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Ta povonartia JAK/STAT
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» To BloAoyiko anotéAeopa twv JAKs/STATs elval Kuttopo-/1oTo-eL6LKO

» OLunodoyxeic kuttapokivwyv onwc TNF, IL-1, IL-17 v onuatodotouv peow JAKs

O’Shea JJ, et al. Annu Rev Med. 2015; 66:311-28; Ann Rheum Dis. 2013; 72 Suppl 2:ii111-5



Tofacitinib (JAK3/1 inhibitor) ko PA
MpokAWIKA Kat in vitro dedopéva
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Tofacitinib: Proportion (%) of ACR50 Responders Across Studies (FAS, NRI)
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ACR=American College of Rheumatology; BID=twice daily; DMARD=disease-modifying antirheumatic drug; FAS=full analysis set; IR=inadequate response; MTX=methotrexate;
NRI=non-responder imputation; SE=standard error; TNFi=tumor necrosis factor inhibitor.
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Real-life 6dopeva amoteAecpaTIKOTNTOC TOU
tofacitinib



OL avolkteg peAEteg eméktaong tou tofacitinib (wg 9.5 £€tn)

4967 patients

* Overall, 50.7% d/ced (AE >> inefficacy)

* Median drug survival 4.9 years

* 2-and 5-year drug survival rates: 75.5% and 49.4%,
respectively

combination Tx

_ e MONOTHEIA0Y - = « Combination therapy
1.00 N« 408 N«T770

Sunrdval distrioution funciion

0.10
000 12 78 22 30 35 42 48 5¢ €0 €6 72 78 84 80 85 102
Persistence (in months)
Baseline Variable Hazard Ratio
(Index Baseline) Comparison (95% CI) Pvalue

Diabetes Yes vs No 1.1,1.5) 0.0041
Hypertension Yes vs No 1.1,1.3) 0.0002

1.3
1.2

Glucocorticoid use Yes vs No 11(1.0,1.2) 0.0528
0.8
0.8(

Anti-CCP status CCP+vs CCP- 0.7,09) 0.0001

Prior treatment® MTX-IR vs 0.7,0.9) <=0.0001
TNFi-IR

RF and anti-CCP RF+/CCP+vs 0.8(0.7,0.9) 0.0003
status® RF-/CCP-

Pope JE, et al. ACR Open Rheumatol 2019;1(2):73-82

* 4481 patients

* ~50% Slakomnn Bepaneiag

* AlaTAPNON AMOTEAECUATLKOTNTOG OTO XPOVO
(vUautol¢ mou éuelvav otn Bepaneia)

Slightly higher for patients receiving tofacitinib monoTx vs.
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3 xpovia tofacitinib otov Kavada I * I

louviog 2014 — Mawog 2017
3678 aoBeveic

Mpoodeutikn avénon twv acBevwyv ou EAaBav tofacitinib wg bDMARD-naive

B o - B bDMARD-naive (n = 1168) B 1 prior bDMARD (n = 722)

I 2 prior bDMARDs (n = 610) [] =3 prior bDMARDs (n = 1040}

Patients, %

2014= (N = 382) 2015 (N = 1088) 2016 (N = 1591)

2017° (N = 501) Total (N = 3540)
Years

Pope JE, et al. Rheumatology (Oxford). 2019 Aug 13. pii: kez324



3 xpovia tofacitinib ctov Kavada I * I

1226/3678 (33.3%) SiEkopav
35.7% avamoTteEAECUATIKOTNTA
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MponyoUuevn €kBson oce bDMARD: MeyaAUtepn miBavotnta diakomng tofacitinib (p < 0.001)

B Hazard

n ratio 95% ClI P value
Lines of therapy:

bDMARD-naive (ref) 1168

=1 prior bDMARD —_————————— 2372 1.28  (1.13,1.45)  <0.001
1 prior bDMARD * 722 1.25 (1.06, 1.47) 0.009
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=3 prior bDOMARDs —_———— 1040 1.31 (1.14,1.51)  <0.001

