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Infliximab
Etanercept
Adalimumab
Anakinra Certolizumab
Golimumab

I

TNF

Tocilizumab
Sarilumab
Sirukumab

Canakinumab

Abatacept
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B cell
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Rituximab

TRENDS in Pharmacological Sciences

Koenders et al, Trends Pharm Sci 2015
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Clinical
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Experience with tofacitinib in clinical trials

Pooled data: Pooled data: Pooled data: Pooled data:
6 Phase 2, 5 Phase 3, Phase 2 /Phase 3 / Phase 1/ Phase 2 / Phase 3/ Phase 1 / Phase 2 / Phase 3 /
2 LTE studies LTE studies LTE studies LTE studies

4789 patients 4789 patients 6194 patients 7061 patients
5651 patient-years? 8460 patient-years? 19,406 patient-years* 22,875 patient-years®

LTE study
4102 patients

LTE studies

4967 patients

5963 patient-years?
£ E 17,738 patient-years®

1. Winthrop KL et al. Arthritis Rheumatol. 2014'66(1%):2675—2684.
2. Cohen S et al, Arthritis Rheumatol. 2014;66&1]52:2 24-2937.
3' ‘évorllengaup 5 alki} Rhebjmaztc‘)):szmg;l‘u(' ) 37685221' 2016-210457
. Cohen etal. Ann eum DIs. an . pli: annrheumadis-. - . .
5 Bata on file. Pfizer Inc, New York, N, © LTE, long-term extension.
Nand PY as of March 2017






Response Rates (%)

ORAL Standard was not powered to be a head-to-head trial with adalimumab.
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Tofacitinib monotherapy and combination therapy demonstrated
significant and consistent improvements in disease signs and symptoms

ORAL Solo? (3M)

(N=610)
7
7
»
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ACR20 ACR50 ACR70

DMARD-IR

# Tofacitinib 5 mg

ORAL Sync? (6M)
(N=792)

52"

13 13™

ACR20 ACR50 ACR70

DMARD-IR

B Tofacitinib 5 mg bid + MTX or nonbiologic DMARDs

1. Fleischmann et al. N Engl J Med 2012;367:495-507.

2. Kremer et al. Ann Intern Med 2013;159:253-61.

3. van der Heijde et al. Arth Rheum 2013;65:559-70.

4. van Vollenhoven et al. N Engl J Med 2012;367:508-19.

5. Fleischmann R et al. Lancet 2017; S0140-6736(17)31618-5.

ACR response rates

ORAL Scan? (6M)
(N=797)
51%
324
25
15%
8
1

ACR20 ACR50 ACRT70

MTX-IR

ORAL Standard* (6M)
(N=717)

Sl
47"
37t
28t
20t

12 ot

ACR20 ACR50 ACR70

MTX-IR

Il Placebo + MTX or nonbiologic DMARDs

ORAL Strategy® (6M)$
(N=1152)

7371

SONMIIANNNNNNAN &
SRR 8

ACR20 ACR50 ACR70

MTX-IR

B Adalimumab 40 mg SC g2w + MTX

"P<0.001 "P=0.003 *""P<0.001 vs baseline "P<0.05 *P<0.0001 $All patients receiving active treatment,
no advancement penalty applied

ACR20 at month 6 was a primary endpoint in ORAL Sync, ORAL Standard, and ORAL Scan. ACR20 was a
primary endpoint at month 3 and a secondary endpoint at month 6 in ORAL Step.



Rapid onset of action of tofacitinib

ORAL Solo in MTX-IR patients? ORAL Sync in DMARD-IR patients?

—@— Tofacitinib 5 mg BID, ACR20
Placebo —@— Tofacitinib 5 mg BID + csDMARD(s)
Placebo > Tofacitinib 5 mg BID Placebo + csDMARD(s)
100 100
Sustained
o efficacy
'g . 80 § 80
v X o
;C: ; Rapid E =
=& 60\ o & 60
35 £z
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%5 407 ¢85 404
g 2 o
X S
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E 20 27 < 20
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0 2 Weeks 3 Months 6 Months 0 1 2 3 4 5 6

Significant improvements with both in monotherapy and combination therapy

ACR20 response rates vs placebo, as early as week 2

“p<0.0001; “p<0.001; ***p<0.001 vs. baseline.

l . Flelsch man n et al i N Engl J Med i 2012 ’ 367(6) 495_507 , ACR American college rheumatology; BID, twice daily; DMARD, disease modifying anti-rheumatic drug; IR, inadequate response; MTX, methotrexate
2. Kremer et al. Ann Intern Med 2013;159:253-61:Suppl



DAS28-4(ESR) response rates across tofacitinib Phase 3 studies

DAS28-4 (ESR)<2.6
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Solo (3m)! Sync (6M)2 Scan (6M)? Standard (6M)*
M Tofacitinib 5 mg BID B Placebo + MTX ¥4 Tofacitinib 5 mg BID mono B Adalimumab
Placebo

Significant reductions in mean DAS28-4 (ESR) scores vs placebo at Month 6

1. Fleischmann et al. N Engl J Med 2012;367:495-507 **p=0,0038; **p<0.05 *Statistical significance could not be declared in the ORAL Scan study due to
) ’ i i : the step-down procedure

2. Kremer et al. Ann Intern Med 2013;159:253-61. BID, twice daily; DAS, Disease Activity Score;

3. van der Heijde et al. Arth Rheum 2013;65:559-70. ESR, erythrocyte sedimentation rate; MTX, methotrexate

4. van Vollenhoven et al. N Engl J Med 2012;367:508-19.



Secondary radiographic endpoints for patients on tofacitinib

mTSS Erosion score Joint space narrowing score

0.5~

1.04

LS Mean Change (% SE) From Baseline

LS Mean Change (% SE) From Baseline
LS Mean Change (% SE) From Baseline

Month Month Month

—— Placebo + MTX

—®- Tofacitinib 5 mg BID + MTX

Tofacitinib resulted in numerically less progression from baseline in both components of mTSS

(erosion score and JSN score) versus placebo at Months 6 and 12

* p<0.05
12-month data was imputed using linear extrapolation.

van der Heijde D et al. Arthritis Rheum. 2013;65(3):559-70. JSN, joint space narrowing; mTSS modified Total Sharp Score; MTX, methotrexate
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Tofacitinib or Adalimumab versus Placebo

The NEW ENGLAND - - - .
](SURNAL of MEDICINE in Rheumatoid Arthritis

Ronald F. van Yollenhowven, M. DL, Roy Fleischmanmn, M,
Stanley Cohen, M. D, Eun Bong Lee, MDD, Ph.D., Juan A Garcia Meijide, BA_Lry_

Sylke Wagner, M., Sarka Forsjtowa, MDD, Samuuel H. FZwillich, MDD,
Dawid Gruben, Ph. Dy, Tamas Koncze, MDD, Gene W Wallenstein, Ph.[D_,
Sriram Krishnaswarmi, Ph. D, John D, Bradley., . D,
arnd Bethanie Wilkinson, Ph_.D._, for the ORAL Standard Inwvestigators=

M Engl J Med. 2012 Aug 9;387(6):308-19. doi: 10.1056/MEJMoa1112072.

Phase 3 study 717 patients who were receiving stable doses of methotrexate were randomly assigned to 5 mg of tofacitinib twice daily, 10
mg of tofacitinib twice daily, 40 mg of adalimumab once every 2 weeks, or placebo

= 1007 ACR20 (NRI)
ol 80 - Tofacitinib Smg BID + MTX
‘E — —j— Flacebo + MTX
= E B0 - z Flacebo + MTX 2+3mg BID + MTX
E E T __...---"‘i"‘-——-___; T I —f— Adalimumab 40 mg 5C eow + MTX
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Impact of NRI with advancement penalty on ACR 20 response rates

ORAL Standard ACR20 (NRI) at month 6

With advancement penalty’ Without advancement penalty’”

80 H

Patients (%)

30/106

DAS28-4(ESR) <2.6 (Month 6) patients (%)

M Placebo + MTX Il Tofacitinib 5 mg BID + MTX

*p<0.001 vs placebo.
"Primary analysis: NRI (with advancement penalty)

80

™ Actual response rates at Month 6 for active treatment groups, not penalised for lack of

efficacy at Month 3.

van Vollenhoven RF, et al. N Engl J Med. 2012;367:508-519, Suppim.

60.7

119/196

Difference from placebo

5mg — F—e—
116/199
Ada — —e—

Difference from
adalimumab

5mg — H—o—

T T T T I
-10 -5 0 5 10 15 20 25

B Adalimumab 40 mg SC eow
+ MTX

ACR, American College of Rheumatology; BID, twice-daily; DAS28-4(ESR),
Disease Activity Score for 28 joints, erythrocyte sedimentation rate;
eow, every 2 weeks; MTX, methotrexate; NRI, non-responder imputation;
SC, subcutaneous.
This study was not designed for non-inferiority/superiority comparisons
between tofacitinib and adalimumab



Lancet X7 Jul 2939001 0353):457-485 doi: 101016509 40-67 368(1 F)31618-5. Epub 2017 Jun 16.

