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Tofacitinib: O rpwtoc JAK avaotoAeac
UE 4 pevuatodoyikec evoeiéelc

Aedopeva amo tic Atovikec ZrtovoulapBpitidec
kot tTn Neavikn [6tomabn ApBpitida



2.UYKPOUON CUMPEPOVTWYV

TNTIKA ApoLBn yLa Tn CUYKEKPLUEVN OMIALOL aTto TNV ETOLPEL
Pfizer

«H Pfizer €xel eA€yEeL TO TIEPLEXOLEVO WOTE VA OVTATIOKPIVETAL OTLG ELOLKEG
npodLaypadeg tng alda dev xel emBeBaiwoet OtL ot BLBALOYPADIKES TTAPATIOUTTEG
gxouv napatebel opBaA»

«lNa 6Aa T papUaKEUTIKA TtpoilovTa Tou avadépovtal mapakaAeiobe va
oUpPBouAeVEDTE/OUUBOUAEUTELTE TIG EYKEKPLUEVEG MEPIANYPELG XOPAKTNPLOTIKWY
Twv MNpoldvtwv»



Atovikec 2rtovouAapBpitidec — the ideal drug?

* ATLOTEAECUOTLKO
* Avwtepotnta vs PB
e AvwtepOoTnTa VS UPLOTAUEVEC Beparteieg
* EupU Beparmevtiko paopua
e AfOVIKOC OKEAETOC
* MNepupeplkéC apOPWOELC
 Wwplaon
EvOeoitida
IOEN
Payoewbitida
e AaKktuAitida

e Alatpnon BepameUTIKOU AITOTEAECUOTOC
* Aopalela

e AebopEva armo HOKPOXPOVLEC LLEAETEC Kol registries

Poddubnyy, D., & Sieper, J. (2019). Current Unmet Needs in
Spondyloarthritis. Current rheumatology reports, 21(9), 43.
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ofacitinib for the Treatment of
Ankylosing Spondylitis

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



Tofacitinib for the Treatment of
Active Ankylosing Spondylitis

AS Phase 3 A3921120 Study Design

Active AS stratified:

* ~80% were to be bDMARD
naive

« ~20% were to have an IR
to TNFi® or prior bDMARD
use (non-IR)
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Primary endpoint: ASAS20¢

Key Secondary Endpoint: ASAS40¢

Deodhar A, et al. Ann Rheum Dis. 2021;0:1-10. doi:10.1136/annrheumdis-2020-219601.

I Follow-up®
Week 48



ASAS20 and ASAS40 Response Rates? by Visit Up to Week 48
(Primary and Key Secondary Endpoints at Week 16, Respectively)
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Deodhar A, et al. Ann Rheum Dis. 2021;0:1-10. doi:10.1136/annrheumdis-2020-219601.



Méon peiwon nopoapetpwyv (wkl6é -wk 48)
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Summary of Adverse Events

Up to Week 16
(double-blind phase)

Up to Week 48
(double-blind and open-label phases)

Tofacitinib 5 mg BID Placebo Tofacitinib 5 mg BID | Placebo = Tofacitinib 5 mg BID

Patients with events, n (%) (N=133) (N=136) PR {N=136)
AEs 73 (54.9) 70 (51.5) 103 (77.4) 93 (68.4)
SAEs® 2(1.5) 1{(0.7) 7(5.3) 2(1.5)
Severe AEs? 2(1.5) 0 6 (4.5) 0
Deaths 0 0 0 0

Upper respiratory tract infection 14 (10.5) 10(7.4) 21(15.8) 18 (13.2)

Nasopharyngitis 9(6.8) 10(7.4) 11(8.3) 17 (12.5)

Diarrhea 6 (4.5) 5(3.7) 10 (7.5) 8(5.9) AES of SpeCiaI Inte rest

Up to Week 16
(double-blind phase)

Up to Week 48
(double-blind and open-label phases)

Tofacitinib 5 mg BID
(N=133)

Placebo —> Tofacitinib 5 mg BID
(N=136)

Tofacitinib 5 mg BID Placebo

Patients with events, n (%) L=k b=

Malignancies (including NMSC)? 0 0 0 0
MACE? 0 0 0 0
DVT, PE, or ATE? 0 0 0 0
Gl perforation? 0 0 0 0
Hepatic events? 1(0.8)° 0 3(2.3)¢ 0
DiL2 0 0 0 0
HZ (serious and nonserious) 0 0 ‘ 3(2.3)8 2 (1.5
Opportunistic infections? 0 0 ‘ 0 0
Serious infections 1(0.8) 0 | 1(0.8)¢ 0
ILD? 0 0 | 0 0

Deodhar A, et al. Ann Rheum Dis. 2021;0:1-10. doi:10.1136/annrheumdis-2020-219601.




