, ot i Points 10 consider for the Yreatment of immune-mediated inflammatory dseases with Janus kinase ‘
nhibiors: & consensus statoment. Ann Rhown Dis 2021.80:71.87. Referonces avallable on roquest



Overarching Principles EULAR 2019

Overarching principles 2019

A. Treatment of RA patients should aim at the best care and must be based on a
shared decision between the patient and the rheumatologist.

B. Treatment decisions are based on disease activity and other patient factors,
such as progression of structural damage, comorbidities and safety issues.

C. Rheumatologists are the specialists who should primarily care for RA patients.
Patients require : nt modes of action To—
' D— | Patients require access to multiple drugs with different modes of action to
< address the heterogeneity of RA; they may require multiple successive >
| therapies throughout life. -
E. RA incurs high individual, medical and societal costs, all of which should be

considered in its management by the treating rheumatologist.

Smolen J, Landewé RBM, Bijlsma JWJ et al. EULAR recommendations for the management of rheumatoid arthritis with synthetic and biological disease-modifying antirheumatic drugs: 2019
update. Ann Rheum Dis Epud ahead of print: 22 January 2020. 2020;0:1-15. doi:10.1136/annrheumdis-2019-216655.



EULAR 2Y2]

'A2EI2 TIA TH AIAXEIPIZH TH2 PEYMATOEIAOY2 APOPITIAAZ -

2019 ANAOEQPH2H

Phase |

No contraindication for methotrexate r Clinical diagnosis of ) Contraindication for methotrexate

L Rheumatoid Arthritis’ J

Start

methotrexate?

glucocorticoids

Start leflunomide

or sulfasalazine

4

Combine with short-term + [

|<

l

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

Yes—q,

Conti Dose reduction in
ontinue sustained remission*

Smolen J, Landewé RBM, Bijlsma JWIJ et al. EULAR recommendations for the management of rheumatoid arthritis with synthetic and biological disease-modifying antirheumatic drugs:
2019 update. Ann Rheum Dis Epud ahead of print: 22 January 2020. 2020;0:1-15. doi:10.1136/annrheumdis-2019-216655.



EULAR 2Y2TA2EIZ TIA TH AIAXEIPI2H TH2Z PEYMATOEIAOY2 APOPITIAAZ -
2019 AIEA@EQPHZH

g 4
ol )
Phase Il
Poor prognostic factors present Poor prognostic factors absent
(RF/ACPA, esp. at high levels;
high disease activity; early joint damage;
failure of 2 2 csDMARDs)
Add a bDMARDS7 Change to or add a second
or conventional synthetic DMARD?®
a JAK-inhibitor® l Leflunomide, sulfasalazine, —
alone or csDMARD combination®
(plus glucocorticoids)
Improved
at 3 months
and achieved target at Yes, ,
6 months?* Dose reduction /
Contios interval increase® in
sustained remission®
\ J
e No <
Phase Ill J
Change the bDMARD? o
anngtKg hibitor®? - at 3 months Y
a JAK-inhibitor ? and achieved target at es
(from a different or the same class) 6 months?®
Dose reduction /
Continue P> interval increase® in
No sustained remission*
L J

Smolen J, Landewé RBM, Bijlsma JWJ et al. EULAR recommendations for the management of rheumatoid arthritis with synthetic and biological disease-modifying antirheumatic drugs: 2019
update. Ann Rheum Dis Epud ahead of print: 22 January 2020. 2020;0:1-15. doi:10.1136/annrheumdis-2019-216655.



EULAR 2Y2TA2EIZ TIA TH AIAXEIPI2H TH2Z PEYMATOEIAOY2 APOPITIAAZ -

2019 ANAGEQPH2H

Recommendations

1. Therapy with DMARDs should be started as soon as the diagnosis of RA is made. ia

2. Treatment should be aimed at reaching a target of sustained remission or low disease activity in every patient.™ 1a

3. Monitoring should be frequent in active disease (every 1-3 months); if there is no improvement by at most 2b
3 months after the start of treatment or the target has not been reached by 6 months, therapy should be
adjusted.

4. MTX should be part of the first treatment strategy. 1a

5. In patients with a contraindication to MTX (or early intolerance), leflunomide or sulfasalazine should be ia
considered as part of the (first) treatment strategy.