Efficacy and safety of tofacitinib monotherapy, tofacitinib with methotrexate, and adalimumab
with methotrexate in patients with rheumatoid arthritis (ORAL Strategy): a phase 3b/4, double-

blind, head-to-head, randomised controlled trial.

Fleischmann R, Mysler EZ, Hall §3, Kivitz AJ*, Moots RJ®, Luo 7%, DeMasi R”, Soma K2, Zhang R®, Takiya L”, Tatulych S, Mojcik C®, Krishnaswami S8,

Menon $%, Smolen JS'Y ORAL Strategy investigators.

1152 RA patients from 194 centers in 25 countries, moderate to severe

RA, unresponsive to csDMARS and bDMARSD

DAS28 (ESR)

Anti-CCP

MTX (mg/week)

Corticosteroid
(5-10mg/day)

Cs DMARD
(excluding MTX)

TNF inhibitor
Other bDMARDS

Herpes zoster
vaccination

TOFA

monotherapy

n=384

6.5 (0.9)

291 (76%)

223 (58%)

122 (32%)

28 (7%)
17 (4%)

69 (18%)

TOFA + MTX

n=376

6.6(0.8)

282 (75%)

16,2

214 (57%)

115 (31%)

16 (4%)
14 (4%)

75 (20%)

ADA+MTX

n=386

6.6(0.9)

299 (78%)

16,4

218 (57%)

142 (37%)

19 (5%)
20 (5%)

72 (19%)

T Ik L and
(=384 Ar-376) (n-385)
Sex
Female 313 (B3%) 311 [83%) 320 (B3%)
Male 65 [Py B5(57%) 66 (17%)
Age freamsy 497 (123) SO0 [13-4) 507 (13-4}
Race
Whibe: 296 grw) 2B6 Ene) 293 (76%)
Bladk 11 3%) 13 (5} 18 (5%)
Asian 41 (11%} 38 (0% 40 (10%)
Othar 36 (9%} 33(9%) 35 (9%)
Lecgraphical region
Marth America planads USA) 62 E%) T1[50e) T3 (19%)
Central and South Amesic 93 (24%) DL A% 92 (24%)
rgenting, Chils Maxioa, Pers)
Exstemn Europe, Middle East and Africa 0 (44%) 159 (42%) 164 (43%)
{Bosnia and Heregowing, Bulgaria, Crech
Republic, Estonia, lsrael, Latvia, Lithuania,
Foland, Romania, Bussia, South Africi)
'Western Europe and Turkey (Spain, Torkey, UE) 13 (3%) 15 (4%) 14 (4%)
Hisiaand Padific region (Austraka, Kore, 46 [12%} 40 (11%) 43 [10%)
Pilippines, Tabwan, Thailand)
Duraticn of diszase (yers) 61 54 [
(23-416) (00435 (23-42-5)
Pravinus drug use
Corrrentional syritetic VA RD (eoduding, 123 (F7%) 115 [F1%) 142 (3%}
et hotreabey
Bicdogical DMARD [eeduding THF inhibitar) T A%} 14 (4%) 20 (5%)
THF inhigiter 28 %) 16 (4%) 19 (5%)
chr y math, daze {mig) o 16T 371 154370
Cortioosteroid use 2t baseline 233 (5B%) 214 (5PN} 218 (5%}
Diaily corticostercid doseat basefine (mg) 73(133) 65 2:5) 65 (26)
Tender joirt count (28} 15-4 {6-5% 156 (6.5} 15:2 (67
‘Swollen joint count (28} 112 (5-6) 118 (57) 11.0 (5-4)
Patiert Global Amesrment 601 (214} 617 (220} 502 (235)
Physician Cosal Assessment 597 (7N o7 {180y 603 [19-5)
Pair 61.3 (20.7) 60T {2245 606 (226}
DASZE- 4(E5R)y 6.5 oy 66 (D) 6.5 (10y
DASZE-40CRPY 57 (05 58 o9) 57 [0
SDAL 402 3-0% 16132} 398033
cou 386 (12 6) 38T (127} 3B229)
HAQ-DI 15 o6y 16 (06 15 o)
hsCRF gy 166 (19.3) 187 2149 167 (213)
Patients amessed for chewmatoid factor at TR 6T (T1%) rrleres]
soreening
Rhewmatoid factor in patients assessed (Ufml) 4329 (E01.0) 4353 [B96-5) 3593 (5655}
Ants CCP-positive 291 FE%) W2 [75%) 253 (7E%)
Receired liwe herpes roster vaccnation at &3 [18%) 75 (200 T2(19%)
screening or basdine
Data:are n (%] mean (50} of median jrangs). Ok g, THF-tu Mo necross

factor. DAS2E- 4{ESH - DEase Aty ity SO00 IN 28 [ints, Sty it SEcmEntation rte. DAS2E-4(CRFj- [issase
Actuity Score In 22 joints, CReactve protein. SDAL-S Impified Dizase Actyity Index. COA - Oinkal Diease Actuity
o HA G Di=Health Acseccment Juestionnane- DEabiIty Incex. TeCRP=high. seraitivity C-neactise probein.
OCP=cydic chtrulinzbed peptice. * By VissalA rafogue Saie.

Table L Patient demographics and baselin dissase charactenistics In the full anabysts set




Response rate (%)

k\w%

ORAL Strategy primary endpoint: ACR50 at Month 6

100 -
90 A
80 A

60 -

30 A

0 .

Tofacitinib 5mg  Tofacitinib 5mg  Adalimumab 40
mg + MTX

BID BID + MTX
N=384 N=376

Fleischmann R et al. Lancet 2017; S0140-6736(17)31618-5.

N=386

Tofacitinib 5 mg BID + MTX vs
Adalimumab + MTX

Adalimumab + MTX

Tofacitinib 5 mg BID vs -1.7%
Tofacitinib 5 mg BID + MTX -16.3% e——— 0.8%

Non-
inferiority
margin
(-13%) 2.2%
-6.4% T————— ] 0.9%
Tofacitinib 5 mg BID vs -5.5%

-14.0% ——————fe——— 3.0%

-20 -15 -10 -5 0 5 10 15

Non-inferiority not demonstrated

Difference between groups in
ACR50 response rates at month 6

Inferior

ACR50, 50% improvement in American College of Rheumatology response criteria;
BID, twice daily; MTX, methotrexate.



ACR20, ACR50 and ACR70 response rates in ORAL Strategy

=¥= Tofacitinib monotherapy -@~— Tofacitinib and methotrexate =—k— Adalimumab and methotrexate
80 80 -
70 70—
60 - 60 -
g 50
Q
)
S 404 40 -
Q
(7]
c
O 304
o
(7]
Q
€ 704
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0 —— I I 1 0T I I 1 0 I I I I
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Fleischmann et al. Lancet 2017; S0140-6736(17)31618-5.



ORAL STARATEGY: SAFETY ISSUES

Aev epdaviotnkayv pn
OVOLLLEVOLEVEC
QVETILOUUNTEC EVEPYELEC

Tofacitinib Tofacitinib Adalimumab
monotherapy and methotrexate  and methotrexate
(n=384) (n=376) (n=386)
Total number of adverse avents* 598 652 620
Patients with adverse events 226 (59%) 231 (61%) 53 (B6%)
Patientswith treatment- related 101 (263%) 111 (30%) 133 35%)
adverse events
Patientswith serious adverse events 35 {0%) I [T%) 24 (6%)
Patients discontinuing due to 73 (6%) 26 [7%) 37 (10%)
adverse events
Patients with severe adverse events 24 (6%) 17 (5%) 23 (6%)
(defined by the imvestigator)
Deathst 2(1%) 0 0
Adverse events of special interest
Serious infections 6 {2%) 10 (3%) 6 (2%}
Herpes zosker 4 {1%) 8 (2%) 6 (2%}
{zeriows and non-seriows)
Herpes zosker 163 [1%) 275 3%) 072 (%)
{seriows and non-seriows)
in patients who were vaccinated
Opportunistic infections 2 {1%) 1(=1%) 2(1%)
{ecluding tuberculosis)
Tuberculosis 1] 2 (1%) o
MACE (non-fatal) 0 0 2{1%)
Malignancy (excheding 1{<1%) 0 o
non-melanoma skin cancer)
Mon-melanoma skin cancer 2 {1%) 0 1(<1%)

Data are n, n (%), or n/M (%). MACE=major adverse cardiovasoular event (induwdes non- fatal myocardial infarction, fatal
cardiovasoular event, and non-fatal cerebrovasoular accident). *Patients covld have had maore than one adverse event.
fine patient died of urosepsis; one patient died of atypical pnevmonia and respiratory distress syndrome associated

with influenza A.

