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2UYKPOUOT CUMPEPOVTWYV

« Apoif3 yia Tnv TTapouaciacn atro Tnv Pfizer

» EKTTaIOEUTIKEC-EPEUVNTIKEC-OUUBOUAEUTIKEC ETTIXOPNYNOEIC TNV TEAEUTAIO DIETIA!
MSD, Abbvie, BMS, Novartis, UCB, Roche, Celgene, Janssen, Aenorasi

“Tia OAa Ta aPUAKEUTIKA TTPOIOVTA TTOU Ava@ELOVTAl TTAPAKAAEIOOE va TULBOUAEUEDTE TIC EYKEKPIUEVES
[epiAnweic XapakrnpioTikwyv Twv [1poioviwy’,

“H Pfizer éxel eAEyéel TO TTEPIEXOUEVO WOTE VA AVTATTOKPIVETAI OTIC EIOIKEC TTPOOIAYPAPES THS AAAG eV EXEl
emBeLaiwacl 011 o1 BIBAIOYPAQYIKES TTAPATTOUTTEC ExOUV TTaparTefei 0opBa.”



Algorithm of RA management based on EULAR updated recommendations

Phase |

No contraindication for methotrexate ( Clinical diagnosis of w Contraindication for methotrexate
L Rheumatoid Arthritis' J

7~

s Start o Combine with short-term " Start leflunomide :
methotrexate? glucocorticoids or sulfasalazine
l/
- iy

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

YeSW

Dose reduction in

Continue . pcn
sustained remission

Smolen J, et al. EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological disease-modifying
antirheumatic drugs: 2019 update. Ann Rheum Dis 2020



Algorithm of RA management based on EULAR updated recommendations

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 bDMARDsJ\\ 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 Yesy, .
& monihes Dose reduction /
Continue. B interval increase® in
sustained remission*
No
Phase lll
Improved
Change the bDMARD? or 3 h
JAK-inhibitors° S e Yes
a and achieved target at
(from a different or the same class) 6 months?? /\

Dose reduction /
: interval increase® in
Continue ) o
No sustained remission*

\/




Agv avTatroKpivovTal OAolI ol aocBeveic oTnV BepaTreia

e 2TV MTX ~ 50% TwvVv aocBevwv

e 2TO0UC TNFI

~ ACR20 60%, ACR50 40%, ACR70 20%
~ Aeutepoyevnc atrotuyia ~ 50%



Cytokine receptor superfamilies

Receptor ‘

tyrosine TGF-4 Chemokine
kinase receptor receptor

Toll, IL-1
receptor

Cytokine
receptor (I, II)

TNF
receptor IL-17

receptor

» >200 “cytokines” in the human genome: interferons, interleukins, cytokines,
growth factors, colony stimulating factors, hormones, etc

« only Type I/ll

e critical for host defense immunoregulation O’Shea JJ and Gadina M. Nature Reviews Rheumatology 2019
' Gadina et al. Rheumatology 2019

. . . . Gadinaet al. J Leukoc Biol. 2018
* major d“vers Of aUtOImmumty Schwartz et al. Nat Rev Drug Discov. 2017



Signaling by Cytokines, Interleukins, Interferons, Colony stimulating factors

Discovery of Jaks

Cytokine/
interferon

« Screening libraries for kinases

* reconstitution of IFN-resistant cell lines

Velazquez et al Cell 1992

* Conservedflies to mammals

« Mutagenized cell lines established criticality

e Invivo?