Summary of AEs of EAMs (E¢wapOpikec ekdNAwOCELS)

Up to Week 16 Up to Week 48
(double-blind phase) (double-blind and open-label phases)
Tofacitinib 5 mg BID Placebo Tofacitinib 5 mg BID | Placebo - Tofacitinib 5 mg BID
Patients with events, n (%) (N=133) (N=136) (N=133) (N=136)
IBD 0 0 0 0
PsO 0 1(0.7) 0 1(0.7)
Uveitis 1(0.8) 3(2.2) 2 (1.5) 4(2.9)

e All patients who experienced uveitis had a history of uveitis
* All cases of uveitis were mild or moderate in severity; none were SAEs
* No patients discontinued study drug due to uveitis

Deodhar A, et al. Ann Rheum Dis. 2021;0:1-10. doi:10.1136/annrheumdis-2020-219601.
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Tofacitinib for the Treatment of Active Ankylosing Spondylitis

ZUUTTEPACHATOL

2 NUOVTLKN KALVLKN OVTOTTOKPLON Kol UTTEPOXN €vavtL tou PB

* Evepyotnta vooou/Kvntkotnta/Aettoupylkotnto/Seikteg molotntog wNng

[pAyopn €vapén avtanokplong (oo tn deutepn KloAag eBdopada)

Awatripnon Beparmeutikol anoteAéopatoc otig 48 wks

H xopnynon Tofacitinib otouc acBeveic mou AapPavav PB odrjynoe o€ KALVIKA amavinon mou dtatnpnnke
HEXPL TNV €BSopada 48

Deodhar A, et al. Ann Rheum Dis. 2021;0:1-10. doi:10.1136/annrheumdis-2020-219601.



ASAS/EULAR Recommendations for the Management of Axial Spondyloarthritis—

2022 Update

. Recommendations 2016 Recommendations 2022

9 bDMARDSs should be considered in patients with persistently high disease
activity despite conventional treatments; current practice is to start with TNFi
therapy

1 NEW RECOMMENDATION

1 NEW RECOMMENDATION

12 If TNFi therapy fails, switching to another TNFi or an anti-IL-17 therapy
should be considered

TNFi, IL-17i or JAKI should be considered in patients with persistently high

disease activity despite conventional treatments - current practice is to start a
TNFi or IL-17Ai

If there is a history of recurrent uveitis or active IBD, preference should be
given to a monoclonal antibody against TNFa.
In patients with significant psoriasis, an IL-17Ai may be preferred.

Absence of response to treatment should trigger re-evaluation of the diagnosis
and consideration of the presence of comorbidities

Following a first b/tsDMARD failure, switching to another bDMARD (TNFi or

IL-17i) or a JAKI should be considered m




Tofacitinib for the treatment of PsA




Overview of Tofacitinib studies in PsA

DMARD-IR TNFi-IR OLE

OPAL BROADEN OPAL BEYOND OPAL BALANCE

Study OPAL Broadent OPAL Beyond? OPAL Balance?

(N) (N=422) (N=395) (N=686)

Duration 12 months | 6 months | 36 months |
Background 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.
2. Gladman et al. N Engl ) Med 2017;377:1525-36;
3. Nash P, et al. Presented at ACR 2017; poster 620.



ACR response rates at Month 3 for Tofacitinib in PsA
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Results were consistent between TNFi-naive and TNFi-IR patients

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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Long-term change in HAQ-DI up to Month 24

01 3 6 9 12 15 18 21 24 Month
010 1 1 1 1 1 1 1 1 J

0,2 A

Mean AHAQ-DI + SE
o
AN

0,6 -

Adapted from Nash P, et al. Presented at ACR 2017; poster 619.