Pope JE, et al. Rheumatology (Oxford). 2019 Aug 13. pii: kez324



2UyKpLon anoteAeopatikotntag tofa kat bDMARDs

Maptiog 2015 — ZemteuBplog 2018

DAS28-ESR
bDMARD
bDMARD Tofacitinib 100 -
(n=1,300) (n=650) 80
. 9 M LDA
Age (years) at index, mean (SD) 60.3 (13.1) 61.0 (12.7) = 60 - m Remissi
451 emission
Female, n (%) 81.2% 81.2% E 40 4
Disease duration at baseline (months), median (SD) 106.7 (124.5) 120.1(114.9) 20 1
0 -
Baseline concomitant DMARDs, n (%) 0 3 6 9 12 15 18
MTX + cDMARD 294 (22.6%) 146 (22.5%) Months
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o) (o)
2 | ue tofa (43.4% vs 33.4%
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6 1'0 2‘0 30 40
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Number at risk
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group = tofacitinib 650 470 298 108 2
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Bird P, et al Ann Rheum Dis 2019;78:740-741 (abstract EULAR 2019)



2UyKpLon anoteAeopatikotntag tofa kat bDMARDs

 MarketScan® databases (2011-2014)
e 21,832 patients with RA

0.8% tofacitinib

24.7% other DMARDs
61.2% TNFi

13.3% non-TNF biologics

Table 3 Proportion of patients who achieved therapy effectiveness and individual criteria at 1 year of follow-up (n = 16,305)

Effectiveness criteria OMARDs TMFi + DMARDs MNon-THF biologics = DMARDs — Tofacitinib + DMARDs
Percent 95% Cl Percent 95% Cl Percent 95% CI Percent  95% Cl

Effective therapy (satisfied all six criteria) 11.1 10.1-121 186 175-194 198 182-214 15.4 66-242

Criterion 1 266 251-280 440 430449 533 51.3-553 277 16.8-386

High adherence

Criterion 2 727 71.2-741 643 634652 B21 80.5-836 84.6 75.8-934

Mo biologic or tofacitinib switch or addition

Criterion 3 853 84.2-865 96.1 058-965 955 04.6-963 88.5 55.5-100

Mo DMARD switch or addition

Criterion 4 920 91.1-929 940 G35-944 889 87.6-90.1 10007 -

Mo increase in dose or frequency of index drug

Criterion 5 913 60.3-922 888 882894 728 71.0-746 87.7 797957

Mo maore than one glucocorticoid joint injection

Criterion 6 814 80.2-827 833 826-84.1 780 76.3-797 76.9 66.7-872

Mo new/increased oral glucocorticoid dose

DMARD Disease-modifying antirheumatic drug, TNA Tumaor necrosis factor inhibitors
“Standard tofaditinib dose is usually not increased

Machado MAA, et al. Arthritis Res Ther. 2018;23;20(1):60



2ELPA XYopnynong kat cuyxopnynon pe MTX

113 aoOeveic

Total
(n=113)

Baseline characteristics of RA
Age, years, mean (95% CI) 63.7 (61.4-66.0)
Male/female 26/87
RA duration, years, mean (95% CI) 11.7 (9.8-12.9)

Anti-CCP (+), patient number (%) 99 (87.6)
Stage III/IV, patient number (%) 58 (51.3)
CDAI, mean (95% CI) 24.5 (22.5-26.6)
High CDAI (>22), patient number (%) 49 (43.4)
Concomitant MTX use, patient number (%) 82 (72.6)
Concomitant PSL use, patient number (%) 34 (30.1)

Biologic-naive patients
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KaAutepo anotéAeopa we 1° BLoAoyLKOG

Mori S, et al. Intern Med 2018;57:663-670

Number of pts 70
Duration of RA (year) 16.4 £ 10.0
No prior use of biologic DMARDs, | 22 (31.4)
n (%)
Prior use of 3 or more biologic 24 (34.3)
DMARDs, n
Concomitant MTX use, n (%) 48 (68.6)
DAS28-ESR 5.04 (1.33)
(a) (b)
HDA MDA
6 R o s DA E Remission
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I g Concomitant Without concomitant
Wc;ks - - use of MTT) ASZ:;;;’ MTX