O’Shea JJ and Gadina M. Nature Reviews Rheumatology 2019
Gadina et al. Rheumatology 2019

Gadina et al. J Leukoc Biol. 2018

Schwartz et al. Nat Rev Drug Discov. 2017




Jaks essential for Typel/ll cytokine signaling — genetic evidence

IL-2,4,7,9, 15,21

IL7R-SC X-SCib
* First “knockout” in JAK—STAT pathway
""""""" « Human primary immunodeficiency
Macchi Pet al, Nature, 1995
Jak3-SCID

Russell et al, Science 1995



JAKs work in pairs

Type | cytokine receptors Type Il cytokine receptors
| \
o L] ¢ Type |l interferons
. B B ®) ~ (%) YP
Interleukins (IL-2, [L-4, @) o o ° GM-CSF o 00 (e'g. IFNa, |FNﬁ) ° |FN'Y (]
IL-7,1L-9, IL-15 and IL-21) IL-6 L] ° * Erythropoietin ® .. * Interleukins
L] (]
SN ) © | o (IL-10, 1L-20, IL-22
e
© © o andIL-28)

|

* Erythropoiesis

* lymphocyte ® T-cell * Myelopoiesis ® |[nnate
i i differentiation STATS e Platelet antiviral
defense

STAT1
proliferation STAT3

STAT3 i * [nflammation production
homeostasis

STATS

_ %¢;§9%/

— Transcription

Winthrop KL. Nat Rev Rheumatol. 2017



4 JAKs and 57 cytokines

JAK CYTOKINE

JAKT ¥c cytokines: (IL-2, -4,-7
TSLP

gp130 cytokine family: IL-6, IL-11, IL-31, OSM, CNTF, LIF, CT-1,
NNT-1

IFN-y, IFNa, IFNB, IFNA,

IL-10-like cytokines (L-10, IL-19, IL-20, IL-22, IL-24, and IL-26)

-9,-15,-21); IL-13

JAK2 Bc cytokines: (IL-3, -5, GM-CSF)

TSLP

gp130 cytokine family: (IL-6, IL-11, IL-31, OSM, CNTF, LIF, CT-1,
NNT-1)

Leptin, GH, Prolactin, EPO, TPO,

IFNy, IL-13

IL-12, IL-23

JAK3 yc cytokines: IL-2,-4,-7,-9,-15,-21

TYK2 IFNa., IFNB, IFNA,

gp 130 cytokines *

IL-10-like cytokines (L-10, IL-19, IL-20, IL-22, IL-24, and IL-26),
IL-12

IL-13

IL-23, IL-27 O’Shea JJ and Gadina M. Nature Reviews Rheumatology 2019
Gadina et al. Rheumatology 2019
Gadinaet al. J Leukoc Biol. 2018
Schwartz et al. Nat Rev Drug Discov. 2017




Lymphocytes and Antibodies
at Vermont Academy 1993
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Tofacitinib: ATP Competitive Inhibitor

Paul Changelian

‘ - . £ - 3 ATP bound to JAK3

;/ > Jiang JK et al. J Med Chem. 2008



Tofacitinib: ATP Competitive Inhibitor

Ve Jiang JK et al. J Med Chem. 2008



Tofacitinib: ATP Competitive Inhibitor
J

P-Loop

Overlay

B ATP
 Tofacitinib

Jiang JK et al. J Med Chem. 2008



Jakinibs

¢ Erythropoietin  ® Growth

* Thrombopoietin  hormone e|L-2 <]L-9
* GM-CSF e|L-3 *|IL-6 ell-4 e¢|-15 eTypeland3 el|L-12
e|L-5 *|FNy eIL-7 eIL-21 interferons e |L-23