6. Short-term glucocorticoids should be considered when initiating or changing csDMARDs, in different dose 1a
regimens and routes of administration, but should be tapered as rapidly as dinically feasible.

7. If the treatment target is not achieved with the first sDMARD strategy, in the absence of poor prognostic 5
factors™, other csDMARDs should be considered.

8. If the treatment target is not achieved with the first sDMARD strategy, when and poor prognostic factors™ are 1a
present, a2 bDMARDS—sr=trsONIARD + shouid be added.

9. DDMARDs and tsDMARDs should be combined with a sDMARD; in patients who cannot use csDMARDs
as comedication, IL-6 pathway inhibitors and tsDMARDs may have some advantages compared with other
bDMARD:s.

10. If a bDMARD* or tsDMARD™ has failed, treatment with another bDMARDT or a tsDMARD# should be *1b

considered; if one TNF inhibitor therapy has failed, patients may receive an agent with another mode of action **5
or a second TNF inhibitor.

11. If a patient perssstaatsamission after having tapered glucocorticoids, _one can considertapeTing DDMARDs 1b
or tsDMARDs, especially if this treatment is combined with a csDMARD.
12. If a patient is in persistent remission, tapering the csDMARD could be considered. 2b
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Smolen J, Landewé RBM, Bijlsma JWJ et al. EULAR recommendations for the management of rheumatoid arthritis with synthetic and biological disease-modifying antirheumatic drugs: 2019

update. Ann Rheum Dis Epud ahead of print: 22 January 2020. 2020;0:1-15. doi:10.1136/annrheumdis-2019-216655.



AY2ANE=IA 2TH MTX OAHI'El 2E MONOOEPATIEIA ME BIOAOTIKOY2 MAPATONTE2

MAPOYZIA ANEMIGYMHTQN ENEPTEIQN & 50% AEN NAIPNOYN MTX ZYM®QNA ME TIz
NMAHPHZ AYZANE=IA OAHTrIEZ

FRRfS TRTRRRTTRRTY
TTRRRTRRRTAMY
rmamienesamnoe TRRETEERTRERT

Emery P, et al. Ann Rheum Dis 2013;72:1897-1904;

Mpoocappoyn amno 4. Emery P et al. Ann Rheum Dis 2013.

30-50% KATAAHIOYN NA NAIPNOYN MONOGOEPATMEIA ME bDMARDS

1. Goudie CT, et al. Arthritis Rheum 2012;64(Suppl10):1306; 2. Emery P. Arthritis Research & Therapy. 2014;16:115; 3. Nikiphorou E, et al. Clin Rheumatol 2014;33:609-14; 4. Emery P, et al. Ann Rheum Dis
2013;72:1897-1904; .



AY2ANEZ=IA & MEPIOPIZMOI 2TH XPH2H MTX

O ouvnBéoTePEC aITiec dlakoTAc MTX givai ol Autleg duaomiic MeBotpetatng

YOOTPEVTEPIKES DIATAPAXEG, N KOTTWOT Kal Ol
METABOAEG EPYAOCTNPIOKWY TTOPAMETPWYV

H ducaveia eppavideTal ouvBwg oTnv apxrn aAAa
KAI petd amré mroAuunvn Bepatreia pe MTX B o= = =
H MTX avtevSeikvutal o€ yuvaikeg mov O€Aouv va AV AV N - o S o A

oUAAABouy, eival €ykuec ko OnAalovoeg

OL aoBeveic dev npémnel va KATavaAwvouv aAKOOA KOTA TN
Xpron g

1. Nikiphorou E. et al. Cin Rheumatol 2014;33:609-14

2. METHOTREXATE MepiAndn Xapaktnplotikwy Mpotdvtog 11/2019



EQX 1/3 TON AZOENQN ME PEYMATOEIAH APOPITIAA AAMBANOQYN
MONOOEPATEIA ME BIOAOIKOY2 NMAPATONTE2

== )
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All registries/studies are anti-TNF focused, other than ORA (abatacept), AIR (rituximab) and RABBIT (anti-TNFs and anakinra). TNF=Ttapayovtag VEKPWONG TWV OYKWV