Table 3: Summary of adverse events, serious adverse events, and discontinuations in the safety analysis set




ORAL STRATEGY: CONCLUSIONS

AcBeveic pue petpiov coPfapou Babuol PA pe avenapkn avtanokplon otn MTX
n npooBnkn tofacitinib eival e€loou amoteAecpatikn pe tnv npocbnkn adalimumab
TIPOKELUEVOU va eTITELXOOUV oL BeparmeuTIKOL 0TOXOL 0€ OTL adopd TN UElWON TNG EVEPYOTNTAC

NG VOOOU Kal TN AELTOUPYLKN KATAOTAON TWV 0loOevwy

AcBeveic pe petpiov cofapou Babuol PA pe avemapkn avtanokpion otn MTX n aAlayn oe

novoBeparneia pe tofacitinib de paivetal va odnyel ota emBuUNTA OepPATIEVTIKA ATTOTEAETLOTA

H xopriynon tofacitinib w¢ povoBepameia 6e pnopet va amokAelotel oe aioBeveic mou b€

HUrtopouv va Aapouv pebotpeatn
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Baricitinib versus Placebo or Adalimumab
in Rheumatoid Arthritcis

Peter <. Taylor, P12, Ph.D., Edward C. Keystone, MNM_D .,
Deéesirge van der Heijde, MDD, Ph.D., Michael E. Weinblatt, na. ..
Liliamna del Carrmen Morales, M., Jairme Reyes Gonzaga, M. .
Sergey Yakushin, M.D., Tacsko Ishii. M.oD., Kahakw Ermmoto, MM.D.,
Scott Beattie, Ph.D., Wipin Arora, Ph.D., Carcol Gaich, Pharrm. >,

Terence Rooney, M.D., Douglas Schlichting, R.MN., Ph.>._,
Williarm L. PMacias, M.D., Ph.D., Stephanie de Bono, MDD, Ph.D..

and Yoshiya Tanaka, M_.D.. Ph.D. N Engl ] Med 2017,376:651-62.
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EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs: 2016 update

Josef S Smolen, ' * Robert Landewé,? ? Johannes Bijlsma,® Gerd Burmester,®
Katerina Chatzidic}n?sicru,? Maxime Dougadas_s Jlackie Mam,® Sofia Ramiro, '®
Marieke VWoshaar,'' Ronald van vollenhowven,®? Daniel Aletaha,’ Martin Aringer, 12
Maarten Boers,'? Chris D Buckley,'* Frank Buttgereit,® Wivian Bykerk, '='%

Mario Cardiel,’” Bernard Combe,'® Maurizio Cutolo,’ ¥wvonne van Eijk-Hustings,*"
Paul Emery,"} Axel Finckh, 2" Cem Gaba}nz‘ Juan Gomez-Reino,®? Laure Gossec,”>
lacques-Eric Gottenberg,** Johanna M W Hazes,”” Tom Huizinga,'' Meghna Jani,*®
Dmitry Karateev,”’ Marios Kouloumas,“®“® Tore Kvien,*® Zhanguo Li, ="'

®awvier Mariette,&Z lain Mclnnes,> Eduardo Mysler,sd Peter Mash,&” Karel Pavelka,™
Gyula Poor, =7 Christophe Richez,>® Piet wvan Riel,™ aAndrea Rubbert-Roth,*”
Kenneth Saag,”?' Jose da Silva,?® Tanja Stamm,®® Tsutomu Takeuchi,*?

René Westhowvens,*” %% mMaarten de wWit,?” Désirée wvan der HEijdE1D
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EULAR Recommendations 2016: Phase |l

|
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unfavourable factors

absent
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present

Achieve
improvement at Change to or add

3 mo and target a 2nd csDMARD
at 6 mo

Add a bDMARD {current practice)
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a JAK inhibitor

Achi—ye improvement at

4 mo and target at 6 mo st
4’ Conti
No ontinue
v

Failure phase ll: Dose reduction/interval
Go to phase |l increase in sustained remission






Lancet. 2013 Feb 9;351(9865):451-60. doi: 10.1016/S0140-6736(12)61424-X_. Epub 2013 Jan 5.

Tofacitinib (CP-690,550) in combination with methotrexate in patients with active rheumatoid arthritis
with an inadequate response to tumour necrosis factor inhibitors: a randomised phase 3 trial.

Burmester GR1, Blanco R, Charles-Schoeman C, Wollenhaupt J, Zerbini C, Benda B, Gruben D, Wallenstein G, Krishnaswami S, Zwillich SH, Koncz T, Soma K, Bradley
J, Mebus C; ORAL Step investigators.

Primary endpoint

399 patients with = = 100 ;
inadequate response w3z
S T &
to tumour = c
. v o X 80 A
necrosis factor g > s
inhibitors (TNFi) 2 g %
v =
(1/3 of patients treated = 60 A
with 2 or more TNFi) E S "g-
[}
< Ex 40
] —

Step (N=399)

Patient type TNFi-IR

Tofacitinib regimen (5 mg BID) + MTX

Time of primary endpoint (mo) 3

.
o

Tofacitinib 5 mg BID + MTX or nonbiologic DMARDs (N=132) Placebo + MTX or nonbiologic DMARDs (N=131)

p=0.0024; **p<0.0001; ***p<0.001 vs placebo + MTX

Burmester et al. Lancet 2013;381(9865):451—60_ ACR, American college rheumatology; DMARD, disease modifying anti-rheumatic drug; FAS, full analysis set; MTX,
methotrexate; NRI, nonresponder imputation;
TNF-IR, tumor necrosis factor inadequate responders;



HAQ-DI and DAS28-4(ESR)<2.6 in TNF-IR patients on tofacitinib

HAQ-DI improvement at Month 3 DAS28-4(ESR)<2.6
(FAS, longitudinal model) At Month 3
n= 118 117
%k %k

0 -~ 10 -
2 0
= -0,1 - 8
(]
2 ~ 7
a S
£ -0,2 - -0.18 MCID @ 6
£ =-0.22 5 2 ]
w 03 - © i
5 & 3 - 1.7
S 2
% 0,4 - L

-0.43 0 -
05~ * n= 2/120 8/119

B Tofacitinib 5 mg BID + MTX B Placebo + MTX

*p<0.0001; **p<0.05 vs placebo at month 3 (unadjusted).

BID, twice daily; DAS, Disease Activity Score; DMARD, disease modifying anti-rheumatic drug; ESR, erythrocyte

sedimentation rate; FAS, full analysis set; HAQ-DI, Health Assessment Questionnaire-Disability Index; LSM, least
Burmester et al. Lancet 2013;381(9865):451-60. squares mean; MCID, minimum clinically important difference; TNF-IR, tumor necrosis factor inadequate responders



Poster Presentations
Rheumatoid arthritis - non biologic treatment

THUO185 Comparison of tofacitinib safety and efficacy in rheumatoid

arthritis patients with inadequate response to conventional synthetic
dmards, or to one or more biological dmards

C Charles—Schoeman1,J Kremerz, S Knshnaswa mia, K Somaq,J Geier4, R Zhang4, S Strengho|t4, G ESurmes‘[v:—:-r5

Table. Selected safety and efficacy outcomes by prior failed treatment.
c¢sDMARD-IR- Overall 1 2
only BDMARD-IR | BDMARD-IR | bDMARD-IRs csDMARD-IR only Overall bDMARD-IR 1 hDMARD-IR 22 hDMARD-IR
P2/P3 RCT population (0-24 months);*
incidence rate (pts with event/100 pt-years) (95% CI)
Tofacitinib 5 mg BID 124(103,148) 126(78,193) 127(68,21.7) 126(54,24.7)
SAEs Tofacitmb 10 mg BID 97(79,118) 125(76,193) 12.1(63,21.1) 13.1(5.6,25.7) ?0 —
Placebo 11.5(76,168) 205(98,37.7) 198(73,43.1) 21.6(59,554) 1]
Tofacitinib 5 mg BID 34(24,47) 17(04,50) 09(00,52) | 29(04,106) g :
Sls Tofacitinib 10 mg BID 34(24,47) 30(10,71) 30(06,87) 32(04,114) [«] 6{] -
Placebo 1.7(05,43) 41(05,14.7) 33(0.1,183) 54(0.1,30.1) %
Tofacitimb 5 mg BID 39(28.53) 5.3(24,10.0) 28(06.83) 9.1(34.199) ] $%
HZ Tofacitmib 10 mg BID 48(35,63) 63(30,11.6) 62(23,134) 66(18.168) ; 5{] - # £
Placebo 26(09,55) 00(00,75) 00(00,121) 00(0.0,198) A
All RA population (up to 96 months); -4
incidence rate (pts with event/100 pt-years) (95% C1) (* R
Tofacitmib 5 mg BID 9.7(8.9,106) 148(11.4,189) 159(115,21.3) 12.8(7.7,200) 4 BS 40 N
SAEs Tofacttmib 10 mg BID 9.7(9.0.104) 11.6(100, 133) 11.8(9.8,14.0) 11.3(88,143) gn H
All tofacitinib doses 97(92.102) 122(108,138) 126(108,14.7) 11.6(93,143) - 30 _
Tofacitinib 5 mg BID 29(25,34) 45(28,68) 47(27,78) 41(1.6,84) a H
Slks Tofacitinib 10 mg BID 27(23,31) 35(27,44) 40(29,53) 26(15,4.1) I.E
All tofacitimb doses 28(25.3.1) 37(29,45) 41(32.53) 29(19,42) g 20 _
Tofactnib 5 mg BID 37(32,43) 48(30,72) 36(18.64) 71(35,127) W
HZ Tofacitinib 10 mg BID 42(38,47) 44(35,55) 41(3.0,55) 49(33,70) E
All tofacitinib doses 40(37,44) 45(36,55) 40(3.0,52) 54(39,72) .g 10 _
Efficacy endpoints in the P3 RCT population at Month 3; % of pts E
Tofacitmb 5 mg BID 59440+ 43544 453¢ 40.6* a
ACR20 Tofacitmib 10 mg BID 65442+ 50644+ 5064+ 50,644+ 0 _
Placebo 271 246 212 200
DAS28- | Tofacitmib 5 mg BID 15900 127* 119 14.0* B
i(fzs'*' Tofacitmib 10 mg BID 21,1400 1580 157¢ 16.5* N= 940 187 26 1N 130 114 % 65
B Placebo 39 49 58 34
L e M et e B Tofacitinib 5mg BID B Placeho
A, change from baseline; BID, twice daily; bDMARD, biological disease-modifymg antirheumatic drug; Cl, confidence mterval;
¢sDMARD, conventional synthetic discase-modifying antirheumatic drug: DAS28-4(ESR), Discase Activity Score in 28 joints with
erythrocyte sedimentation rate; HZ, herpes zoster, IR, inadequate response, P, Phase; pts, patients; pt-years, patient-years, RA,
h d arthritis, RCT, randomised controlled trial, SAE, serious adverse event, S, senious infection Adapted from Charles-Schoeman et al. Presentation THU0185.