Napopoia anoteAéopata pe N xwpic MTX

Iwamoto N, et al. PLoS One 2017;12:e0177057



Zntapoata acpaleiac tou tofacitinib



AE €181koU gvéLadEPOVTOC Ao TO KALVIKO IPOYPAUMA TNG
tofacitinib otn PA

Incidence rate for selected safety All tofacitinib

events of interest, (Phase |, I, 1ll, LTE RA studies as of March 2017)
incidence rate/100 PY (95% Cl)*# N=7061; PY= 22,8758

Serious infections 2.48 (2.28-2.69)

Opportunistic infections (excluding TB)1 0.39 (0.31-0.47)

0.16 (0.11-0.22)
Herpes zoster" 3.63 (3.38-3.90)
Malignancies (excluding NMSC)" 0.76 (0.65-0.88)

Limitations to the LTE study include patient ineligibility to enrol (due to prior serious AE), patient discontinuation, dose changes at investigators’ discretion, and
changes in patient numbers and total exposure.

Information on AEs is limited to the time that patients are taking study drug and up to 28 days after discontinuation from the LTE.!

TCrude incidence rates (number of unique patients with events per 100 PY). *PY is defined as the total follow-up time calculated up to the day of the first event.!
SIncludes patients with RA taking tofacitinib as monotherapy and in combination with csDMARDs.! YAdjudicated events.!

Data on file. Pfizer Inc, New York, NY



OL avolkteg peAEteg eméktaong tou tofacitinib (wg 9.5 £€tn)
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Wollenhaupt J, et al. Arthritis Res Ther. 2019;21(1):89



Tofacitinib kot €épring {wotnpac

Medicare 2006-2013

Marketscan 2010-2014

Tofacitinib
Anti-TNF

Abatacept
Rituximab

Tocilizumab

2,526
42,850
12,305
5,078
6,967

Exposure

Adalimumab 1.95(1.65-2.31) 1.00(0.80-1.25),

Certolizumab 2,55(2.04-3.20) 1.14(0.87-1.48)

Etanercept

Golimumab

Infliximab

Ritixumab

Tocilizumab

IR(95%CI) HR(95%CI)

Hazard Ratio and 95% Confidence Interval

2.08(1.77-2.45) 1.06(0.85-1.32)

2.12(1.53-2.94) 1.09(0.76-1.57)

2.71(2.33-3.08) 1.17(0.97-1.43)

2.48(2.07-2.98) 1.12(0.88-1.42)

—

[ Tofacitinib

3.87(2.82-5.32) 2.01(1.40-2.88)

Abatacept

2.33(2.04-2.67) reference

0.5 1 1.5 2 25 3 35

Curtis JR, et al. Ann Rheum Dis. 2016; 75(10): 1843-1847




Real-world data: CORRONA RA registry

Corrona sites from inception of RA Registry
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Kremer J, et al. Ann Rheum Dis 2019;78:82-83 (abstract EULAR 2019)

US-based RA register

e 174 rheumatology practices
across 41 states

* 656 participating
rheumatologists

* Data collected from > 48,000
patients (as of June 2018)

. Interrogated to evaluate tofacitinib safety
profile, with comparison to other therapies



CORRONA RA registry: Demographics

PS-trimmed population

Tofacitinib initiators bDMARD initiators

Baseline characteristics (N=1117) (N=5542)
Follow-up time, PY 1525.4 7584.3
Female, n (%) 908 (81.3) 4464 (80.6)
Age (years), mean (SD) 59.4 (12.1) 58.1(12.9)
BMI (kg/m?), mean (SD) 30.5(7.7) 30.5 (7.5)
Duration of RA (years), mean (SD) 13.6 (10.3) 10.2 (9.9)
CDAI, mean (SD) 19.8 (13.4) 20.8 (14.0)
Current csDMARDs,? n (%) 617 (55.2) 4047 (73.0)
bDMARD-naive, n (%) 127 (11.4) 1738 (31.4)
Number of prior bDMARDs, mean (SD) 2.6 (1.8) 1.4 (1.4)
Any prednisone use, n (%) 332 (29.7) 1645 (29.7)
Comorbid conditions, n (%)