-0,8 -

decrea§e from baseline of > 0.35 points

1. Nash P, et al. Presented at ACR 2017; poster 620.



PASI75 response rates over time: Tofacitinib in PsSA

Patients achieving PASI75 response, % (+SE)

OPAL Broaden bDMARDSs naive!?

80 56%
43%

5 6 7 8 9 10 11 12
Adapted from Mease et al. N EnglJ Med. 2017;377:1537-50 Month
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1. Mease etal. N EnglJ Med. 2017;377:1537-50;

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



Dactylitis Severity Score
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1. Mease et al. N Engl J Med. 2017;377:1537-50;
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The licensed dose of tofacitinib in PsA is 5 mg BID in combination with csDMARDs



Enthesitis Severity Score LEI=Leeds Enthesitis Index
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MEd. 2017:377:1595-36; Supplementary appendix The licensed dose of tofacitinib in PsA is 5 mg BID in combination with csDMARDs



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)28270-9283. 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.




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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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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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

JUUMEPAOHOTA

e 2/3 Twv 0.00evwVv oAoKANPWOOV TNV LEAETN

e Katad tnv pakpoyxpovia xopnynon (48 wks)

* Aev napatnpeital avénon tou KivdUvou yLo aveTBUNTEC EVEPYELEC
e XaunAd mocootd coPfapwv AE

* 'Hmia Stakupavon otnv nmatikn Broxnuia, edika oe 6ooug Aapfavav MTX, Kal OTLG TLHEC TwV AUTSiwv

* Aev npogkuav VEEC AVETILOUUNTEC EVEPYELEC

* H avtamokplon otnv aywyn dtatnpeitat otic 36 efdouadec oe apBpwoelc kal SEpua

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



Group for Research and
Assessment

of Psoriasis and Psoriatic
Arthritis

(GRAPPA): updated treatment
recommendations for psoriatic
arthritis 2021

Coates, L.C., Soriano, E.R., Corp, N. et al. Group for
Research and Assessment of Psoriasis and Psoriatic
Arthritis (GRAPPA): updated treatment recommendations
for psoriatic arthritis 2021. Nat Rev Rheumatol 18, 465—
479 (2022).

Table 3 | Summary of recommendations for treatment of PsA

Indication

Peripheral arthritis,
DMARD naive

Peripheral arthritis,
DMARD inadequate
FESPONSE

Peripheral art hritis,
bDMARD experienced

Axial disease, bDMARD
na ive

Enthesitis

Dactylitis

Psoriasis (plaque)

Mail psoriasis

IBD: Crohn's disease
IBD: UIC

|hveitis

Strong recommendation Conditional

for

csDMARDs (except CsA),

TNFi, 1L-22/23i, IL-17i,
IL-23] DE4i
TNFi, 1L=12/23i, IL-17i,
|L-I3iDE4i
TNFi,IL—l?i,IL-I':l

NSAIDs, physiotherapy,
simpl esia, TMFi,
IL-17i

TMFi, 1322 3i, IL-17i,
IL-2 3i DE4i
THFi, 1= 3i, IL-17i,
IL-23i DE4i

Topical therapies,

phototherapy, cdDMARDs

(MTX, fumarate, fumaric
acid esters, CsA), TNFi,
IL-1 2/ 23 - 17, IL- 23,

PDE4{JAK)

TMFi, IL-12/23i, IL-17i,
IL-23i, PDE4i

TNFi(not ETN), IL-12/2 3i
TNFi(not ETN), IL-12/2 3i

recommendation for

NSAIDs, oral GC, 1A GC

csDMAR Dis, NSAIDs, oral GC,

1A GC, CTLA4-Ig

NSAIDs, oral GC, 1A GC,
IL-12/23i, PDE4i,CTLA4-Ig
GC 5l]injections,
bisphosphonates

NSAIDs, physiotherapy, MTX,
CTLA4-lg, QT injections
(with extreme caution)
NSAIDs, GC injections, MTX,
CTLA4-Ig

Acitretin

Topical GC, tacrolimus and
calcipotriol combination or
individual therapies, pulsed
dye laser, csDMARDs (MTX,
LEF, Csi), acitretin, | AKi