1. Heiberg MS, et al. Arth Care Res 2008;59:234—-240; 2. Soliman MM, et al. Ann Rheum Dis 2011;70(4):583-589; 3. Listing J, et al. Arthritis Res Ther 2006;8(3):R66; 4. Askling J et al. Ann Rheum Dis 2007;66;1339-1344; 5.
Mariette X, et al. Rheumatology (Oxford) 2011;50(1):222-229; 6. Filipinni M et al. BioMed Research International 2014, Article ID 416892, 8 pages; 7. Gabay C, et al. Rheumatology 2015;54:1664-1672; 8. Jgrgensen TS, et al.

Rheumatology 2015. pii:kev216. [Epub ahead of print].



TO TOFACITINIB AMOTEAEI ANOTEAEZMATIKH EMIAOIH MONOGOEPATIEIAZ
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Coates L, et al. Semin Arth Rheum 2016; 46: 291-304



ORAL SOLO:TAXEIA AMMOTEAEZMATIKOTHTA
[la aroteAéopata mou atoBavovtat oL aoBeveic amno tig dvo npwteg fdouddec Bepamneiag

ZNUAVTIKEG BEATIWOEIG UE TN MOVOBEPATTEIO OTA TTOCOCTA AVTATIOKPIONS

katd ACR20T, évavTi Tou €IkovikoU @apudKou, Rdn amo tnv ERdopada 24752

ORAL SOLO ot aoBeveig pe averrapkn avramokpion ota DMARD”32 ZS “Ovoeapanala’ TC’)
tofacitinib 5 mg BID (n=243) TOFACITINIB tTrapouciaoce
100 Eikoviké @dppuako (n=122) deal'a Kol O'rlpdVTlKﬁ
Eikoviko @dpuako P-tofacitinib 5 mg BID (n=61) , P
BeAtiwon Twv onueiwv Kal
60 é o | OUPTITWUHATWY TNG PA evTog
e 'I, dUo efdopdadwyv artrd Tnv

N
o

P Evapen TnG Beparreiag

avTamokpion katd ACR20 (%)
N
o

MoocooTdé acBevwy TTOU TTETUXAV

*p<0,001 évavTi TOU EIKOVIKOU QAapPEKou

NRI BeATiwon oTa CUNTTTWHOTA

4 5 6 TWV aofevwy oag e
novoBepartreia TOFACITINIB

1 H ACR20 aToug 3 priveg firav éva ouv-Tipwredov KataAnkTikd onpeio g peAémg. Ta dAAa ouv-TipwTedovTa KataAnkTikéd onueia Atav n petaoAn Tou HAQ-DI amd v évapén éwg Tov Mrva 3 kai n Upean kard DAS28-4 [ESR] (<2,6) Tov Mrva 3. H TeAeutaia dev £@Bace oTamiaTiki
ONUAVTIKOTNTA EVAVTI TOU EIKOVIKOU QAPHAKOU.

T To XELJANZ pmopei va xopnynBei wg povoBepareia og mepitmwan duaavegiag otn MTX 1 6tav n guveyi{opevn Bepareia ue MTX eivar akatdAAnAn.

ACR=Apepikaviké KoAéyio Peuparoroyiag, BID=500 @opég Tnv nuépa, DMARD=TpotrOTrOINTIKO TNG VOOOU QVTIPPEUHATIKO Qappako, MTX=peBotpegamn, NRI=karaAoyiopdg Tipwy pn avramokpiBéviwy aobeviwv, PA=peuparoeidig apBpinda, DAS28=BaBuoloyia evepyotnTag
voogou, ESR=Taxutnta kadi{nang epubpwv aipooaipiwv, HAQ-DI=EpwTnpartoAdyio AfioAdéynong tng Yyeiag-Aeiktng Avarrnpiag

Fleischmann R et al. N Engl J Med 2012; 367: 495-507. 32 Supplement to: Fleischmann R, Kremer J, Cush J, et al. N Engl J Med 2012;367:495-507