History of coronary heart disease 83 (7.4) 306 (5.5)

History of VTE 32 (2.9) 124 (2.2)

History of SIEs 146 (13.1) 521 (9.4)

Kremer J, et al. Ann Rheum Dis 2019;78:82-83 (abstract EULAR 2019)



Crude incidence rate
(events per 100 PY [95% Cl])

Incidence rates by treatment (CORRONA RA registry)

MACE SIEs HZ
6.00 - PS-trimmed PS-matched PS-trimmed PS-matched PS-trimmed PS-matched
. 1 1
1 1
I I
| 1
1 ]
1 |
*  Tofacitini
07 | | b%:/chtRDb
I |
| 345 71 3.45 3.43
! 3.08 |
I 1 I
| I
| I
2.00 - 1 1
1 ]
1 I I 1.59 1.59
T
v 1.00 e | . T
0.66 0.66 1 1 > 0.69 L 0.69
1 1
0.00 . .
n 10 75 10 49 51 228 51 145 24 52 24 30
PY 15196 7521.7 1520.6 4305.3 1477.7 7412.1 1477.7 4232.0 1504.9 7536.8 1505.9 4325.8

O puBuo¢ enimtwonc Epninta {wothpa otnv 5etia tou CORRONA ntav
ONUOVTLKA XOLNAOTEPOC ATt AAAEC HEAETEG Kal aro T RCT tou ¢papudkou

fIncidence rate of safety events per 100 PY. *No cases of serious Herpes zoster were reported during the study period among patients within the tofacitinib and
csDMARD cohorts. One case of serious herpes zoster was reported within the bDMARD cohort.

bDMARD, biologic disease-modifying antirheumatic drug; Cl=confidence interval; CORRONA=Consortium of Rheumatology Researchers of North America;
csDMARD=conventional synthetic disease-modifying antirheumatic drug; PY=patient-years.

Kremer J, et al. Ann Rheum Dis 2019;78:82-83 (abstract EULAR 2019)



HR by treatment (CORRONA RA registry)

——
PS-matched MACE 0.58 (0.29, 1.15) 0.121
— 0.58 (0.30, 1.15) 0.120
—— 1.01 (0.73, 1.38) 0.967
SIEs b 1.01 (0.73, 1.39) 0.970
HZ —— 2.27 (1.33, 3.88) 0.003
¢ Unadjusted HR —— 2.26 (1.28, 3.99) 0.005
Adjusted HR . ]
0.‘1 1.0 19.0

Lower‘rate with tofacitinib Lower rate with b6MARDs

Kremer J, et al. Ann Rheum Dis 2019;78:82-83 (abstract EULAR 2019)



Tofacitinib kat epBoAitaocuoc yia épninta {wotnpa

2019 update of EULAR recommendations for
vaccination in adult patients with autoimmune
inflammatory rheumatic diseases

5. Herpes zoster vaccination may be considered in high-risk patients 2b 2b 2b 4 B 9.1
with AlIRD. 7-10
93%

“This vaccine is preferably administered 4 weeks prior to initiation of
bDMARDs or tsDMARDs, but not during the treatment with bDMARDs or
tsDMARDs.”

Shingrix (non-live vaccine): “may replace the live-attenuated vaccine in patients with AIIRD.”

FurerV, et al. Ann Rheum Dis 2019;0:1-14; Winthrop KL, et al. Arthritis Rheumatol 2017;69:1969-77.