The approved dose of tofacitinib is 5 mg twice daily EULAR 2017
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Tofacitinib? Failure in phase Il
BID dosing

Very good efficacy/safety Change bDMARD or

Longer practice-based use a JAK inhibitor
experience 1

&

Achieve improvement at Other bDMARD

Baricitinib® 3 mo and target at 6 mo or csDMARD

e QD dosing

* \ery good efficacy/safety Yés Nio
~—  _— :
Continue
{

Dose reduction/interval increase
in sustained remission







Significant differences from placebo at Month 3

Standard
106445

5mg

Patient pain \/ \/ \/ v v

Patient global

v NS* v

HAQ-DI

SF-36 - MCS NS v v

v
v
SF-36 - PCS v
v
v

FACIT-fatigue

DN N N N N N
<
<
<

MOS Sleep NS

1. Fleischmann R et al. N Engl J Med 2012;367:495-507.
i . . Significant differences between tofacitinib (5 and 10 mg BID) versus placebo/MTX at Month 3 at P

2.Strand Vetal. Ann R.h.eum Dis 2011;70(Suppl3):88. <0.05. (FAS, longitudinal model). *For ORAL Scan nominal significance only due to failed primary
3. Strand V et al. Arthritis Rheum 2011;63 Suppl 10:2627. endpoint. Grey columns indicate where the primary endpoint was not reached.
4. van Vollenhoven RF et al. N Engl J Med 2012;367:508-19. BID. twice dailv: FAS. full analvsis set: FACIT. functional + of chronic il " HAQDI

ce. , twice daily; FAS, full analysis set; , functional assessment of chronic illness therapy; -DI,
5. Strand V et al. Rheumatology (Oxford). 2016;55:1031-41. health assessment questionnaire disability index; MTX, methotrexate; NS, not significant; SF-36, Short
6. Burmester GR et al. Arthritis Rheum 2012;64 Suppl 10:1283. Form Health Survey 36.
7. Clinical Trials https://clinicaltrials.gov/ct2/show/NCT00847613. Accessed 2" February 2018
8. Strand V et al. Arthritis Care Res (Hoboken). 2015;67:475-83.


https://clinicaltrials.gov/ct2/show/NCT00847613

Mean change in HAQ-DI from baseline in patients on tofacitinib

Solo (3M)? Sync (3M)? Standard (3M)3 Scan (3M)* Step (3M)*
0,0
_012 _"-UTTS‘-
—
o
= -0,4 -
o
=
< -0,5
S 0,6 - o 0,6 - * -0,6 - = 0,6 - 0,6 -
(72} * *k
—
-0,8 -0,8 ~ -0,8 ~ -0,8 -~ -0,8 -+
-1,0 - -1,0 - -1,0 - -1,0 - -1,0 -
B Tofacitinib 5 mg BID + B Tofacitinib 5 mg BID mono B Placebo+ MTX B Adalimumab 40 mg SC Q2W
MTX or nonbiologic DMARDs Placebo

Tofacitinib produced significant decreases

in HAQ-DI scores compared with placebo and methotrexate

**p<0.001, ***p<0.0001 vs placebo vs methotrexate

FAS, Longitudinal model, BID, twice daily; BL, baseline; FAS, full analysis set FAS, full
analysis set; HAQ-DI, Health Assessment Questionnaire-Disability Index; LSM, least
squares mean; MTX, methotrexate; SC, subcutaneous; Q2W, every two week

1. Strand V et al. Arth Res Ther 2015;17:307.

2. Strand V et al. Arthritis Rheum 2011;63 Suppl 10:2627.

3. van Vollenhoven RF et al. N Engl J Med 2012;367:508-19.

4. Burmester GR et al. Arthritis Rheum 2012;64 Suppl 10:1283.



Mean change in FACIT-F and MOS sleep scale (overall sleep) from

baseline in patients on tofacitinib

FACIT-F MOS sleep scale
Sync (3M)3 Solo (3M)?
10 A 10 ~ 0
8 8
* %k _2 n
67

— —
[aa] o
£ S
(®) o -4 4
> MCID -
< e — 1 <
E =4.0 -4,81
5 2,84 g
— —

-6 - -6 -

-6,19
%k
7,13
-8 - -8 A
Scan (3M)?! Solo (3M)?
B Tofacitinib 5 mg BID + B Tofacitinib 5 mg BID mono B Placebo+ MTX B Adalimumab 40 mg SC Q2W
MTX or nonbiologic DMARDs Placebo

Tofacitinib produced greater improvements in fatigue and sleep compared with placebo

**p<0.001; ***p<0.0001 vs placebo
BID, twice daily; BL, baseline; DMARDs, disease-modifying anti-rheumatic drugs;
- FAS, Longitudinal model; FACIT-F, Functional Assessment of Chronic lliness Therapy - Fatigue; LSM, least squares mean; MCID, minimal
1. Burmester GR et al. Arthritis Rheum 2012;64 Suppl 10:1283; clinically important difference; MTX, methotrexate; MOS, medical outcomes survey; Q2W, every two week; SC subcutaneous;
2. Strand V et al. Arth Res Ther 2015;17:307;

3. Strand V et al. Arthritis Rheum 2011;63 Suppl 10:2627



Improvement in fatigue and pain with tofacitinib treatment at

month 3 compared with placebo

Fatigue Pain
==9==Placebo + MTX (n=108)

==0==Placebo (n=122)

=@=Tofacitinib 5 mg bid + MTX or nonbiologic DMARDs =s—=Tofacitinib 5 mg bid (n=243)
(n=204)
—0—.Ada|imumab 40 mgsc 2w (n=204) Month
10
T L
9 4 n
+l
[TH 8 41 ()
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[=|™ @®©
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S8 4 >
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° 3 <
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2 [9))]
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1 1
0 T T T T T T 1 -40 -

LI LI
01 2 3 4 5 6 7 8 9 10 11 12
Month

*P<0.05. **P<0.01. ***P<0.0001.
BID, twice daily; DMARD, disease modifying anti rheumatic drug; FACIT, functional assessment of chronic illness
therapy-fatigue; IR, inadequate responder; LSM, least squares mean; MTX, methotrexate;

1. Strand V et al. Rheumatology (Oxford). 2016;55:1031-41. SE, standard error
2. van Vollenhoven RF, et al. N Engl J Med. 2012;367:508-19
3. Strand V et al. Arthritis Res Ther. 2015;17:307.






Tofacitinib long-term studies

Phase 1/2

incl
LTE studies studies

LTE analysis
(as of first dose of tofacitinib in LTE)
N=4967; PYs=17,738*

* Efficacy, AEs, labs * AEsonly
e Data from two LTEs e Datafrom RA Phase 1, 2, 3, and LTE studies
* Tofacitinib 5 or 10 mg BID, as monotherapy or with » Tofacitinib 5 mg, 10 mg and tofacitinib all populations

background csDMARDs, predominantly MTX

*Data cut-off: March 2017

Reasons for dose change: Safety: Dose reduction from 10 mg to 5 mg BID or
temporary discontinuation of 5 mg BID. IR: Dose increase from 5 mg to

10 mg BID.

AE, adverse event; BID, twice daily; csDMARD, conventional synthetic

1.Wollenhaupt et al. Poster 522 presented at ACR 2017 disease-modifying antirheumatic drug; LTE, long-term extension; MTX, methotrexate;

2.Cohen et al. Ann Rheum Dis 2017:0:1-10 PY, patient-years; RA, rheumatoid arthritis.