2nuavtikn BeAtiwon oto HAQ-DI pe to Tofacitinib

= {0 = Placebo

{0 Tofacitinib, 5 mg == Placebo =5 mg B
—a— Tofacitinib, 10 mg = =[J-- Placebo + 10 mg 0-
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Fleischmann R et al. N Engl J Med 2012; 367: 495-507. 32 Supplement to: Fleischmann R, Kremer J, Cush J, et al. N Engl ) Med 2012;367:495-507



2TH MONOOEPATNEIA ME TOFACITINIB NAPATHPHOHKAN METAAYTEPA MNO202TA
ANTAMNOKPIZHZ KATA ACR, ENANTI TOY EIKONIKOY ®APMAKQOY

2e pia Paong lib paAsTn 1Tp00‘5|0pl0‘|.IOU ™g doooloyiag, TraparnpnéOnkav

HEYOAUTEPA TTOOOOTA AVTATIOKPIONG KATA ACR E T HovoBepaTreia e
TOFACITINIB, évavTi TOU €IKOVIKOU @apudKou, Tnv ERdopdada 12 133

MooooTtd avramokpiong katd ACR og aoBgveig Me AVETTOPKN avTatrokpion ota DMARDS3

10Q - EikovIKO gpdpuako (n=59)
M Adalimumab 40 mg Q2W (n=53)
ad | M TOFACITINIB 5 mg BID (n=49)

59,2%"
*p<0,001, **p<0,0001 £&vavTl TOU €IKOVIKOU (pAPAKOU

NRI

36,7%"

Noooaotd avramékpiong kard ACR (SE),
aoBeveig (%)

12,2%"
T 3,8%
-
ACR20 ACR50 ACR70

Mpooappoyr] amd 35. Fleischmann R et al. Arthritis Rheum 2012; 64: 617-629.

T Mpwrelov kataAnkTikd onpeio ™G peAETNG.

®aong Iib, 24 eBdouadwy, dITAAG TUQA peém o€ 384 aoBeveig pe PA Tou dev eiav AdBer mponyoupévwg DMARD kai or otroior Tuyaiotoiifnkav va AdBouv EIKoVIKO gapuako, Togaaimiviptn oe d6on 1, 3, 5,10 A
15 mg xopnyoUpevn amd 1o a1épa BID fy adalimumab ot 560n 40 mg xopnyoUpevn pe umroddpia évean Q2W yia 10 eBdopddeg ouvolika, akohouBoUpevn amd TOQaaITIVIUTIA XOpnyoUpEvn a6 To oTépa ot doon 5
mg 800 Qopég TV nuépa amd ) 12n epdoudda. H pehétn dev eixe 10XU yia GUYKPITEIG P kaTwrepdmTag 1 avwrepdmrag petay Tou TOFACITINIB kai Tou adalimumab.*3

*  *eykekpipévn 66an TOFACITINIB atn Peuparoeidr ApBpimida eival 5 mg duo gopég v nuépa. To TOFACITINIB dev evdeikvutal ot d6on Twv 10 mg BID
ACR=Apepikavikdé KoAéyio Peuparohoyiag, BID=50o @opég Tnv nuépa, DMARD=TpomroTOINTIKO TNG VOTOU aVTIpPEUpATIKO @dppako, NRI=kaTaAoyiopdg TiHwY pn avTamokpiBéviwy aodeviwv, Q2W=pia

popd kGOe SUo efdopades, PA=peuparoeiding apBpimda, SE=TUTIKG o@aApa.
*  Fleischmann R et al. Arthritis Rheum 2012; 64: 617-629.



2TAOEPE2 ANTAMNOKPIZEIZ 2TI2 MEAETEZ MONOGEPATEIAZ TOFACITINIB

Mo a.oBeveic ou dev pmopouv va avexbouv tn MTX

MooooTd avramokpiong kard ACR oTig ®dong |l peAéteg povoBeparreiag pe TOFACITINIB?:28

ORAL SOLO ORAL STRATEGY*
(avTatékpion Katd ACR oToug 3 prfjveg) (avtaTtékpion Katd ACR oToug 6 prjveg)

