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Disclosures

* Pfizer, Abbvie, Janssen, MSD, Mylan, Takeda, Vianex
(opAnTng)

* Pfizer, MSD, Mylan, Vianex (cuppetoxn o€ advisory
board)

“Tio OAa T POPUAKEUTIKA TTPOLOVTA TTOU AVAPEPOVTAL TAPAKAAEIOTE val CUUBOUAEUEDTE TIG EYKEKPLUEVEG MepAnY el
Xapaktnplotikwv twv lpoiovtwv.

H Pfizer éxet eAeyéel TO MEPLEYOUEVO WOTE VO AVTATTOKPIVETAL OTLC ELOLKEG TTPOSLAYPAPES TNG A OEV EXEL
enBeBatwoel 0t ot BLBALOYPAPLKEC TOPATIOUTIEG EYOUV apaTteVei opva.”
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STAT: Signal Transducer and Activator of Transcription

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

IL-12
IL-23

IFN-o/B
IFN-y

EPO, TPO
GM-CSF, IL-3
IL-5, leptin

Colombel, IBD, 2018



Mowol aoBeveic pe EK eiva kataAAnAol yia Ospaneia pe tofacitinib?

EU SmPC indication EU SmPC contraindications

@ (all doses)
Hypersensitivity to the active substance
Adult patients
+

' or to any of the excipients’
Moderately to severely active UC

Active TB, serious infections (e.g. sepsis)
or opportunistic infections

<+

Inadequate response, lost
response or intolerance to either

Severe hepatic impairment

conventional therapy or a
biologic agent

tContains lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.

EU=European Union; TB=tuberculosis.
XELJANZ® (tofacitinib citrate) summary of product characteristics. Pfizer Inc. 2020.

Pregnancy and lactation
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Restrictions in use of Xeljanz while EMA reviews risk of
blood clots in lungs

While an in-depth review of these risks is ongoing, doctors must not prescribe the 10 mg twice
daily dose in patients:

with heart failure

—  with inherited coagulation disorders

- who have had venous thromboembolism, either deep venous thrombosis or pulmonary

embaolism

- who use combined hormonal contraceptives or hormone replacement therapy

- with malignancy

who are undergoing major surgery.

« Additionally, other risk factors to be considered when prescribing tofacitinib 10 mg twice daily

O

include age, obesity (BMI>30), smoking and immobilisation.

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH



Venous thromboembolic events in the tofacitinib ulcerative

colitis clinical development programme

1157 pts, 2404 patient-years’ exposure, <6.1 years tofacitinib treatment

Patient-years
of exposure

DVT,* n (%)
IR [95% Cl]

PE,* n (%)
IR [95% CI]

Induction cohort (8 wk)

Maintenance cohort (52 wk)

Overall cohort (= 6.1 y]h

Placebo
(N =282)

44.8

@Do.4r

1.99
[0.05-11.07]

Do.r

1.58
[0.05-11.04]

Tofacitinib
10 mg b.d.
(N =938)

156.2

0(0.0)
0.00

[0.00-2.22]

0(0.0)
0.00

[0.00-2.27]

Tofacitinib
Placebo 5 mg b.d.
(N =198) (N =198)
100.4 146.2
@o.5r 0(0.0)
0.97 0.00
[0.02-5.39] [0.00-2.48]
@Wo.5) 0(0.0)
0.98 0.00
[0.02-5.44] [0.00-2.48]

Tofacitinib
10 mg b.d.
(N =198)

154.3

0 (0.0)

0.00
[0.00-2.35]

0 (0.0)

0.00
[0.00-2.35]

Predominant

dose Predominant

tofacitinib dose tofacitinib

5 mg b.d. 10 mg b.d.