A

J } . ) _J

O’Shea JJ and Gadina M. Nature Reviews Rheumatology 2019



Selectivity — in vitro kinase assays

Decernotinib

e
Filgotinib
Peficitinib
Baricitinib o
Ruxolitinib I
Tofacitinib =
0 1 2 3 4 5 6

TYK2 m JAK3 m JAKZ m JAK1

Jak1 IC50 nM/Jakx IC50nM

Adapted from Winthrop NRR 2017; Clark et al, JMed Chem 2014



Tofacitinib

 Jak 1, Jak 3, Jak 2 inhibitor

» Approved for RA, PsA, UC

 Dose for RA , PsA 5mg BID

 Dose for UC 10mg bid for 8 weeks, taper if possible

SmPC Xeljanz 9/2020

« >80,000 pt-yrs experience
Kivitz et al Semin Arthritis Rheum 2017



ACR response rates across tofacitinib Phase 3/4 studies

¥i Tofacitinib 5mg M Tofacitinib 5 mg + MTX or nonbiologic DMARDs B Adalimumab 40 mg SC g2w + MTX B Placebo + MTX or nonbiologic DMARDs
100 -
— 9
° L
v 9
E = 80 - 7374
- a |
® B 60* 52" 7
SEE 60 - 7/ ) 51t f/"
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1ZM Z0 Zm 418 | P
20 50 70 20 50 70 20 50 70 20 50 70 20 50 70 20 50 70
Tofacitinib: 241 Tofacitinib: 311 Tofacitinib: 309 Tofacitinib: 196 Tofacitinib + MTX: 376 Tofacitinib: 132
Placebo: 120 Placebo: 157 Placebo: 154 Placebo: 106 Tofacitinib monotherapy: Placebo: 131
384
Solo?! Sync? Standard® Strategy>® Step®
(N=610) (N=792) (N=717) (N=1152) (N=399)
Patient type DMARD-IR DMARD-IR MTX-IR MTX-IR MTX-IR TNFi-IR
Background treatment None nonbiologic DMARDs MTX MTX MTX / none MTX
Acti trol Tofa+MTX vs ADA+MTX
Feature Monotherapy Background DMARDs X-ray ( cdwf con rtc:) Tofa vs Tofa+MTX TNFi failure
adafimuma Tofa vs ADA+MTX
Time of primary 3 6 6 6 6 3

endpoint (mo)

1. Fleischmann et al. N Engl J Med 2012 2. Kremer et al. Ann Intern Med 2013 3. van der Heijde et al. Arth Rheum 2013 4. van Vollenhoven
5. Fleischmann R et al. Lancet 2017 6. Burmester et al. Lancet 2013

et al. N Engl J Med 2012



Monotherapy with tofacitinib, as compared with methotrexate monotherapy
in naive RA patients (ORAL Start)

100-
90- @ Tofacitinib, 5 mg
— --A-- Methotrexate
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Lee et al NJM 2014



LSM change from
baseline +SE

O
S

LSM change from
baseline +SE

Rapid Effects of tofacitinib monotherapy on PROs
in a phase 3 RCT of RA pts with inadequate responses to DMARDSs

ORAL Solo - 611 pts

PtGA Pain
Month Month
0 1 2 3 4 5 6 0 1 2 3 4 5 6
0 1 1 1 ) 1 ] b) 0 1 1 ] ) ] ]
0 MCID 3 MCID
= F Y e E N O U : e - =
AR E ety PRI ARt
\, %‘ﬁ \\
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20 Q Hokk e x ‘\‘ E TEJ 20 Q_ *g e \
© 0 éﬂ--._ _ © 0 3 é— _% —_ _%
-30- %L . >3 -304 ~ —@
i
-40- -40-

= =+ = Placebo
- Tofacitinib 5 mg BID

= ] = Placebo = 5 mg BID

_0.8- Adapted from Strand et al. Arthritis Research & Therapy 2015



Jakinibs and Cytokines in Pain and Itch: Neural Immune Crosstalk

Sensory neuron

Neuronal dysfunction
scratch

Secretory O

granules Cytokine
receptors

Jakinibs

CGRP

5P
Neuropeptides & MU

.
.
.
Lymphocyte Q s @ ?

' Cytokines
Granulocyte *%) * e.g., IL-31 _
.. Il-4  Klose and Artis Curr Op Immunol 2019

Viega-Fernandes and Artis Science 2018
Trier and Kim, Curr Op Immunol 2018
Mack and Kim Trends Immunol 2018
Oetjen LK et al, Cell 2017



AvemOuunTeg evépyeieg Jakinibs

« Infection — equivalent to biologics, including serious and opportunistic
Infections

* Including: TB, nontuberculous mycobacteria, Candida, Pneumocystisjirovecii,
Cryptococcus, toxoplasmosis

 Viral infection
 Herpes zoster — more commonthan biologics
« 1.5to0 2 fold higher; more common in Asian populations
» Relatedto IFNa antagonism?