Tofacitinib, an Oral Janus Kinase Inhibitor, in the Treatment
of Rheumatoid Arthritis: Safety and Efficacy in Open-Label,
Long-Term Extension Studies over 9 Years

Jiargen Wollenhaupt!, Joel Silverfield2, Eun Bong Lee?, Ketti Terry?, Kenmneth Kwvwol=,
Sander Strengholt®, Ryan Deblasi¥ and Lisy Wang?, "Schoen-Klinik Hamburg-Eilbek

4967 pts were treated (mean [max] duration: 3.5 [9.4] years). In total, 2518 pts (50.7%) discontinued (AEs: 1189 [23.9%];

insufficient clinical response: 179 [3.6%])
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Oral Presentations
Still breaking news on TNF inhibitors in rheumatoeid arthritis

OP0022 TNFl and TOFACITINIB monotherapy and comparative
effectiveness in clinical practice: results from corrona registry

GwW R'E:ed1'2, RA Gerhera, Y Shar11, LTaki}r;, k) Dandreo1, D Gruben3,JM I{remerﬁ, GV "1|"1.|".aaIl‘e-ns.tlein3

Corrona Sites from Inception of RA Registry

* 171 rheumatology practices
across 40 states

* 676 participating
rheumatologists

* Data collected from
45 722 patients

Reed et al. Oral presentation OP0022 presented at: EULAR 2017, Madrid,
Spain.



Oral Presentations
Still breaking news on TNF inhibitors in rheumatoid arthritis

OPO0O22 TNFI and TOFACITINIB monotherapy and comparative
effectiveness in clinical practice: results from corrona registry

Gw ReedLZ, R A Gerberj. Y Shar‘.], L Takiya4, Kl Dandreo1, D Grubena, M Kremera, GV Wallenstein3

Tofa combo vs Tofa mono
(n=106 in each arm)
CDAI LDA/remission

MACR20 ! 4

OR (95% Cl)
L 4 ’ 1.09 (0.61, 1.95)
0.87 (0.39, 1.93)

~ TNFi combo vs Tofa mono
(n=111in each arm)
CDAI LDA/remission

1.21 (0.74, 1.97)

TNFi

mMmACR20
NE 0.87 (0.49, 1.53)
Tofa TNFi combo vs Tofa combo

(n=154 in each arm)
CDAI LDA/remission

- MACR20

1.12 (0.65, 1.93)
1.28 (0.65, 2.53)

0,0 0,5 1,0 1,5 2,0 2,5 3,0 3,5

& [
»

Favours second medication vs first Favours first medication vs second

Similar effectiveness is seen with tofacitinib combination therapy vs tofacitinib monotherapy, and with TNFi

combination therapy vs tofacitinib monotherapy and tofacitinib combination therapy

*Comparisons were in biologic-experienced patients

CDAI, Clinical Disease Activity Index; Cl, confidence interval;

Reed et aI. Oral presentation 0P0022 presented at: EULAR 2017, Madrid, gﬁ%{éﬁ){bmodiﬁed American College of Rheumatology 20; OR, odds ratio; TNFi, tumour necrosis factor inhibitor; tofa,
Spain.



Poster Presentations
Rheumatoid arthritis - non biologic treatment

THUO174 Drug retention of tofacitinib versus biologic antirheumatic
agents in rheumatoid arthritis: observational data from the swiss scgm
registry

A Finckh], L Herz-::gz, A Schererz.J Dudler3, B Mc::lellerz, A Ciu reaE, R Muellerﬁ, P Hasler?, P Exera, | von Muehlenena. D Kyburzg, C
Gabay1. P Zuffereym, on behalf of the Physicians of the SCQM

Kaplan Meier curves Adjusted survival curves
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A Finckh et al. Ann Rheum Dis 2017;76:267 ARD







Tofacitinib leads the JAK class with a well-characterized safety profile, in the largest

RA clinical programs to date

* Most commonly reported Adverse Reactions during the first 3
~7000 patients studied!? months:

headache, upper respiratory tract infections, nasopharyngitis, diarrhea,
nausea, and hypertension

pt-yrs of
>221000 exposure’
ot * Most common Serious Infections reported:

pneumonia, cellulitis, HZ, urinary tract infection, diverticulitis, and
19 appendicitis

PHASE 1
PHASE 2

PHASE 3

clinical studies3#

m * 3.8% of patients discontinued due to adverse reactions during

of observation in first 3 months:
>9 yrs clinical trials? The most common infections resulting in discontinuation of therapy
were HZ and pneumonia

S BIVIETED VR, MO SN SELE) TS Tofacinitib SMPC, Accessed 10MAYA7 at:
identified in LTE database compared with http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/004214/WC500224911.
previous reports of RCT and LTE data?

f
Baqen SB et al. Ann Rheum Dis. 2017;76(7):1253-1262; Supplement to: Cohen SB et al. Ann Rheum Dis. 2017;76(7):1253-1262.5-Curtis JR et al. Clin Rheumatol. 2017;36(3):683-688; Strand V et al.
Arthritis Res Ther. 2015;17:362; Vieira MC et al. Clin Ther. 2016;38(12):2628-2641; Yamaoka K. Drug Saf. 2016;39(9):823-840; Curtis JR et al. Ann Rheum Dis. 2016;75(10):1843-1847; Weinblatt ME
et al. J Rheumatol. 2013;40(6):787-797; Keystone EC et al. J Rheumatol. 2013;40(9):1487-1497; Bykerk VP et al. Ann Rheum Dis. 2015;74(1):96-103; Burmester GR et al. Ann Rheum Dis.
2013;72(4):517-524; Kay J et al. J Rheumatol. 2016;43(12):2120-2130; Schiff MH et al. Arthritis Res Ther. 2011;13(5):R141; Gomez-Reino JJ et al. Presented at: EULAR Annual Congress of
Real-world experience Rheumatology; June 14-17, 2017; Madrid, Spain. Poster THU0196; Maneiro IR et al. Semin Arthritis Rheum. 2017. In press. http://www.semarthritisrheumatism.com/article/S0049-0172(16)30306-
7/fulltext. Accessed May 17, 2017; Gottlieb AB et al. J Drugs Dermatol. 2011;10(3):289-300; Centocor. Remicade® (Infliximab). Presentation to the Food and Drug Administration Arthritis Advisory
Committee. URL: http://www.fda.gov/ohrms/dockets/ac/03/slides/3930s1.htm. Accessed October 10, 2014; Charles-Schoeman C et al. Semin Arthritis Rheum. 2016;46(3):261-271; Alten R et al.

Patlent55 Arthritis Rheumatol. 2014;66(8):1987-1997; van Vollenhoven RF et al. J Rheumatol. 2015;42(10):1761-1766; Kavanaugh A et al. Presented at: ACR/ARHP Annual Meeting; November 11-16, 2016;
> f Washington, DC. Poster 2595; Wolfe F et al. Arthritis Rheum. 2004;50(2):372-379; Brassard P et al. Clin Infect Dis. 2006;43(6):717-722; Askling J et al. Arthritis Rheum. 2005;52(7):1986-1992; Dixon
’ (as o May 2015) WG et al. Arthritis Rheum. 2006;54(8):2368-2376; Seong SS et al. J Rheumatol. 2007;34(4):706-711; Jung SM et al. Int J Rheum Dis. 2015;18(3):323-330; Ke WM et al. Int J Tuberc Lung Dis.

. . . . o A 2013;17(12):1590-1595; Chiu YM et al. Int J Rheum Dis. 2014;17(suppl 3):9-19; Winthrop KL et al. Arthritis Rheumatol. 2017. DOI: 10.1002/art.40189
consistent with findings from the clinical trial

program



Incidence rate for AEs of special interest with tofacitinib are

comparable to bDMARDSs, except for HZ

m HZ events were Incidence rate is

o O
=) medically [Ijl’ G‘similarto bDMARDs

manageable® except for Hz1,6-30

- Incidence rate Is

stable over timel +

AEs of special interest
(Overall tofacitinib population—phase 123 LTE)2

Range observed
with
bDMARDs16-30

1 ¢ 39
$2,7

1 +/ 0,9
L 0.3I ] 012| & Oyll - 0’4: P 011

Serious HZ Ol (-TB) B Malignancy Lymphoma MACE Gl
infection (-NMSC) perforation

Crude Incidence Rate/
100 pt-yrs (95% (Cl)

SO F N W ~ O
1

AE, adverse event; bDMARD, biologic disease-modifying antirheumatic drug; Cl, confidence intervals; Gl, gastrointestinal; HZ, herpes zoster; LTE,
long-term extension; MACE, major adverse cardiac event; NMSC, non-melanoma skin cancer; Ol, opportunistic infections; RA, rheumatoid
arthritis; RCT, randomized controlled trial; TB, tuberculosis.