W EIKOVIKG pdppako, n=122 W TOFAC|T|N|BSmg n=243 n TOFACITINB 5mg, n=348  m: TOFACITINB5mg + MTX, n=376
(ORAL Solo o€ aoBeveig pE (ORAL Solo ot aoBeveig pE (ORAL Strategy ot aoc8eveig (ORAL Strategy oToug aoBeveig
QVETTAPKHA AVTOTIGKPION OTA QVETTAPKI aQvVTATIOKPION OTA HE QVETTAPKN QVTATIOKPION HE QVETIAPKI GVTATTOKPION
DMARD) DMARD) oe MTX") g MTX")

| *p=0,003

**n,0,001 €vavti Tou

2 100 €IKOVIKOU QOpHAKOU R 100 -
= =
=) =]
s <
.E 80 + .'c,:
g 8% 2
s 59,8% s
5 60 L o
5 5
5¢ ¢
5 5
= =
£ 40 - B
> 31,1% >
o o
E . E
v | % o
E 20 15,4 5
> 5,8% ]
=] =]
< 0 <

ACR20 ACRS50 ACR70 | ACR20 |  ACRS50 ACR70

T O1 mipég p otnv ORAL Strategy dev aglohoynBnkav kabuwg dev eixav mpokabopiaTei.

1 Ta mpwrelovta kataAnkTiké onueia frav n amoteAeauarikémta ACR20 Tov MAva 3 yia v ORAL Solo kai ACR50 Tov MfAva 6 yia Tnv ORAL Strategy.
# Zxedl00op6G PEAETNG LN KaTWTEPATNTAG.

ACR=Apepikavikd KoAéyio Peuparohoyiag, DMARD=TpomromoINTIKG TG VOGOU aVTIPPEUHATIKO @lppako, MTX=peBoTpe§dmn.
1 Fleischmann R et al. N Engl J Med 2012; 367: 495-507.
2. Fleischmann R et al. Lancet 2017; 390: 457-468

ORAL Strategy: H povoBepamneia pe TOFACITINIB
napeixe mopopoleg avramokpioslg katd ACR pe
QUTEG TIoU elyav avadepBel mponyouUEVWE OTN
ueAétn ORAL Solo, tn ®dong lll, eAeyxdpevn pe
ELKOVIKO APUOKO HEAETN HovoBeparmeiag e
TOFACITINIB, oAA&@ &ev amébelke 1t N
KATWTEPOTNTA EVAVTL TWV OKEAWV CUVOUQAOCTLKAG
Beparmeiag



ORAL SHIFT: H YDOEZH 2YNEXIZETAI ME MONOGOEPAIEIA TOFACITINIB META TH AIAKOMH THZ MTX EQZ TH 48"
EBAOMAAA

9 -
ORAL Shift: naykdopia perétn paong 3b/4, g
MONOGEPATMEIAZ TOFACITINIB11mg MIA ®OPA THN HMEPA
(EULAR 2019) - 71
(9]
=
¥ 68
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p value=probability of obtaining test results at least as extreme as the observed results of a statistical hypothesis test (Ti(uf} onuavtikotnTag)
Cohen SB ORAL Presentation LBO004 EULAR 2019

Cohen et al., Lancet Rheumatology. 2019
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Cohen et al., Lancet Rheumatology. 2019



ME2H AIAPKEIA ENIBIQ2H2 TOY TOFACITINIB I'NA TOY2 AZOENEIZ 2E MONOGEPATIEIA

KAMMYAH ENIBIQZHS Kaplan-Meier THZ ©EPANEIAS
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Kaplan-Meier drug survival KAMMNYAH ENIBIQZHZ THX OEPANEIAZ ZE AZOENEIZ NOY EANABAN TOFACITINIB-
March 2017 for ORAL Sequel for Study A3921041

N=apBud¢ acbevwv, p value=probability of obtaining test results at least as extreme as the observed results of a statistical hypothesis test (tiur onpavtikétntog)

Pope et al., ACR Open Rheumatology, Vol.1, No.2, April 2019, pp 73-82



CORRONA REGISTRY MONOGEPATIIEIA TOFACITINIB

AEAOMENAATIO

555 aoBeveic oto CORRONA REGISTRY 1 Eekivnoav
Bepameia pe Tofacitinib >40 - 0 0 0 e

ATO auToU¢ To 61% éAaav povobepartreia pe Tofacitinib

Ta TTooooTa povoBeparreiag nrav auvtavoueva 47%, 58%
and 63% wcg 2", 3n¢ and 4"¢ ypappn Bepartreiog