* VVZ\Vreactivation also seen with Sifalimumab in SLE

 Small number of CMVinfections

Winthrop KL et al Nat Rev Rheum 2017
Kivotz A. et al Sem Arthr Rheum 2018



AvemBuunTeg evépyelec Jakinibs

Cytopenias: anemia, leukopenia, neutropenia
 Jak2inhibition? IL-6?
DVT— Drug vs Class effect? Mechanism?

Yun et al Abstr 824 ACR 2018
Desaiet al Abstr LO9, ACR 2018

Increased lipids

« Significance for CVdisease? HDLmay also beincreased
Taylor et al ARD2018

Gl perforation

« Efficaciousin IBD (?)
Increased transaminases
Increased CPK

Increased creatinine

 Decreased creatinine clearance, no long term renal impairment
Winthrop KL et al Nat Rev Rheum 2017

Malignancy — no evidence of increased risk at this time
Kivotz A. et al Sem Arthr Rheum 2018



Incidence rate for AEs of special interest with tofacitinib
are comparable to bDMARDSs, except for HZ

AEs of special interest
(Overall tofacitinib population—phase 123 LTE)12

Range
- observed with
£5° ] bDMARDS 630
0 —
) §’4 } i 319
c 803 |
3> ¢ 27
gx2-
q) Q
S ol /0,9
8 9|O 1 1 ' O'3I ' O,2I 1 . O’]: ' 0,4: . O’]-I
Serious HZ Ol (-TB) B Malignancy Lymphoma MACE Gl

Infection (-NMSC) perforation



Incidence rate for AEs of special interest with tofacitinib are comparable fo

bDMARDSs, except for HZ

o O Incidence rate I1s

alm'a
[E_Hz events were G—-a]—b similar to bDMARDs

medically manageable? except for HZ1.6-30

_ Incidence rate |s
stable over time1—

AEs of special interest
(Overall tofacifinib populafion—phase 123 LTE) 2

Fange observed with
bDMARDs!.530

o~ b A
@0
i —
a= 4 §f3.9
L
& 7
g2 il27
ET 27
Lak] E- -1 . ﬂ
g o =l
== P 3 0.2 — Cx04
U - [' I 1 1 1 u-1 1 1 . u.1
Senous HZ Ol {-TE) TE Malignancy Lymphoma MACE G| perforation
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treatment with tofacitinib, preferably
4 weeks before start