(N =197) (N = 960)

595.5 1808.1

0(0.0) @0.1¢

0.00 0.05
[0.00-0.61] [0.00-0.30]

0(0.0) Qo.4¢

0.00 0.21
[0.00-0.61] [0.06-0.55]

Tofacitinib
All (N = 1157)

2403.6

1(0.1)

0.04
[0.00-0.23]

4(0.3)

0.16
[0.04-0.41]

Sandborn, APT, 2019



Ol MEPUMTWOELG MVEUUOVLIKAC EUBOANG 0TO KALVIKO Tpoypappa tov tofacitinib
yla tnv EAKwdN KoAitida

1. Evtw BaBsL pAefoBpopuBwonc, 58 etwv, mponynOnKe pakpac SLApKeLOG
TTAoN KAl EMLUOAUVOHEVO TPOUMO AOTOKO atuxnpatoc (1149 nuépeg Heta
Vv npwtn 60on)

2. MNE, 70 etwv, xoAayyslokapkivwpa (383 nuépec)

3. MNE, 57 etwv, LoToplKO €V TwV PBaOeL pAeBoOpOpBwonc kat AEE (236 nuEpeC)

4. TE, 25 Twv, LoTOPLKO £V TWV BadeL pAeBoOpopuBwong ko ME (216 nUEPEC)

5. ME, 21 etwv, APn avttouUAANmTikwy (569 nUEpPEC)

Sandborn, APT, 2019



Incidence of venous thromboembolic events in patients with
ulcerative colitis treated with tofacitinib in the ulcerative coliti
clinical programme: an update as of May 2019

WJ Sandborn,' J Panes,? BE Sands,® W Reinisch,* | Modesto,® C Su,® F Steinwurz,” N Lawendy,®
N Koram,®> K Kwok,®> TV Jones,® AJ Thorpe,® D Quirk,® S Danese?®

'Division of Gastroentorology, University of California, San Diego, La Jolla, CA, USA; *Hospital Clinic de Barcelona, IDIBAPS, CIBERehd, Barcelona, Spain;

*Dr. Henry D. Janowitz Division of Gastroenterology, Icahn School of Medicine at Mount Sinai, New York, NY, USA; “Medical University of Vienna, Vienna, Austria;
*pfizer Inc, Now York, NY, USA; *Pfizor Inc, Collegoville, PA, USA; "Unit of Inflammatory Bowel Disease, Hospital Israeclita Albert Einstein, Sao Paulo, Brazil;
*Humanitas University, IBD Center, Division of Gastroenterology, Rozzano, Milan, Italy

Sandborn, ECCO, 2020



Xeljanz to be used with caution for all patients at high
risk of blood clots

A review by EMA's safety committee (PRAC) has concluded that Xeljanz (tofacitinib) could increase the
risk of blood clots in the lungs and in deep veins in patients who are already at high risk.

As a result, the PRAC is recommending that Xeljanz should be used with caution in patients at high risk

of blood clots. In addition, the maintenance doses of 10 mg twice daily should not be used in patients

with ulcerative colitis who are at high risk unless there is no suitable alternative treatment. Further,

. ___ _ _ _ _____________________________ _______ ____ ___________ ______ _ __________________ ______________ __________ _____ _ _ ________ __ _____ |

the PRAC is recommending that patients older than 65 years of age should be treated with Xeljanz only
_______________________________________________________________|

when there is no alternative treatment.



Patients at high risk of blood clots include those who have had|a heart attack or have heart failure
cancer, inherited blood clotting disorders|or a| history of blood clots} as well as patients who take

combined hormonal contracegtivesl are receiving lﬁormone replacement therapy} are undergoing major

surgery or are immobileJ Doctors should also consider other factors that may increase the risk of blood
clots includingage, obesity, diabetes, hypertension or smoking.




During Treatment With Tofacitinib, Monitor Patients for
Venous Thromboembolism Events

Monitoring recommendations:

* Assess periodically for changes in VTE risk

* Evaluate for signs and symptoms of VTE during treatment
* Explain risk factors, signs and symptoms of VTE

* Advise patients to seek medical attention immediately if they experience any signs
and symptoms of VTE

Man?gemer!t of Discontinue tofacitinib in patients with suspected VTE,
patients with regardless of dose or indication
suspected VTE

VTE=venous thromboembolism.
XELJANZ” (tofacitinib citrate) summary of product characteristics. Pfizer Inc.
2020.



Tofacitinib — 6ocoAoyikn sueAiéio



Tofacitinib, 6ocoAoyia - emaywyn tnc vdpeong

Welek 0 We?k 8 Weelk 16
| 1 1 7 / |

Maintenance dose
Tofacitinib 5 mg BID*

=

Initiate with Evidence of
tofacitinib therapeutic
10 mg BID"*$ benefit?
Optional extended

induction period

Consider continuing Evidence of

10 mg BID"*5 dose for a therapeutic »

further 8 weeks benefit?