3¢ & 4" ypapupng (n=244) 3¢ & 4" ypapupng (n=304)
LDA (OR [95% Cl]) 1.2 [0.7-2.1] 1.2 [0.7-1.9]
mACR20 (OR [95% Cl]) 0.8 [0.4-1.6] 0.8 [0.5-1.4]
ACDAI (Amean [95%Cl]) -0.3 [-3.9 t0 -3.3] 0.6 [-2.6 to -3.7]

MACR20 =péon petaBoln tou Seiktn Apepikavikol KoAéylou Peupatoloyiag 20%, ACDAI= petafoAn tou KAWIKoU Seiktn petaBoAng vooou, Tofa=todaottvipnn , cs DMARDs
=0UMPATLKA CUVOETIKA TPOTIOTOLNTIKA AVILPPEUMATIKA ddppaka, vs=Evavtl, TNFi= avacToA£éac Tou mapdyovta VEKPWONG Twv Oykwyv, LDA=xaunAn evepydtnta vooou, OR=odds
ratio= Aoyog nmibavotntwy, Cl= Atdotnpa Epmiotoolvng, DMARDs= Tpomomnotntikd avtippeupatikd ¢dpuaka (Disease Modifying Anti-Rheumatic Drugs)

1. CORRONA RA registries website https://www.corrona.org/registry/rheumatoid-arthritis . Accessed January 2021
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Alatripnon tou Tofacitinib pe ) xwpic csDMARDs

Probability to stay on treatment

#atrisk |3978 3398 2735 1940 1445 10 817 614
1 | 1 I 1 | 1
0 0.5 1 1.5 2 25 3
Drug retention time (years)

Finckh A, et al. RMD Open 2020;6:e001174. doi:10.1136/rmdopen-2020-001174

TNFi=TNF inhibitors. OMA=biologic with other modes of action (abatacept and anti-IL-6 receptor), Tofa=tofacitinib. Adjusted survival curves based on 4023 treatment courses with 2103 events,
representing the average patient in the SCQM population: a female seropositive, non-smoking patients with one prior b/tsDMARD, mean age of 57, disease duration of 10.5 years, baseline DAS28 of
3.7, BMI of 26, who initiated her treatment before the launch of a second JAKi. The median (95% Cl) retention time in years for this selected combination of covariates was: For TNFi: HR.o.: 1.27
(1.08 to 1.49); for bDMARDs-OMA: HR wowwemo: 1.03 (0.89 to 1.20); for Tofa 1.11 (0.91 to 1.35), respectively



Rates of AEs of special interest with tofacitinib in patients with RA

Incidences of AEs of special interest observed with tofacitinib are within the range of

Crude incidence rate
(patients with events/100
patient-years [95% CI])

5 -
Range observed with bDMARDs
4 A I (bDMARDs and/or csDMARDs)?-1
3.6
3 -
§ 25
2 .
" %08 2 06 04
s 02 E 04 ' 0.1 = 0.2 0.1 = 03 0.1
O T T T T ] ] ' T ? ' T ‘
S| HZ B Ol (nonTB)  Malignancy NMSC  |ymphoma MACE DVT PE Mortality Gl
(-NMSC) perforation

TThe database lock for the integrated safety data was March 2017. Data for tofacitinib exclude ORAL Surveillance (A3921133).
Incidence rates were based on the number of patients with events during the time between the first and last tofacitinib dose plus 28 days.
AE, adverse event; bDMARD, biological disease-modifying antirheumnatic drug; 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; PE, pulmonary embolism; PY, patient-years; RA, rheumatoid arthritis; TB, tuberculosis.