The approved dose of tofacitinib 12 5 mg twice daily

Cobwes SB at al, Aes Afessr D5, DOA T TECT:1353-1362, Supalamen te: Cohen 5B 2 a4l Ann Seum S, 2007 76{T:1153-1 152, Wintsrop EL @2 al. Ans Slewer Dde 2016 75{6):1133-11338. Marierme Xl Arthrkb Care Aea fHabaken). 3047 Sap 21, doi: 20,0002 /e, 23421, [Epub ahead af print]. Winthrop £1 et al, &chard Abeamars,
IOAT, D00 20 1002 Er e 40LEF Srand Vol &l Arthrkh fed Thees, 201517361 Yiera BIC &2 al. Chn Ther, DA EE012IRTE-264]1. Yamaoka £ Dsug Sof. 016 PN HA23-B40, Corta B el al. Add Aheam O, 3006 TS1E0):LE43-2887. Wiainblatt ME &1 &l. § Aheamars), D01 E40(ECTET-TF7. Kayalane EC &1 6l J Ahesmaral DOl 1487
1497, Byirk WP ab al. Asd Afeea D4, DOLS T4 1) 86-103. Bur=aa% GR &9 dl. Ans Afesss D6, 2003 708510524 Kiy | & 6l. § Ahrammais D01643[(A212130-21 30 S50 BIH at al. &rbals R Thar 3017235 A181. Coa=ai-Eaino 1) @l al. Pradantad &1 EULLE Assial Cengrads al Rbeumatelagy; hine 23.17, 2017; Madid, Span.
Postar THISADE. Manaing 8 et @l Seemle depbeing Bhaum. 3017, In @reds. Aeg: [ lasies s e the i s risss u matism o e i f00q 0.0 72| 16] 303 06- T italvex). Secassied By 17, 3017, Gombab &8 2 al. f Dvugs Devmaoral. 3041203 2B5-300. Cantascor. Aemiceda® {inllimab). Prasestation 16 tha Faod snd Drug Adminiiration
drthritis Sdvisor Cossitrae, UAL: hovg: [Foewes. Tdagoviehr mafdes ketsfae 03l ideef 305001, im . decadaed Getebar 20, 2014, Charkia-Sehoemen C el &l Sesrdt Aribrktls Sheum 20368 46{3): DEA-271. A A a1 6L Arthirkls Sl usestol 2014;66]E]: 193 7-1087 . vas Vol o ndewes AF at al. J Rbsumatal 3015 42)00): 17611 P86, Welia F
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Braisard P &2 al. O bafree Do, J00545]6): 717-T32. Axking J et al. Svbans Aleom, J005 537 2965-1992. Disen WG et al Arrheins Bhvum, J00554]8): 2553-3375. Saang 55 a1 &l. & Rheamoaral, D007, 3404 706-7 11 Jung S8 @2 al. in2 J Beaum Do, DOES;1803):-323-350, Ea Wikt 1 al. b & Todere Covg D4, 204317221 Sm0-1505,
Chia B 1 & 1m0 ) Rhiea= Dh. 20141 Mausal 31919 Sngh 18 &% al. Arthnth Care Aie (Habakes) 201568111 1-25. Sngh 14 &% al. Arthned Cane R (Habakes) 201568|1):1-252 Hirpas A 1 &l MW WS Mach Martal Wiy Aea. 2008, 57RR-5]. 1-30 quis CEZ-4.




Systematic review and meta-analysis of serious infections
with tofacitinib and bDMARDSs in RA clinical trials

Number Serious infection event rate Patient-

Drug of trials per 100 patient-years (95% CI) Patients years

Abatacept! 11 — 3.04 5953 6070

Rituximab' 8 i 3.72 1920 2687

Tocilizumab? 13 1 5.45 9547 4522

Infliximab 11 1 6.11 4592 3555
Etanercept! 17 4.06 ! 7141 13037

Certolizumab pegol’ S 7.59 | 3212 1339
Golimumab' 6 1 5.31 2820 1648

Adalimumab’ 18 1 5.04 6570 7095
TNFi 57 — 4.9 26492 29429

Tofacitinib 5 mg — Phase 31 6 . 3.02 1587 1464
Tofacitinib 5 mg — P1P2P3LTE? 1 : i 3.1 2239 6870

Adalimumab*’ 1 @ i 1.68 204 179

| [ [ |
0 2 4 6 8 10

Rate per 100 patient-years

Strand et al Arthr Res Ther 2015



Corrona’

data to empower”

Corrona: Real-World Safety Study of Tofacitinib vs
Biologic DMARDSs in RA patients

= Prospective, observational, 5-yr safety study using propensity score methods

Cohorts From US
Corrona RA Registry

Propensity Score Trimmed*

Tofacitinib Tofacitinib
Patients with RA who 5 mg BID 5 mg BID )
started tofacitinib or a / (n = 1544) (n=1117) 5 yrs, AE of interest,
biologic DMARD between - sta;:t new tCI;erap}},
November 2013 and L o eath, or 90 days after
Biologic DMARDs Biologic DMARDs discontinuation

June 2017

(n = 7083) (n = 5542)

Kremer. EULAR 2019. Abstr OP0028.
Kremer J, et al. Arthritis Rheumatol. 2019; 71 (suppl 10): Abstract # 2372