Patients Without a Clinical Response® After the Initial 8 Weeks Treatment May
Benefit From an Additional 8 Weeks of Tofacitinib Induction Therapy

TClinical response in OCTAVE Induction 1 and 2 and LTE studies was defined as a decrease from baseline total Mayo score of 23 points and 230%, plus Ru b| ] ECCO 2020
a decrease in rectal bleeding subscore of 21 point or an absolute rectal bleeding subscore of 0 or 1. ’ 4



Efficacy and safety of escalation to tofacitinib 10mg BID for patients with UC following loss of
response on 5mg BID maintenance therapy: Results from OCTAVE open-label, long-term
extension study

Phase 3 OCTAVE Induction 1 and 2 Phase 3 OCTAVE Sustain Phase 3 OCTAVE Openc¢
A3921094; NCT01465763 A3921096; NCT01458574 A3921139; NCT01470612
A3921095; NCT01458951 (52 weeks?)

(8 weeks?)

DLERELEIEL LI Tofacitinib 10 mg BID
subpopulation

Tofacitinib 10 mg BID
(N=57)¢

b Tofacitinib 5 mg BID Treatment failure
R?fup—ogggs (N=198)g between Week 8 and
_ Week 52

* Analyses are presented for the dose escalation subpopulation in the ongoing OLE study
(as of May 2019; database not locked)

* Clinical response, mucosal healing (locally read endoscopic subscore), and remission,
and were assessed at Months 2, 12, 24 and 36

 Efficacy evaluations of the dose escalation subpopulation included 59 patientsd,
29 with prior TNFi failuree

» Proportions and incidence rates of AEs and SAEs were evaluated

« Safety data are also presented for all tofacitinib—treated patients in the tofacitinib
clinical development programmet!

aFinal complete efficacy assessment at Week 8/52. Treatment continued up to Week 9/53; "Clinical response in OCTAVE Induction 1 and 2 was defined as a decrease from induction study baseline total Mayo
score of 23 points and =30%, plus a decrease in RBS of =1 point or an absolute RBS of 0 or 1; <Study A3921139 (OCTAVE Open) is ongoing; 9In addition to the 57 patients in the dose escalation subpopulation,
efficacy evaluations included two patients with protocol violations who received tofacitinib 5 mg BID in OCTAVE Open; ¢Patients with prior TNFi failure were required to end treatment =8 weeks prior to baseline of
OCTAVE Induction

1. Sandborn WJ et al. J Crohns Colitis 2019; 13: Abstract P466 1
BID, twice daily; RBS, rectal bleeding subscore; TNFi, tumour necrosis factor inhibitor Arm UZZI, ECCO, 2020



Efficacy and safety of escalation to tofacitinib 10mg BID for patients with UC following loss of
response on 5mg BID maintenance therapy: Results from OCTAVE open-label, long-term
extension study

B observed [0 NRI-LOCF

Clinical response? Mucosal healing® Remission¢
0 1]
§g 100 o8 94 95 § 2100 85 83 86 £ 100
52 70 s £ ‘52 75 71 67
25 80 E B B 8§ 801, 59 ~% 80 51
Al patients 58 60 a1 5% 60042 49 39 £E 60 {425 42
P S5 40 g9 40 §c 40 31
_ 8 e8 2
(N=59) 55 20 58 20 s£ 20
£g 0 £g 0 g2 0
§'§ Month Month Month Month g3 Month Month Month Month o Month Month Month Month
a 2 12 24 36 a 2 12 24 36 2 12 24 36
n 35 35 39 39 33 33 204 24 n 25 25 35 35 29 29 194 23 n 21 21 30 30 25 25 144 18
N 50 59 40 59 35 59 21 59 N 50 59 41 59 35 59 22 59 N 50 59 40 59 35 59 21 59
1] 0
2, 100 100 100 100 d 100 91 90 92 100 50 o
35 80 {6859 (M5O [Meo 8% 80 66 [llso 53 50 75
Prior TNFi 58 60 52 52 goaa >2 £E 60 ay N
~E % 38 Pg: 2
failure 87 40 ;g 40 EE 40 { 3228
(N=29) §< 20 52 20 g2 20
£z 0 £Es 0 FE-I
g3 Month Month Month Month 23 Month Month Month Month 2 Month Month Month Month
& 2 12 24 36 & 2 12 24 36 2 12 24 36
n 17 17 20 20 19 19 12 15 n 11 11 19 19 17 17 12 15 n 8 8 16 16 15 15 9 12
N 25 29 20 29 19 29 12 29 N 25 29 21 29 19 29 13 29 N 25 29 20 29 19 29 12 29