Integrated safety data in overall tofacitinib population—Phase |, II, lll, LTE™

The licensed dose of tofacitinib in RA is 5 mg BID



US CORRONA RA registry: Rates of AEs in RA patients
receiving tofacitinib or bDMARDs-5 years data

® Tofacitinib ® bDMARDs

Malignancies

a MACE SIEs HZ (excl. NMSC) NMSC Death
= : ; 5 5 :
o : ; : : :
= : : : : :
8 47 : : i : :
} . " L] L] 1 ]
a - - . - H
T8 : } : 5 : :
5 : : : : :
o 2- : : 5 5 :
S : : : : ; :
3 : : : : :
¢ P 5 S SR T
0 : : 5 : ;
n 19 108 90 233 : 42 78 | 28 101 ! 34 136 : 27 109
PY 29545 11930.0 : 2880.5 117559 : 2926.3 11951.7 ! 3183.6 12461.0 : 31489 12378.0 : 32065 12 648.0

Figure 2. 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 S mg
twice daily. bDMARD, biological disease-modifying antirheumatic drug; Cl, confidence interval; NMSC, nonmelanoma skin cancer.

bDMARD, biological disease-modifying antirheumatic drug; IR, incidence rate; MACE, major adverse cardiac event; MTX, methotrexate; HZ, herpes zoster, NMSC, non melanoma skin cancer
. propensity score; RA, rheumatoid arthritis; SIE, serious infection event. *Includes HZ events

Kremer JM, et al. ACR open rheumatology 11Feb2021: Postapproval Comparative Safety Study of Tofacitinib and Biological Disease-Modifying Antirheumatic
Drugs: 5-Year Results from a United States—Based Rheumatoid Arthritis Registry
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NEWS / Pfizer Shares Co-Primary Endpoint Results from Post-Marketing Required Safety Study of XELJANZ® (tofacitinib) in Subjects with Rheumatoid Arthritis (RA)

PFIZER SHARES CO-PRIMARY ENDPOINT RESULTS FROM POST-
MARKETING REQUIRED SAFETY STUDY OF XELJANZ®
(TOFACITINIB) IN SUBJECTS WITH RHEUMATOID ARTHRITIS (RA)

Wednesday, January 27, 2021 - 06:45am

NEW YORK--(BUSINESS WIRE)-- Pfizer Inc. (NYSE: PFE) announced today co-primary endpoint results from a recently completed post-marketing required safety study, ORAL
Surveillance (A3921133; NCT02092467). The primary objective of this study was to evaluate the safety of tofacitinib at two doses (5 mg twice daily and 10 mg twice daily)

versus a TNF inhibitor (TNFi) in subjects with rheumatoid arthritis (RA) who were 50 years of age or older and had at least one additional cardiovascular (CV) risk factor.

The co-primary endpoints of this study were non-inferiority of tofacitinib compared to TNFi in regard to major adverse cardiovascular events (MACE) and malignancies
(excluding non-melanoma skin cancer (NMSC)). Results showed that for these co-primary endpoints, the prespecified non-inferiority criteria were not met for the primary
comparison of the combined tofacitinib doses to TNFi. Based on the prespecified secondary comparisons, there was no evidence of a difference in the primary endpoints

between the two tofacitinib treatment groups.

The study included 4,362 subjects who received study treatments. The primary analyses included 135 subjects with MACE and 164 subjects with malignancies (excluding
NMSCQ). For tofacitinib, the most frequently reported MACE was myocardial infarction and the most frequently reported malignancy (excluding NMSC) was lung cancer. In
those subjects with a higher prevalence of known risk factors for MACE and malignancy (e.g., older age, smoking), a higher occurrence of events was seen across all

treatment groups.

Pfizer Shares Co-Primary Endpoint Results from Post-Marketing Required Safety Study of XELJANZ® (tofacitinib) in Subjects
B The licensed dose of tofacitinib in RA is 5 mg BID
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Adjudicated MACE*

Tofacitinib Tofacitinib Tofacitinib Doses TNFi

5 mg BID 10 mg BID** Combined
Total number of subjects 1455 1456 2911 1451
Mumber of subjects with first event within the risk period*** (%) 17 (3.23) 51 (3.50) 08 (3.37) 37 (2.55)
Person-years 5166.32 M871.96 10038.28 5045.27
IR (95% Cl) (number of subjects with event/100 person-years) 0.91 (0.67, 1.21) 1.05 (0.78, 1.38) 0.98 (0.79, 1.19) 0.73(0.52, 1.01)
HR (95% Cl) for 1.24 (0.81, 1.91) 1.43(0.94, 2.18) 1.33 (0.91, 1.94)%***
tofacitinib vs TNFi

BiD=twice daily; Cl=confidence interval; HR=hazard ratio; IR=incidence rate; MACE=major adverse cardiovascular event; TNFi=Tumor Necrosis Factor inhibitor.