Corrona: Venous Thromboembolic Events

VTE Deep Vein Pulmonary
Thrombosis Embolism
1.00-
. Tofacitinib
0.80- PN Biologic DMARDs
0.60-

Incidence Rate*
(Events/100 PY)

0.40-
0.33
0.20-

@0.19 I 0.19 0.14 I 0.18
0.05

0.00
n 4 30 1 17 3 16
PY 2136.4 9879.3 2137.9 9892.0 2136.7 9891.8

Kremer. EULAR 2019. Abstr OP0028.
Kremer J, et al. Arthritis Rheumatol. 2019; 71 (suppl 10): Abstract # 2372



Incidence of venous and arterial thromboembolic
events reported in the tofacitinib rheumatoid arthritis,
Development programmes and from real-world data

n/N IR (95% Cl) Drug exposure (PY)
DVT bDMARD initiators —{— 14/5159  0.19 (0.10-0.31) 7546.6
bDMARD initiators with cardiovascular risk factors : {1 | 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 ——o : 1/599 0.11 (0.00-0.60) 929.1
PE bDMARD initiators —0— 13/5159  0.17 (0.09-0.29) 7553.9
bDMARD initiators with cardiovascular risk factors O | ) 37170

t 10/2551 0.27 (0.13-0.49
Tofacitinib initiators ——O ! 2/1130 0.12 (0.01-0.42) 1714.8

Tofacitinib initiators with cardiovascular risk factors i 1/599 0.11 (0.00-0.60) 929.8

VTE (DVT or PE) bDMARD initiators T 24/5159  0.32 (0.20-0.47) 7541.2
bDMARD initiators with cardiovascular risk factors | o] | 19/2551  0.51 (0.31-0.80) 3709.4

Tofacitinib initiators | | O : 3/1130  0.18 (0.04-0.51) 1713.5

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

I 1 I 1
0.0 0.4 0.8 1.2
IR (95% Cl)

IRs of DVT, PE, VTE were higher in patients with defined baseline cardiovascular CV or VTE
risk factors vs those without, in both tofacitinib- and bDMARD-treated patients.

ONLY 5mg BID is the approved dose of tofacitinitib in RA and PsA Mease P. et al. ARD 2020



DVT

PE

Incidence of venous and arterial thromboembolic

events reported in the tofacitinib rheumatoid arthritis,

Development programmes and from real-world data

RA programme
(cardiovascular risk factors)

RA programme
(VTE risk factors)

ENTRACTE

A3921133

RA programme
(cardiovascular risk factors)

RA programme
(VTE risk factors)

ENTRACTE

A3921133

All tofacitinib doses
Average tofacitinib 5 mg BID
Average tofacitinib 10 mg BID

All tofacitinib doses
Average tofacitinib 5 mg BID
Average tofacitinib 10 mg BID

Etanercept
Tocilizumab

TNFi
Tofacitinib 5 mg BID
Tofacitinib 10 mg BID

All tofacitinib doses
Average tofacitinib 5 mg BID
Average tofacitinib 10 mg BID

All tofacitinib doses
Average tofacitinib 5 mg BID
Average tofacitinib 10 mg BID

Etanercept
Tocilizumab

TNFi
Tofacitinib 5 mg BID
Tofacitinib 10 mg BID

0.0

ONLY 5mg BID is the approved dose of tofacitinitib in RA and PsA

@ |
——
——
——
(@]
—A—A
I l. !
1 I |
0.4 0.8 1.2
IR (95% Cl)

Mease P. et al. ARD 2020



Incidence Rate
(Events/100 PY)