Armuzzi, ECCO, 2020



Efficacy of tofacitinib dose escalation to 10 mg BID in patients with UC after
completing maintenance therapy in remission and losing response: Data from
OCTAVE open-label, long-term extension study

Phase 3 OCTAVE Induction 1 &

2
A3921094; NCT01465763
A3921095; NCT01458951
(8 weeks?)

Tofacitinib 10 mg BID
(N=905)

RespondersP

Phase 3 OCTAVE Sustain
A3921096; NCT01458574

Re-randomisation

(52 weeks?)

Tofacitinib 5 mg BID

(N=198)

Placebo
(N=198)

Completed
OCTAVE
Sustain in
remissiond

Phase 3 OCTAVE Openc¢
A3921139; NCT01470612

Tofacitinib 5 mg BID
(N=162)

Experienced a
flaree after
>8 weeks’
treatment

. This analysis includes efficacy and safety data from the ongoing OLE study (as of May 2019; database not locked)

. Analysis was in the maintenance remission—dose escalation subpopulation: patients who achieved remission at Week 52 in
OCTAVE Sustain (tofacitinib 5 or 10 mg BID, or placebo), and entered the OLE study (tofacitinib 5 mg BID) but were dose-
escalated to 10 mg BID due to flare

. Partial Mayo score remission (<2 with no subscore >1) was assessed at Month 3, 6, 9 and 12 post-dose escalation; mucosal
healing (ES <1) and remission were assessed at Month 12 post-dose escalation. AEs were also assessed

aFinal complete efficacy assessment at Week 8/52. Treatment continued up to Week 9/53; ®Clinical response in OCTAVE Induction 1 and 2 was defined as a decrease from induction study baseline total Mayo score of
>3 points and 230%, plus a decrease in RBS of =1 point or an absolute RBS of 0 or 1; <Study A3921139 (OCTAVE Open) is ongoing; 9Remission was defined as a total Mayo score of <2 with no individual subscore
>1, and a RBS of 0; ¢Flare was defined as an increase from induction study baseline total Mayo score of >3 points, plus an increase in RBS and ES (unless ES was 3 at baseline and remained 3; based on local read
endoscopy) of 21 point; fDose received during OCTAVE Sustain: placebo (N=4), tofacitinib 10 mg or 5 mg BID (N=23 or N=14, respectively). In the OLE study, 12 patients not in remission at OLE study entry
received tofacitinib 5 mg BID and one patient in remission at OLE study entry received tofacitinib 10 mg BID as protocol deviations.
AEs, adverse events; BID, twice daily; ES, endoscopic subscore; N, number of patients treated in each treatment group; OLE, open-label, long-term extension; RBS, rectal bleeding subscore

Panes, ECCO, 2020



Efficacy of tofacitinib dose escalation to 10 mg BID in patients with UC after
completing maintenance therapy in remission and losing response: Data from
OCTAVE open-label, long-term extension study

ABpoloTIKA ENintwon
anwAegLlog tng Vpeong otnv OLE

Partial Mayo Score Remission

3 LAVES 4,3%

6 HUveg 10,6% g

9 LAVEC 12,6% %

12 pAveg 13,2% g

24 unveg 18,9% ;3

36 prves 2,1% Now om0 om a3
48 MAVEC 30,5% — -

data data

Panes, ECCO, 2020



H 66on cuvtripnong tov Tofacitinib pmopet va pewwOet ano
10 o€ 5 mg BID o€ acBeveic pe mapatetapevn Vdeon

Remission at 12 and 24 months following dose reduction to tofacitinib 5 mg BID in OCTAVE Open*

100 [ | Tofacitinib 5 mg BID
82.0 26.0
o _ 80 :
R
_5 =~ 60
g E 40
X
a < 20
0

Month 12 Month 24

s\ Maintenance of remission after dose reduction to tofacitinib 5 mg BID was numerically

more likely for patients who were in remission for 26 months than <6 months prior to
reduction

Figure created from Rubin DT, et al. 2019. Please see SmPC for full list of contraindications for tofacitinib 10 mg BID.
TPatients in remission (as observed) at Week 52 of OCTAVE Sustain after receiving 10 mg BID tofacitinib, who reduced to 5 mg BID in the OLE study
(N=76).