TB Incidence Rates (IRs) for tofacitinib patients by
background country IRs* (phase I, lll and LTE studies)

TB cases with  Tofacitinib exposure  Crude TE IR 1

tofacitinib (n) (patient-years) (95% CI)
Lows (0.01) 1 4852 3 0.02 (0.003 to 0.15)
Medium§ 4 50205 0.08 (0.03 to 021)
(=0.01 and
<0.05)
Highy (=0.05) 21 2791.1 0.75 (0.49 to 1.15)

*TB background country IR categories from WHO, 2011 report for year 2010

TCrude incidence calculated TB cases per 100 patient-years.

iLow TB incidence region (total study enrolment, n=2213); the USA (n=109E),
Czech Republic (n=378), Garmany (n=238), Slovakia (n=126), Austrafia (n=114}, Canada

(n=103}, Austria (n=36}, Italy (n=28}, Sweden (n=17)}, Fnland (n=1 -Ell Greece (n=15),
Belgium (n=13}, France (n=10), Denmark (n=3), New Zealand (n=9} IRGENT TR=3}.

Winthrop KL, et al. Ann Rheum Dis. 2016 ;75:1133-8.



Tofacitinib ko Aoipwén HBV

Taifav — 116 aocBeveic - MoVoKeVTPLKNA

A

RA patients treated with tofacitinib

N=116
I

]

Prior HBV infection

No Prior HBV infection

HBV carrier ' i )
Positive HBsAg Positive anti-HBc IgG Negative anti-HBc IgG
N =6 (5.2%) with or without HBsSAb with or without anti-HBs Ab
’ N =75 (64.7%) N =35 (30.1%)
[ ] [ |
No With No With
pre-emptive NUCs pre-emptive NUCs HBsAb HBsAb
N=4 N=2 N=21 (28.0%) N=54 (72.0%)
] L] [] 1
HBV Reactivation HBV Reactivation HBV Reactivation” HBV Reactivation® HBV Reactivation
N=2 N=0 N=0 N=0 N=0
! Rescue NUCs
Recovery
Tofacitinib continued
N=2

Chen YM, et al. Ann Rheum Dis. 2018;77:780-2

Entavevepyomoinon HBV

Aotpwénc oe 2/4 HBsAg(+)
aoBeveic mou dev EAafav
NMPOPUAOKTLKI) AVTLLKA TX.

Kaula mepintwon
ETIAVEVEPYOTIOLNONG OF
resolved HBV Aoipwén [anti-
HBc(+) xwpic HBV-DNA)],
Xwpig tn ARgn
NMPOPUAAKTLKN G Qywyn ¢



Survival probability
[=]

Tofacitinib kot OpopBoepBoAika enelcodla

O mBavov avénuévoc kivbuvoc yia DVT/PE mou
avadeixtnke oe pia peAetn dev adopa tn 6on NG
PA (5 mg bid)

a. Truven Marketscan b. Medicare

Exposure group TNF-inhibitors ~ - Tofacitinib Exposure group TNF-inhibitors - ~ Tofacitinib

34,074 RA patients oss 17,086 RA patients PS—adjusted HRs showed no
>6% tofa >-8% tofa significant differences in the
risk of VTE between
tofa-treated and TNFi-treated
pts in either database: 1.33

Survival probability
=]
&

(95% Cl 0.78-2.24)

0 360 0 9 180 270 380
Time to event (days) Time 1o event (days)

Desai RJ, et al. Arthritis Rheumatol. 2019;71(6):892-90



Tofacitinib/JAKinibs kat Ogparmevtikoc aAyoptOpoc PA



The current state-of-the-art in RA

Phase |

No contraindication for methotrexate Clinical diagnosis
of rheumatoid
Arthritis’

Contraindication for methotrexate

Combine with
short-term
glucocorticoids

Start methotrexate? +

Start leflunomide
or sulfasalazine

Failure phase I: Achieve improvement

go to phase Il g—] NO |@—] at3 monthsand |————fp! YesS j=——p| Continue
target at 6 months?

EULAR recommendations for the management of rheumatoid arthritis with synthetic and

biological disease-modifying antirheumatic drugs: 2016 update

Smolen JS et al. Annals of the Rheumatic Diseases 2017;76:960-977.