IL-231QAKDMTX
IL-231QAKDMTX

THFi (nat ETN]), CsA, MTX

Conditional
recommendation
against

PDE4i

Other csDMAR D=

ETM

Strong
recommen dation
against

csDMARDs

IL-17i
IL-17i

Mo
recommendation:
insufficient

or conflicting
evidence

IL-12/23i, IL-2 30

OthercsDMARDs

Topical CsA,
tazarotens,
fumarate, fumaric

acid esters,
A and UVE

phototherapy,
alitretinoin

ETM
ETN, PDE4i

Other csDMAR Ds,
IL-17i, IL-12/2 3i



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

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

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

Mail
ﬁum Enthesitis Psoriasis disease IBD Uveitis
MN5AIDs, physiotherapy, injections (GCs)* Topicals, procedurals* J \

LD MARDs MTX, bDMARDs MTX, bDMARDs Phototx or BDMARDs THNFi (ot TMFi [not
l:uDMM'.Ds TNFi,  (TNFi, (TNFi, IL-12/23i,  (TNFi,IL-12/23i,  csDMARDs, (TNFi, IL-12/23i,  ETN), ETN),
IL-12/234, IL-17i, ijor IL-171, IL- IL-17i, IL- bLOMARD s (TMFi, IL-17i, IL-23i) IL-12 /2 ciclosporin,

CTLA4-Ig), ‘ CTLAGg (AKL)  CTLA4-Ig IL-12/22Hx17i,  or PDE4i i23AK)  MIX
@f PDE4 or PDE4 or PDE4 IL-23i r MTX

PDE4i

A T T N

Switch BDMARD  Switch Switch bDMARD  SwitchbDMARD  Switch BDMARD  Switeh BDMARD
(TNFi, IL-12/23i,  bDMARD  (TNFiIL-12/23i,  (TNFiIL-12/23i,  (TNFi, IL-12/23i,  (TNFi, IL-12/23i,
IL-17i, IL- (TNFi, IL-17i, IL-2 IL-17i, IL- i IL-23i), IL-17i, IL-23i) or
CTLA4- L% CTLM»-Ig CTLA4-Ig @r PDE4i  PDEdi

or PDE4i {IAK) or PDE4i or PDE4i

S G CE U A R
[

Comorbidities and associated conditions may
‘ impact choice of therapy and/or guide monitoring

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

J Coates, L.C., Soriano, E.R., Corp, N. et al. Group for Research and Assessment of Psoriasis and Psoriatic
Arthritis (GRAPPA): updated treatment recommendations for psoriatic arthritis 2021. Nat Rev Rheumatol
18, 465—-479 (2022).

GRAPPA PsA Guidelines
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Tofacitinib in juvenile idiopathic arthritis: a double-blind, placebo-controlled, withdrawal phase 3 randomised trial
Nicolino Ruperto* Lancet 2021; 398: 1984-96

Part 1 part 2

. Age 2 to <18 years open-label run-in double-blind withdrawal
 Active pclIA, jPsA, or ERA (18 weeks) (26 weeks)
- 25 active joints and Inadequate . .
response or intolerance to >1 DMARD Randomization
in pcJIA

Tofacitinib

- 23 active joints and an
- Inadequate response to NSAIDs in jPsA

or ERA weight-based lower dose in 1:1 —
patients <40 kg

Tofacitinib 5 mg BID or equivalent

Placebo

Key exclusion criteria

«  Systemic JIA with active I | ! '
systemic features . 1 18 36 44 Weeks
. . " Screening
* Persistent oligoarthritis (day —30)
e Undifferentiated JIA y
*  Active uveitis =JIA ACR30 response?

Ruperto N et al, Lancet 2021; 398: 1984-96



Key Secondary
Endpoints!

Select
Secondary
Endpoints!

Safety
Endpoints!

Occurrence of JIA flare? at Wk 44 in Part 2 (Weeks 18-44)

JIA ACR30/50/70 response® rates at Week 44 (vs Part 1 baseline)

Mean change from Part 2 baseline in CHAQ-DI at Week 44

Time to JIA flare in Part 2

JIA ACR30/50/70/90/100 response rates and JIA/ACR inactive disease
rates over time in parts 1 and 2

Mean JADAS27-CRP over time in Part 1 and Part 2

AEs, AESEs
Clinical laboratory abnormalities

Laboratory values over time

1. Ruperto N, et al. Lancet. 2021; 398(10315):1984-1996.
2. Ruperto N, et al. [Abstract: OP0291]. Ann Rheum Dis 2020; 79(S1): 180-181.

gy

Efficacy reported only
in patients
with pcJIA?