The approved dose of tofacitinib is 5 mg twice daily

Cohen SB et al. Ann Rheum Dis. 2017;76(7):1253-1262. Supplement to: Cohen SB et al. Ann Rheum Dis. 2017;76(7):1253-1262. Winthrop KL et al. Ann Rheum Dis. 2016;75(6):1133-1138. Mariette X et al. Arthritis Care Res (Hoboken). 2017 Sep 21.
doi: 10.1002/acr.23421. [Epub ahead of print]. Winthrop KL et al. Arthritis Rheumatol. 2017. DOI: 10.1002/art.40189 Strand V et al. Arthritis Res Ther. 2015;17:362. Vieira MC et al. Clin Ther. 2016;38(12):2628-2641. Yamaoka K. Drug Saf.
2016;39(9):823-840. Curtis JR et al. Ann Rheum Dis. 2016;75(10):1843-1847. Weinblatt ME et al. J/ Rheumatol. 2013;40(6):787-797. Keystone EC et al. / Rheumatol. 2013;40(9):1487-1497. Bykerk VP et al. Ann Rheum Dis. 2015;74(1):96-103.
Burmester GR et al. Ann Rheum Dis. 2013;72(4):517-524. Kay J et al. J Rheumatol. 2016;43(12):2120-2130. Schiff MH et al. Arthritis Res Ther. 2011;13(5):R141. Gomez-Reino JJ et al. Presented at: EULAR Annual Congress of Rheumatology; June 14-
17, 2017; Madrid, Spain. Poster THU0196. Maneiro JR et al. Semin Arthritis Rheum. 2017. In press. http://www.semarthritisrheumatism.com/article/S0049-0172(16)30306-7/fulltext. Accessed May 17, 2017. Gottlieb AB et al. J Drugs Dermatol.
2011;10(3):289-300. Centocor. Remicade® (Infliximab). Presentation to the Food and Drug Administration Arthritis Advisory Committee. URL: http://www.fda.gov/ohrms/dockets/ac/03/slides/3930s1.htm. Accessed October 10, 2014. Charles-
Schoeman C et al. Semin Arthritis Rheum. 2016;46(3):261-271. Alten R et al. Arthritis Rheumatol. 2014;66(8):1987-1997. van Vollenhoven RF et al. J Rheumatol. 2015;42(10):1761-1766. Wolfe F et al. Arthritis Rheum. 2004;50(2):372-379.

Brassard P et al. Clin Infect Dis. 2006;43(6):717-722. Askling J et al. Arthritis Rheum. 2005;52(7):1986-1992. Dixon WG et al. Arthritis Rheum. 2006;54(8):2368-2376. Seong SS et al. J Rheumatol. 2007;34(4):706-711. Jung SM et al. Int J Rheum Dis.
2015;18(3):323-330. Ke WM et al. Int J Tuberc Lung Dis. 2013;17(12):1590-1595. Chiu YM et al. Int J Rheum Dis. 2014;17(suppl 3):9-19 Singh JA et al. Arthritis Care Res (Hoboken). 2016;68(1):1-25. Singh JA et al. Arthritis Care Res (Hoboken).



Tofacitinib, an Oral Janus Kinase Inhibitor, in the Treatment
of Rheumatoid Arthritis: Safety and Efficacy in Open-Label,
Long-Term Extension Studies over 9 Years

Jiargemn Wollenhaupt'!, Joel Silverfield®, Eun Bong Leae?, Ketti Taerry?, Kennmneth Kwwolk™,
Sander Stremngholt®, Ryan Debdasi” and Lisy Wang?, TSchoern-Klinik Hamburg-Filbelk
Teaching Hospital of the University of Hamburg, Hamburg, Germany, “Healthpoint
rMMedical Group, Tampa, FL, TRivision of Rheumatology, Department of Intermnal Medicimne,
Secoul Mational University College of Medicine, Seoul, Korea, Republic of (South), ‘tPTizer
Imnc, Grotorn, T, Pfizer Inc, MNews York, NY, SPfizer Inc, Capelle aan den Issel, MNMetherlands,
TPTizer Inc, Collegewille, P&

4967 pts were treated (mean [max] duration: 3.5 [9.4] years). In total, 2518 pts (50.7%) discontinued (AEs: 1189 [23.9%];

insufficient clinical response: 179 [3.6%])

100 90,9 92,3 90,7 91,3 m Tofacitinib all doses (N=4967)
80 7 Tofacitinib > mg BID = DMARDs (N=1535)
—_ All tofacitinib + csDAMRDs (N=3215)
= 60 - # All tofacitinib monotherapy (N=1757)
3
@
= 40 4
5 24.9 27,2 26,3 22 4
20 V//
o | o 7
Patients with AEs Discontinuations due to AEs
Adverse events (events per 100 patient-years)
12
_ 9,5
10 9,1 87 8.5
. 1 .,
=
Iy 6 1
=
g 4 / 25 2 2,5 2,3
5 8
£ 2 7//
. > IR 7
Patients with SAEs Patients with serious infections
Wollenhaupt J, et al. Poster 522 presented at ACR 2017 “IR, Patients with events per 100 patient-years [95% CI]); **Serious infections
e . . . were those requiring hospitalization or parenteral administration of antibictics.
The approved dose of tofacitinib is 5 mg twice daily AEs, adverse events; BID, twice daily;
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Incidence rate for serious infections in patients on tofacitinib

P1P2P3LTE Studies?

ul
1

é 3,10 8,22
* 2,30

N
1

Incidence Rate/100 PY (95% Cl)
w
1

5 mg 5 mg 5 mg
average constant  Tofacitinib
Tofacitinib  Tofacitinib

Unique pts with event * * 29

Exposure, pt years 6870 3623 900.87

II o

P32
- pneumonia, cellulitis, HZ,
urinary tract infection, diverticulitis,
and appendicitis

@ 168 1,48
ADA PBO

3 3
178.66 202.46

Bars indicate 95% confidence limits; incidence rate of patients per 100 patient-years. Phase 3 data as of 19 April 2012. LTE data as of January 2016.

. *527 as reported across all tofacitinib doses

The infection incidence rate for tofacitinib was similar across studies

1. Cohen S, et al. Ann Rheum Dis. 2017;0:1-10.
2. Cohen S, et al. Arthritis Rheumatol. 2014;66:2924-37,

The approved dose of tofacitinib is 5 mg twice daily

ADA, adalimumab; csDMARDS, conventional synthetic disease-modifying anti-
rheumatic drugs; Cl, confidence interval; LTE, long-term extension;
PBO, placebo.



Independent factors of serious infections

Type 3 Wald p-

Factors Comparisons HR 95% CI value
Baseline age, years Unit = 10" @ 1.4 1.3,1.5 <0.0001
Baseline COPD* Yes vs No —— 1.5 1.1,2.0 0.0145

>7.5mg/day vs 0 mg/day —@— 1.7 1.3,2.2
Baseline glucocorticoid use 0-<7.5mg/day vs 0 mg/day o 1.6 1.3,2.0 0.0001

Unknown dose vs 0 mg/day —e— 1.5 1.1,2.0
Baseline HAQ-DI score Unit=0.5" @1 11 1.0,1.2 0.0078
Baseline body mass index Unit=5" K1 1.1 1.0,1.2 0.0320
m’;;g;:;giiggscteﬁj/ﬁ'fe Unit = 17 ! ® i 25 1.1,5.7 0.0249
Baseline diabetes Yes vs No —— 1.6 1.2,2.1 0.0009
Gender Female vs Male —OH 0.8 0.6,1.0 0.0299
Line of therapy 3 Jine vs 2" line @ 1.2 0.9,1.5 0.0399

Asia vs USA/Canada —0— 1.8 1.4,2.4
Geographic region Europe vs USA/Canada HO— 0.8 0.6,1.0 <0.0001

LA vs USA/Canada H—0O— 1.2 09,16
Time-varying tofacitinib dose, mg BID Unit=5" @ 1.4 1.2,1.7 0.0003

I I I I ]
1 2 3 4 5 6
HR and 95% Cl

*Medical history and/or complication of chronic obstructive pulmonary disease.

fIn Unit=x, 'x' is the change in the continuous variable corresponding to which the change in hazards is observed.
*Based on exposure period before lymphopenia <500 cells/uL vs exposure period after lymphopenia <500 cells/uL.

Higher age, COPD, corticosteroid dose >7.5 mg and diabetes were identified as independent factors associated with a risk of SIE

Cohen S, et al. Ann Rheum Dis 2017;0:1-10.

BID, twice daily; Cl, confidence interval; COPD, chronic obstructive pulmonary disease;

DMARD, disease-modifying antirheumatic drug; HAQ-DI, Health Assessment

Questionnaire — Disability Index; IR, inadequate responder; HR, hazard ratio; LA, Latin

America; SIE, serious infection event.