Rubin, ECCO, 2019



Tofacitinib — cuotdoslg yia tn docoAoyia cuviipnong

Week 0 Week
I | / / I
| I VA 4 |
8/16 Smtab!e Increase to
alternative ASE-
treatment tofacitinib
.1
available? 10 mg BID

@ g Recommendations

* Tofacitinib 10 mg BID for

induction Maintenance dose Loss of int treat t should b
responders tofacitinib 5 ma BID Discontinue O e
(10 mg BID)t: g response used for the shortest duration
possible
ﬁ * The lowest effective dose needed to
maintain response should be used

Failed to
No VTE risk respond to Increase to
alternative tofacitinib
factors treatment 10 mg BID"+
options?

tTofacitinib 10 mg BID is not recommended in patients who have known VTE risk factors, unless there is no suitable alternative treatment available. Patients with hepatic or renal impairment may
need an adjusted dose. Dose reduction is recommended in patients receiving potent CYP3A4 inhibitors or 21 concomitant medicinal products that result in both moderate inhibition of CYP3A4 and
potent inhibition of CYP2C19 (see label for recommendations). In patients who have responded to treatment with tofacitinib, corticosteroids may be reduced and/or discontinued in accordance
with standard of care.

BlID=twice daily; CYP3A4=cytochrome P450 3A4; CYP2C19=cytochrome P450 2C19.
XELJANZ® (tofacitinib citrate) summary of product characteristics. Pfizer Inc. 2020.



To Tofacitinib pnopei va §avapyioet peta and diakomnn Bepaneiag;

AOyouL AL0KOTTIAG
tofa

Z0otaon':

* If therapy is interrupted, restarting treatment with tofacitinib can be considered

To Tofacitinib givai pun avtiyoviko 2: — € cuvdEetal pe dnpiouvpyio ADA peta ano
Slakomn

TThe reasons listed here for treatment interruptions is not exhaustive. Please see the label for full details of recommendations. Tofacitinib is contraindicated during pregnancy
and lactation. ADA=anti-drug antibody.

1. XELJANZ® (tofacitinib citrate) summary of product characteristics. Pfizer Inc. 2020; 2. Danese S, et al. Inflamm Bowel Dis. 2018;24:2106-2112.

3. Jani M, et al. Rheumatology. 2018;57:1896-1907.



H amoteAeopatikotnta tov tofacitinib emavepudaviletan
META Ao dlakormn tne Ospareiac

Loss of response during Consider reinduction with

§

§

©
.% treatment interruption? 10 mg BIDY!
o
= Estimated cumulative rate of Clinical response following reinduction with 10
-§ g 100 - treatment failure (N=174)? < 100 - mg BID (N=101)3
Q 2 75.3 = 75.8 M Tofacitinib 10 mg BID*
S £ 80 - 65.3 69.1 72:2 2 80 - 67.5
g 3 o
c a 60 -g 60 A
p kS Q
o c 40 S 40 A
= RS c
- £ 20 S 20 A
© O ]
(«J) Q B
= 2 0 o 0 A

o o

Baselne 4 8 16 24 32 40 52 & Month 2 Month 12

. L. . OCTAVE Open time point
OCTAVE Sustain time point (Week)

"Tofacitinib 10 mg BID is not recommended in patients who have known VTE risk factors, unless there is no suitable alternative treatment available.
*Patients receiving tofacitinib 10 mg BID during OCTAVE OPEN after loss of response during treatment with placebo during OCTAVE Sustain. BID=twice daily.