Corrona: MACE, Serious Infection Events, Herpes Zoster

Crude Incidence Rate Adjusted HRs'
Serious Herpes
6.00 MACE Infection Events Zoster* HR (95% Cl)* P Value
VU9 1
® Tofacitinib MACE I—O—:-I 0.60 (0.3-1.18) 137
® Biologic . I
4.00 - Serious 4 i
{3.45 I3 08 DMARDs Infection Events I 0.99(0.72-1.36)  .947
: 1
2.00- Herpes Zoster* : —— 2.12 (1.22-3.66)  .007
) 1.59 1
I | 1
Jo.66 £1:00 % 0.69 0.1 1.0 10.0
0.00 < >
n 10 75 51 228 24 52 Lower rate with tofacitinib Lower rate with biologic DMARDs
PY 1519.6 7521.7 1477.7 7412.1 1504.9 7536.8

Kremer. EULAR 2019. Abstr OP0028.
Kremer J, et al. Arthritis Rheumatol. 2019; 71 (suppl 10): Abstract # 2372



In TOF users, exposure to GC approximately doubled the HR for HZ.
No increased risk associated with MTX.

8030 pts (Medicare and MarketScan 2011-2016)

Person Incidence

Exposure Event year Rate Hazard Ratio
With MTX; with GC 40 617 6.5 (4.8-8.8) _— 1.96 (1.33, 2.88)
No MTX; with GC 82 1356 6.0 (4.9-7.5) _ 1.75 (1.28, 2.41)
With MTX; no GC 27 791 3.4 (2.3-5.0) % 0.99 (0.64, 1.54)
No MTX; no GC 73 1986 3.7 (2.94.6) reference

0.25 0.5 1 2 4

Hazard ratio

Curtis JR, et al. Arthritis Care Res 2018



Lower tract GIP associated with RA therapies

Exposure IR (95% CiI) HR (95% CI) HR (95% CI)
Abatacept 0.76 (0.53-1.09) 1.41 (0.90-2.21) H—a—
Rituximab 0.73 (0.23-2.25) 1.72 (0.52-5.69) : 4 |
Tocilizumab 1.26 (0.73-2.18) 2.55(1.33-4.88) —a—
Tofacitinib 1.29 (0.42-3.99) 3.24 (1.05-10.04) | 5 :
Any TNF 0.46 (0.69-1.01) Reference [ |
Prednisone 1.68 (1.36-2.09) 2.24 (1.36-3.70) —a—
>7.5mg/day
Prednisone 0.75 (0.62-0.91) 1.17 (0.74-1.85) e
< 7.5mg/day
Prednisone nouse 0.76 (0.62—0.93) Reference ]

0.1 1 10

Xie et al. Arthritis Rheumatol. 2016



Mean change from baseline
in LDL-C (mg/dL) (%)

Mean change from baseline
in HDL-C (mg/dL) (%)

Increases in serum lipids have been seen in the first 3 months,
with stable levels thereafter.
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Safety and Efficacy of Tofacitinib For Up to 9.5 Years
In The Treatment of Rheumatoid Arthritis: Final
Results of a Global, Open-Label, Long-Term
Extension Study
(4.481 pts)

Wollenhaupt J, Lee EB, Curtis JR, Silverfield J, Terry K, Soma K,
Mojcik C, DeMasi R, Strengholt S, Kwok K, Lazariciu |, Wang L,
Cohen S

Arthritis Res Ther. 2019 Apr 5;21(1):89.



Mean DAS28-4(ESR) decreased at Month 1 but remained consistent over time
Remission was observed in 24.7% of patients with all TOF at Month 96
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Serious infections, malignancies excluding NMSC and herpes zoster
over time have showed to remain generally stable.
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Total cholesterol and LDL remained generally stable over time
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Absolute lymphocyte count levels gradually declined until month 48, thereafter the
levels stabilized. Changes over time were observed in neutrophils.
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Alaxeipion Autoavoowyv voonuatwy 1o 2020. Ti aAAddel;
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Jakinibs
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Tofacitinib

YwnAéc ACR atTokpioe€lg Kal TTooO00TA UPeonG e diaTrpnon oToV XPOvo
Y1repoxn Evavtl TN MTX o€ TTpwTo-6€PATTEUOUEVOUC QOBEVEIC
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