The approved dose of tofacitinib is 5 mg twice daily



Incidence rates for serious infection events over time

(o]
1

[6)]
1

SES

2,3

IR (patients with events/
100 patient-years (95% Cl)
N

N
1

2,0

0-6 6-12 12-18 18-24 24-30 30-36 36-42 42-48 48-54 >54

Time (months)

0
Patients with SIE (n) 71 86 67 61 51 49 36 38 22 46

Total pt exposure (N) 6,194 5,293 4,823 4,420 4,106 3,645 3,372 2,996 2,605 1,979

. The most common serious infection events were: pneumonia, HZ, urinary tract infection and cellulitis

Serious infection rates are stable over time

Cohen S, et al. Ann Rheum Dis. 2017:0:1-10. Cl, confidence interval; HZ, herpes zoster; SIE, serious infection events.
’ ’ Bars indicate 95% confidence limits; incidence rate of patients per 100 patient-years;
Phase 2, Phase 3 and LTE data as of 31 March 2015
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Galloway et al Rheumatology 2011



RESEARCH ARTICLE Open Access

serious infections with tofacitinib and

0y @
. Qrtb&!tl% biologic disease-modifying antirheumatic
SQIANedpY 4 rug treatment in rheumatoid arthritis 2015;17:362

clinical trials

Wibeke Strand’', Sima Ahadieh?, Jonathan French?, Jamie Geier?, Sriram Krishnaswami®, Sujatha Menon?,

Systematic review and meta-analysis of @ oo

Tina Checchio?®, Thomas G. Tensfeldt®, Elaine Hoffman®, Richard Riese”, Mary Boy” and Juan J. GGmez-Reino™

66 randomized controlled trials and 22 long-term extension studies

Drug MNo. trials Serious infection incidence rate, Patients Cumulative
patients with events per 100 pt-yrs (95% Cl) (M) exposure
(pt-yrs)
Abatacept 11 —O— 3.04 5953 6070
Rituximak 8 —i— 3.72 2926 2687
Tocilizumab 13 —{— 5.45 5547 4522
Infliximab 11 —0— 6.11 4592 36565
Etanercept 17 —i0— 4,06 7141 13037
Certolizumab pegol 5 ' O 1 7.59 3212 1339
Golimumab 5] —O—5.31 2820 1648
Adalimumab 18 —{0— 5.04 6570 7095
TNFi 57 —O— 4.90 264902 29429
Tofacitinib, Phase 3, 5 mg BID 5] —h— 3.02 1587 1464
Tofacitinib, Phase 3, 10 mg BID 5] —i— 3.00 1609 1501
Tofacitinib, LTE, 5 mg BID 1 —f— 2,50 1452 4005
Tofacitinib, LTE, 10 mg BID 1 —k— 3.19 3375 5191
Tofacitinib, Phase 2, Phase 3, LTE (all doses) 14 ik 2.93 5671 12664
Adalimurmab (tofacitinib, Phase 3, ORAL Standard) 1 ' Y  1.68 204 179
0 2 4 G 8 10

Fig. 2 Incidence rates for serious infections with biologic DMARDs and tofacitinib across RCTs* and LTE studies The results displayed did not
include the continuity factor to account for zero incidence rates due to the low percentage of zero incidence rates for serious infections within
these trials (<10 9%). Tofacitinib data as of April 2013, *Clinical trial data published between 1999 and 2013, BID twice daily, Cf confidence interval,
DMARD disease-modifying antitheumatic drug, LTE long-term extension, pt-yrs patient-years, RCT randomized controlled trial, TNFi tumor necrosis
factor inhibitors




Ann Rheum Dis. 2016 Oct;75(10):1843-7. doi: 10.1138/annrheumdis-2016-209131. Epub 2016 Apr 25.

Real-world comparative risks of herpes virus infections in tofacitinib and biologic-treated
patients with rheumatoid arthritis.

Curtis JR' Xie F2 Yun H', Bernatsky 5% Winthrop KL,

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

Adalimumab 1.95(1.65-2.31) 1.00(0.80-1.25) p—=—q
Certolizumab 2.55(2.04-3.20) 1.14(0.87-1.48) — |
Ftanercept  2.08(1.77-2.45) 1.06(0.85-1.32) ——
Golimumab  2.12(1.53-2.94) 1.09(0.76-1.57) } - {
Infliximab  2.71({2.33-3.08) 1.17(0.97-1.43) —a—
Ritixumab  2.67(2.22-3.22) 1.12(0.89-1.41) ]
Tocilizumab 2.48(2.07-2.98) 1,12(0.88-1.42) e —y
Tofacitinib  3.87(2.82-5.32) 2.01(1.40-2.88) f - {
Abatacept  2.3%2.04-2.67) reference L
1 I 1 I I I I

0.5 1 1.5 2 25 3 35 4



Incidence rates for serious and non-serious herpes zoster

infection over time
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o=
o 9 2,8
s B 3 A ' 3,0
g8 2,8
~ o
€9 2 A
1 .
O T T T T T T T T T
0-6 6-12 12-18 18-24 24-30 30-36 36-42 42-48 48-54 >54
Time (months)
Total pt exposure (N) 6,194 5,222 4,677 4,217 3,858 3,361 3,043 2,656 2,303 1,727

Herpes zoster rates remain stable over time

Cohen S, et al. Ann Rheum Dis. 2017;0:1-10 Cl, confidence interval; HZ, herpes zoster

The approved dose of tofacitinib is 5 mg twice daily



Arthritis Rheumatel. 2017 Oct; 69(10): 1960-1958. PMCID: PMC5856820

= Published online 2017 Sep 6. doi: 10.1002/art 40129 PMID: 28845604
rthritis
R heumatology Herpes Zoster and Tofacitinib: Clinical Outcomes and the Risk of
Concomitant Therapy
Kevin L. ‘lu"u’inthn:l:::'.m1 Jeffrey R Curtis, Z Stephen Lindsey, * Yoshiya Tanaka, * Kunihiro Yamaoka, ® Heman Valdez, ©
Tomohiro Hirose, 7’ Chudy |. Nduaka, ® Lisy Wang, ® Alan M. Mendelsohn, ® Haiyun Fan, ® Connie Chen, & and
Eustratios Bananis ©
Tofacitinib 5 mg BID
B s : Riskfactor Hazard ratio Pvalue
“ 9 - Background therapy
§5 " DMARD vs monatherapy e 0.2464
a2 Baseline age {years)* * <0.0001
@ o
3 7 Baseline oral glucocorticoids dose 00003
55 67 T . s0-=5 vs 0 mg
o sHvalmg ——
.8 8 54 A48
5 % Region <0.0001
< 4 - i
1
% a8 | A3N A3 Asia vs Westem Europe
E % 3+ Eastem Eurcpe vs Westem Europe ——
é £ ,d 3 5 Latin America vs Westem Europe ——
g% 5 US/CanadalAustala vs Wester Europe ——
¥ 056 Smoking status 0.0414
0 T T T T Ex- or non-smoker vs smoker —4—
M~ <~ e - Time varying tofactinb dose (mg)’ o 00002
Total patients, N 579 304 320 296
Total tofacitinib exposure, PY 603 412 367 361 ! ! ! |
Unique patients with events, n 28 15 12 2 0 1 2 3 4

4.82 an 3.36 0.56
IR (95% CI
na (32,7.0) (21,6.1) (1.7,59) (0.07,2.0) Hazard ratio (35% CI)



Herpes zoster incidence rates by region in tofacitinib clinical trials

2.7
Western Europe 4 6
China, Taiwan
3 & =
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— e \—J;
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.92
Japan, Korea
2.2
Thailand, Malaysia,
Philippines

3.7

Latin America

3.3 y
Canada, .
United States,

Australia

Winthrop KL, et al. Arthritis Rheum 2014;66(10):2675-84. Incidence rates per 100 patient-years.
Data cutoff as of March 2011 using P2P3 LTE data.
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HZ Events Are Medically Manageable

*  Events were medically manageable:
- Patients recorded as treated with antivirals in 0% of c3zes
- Most cazes of HZ resolved regardless of severity or number of
dermatomes invohred

MQS% Events were mild to moderate in severity Vatcination

recommendation?!-

SOTTINELEr ines IO5 10 walome

4%_?% VEMNLS WETS SIS
[0, 3/ 100FY] priar b traatment wath
e e tofacitinib, profarably
"95% Events were single dermatome 1 o, before 3t
Mo visceral dissemination; althouzh 2 had
D zkin dissemination

Fates of postherpetic neuralgia [FHN);
3% comparable to rates in general population?

Data on file. Pfizer Inc, New York, NY.

Cohen SB et al. Ann Rheum Dis. 2017 Jul;76(7):1253-1262

Sampathkumar P et al. Mayo Clin Proc. 2009;84(3):274-280.

Singh JA et al. Arthritis Care Res (Hoboken). 2016;68(1):1-25.

Harpaz R et al. MMWR Morb Mortal Wkly Rep. 2008;57(RR-5). 1-30; quiz CE2-4.

Winthrop K IV et al. [abstract]. Arthritis Rheumatol. 2015;67(suppl 10). http://acrabstracts.org/abstract/herpes-zoster-and-tofacitinib-the-risk-of-
concomitant-nonbiologic-therapy/. Accessed March 28, 2017.

Kivitz AJ et al. Presented at: American College of Rheumatology Annual Meeting; November 6-11, 2015; San Francisco, CA. Poster 2143.



Incidence rate for AEs of special interest with tofacitinib are

comparable to bDMARDSs, except for HZ

m HZ events were Incidence rate is

o O
=) medically [Ijl’ G‘similarto bDMARDs

manageable® except for Hz1,6-30

- Incidence rate Is

stable over timel +

AEs of special interest
(Overall tofacitinib population—phase 123 LTE)2

Range observed
with
bDMARDs16-30

1 ¢ 39
$2,7

1 +/ 0,9
L 0.3I ] 012| & Oyll - 0’4: P 011

Serious HZ Ol (-TB) B Malignancy Lymphoma MACE Gl
infection (-NMSC) perforation

Crude Incidence Rate/
100 pt-yrs (95% (Cl)

SO F N W ~ O
1

AE, adverse event; bDMARD, biologic disease-modifying antirheumatic drug; Cl, confidence intervals; Gl, gastrointestinal; HZ, herpes zoster; LTE,
long-term extension; MACE, major adverse cardiac event; NMSC, non-melanoma skin cancer; Ol, opportunistic infections; RA, rheumatoid
arthritis; RCT, randomized controlled trial; TB, tuberculosis.