1. XELJANZ® (tofacitinib citrate) summary of product characteristics. Pfizer Inc. 2020; 2. Dubinsky MC, et al. Abstract OP305 presented at UEG Week; 20-24
October 2018. Vienna, Austria; 3. Panes J, et al. Abstract P516 presented at ECCO; 14-17 February 2018; Vienna, Austria. Pa nes’ ECCO’ 2018



Tofacitinib, an oral, small molecule Janus kinase inhibitor, in the
treatment of ulcerative colitis: analysis of an open-label, long-term
extension study with up to 5.9 years of treatment

Lichtenstein, ECCO, 2020



Safety in the OLE study

Tofacitinib 5 mg BID Tofacitinib 10 mg BID Tofacitinib All
(N=175; 527.1 PY) (N=769; 1659.1 PY) (N=944; 2186.2 PY)
Discontinuations, n (%)? 70 (40.0) 644 (83.7) 714 (75.6)
Due to AE (excluding worsening UC)P 16 (9.1)¢c 77 (10.0)c 93 (9.9)
Due to insufficient clinical response 16 (9.1) 322 (41.9) 338 (35.8)
Due to advancement / approval“ 11 (6.3) 142 (18.5) 153 (16.2)
AEs, n (%) 152 (86.9) 621 (80.8) 773 (81.9)
I SAEs, n (%) 33 (18.9) 139 (18.1) 172 (18.2)
Severe AEs, n (%) 20 (11.4) 97 (12.6) 117 (12.4)
AEs of special interest n (%) IR (95% CI) n (%) IR (95% CI) n (%) IR (95% CI)
Deathse 0 (0.0) 0.00 (0.00, 0.70) 4 (0.5) 0.24 (0.07, 0.62) 4 (0.4) 0.18 (0.05, 0.47)
| Serious infections’ 6 (3.4) 1.14 (0.42, 2.49) 28 (3.6) 1.70 (1.13, 2.46) 34 (3.6) 1.57 (1.08, 2.19)]
gé'ri':ﬁ:;’)‘f’s zoster (non-serious and 11 (6.3) 2.14 (1.07, 3.83) 57 (7.4) 3.64 (2.76, 4.71) 68 (7.2) 3.27 (2.54, 4.14)
Opportunistic infections"9n 4 (2.3) 0.76 (0.21, 1.96) 15 (2.0) 0.91 (0.51, 1.50) 19 (2.0) 0.88 (0.53, 1.37) |
Malignancies (excluding NMSC)eh 5 (2.9) 0.95 (0.31, 2.22) 15 (2.0) 0.91 (0.51, 1.49) 20 (2.1) 0.92 (0.56, 1.42)
NMSCeh 5 (2.9) 0.97 (0.31, 2.26) 11 (1.4) 0.67 (0.34, 1.21) 16 (1.7) 0.74 (0.43, 1.21)
MACE®" 2 (1.1) 0.38 (0.05, 1.37) 1 (0.1) 0.06 (0.00, 0.34) 3 (0.3) 0.14 (0.03, 0.40)
DVTf 0 (0.0) 0.00 (0.00, 0.70) 1 (0.1) 0.06 (0.00, 0.34) 1 (0.1) 0.05 (0.00, 0.25)
PEf 0 (0.0) 0.00 (0.00, 0.70) 4 (0.5) 0.24 (0.07, 0.62) 4 (0.4) 0.18 (0.05, 0.47)

Data are as of May 2019 (database not locked). 2All patients underwent endoscopy at Month 2. Induction non-responders were mandated to discontinue if they did not have evidence of clinical response; PAEs of
worsening UC leading to discontinuation were designated as insufficient clinical response; “Related to study drug in 11 (6.3%) patients who received tofacitinib 5 mg BID, and 45 (5.9%) patients who received
tofacitinib 10 mg BID; 9Includes patients who enrolled into NCT03281304 (a flexible dosing study for patients in stable remission), patients who enrolled into post-marketing surveillance in Japan, and patients
who discontinued due to regulatory approval in Japan; ¢All events, including those outside the 28-day risk period, were included; fEvents that occurred >28 days after the last dose of study drug were excluded;
9Excludes tuberculosis and herpes zoster with two adjacent dermatomes; "Adjudicated events

AE, adverse event; BID, twice daily; CI, confidence interval; DVT, deep vein thrombosis; IR, incidence rate (unique patients with events per 100 PY); MACE, major adverse cardiovascular events; N, number of
patients treated in each treatment group; n, number of unique patients with a particular AE; NMSC, non-melanoma skin cancer; OLE, open-label, long-term extension; PE, pulmonary embolism; PY, patient-years;

SAE, serious AE; UC, ulcerative colitis LICthnStEln' ECCO’ 2020



Zuxvotnta (Incidence rates) épninta {wotipa (HZ)

o 14 - Cohort 2 | Cohort 3

-2 i

g 12 |

> 10 NNH: 22 (10 mg/bid) ;