Efficacy in patients with
jPsA and ERA assessed
separately

Safety evaluated
throughout study in all
patients
(pcJIA/PsA/ERA)?



JIAJACR response or JIA/ACR inactive disease rate (%)
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Part1
Tofacitinib (n=72); tofacitinib—placebo (n=70)

10 /

Key Secondary Endpoint (pcJIA)

Higher Response Rates
in Patients Receiving Tofacitinib

Part 2
Tofacitinib (n=72); tofacitinib—placebo (n=70)

—8— JIA/ACR30 (tofacitinib)
—8— JIAJACR70 (tofacitinib)
—8— JIA/ACR inactive disease (tofacitinib)

-#- JIA/ACR30 (tofacitinib—placebo)
-#- JIAJACR70 (tofacitinib—placebo)
-#- JIA/ACR inactive disease (tofacitinib—placebo)

Randomisation

22 2ﬁ 26 28 30 32 34 36 38 40 42 A4
Time since baseline (weeks)

—&— JIA/JACR30 (tofacitinib)

—&— JIAJACR70 (tofacitinib)

—o— JIA/ACR inactive disease (tofacitinib)



eline

Change from Part 2 Bas

Key Secondary Endpoint (pcJIA)

Greater improvement in CHAQ-DI Greater Time to Disease Flare

in Patients Receiving Tofacitinib in Patients Receiving Tofacitinib
_ ¥ Tofacitinib? Placebo A Censored
B o 1.0
"Eu: 0,10 4
?il‘ 0,05 En-n 0.8
§ 005 ‘ % % 0.6-

o To(;:;cif;?ib i > 0.2 HR (95% CI): 0.46 (0.27, 0.79)

Log rank p=0.0037
0.0 I T | I T | 1 I T 1

0 20 40 60 80 100 120 140 160 180 200
Time to JIA Flare (days)



Primary Endpoint (pcJIA)

Lower JIA Flare
in Patients Receiving Tofacitinib

100 -

80 - p=0.0031¢
70 -

[VALUE]%

60 -

40 [VALUE]%
30 |

Occurrence of JIA Flare®
by Week 44, % (SE)

20 ~

Tofacitinib ° Placebo
(n=72) (n=70)

a. Tofacmmb 5 mg BID or equlvalent weight- based Iower dose m patlents <40 kg

b. F ned a of 230% in 23 out of 6 J iables, with <1 variable improving by 230% (Brunner HI et al. / Rheumatol 2002; 29: 1058-1064).
c. Normal approxmatlon approach for blnomlal proportlons

pclIA, polyarticular e juvenile idiopathic arthritis; SE, standard error.
Ruperto N, etal. Lancet 2021 398(10315) 1984 1996,



Safety (JIA)

Adverse Events

Open-label Double-blind
(0-18 weeks) (18-44 weeks)
Tofacitinib 2 Tofacitinib 2
Patients with events, n (%) N=225 N=88
AEs 153 (68.0) 68 (77.3) 63 (74.1)
Serious AEs 7 (3.1) 1(1.1) 2(2.4)
Permanent discontinuations due to AEs 26 (11.6) 16 (18.2) 29 (34.1)

Temporary dose reductions or

temporary hold due to AES e S e AEs of Special Interest

Most common AEs by preferred term
(210% of any treatment group)

Upper respiratory tract infection 24 (10.7) 13 (14.8) 9(10.6)

Disease progression 5(2.2) 8 (9.1) 13 (15.3) Open-label Double-blind

JIA exacerbation 6 (2.7) 3(3.4) 12 (14.1) (Weeks 0-18) (Weeks 18-44)

Tofacitinib? Tofacitinib? Placebo

Patients with events, n (%) N=88 N=85
Death 0 0 0
Gastrointestinal perforation® 0 0 0
Hepatic events® 3(1.3) 0 0
Herpes zoster?c 2(0.9) 0 0
Interstitial lung diseaseP 0 0 0
Major adverse cardiovascular eventsP 0 0 0
Malignancy (excluding NMSC)° 0 0 0
Macrophage activation syndromeP 0 0 0
Opportunistic infectionsP 0 0 0
Serious infections 3(1.3) 1(1.1)¢ 1(1.2)
Thrombotic events (DVT, PE,? or ATE) 0 0 0
Tuberculosis® 0 0 0

a. Tofacitinib 5 mg BID or equivalent weight-based lower dose in patients <40 kg.
AE, adverse event; ERA, enthesitis-related arthritis; jPsA, juvenile psoriatic arthritis; pcJIA, polyarticular course juvenile idiopathic arthritis.
Ruperto N, et al. Lancet. 2021; 398(10315):1984-1996.