The approved dose of tofacitinib is 5 mg twice daily

Cohen SB et al. Ann Rheum Dis. 2017;76(7):1253-1262. Supplement to: Cohen SB et al. Ann Rheum Dis. 2017;76(7):1253-1262. Winthrop KL et al. Ann Rheum Dis. 2016;75(6):1133-1138. Mariette X et al. Arthritis Care Res (Hoboken). 2017 Sep 21.
doi: 10.1002/acr.23421. [Epub ahead of print]. Winthrop KL et al. Arthritis Rheumatol. 2017. DOI: 10.1002/art.40189 Strand V et al. Arthritis Res Ther. 2015;17:362. Vieira MC et al. Clin Ther. 2016;38(12):2628-2641. Yamaoka K. Drug Saf.
2016;39(9):823-840. Curtis JR et al. Ann Rheum Dis. 2016;75(10):1843-1847. Weinblatt ME et al. J/ Rheumatol. 2013;40(6):787-797. Keystone EC et al. / Rheumatol. 2013;40(9):1487-1497. Bykerk VP et al. Ann Rheum Dis. 2015;74(1):96-103.
Burmester GR et al. Ann Rheum Dis. 2013;72(4):517-524. Kay J et al. J Rheumatol. 2016;43(12):2120-2130. Schiff MH et al. Arthritis Res Ther. 2011;13(5):R141. Gomez-Reino JJ et al. Presented at: EULAR Annual Congress of Rheumatology; June 14-
17, 2017; Madrid, Spain. Poster THU0196. Maneiro JR et al. Semin Arthritis Rheum. 2017. In press. http://www.semarthritisrheumatism.com/article/S0049-0172(16)30306-7/fulltext. Accessed May 17, 2017. Gottlieb AB et al. J Drugs Dermatol.
2011;10(3):289-300. Centocor. Remicade® (Infliximab). Presentation to the Food and Drug Administration Arthritis Advisory Committee. URL: http://www.fda.gov/ohrms/dockets/ac/03/slides/3930s1.htm. Accessed October 10, 2014. Charles-
Schoeman C et al. Semin Arthritis Rheum. 2016;46(3):261-271. Alten R et al. Arthritis Rheumatol. 2014;66(8):1987-1997. van Vollenhoven RF et al. J Rheumatol. 2015;42(10):1761-1766. Wolfe F et al. Arthritis Rheum. 2004;50(2):372-379.

Brassard P et al. Clin Infect Dis. 2006;43(6):717-722. Askling J et al. Arthritis Rheum. 2005;52(7):1986-1992. Dixon WG et al. Arthritis Rheum. 2006;54(8):2368-2376. Seong SS et al. J Rheumatol. 2007;34(4):706-711. Jung SM et al. Int J Rheum Dis.
2015;18(3):323-330. Ke WM et al. Int J Tuberc Lung Dis. 2013;17(12):1590-1595. Chiu YM et al. Int J Rheum Dis. 2014;17(suppl 3):9-19 Singh JA et al. Arthritis Care Res (Hoboken). 2016;68(1):1-25. Singh JA et al. Arthritis Care Res (Hoboken).
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Lipid Profile Changes in Patients With Chronic
Inflammatory Arthritis Treated With Biologic Agents and
Tofacitinib in Randomized Clinical Trials: A Systematic
Review and Meta-Analysis

Alejandro Souto &, Eva Salgado, Josée Ramon Maneiro, Antonio Mera, Loreto Carmona,

Juan J. Gomez-Reino
sSTUDY OR (85% CI) Weight n

Tocilizumakb

Emery et al (2008) —_— 3.38 (1.32, 865)  16.65 335
Genovese et al (2008) —_— 5.45 (3.10,9.60) 46.02 1216
Jones et al (2010) 7.91 (0.37, 169.13) 1.57 104
Yazici et al (2012) —_— 470(2.47,892) 3576 614
Subtotal (l-squared = 0.0%, p = 0.839) o 4.80 (3.27,7.05)  100.00

Tefacitink 10mg

van Vaollenhoven et al (2012) -+ T.40 (0.95, 57.35) 20.25 309
Tanaka et al (2011) 16.88 (1.97, 144.38) 18.43 45
Wan der Heijde (2013) —_—— 12.01 (3.70, 38.98) 61.32 476
Subtotal (l-squared = 0.0%, p = 0.858) - 11.59 (4.61, 29.14) 100.00

Tofacitinib Smg

van Yollenhoven et al (2012) 4.37 (0.54, 35.39) 19.B4 312
Tanaka et al (2011} 13.50 (1.57, 115.94) 18.78 48
“an der Heijde (2013) —_— 7.45 (2.27.24.47) 61.38 481
Subtotal (l-squared = 0.0%, p = 0.782) -:‘..:}- 7.49(2.95,19.02}) 100.00

NOTE: Weights are from random effects analysis

I T
00581 1 169

LDL values



Annals of the
Clinical and epidemiological research Rheumatic Diseases
Extended report

Open-label tofacitinib and double-blind atorvastatin in rheumatoid
arthritis patients: a randomised study*

lain B Mclnnes', Ho-Youn Kim?, Sang-Heon Lee?, David Mandel®, Yeong-Wook Song?, Carol A Connell®, Zhen Luo’, M Julia

Brosnan®, Andrea Zuckerman®, Samuel H Zwillich®, John D Bradley®

== Aforvastatin + tofacitinib == Placebo + tofacitinib

180 -
160

140 A

120 -

100

80

60 -
Tofacitinib alone Atorvastatin/placebo+ tofacitinib
40 I I I I I I I I

Screening Week 0 Week 2 Week & Week 10 Week 12

Mclnnes IB, et al. Ann Rheum Dis 2014;73:124-31.

The approved dose of tofacitinib is 5 mg twice daily



Cardiovascular safety findings in patients with rheumatoid arthritis

.........

treated with tofacitinib, an oral Janus kinase inhibitor™ =™

Christina Charles-Schoeman, MD** Pierre Wicker, MDP, ' Semninars in Arthritis and Rheumatism 46 (2006) 261-271
Miguel A. Gonzalez-Gay, MD, PhD", Mary Boy, MD*, Andrea Zuckerman, MD*®,
Koshika Soma, MDY, Jamie Geier, PhD’, Kenneth Kwok, MSc’, Richard Riese, MD, PhD?

3942 patient- years of follow-up in the Phase 3 studies and 8699 patient-years of follow-up in the LTE studies
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2YMITEPAZMATA

To tofacitinib armoteAet pia véa Beparmeutikn poogyylon otn PA pe Stadopetikod
LLNXavwopo 6paonc

ExeL kaha dedopeva og RTC aAAa kol otnv KaBnuepvn KAWVIKA tpaén oe
QVTUTPOOWTIEVUTIKOUC MANBuopoUc pe PA tou kaAUTTouv 0Ao to daopa Twv acBevwv

H pakpoxpovia amoteAEoHATLKOTNTA Kat N aodAaAeLla eival emBeBalwpeveC oe
LEAETEC KoL KaTtaypadEC

Yrtapxetl avénuevoc kivbuvocg Aoitpwénc pe HZ os oxeon pe aAla Bloloyka dappoka
aAAQ oL coPBapec Aoluwéelc aapopouv Evav NMEPLOPLOUEVO apLlOUO aacBevwy Ue
OUYKEKPLUEVO XOPOAKTNPLOTIKA



Tofacitinib is a JAK Inhibitor

« Asynthetic, per os, small molecule
« 300-fold smaller than etanercept

» Tofacitinib acts inside the cell by preferentially inhibiting signaling by cytokine
receptors associated with JAK1 or JAK3 over receptors that signal via pairs of JAK2

« Inhibition of JAK1 and JAK3 by tofacitinib attenuates signaling of interleukines (IL-2,
IL-4, IL-6, IL-7, IL-9, IL-15, IL-21) and type | and Il interferons, resulting in
modulation of immune and inflammatory response

Oepanevutikn EVOeLen

«To XELJANZ oe ouvbuaouo ue uedotpeéatn (MTX) evdeikvutal yia tn Oeparmeia tTnC UETPLOC EWC
ooBapnc popnc, evepync pevuatoetdouc apvpitidbac (PA), o eviAikec aodeveic mou napouvoiaoov
QVETIOPKN 1 OXL KAAQ OIVEKTH OIVTOTTOKPLON OE EVOL 1) TIEPLOCOTEPQ TPOTTOTTOLNTIKA THC VOOOU
QVTIPPEUUNTIKA PAPUAKA.

To XELJANZ urtopei va xyopnyndei wc¢ povodeparneio o€ nepintwon duoaveéioc otn MTX i otav n
Uepaneio ue MTX eivat akatdAAnAn.»

Hodge JA, Kawabata TT, Krishnaswami S, Clark JD, Telliez JB, Dowty ME, Menon S, Lamba
M, Zwillich S. The mechanism of action of tofacitinib - an oral Janus kinase inhibitor for
the treatment of rheumatoid arthritis. Clin Exp Rheumatol 2016;34(2):318-28
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