(*) Based on Cox proportional hazard model

(**)The 10 mg BID treatment group includes patients that were switched from 10 mg BID to 5 mg BID as a result of a study modification in February 2019.

(***) The risk period was from start of therapy up to 60 days past last dose.

(****) The non-inferiority criterion was not met for the primary comparison of the combined tofacitinib doses to TNFi since the upper limit of the 95% Cl exceeded the pre-specified

non-inferiority criterion of 1.8, ie, 1.94>1.8.

Pfizer Shares Co-Primary Endpoint Results from Post-Marketing Required Safety Study of XELJANZ® (tofacitinib) in Subjects . e .
with Rheumatoid Arthritis (RA) | pfpfizeruscom The licensed dose of tofacitinib in RA is 5 mg BID



https://www.pfizer.com/news/press-release/press-release-detail/pfizer-shares-co-primary-endpoint-results-post-marketing
https://www.pfizer.com/news/press-release/press-release-detail/pfizer-shares-co-primary-endpoint-results-post-marketing
https://www.pfizer.com/news/press-release/press-release-detail/pfizer-shares-co-primary-endpoint-results-post-marketing
https://www.pfizer.com/news/press-release/press-release-detail/pfizer-shares-co-primary-endpoint-results-post-marketing
https://www.pfizer.com/news/press-release/press-release-detail/pfizer-shares-co-primary-endpoint-results-post-marketing
https://www.pfizer.com/news/press-release/press-release-detail/pfizer-shares-co-primary-endpoint-results-post-marketing
https://www.pfizer.com/news/press-release/press-release-detail/pfizer-shares-co-primary-endpoint-results-post-marketing

Adjudicated Malignancies Excluding NMSC”

Tofacitinib Tofacitinib Tofacitinib Doses TMFi

5 mg BID 10 mg BID** Combined
Total number of subjects 1455 1456 2911 1457
Number of subjects with first event within the risk period*** (%) 62 (4.26) G0 (4.12) 122 (4.19) 42 (2.89)
Person-years 5451.48 5311.71 10803.159 5482.30
IR (95% Cl) (number of subjects with event/100 person-years) 1.13 (0.87, 1.45) 1.13(0.86, 1.45) 1.13(0.94, 1.35) 0.77 (0.55, 1.04)
HE (95% CI) for 1.47(1.00, 2.18) 1.48 (1.00, 2.159) 1.48 (1.04, 2.09)%***
tofacitinib vs TNFi

BiID=twice daily; Cl=confidence interval; HR=hazard ratio; IR=incidence rate; NM5C=non-melanoma skin cancer; TNFi=Tumor Necrosis Factor inhibitor.

(*) Based on Cox proportional hazard model

(**)The 10 mg BID treatment group includes patients that were switched from 10 mg BID to 5 mg BID as a result of a study modification in February 2019.
(***) The risk period included all available follow-up regardless of treatment exposure.

(****) The non-inferiority criterion was not met for the primary comparison of the combined tofacitinib doses to TNFi since the upper limit of the 95% Cl exceeded the pre-specified

nnn-inferinrihs rriterinn nf 1 8 e 2 N0 =1 82
Pfizer Shares Co-Primary Endpoint Results from Post-Marketing Required Safety Study of XELJANZ® (tofacitinib) in Subjects . e .
with Rheumatoid Arthritis (RA) | pfpfizeruscom The licensed dose of tofacitinib in RA is 5 mg BID
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2YMIEPAZMATA

* YrApyxeL avaykn Bepameutikwy ertthoywv povoBeparmneiac otn PA

* To Tofacitinib givat xarmt pe xopnynon oo Tou OTOUATOC KL €XEL EvOELEN OTN
docoloyia Twv 5mg eite w¢ povoBepareia, eite w¢ ouvduaoTik Beparmeia
otou¢ acBeveicg pe PA

* H povoBepancia pe to Tofacitinib €xeL otaBepry kal ouveXouevn
QATMOTEAEOHOTIKOTNTA KOl aloPAAELL