The current state-of-the-art in RA

Phase |l
Prognostically unfavourable _ Prognostically unfavourable
factors present Failure for lack of factors absent

such as RF/ACPA, esp. at high levels; high disease ef_ﬁ(.:ac_y and/or
activity; early joint damage; failure of 22 csDMARDs toxicity in phase |

Change to or add a
second conventional

Add a bDMARD* [Achieve improvement synthetic DMARD
(current practice) No at 3 months and Leflunomide, sulfasalazine,
target at 6 months? methotrexate alone or in
combination®

or
-- = - 5
a Jak-inhibitor (ideally with addition of

glucocorticoids as
above)

Failure phase Il: Achieve improvement
go to phase lll ¢ No |€— 4t 3 months and Yes
target at 6 months?

Continue

b

Dose reduction/
interval increase in
sustained remission?

If the treatment target is not achieved with the first csDMARD strategy, when
poor prognostic factors are present, addition of a bDMARD* or a tsDMARD*
should be considered; current practice would be to start a bDMARDS.

Ertikaipomoinon odnylwv 2019: lodéia emihoyn ta bDMARDSs kat tsDMARDs;

Smolen JS et al. Annals of the Rheumatic Diseases 2017,76:960-977.



Yriapxouv dradopéc petaft twv bDMARD dtav xpnotonolovvrtat we 1n

BloAoyikn Oepaneia ?

All bDMARDs achieve similar efficacy in patients with RA (ACR70 in MTX-
Inadequate Responding patients)

a [] MTX monotherapy
[ Abatacept (~10 mg/kg) + MTX
1 Golimumab (50 mg) + MTX

50 4 [ Tocilizumab (8 mg/kg) + MTX 47.0
[ Rituximab (1,000 mg) + MTX
s 38.6
R 40 i
w
$ 32.0
30 - _—— _——
5 b 24.0 ym==n 25.4 o 25.0 S
73 1 1 20.0
@ 19.8 119.8 1 12001 | I 120.0 |
L 20 I ' 16.0 1 | I o4 I '
E - 1 10.2 | 1 12.0 : P : 1 120
S 10 1 I 1 1 1 I I 1
< i I I ! I ! I :
il il HEE 1
0 | g T | T ] | T | T
® & L Ny -~\‘3' Ny g N Ny & & RO
d‘(@:?&d‘&:?& \i\\%@“\\- ’\é{\ §d-°(i° o+r& \@‘ v‘iﬁ)\ é&qm&(@:\ ‘\‘\,\-5.0@ & ®+ & ,\.gi) & & YE_;Q '(\2; YE"Q 4’:9 P ,\&@%
X X N X
N & S é\@ S Y@c‘%‘ S @Q\;\@ S ST &Y &Y & $¢
NG S \(?Ol N

bDMARD, biologic disease modifying antirheumatic drugs; MTX-IR, methotrexate inadequate responders

Smolen, Aletaha, Nat. Rev. Rheumatol. 11, 276-289, 2015



2uyKptika mAeovektnpata tofacitinib ko JAKinibs

066¢ xopnynong
Tayutnta dpaong

KaAn amoteAECUATLKOTNTA KOl WE povoBeparmeia

(ouxvn n duoaveéio oce cDMARDS)

loaéLo mpodiA acdpalelac (zoster?)



Zupnepaocpata — Mpaktika pnvopata yia to tofacitinib otn
pevpaTOELdN apOpitida

— ATMOTEAECHATLKO OTNV KALVLKN TIpAén
— KoaAad dedopéva kal wg povoBepareia

— KaAutepo otav Yopnyeitat mpLv TNV anotuyio moAAAmAwY
BLoAoyLKWY TTOLPOYOVTWV

— PO xopriynon

— Aoddalela

— Mapopoto npodpik aoPpalelac pe Toug BLoAoyLlkoug ToPAYOVTEC,
avadopLka e AOLUWEELS, KapdLlayyeLako, VEOTIAOCLEC

— MBavov avénuevocg kivbuvog epninta (wotnpa (* CORRONA)

— EpBoAlacpot (kat yia zoster)!!