Tofacitinib in juvenile idiopathic arthritis: a double-blind, placebo-controlled, withdrawal phase 3
randomised trial
Nicolino Ruperto* Lancet 2021; 398: 1984-96

H xopniynon Tofacitinib otnv JIA cuoyxetiletal pe:

* [pyopn KAwiKN PeAtiwon

e Atatipnon tou BepameuTikol amoTEAECUATOC

e Artovoia VEWV AVeEMBUUNTWY EVEPYELWV OTTO TO GAPLLOKO

e EmiBeBaiwon Twv EVPNUATWY O LEAETEC LOKPOXPOVLOG
nopakoAolOnong

Nicolino Ruperto* Lancet 2021; 398: 1984—96



Tofacitinib: O mpwtoc JAK avaotoAeac
UE 4 peUUXTOAOYIKECG EVOEIEELC

Aedopeva amo tic Atovikec ZrtovoulapBpitidec
kot Tn Neavikn [dtomabn ApBpitida

Tofacitinib: peupatoAoyikég evodeielc

Tofacitinib
Peupatoedrg apbpitida v ATOTEAEGHATIKOTNTOL
Aykulorontikr) omtovouAitda Acddlela

Awatipnon Beparmeutikoy

V
WwpLaotkn apbpitida v
v QTIOTEAECATOC

Neavikn dlomabnc apbpitida
E€wapBpLkeC ekKONAWOELS
NEec evdeitelg
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Incidence of venous and arterial thromboembolic

events reported in the tofacitinib rheumatoid arthritis, AO'(I)('IAGL(I — Bpop.Bwtu«i ETMELOOS LA
psoriasis and psoriatic arthritis development , , ,
programmes and from real-world data zuykpion pe bDMARDs — mapayovteg Kivduvou

Philip Mease et al, Ann Rheum Dis 2020;79:1400-1413

* H avaiuvon 6edopévwy og PA, kat WA
€6elée OtL n emimtwon DVT, PE, VTE yia 1o
tofacitinib, placebo, adalimumab kot

IR (95% ClI)
DVT TNFi —a— 0.18 (0.07-0.39) methotrexate Atav napouola
Tofacitinib 5 mg BID : o | 0.30 (0.14-0.55)
Tofacitinib 10 mg BID I @ | 0.38 (0.20-0.67) ’ ’ ’ ’
oE INFi . 0.09 {0.02-0.26) * Ztnv urnoavaAuon ¢avnke OtL oL aoBevelqg
Tofacitinib 5 mg BID : o i 0.27 (0.12-0.52) ! : ! '
Tofacitinib 10 mg BID : o | 0.54 (0.32-0.87) HE umtapxovoa n He apayovieq Kduvou
- - - o, yLa kapSLayyeLakn vooo eixav peyaAuTtepo
' Rl | Kivbuvo gpdaviong OpopBwTtikov
enelcodiov
° 14 I I 14
Figure 4 Incidence rates (95% CI) for DVT and PE among AVTLQET(D(;' o€ QG’GEVELC Xwetq LOTOpLKO Kal
patients in Study A3921133 (ad hoc safety analysis). BID, twice TLOLPOALYOVTEQ KlV6UVOU, N ETIMTTWON TNG
daily; DVT, deep vein thrombosis; IR, incidence rate (number of , , , ,
patients with an event per 100 PY of exposure); PE, pulmonary dAeBoBpopPwoaong ival TOAU pLKPN

embolism; PY, patient-years;
TNFi, tumour necrosis factor inhibitor.

Onnly 5mg BID is the approved dose of tofacitinib in RA and PsA. Psoriasis is not an approved

indication in Europe, yiatito Tofa 8ev £xel mapel €vdelén yla Pwplacn otnv Eupwmn. Mease P. et al. Ann Rheum Dis 2020:79:1400—1413