8 . NNH: 36 (5 + 10 mg/bid) |

F 1

- |

g 6 @ 6.6 i

(1] 1

o i +

@ 4 ! 4.1

T i

S |

e 2 1.0 2.1 ,

] i

= 0 ' ;

Placebo Tofacitinib Tofacitinib Tofacitinib All
5 mg BID 10 mg BID

Patients 198 198 196 1157
Total PY 103 146 151 1596
Patients with 1 3 10 65

events

Events are counted up to 28 days(except subjects that are Ongoing in 43921139) beyond the last dose.
PY: Total follow up time calculated up to the earliest of: day of the first event, time to data cutoff or progression to next study, or time to last dose + 28 days. Exact Poisson (adjusted for

PY) Cl are provided for the crude IR.

Sandborn, CGH, 2019



‘Epring {wotnp - mapayovieg Kivduvou

Risk factor

Age (per each 10-y increase)

Prior TNFi failure (yes vs no)

Asian race

l
: H@ 1.58
l
:: P 11.92
l
i o | 1.76
l
l
I * T |
2 4

HR (95% ClI)

P value

<0.0001

0.0122

0.0612

Winthrop, IBD, 2018



KAwika xapaktnplotikad HZ otn cuvoAlkn Kooptn

Winthrop, IBD, 2018



Herpes Zoster With Tofacitinib in the OCTAVE Trials

Dermatomal HZ rash
288 65 patients (5.6%) with HZ? ;

4 (6.2%) Serious cases'

11 (16.9%) Multidermatomal*

Images used under licence from Shutterstock.com

Outcome of HZ events in OCTAVE

6 (9.2%) Disseminated?*

16 (24.6%) Tofacitinib interrupted:?
58(84.1%)° Received antiviral therapy?

5 (7.7%) Discontinued study* _ _
3(4.6%)% Post-herpetic neuralgia®

0 Deaths resulting from HZ2

>85%° Resolved (as of data cut-off)2

Figure created from Winthrop KL et al. 2018

Data as of December 16, 2016, for overall cohort. N.B. Individual cases of herpes zoster may fulfil >1 of categories listed. "Confirmed by independent adjudication; *Disseminated HZ = meeting any of the following criteria: diffuse rash (>7 dermatomes) or visceral
disease; *Of 69 events in 65 patients. 4 events reported in patients who had already developed HZ within the study timeframe.
HZ=herpes zoster.
1. Winthrop KL, et al. Herpes zoster infection in patients with ulcerative colitis receiving tofacitinib. Inflamm Bowel Dis 2018 Sept 15;24(10):2258-2265.
2. Winthrop KL, et al. Herpes zoster infection in patients with ulcerative colitis receiving tofacitinib. Poster Sa1748 presented at: DDW. June 2-5, 2018. Washington, DC, USA.



Oepaneia HZ

ECCO recommendation'

Immunomodulator therapy

Start antiviral Discontinue ;
: can be reintroduced after all
treatment immunomodulator » ;
- s ) G e vesicles have crusted over and
P Py Py fever has resolved
Antiviral therapies for HZ2 * Advise patients of the risk of HZ infection
and to be vigilant for signs and symptoms

of HZ

* Prompt initiation of antiviral therapy is
important, and may be associated with a
reduced risk of developing post-herpetic
neuralgia?

2. Aciclovir Summary of Product Characteristics, Wockhardt UK Ltd. 2016.
3. FAMVIR® (famciclovir) Summary of Product Characteristics. Novartis Pharmaceuticals UK Ltd. 2018;

. . ’
4. VALTREX® (valaciclovir) Summary of Product Characteristics. GlaxoSmithKline UK. 2014. ECCO) G u Idel Ine OI S 2014



MNpoAnyn HZ

- live attenuated vaccine (Zostavax® )

- non-live recombinant vaccine (Shingrix® )
OlVOGOKOTOOTOAR
ocuotnvetal o€ atopa >50 etwv otic HMNA (ACG)

https://www.cdc.gov/shingles/vaccination.html,
accesed 5/3/2020



https://www.cdc.gov/shingles/vaccination.html

Tofacitinib - aAAnAemibpaocelg

Table 4. Tofacitinib dose adjustments in case of drug co-administration.

Co-administered drug Recommendation

Ketoconazol [CYP3A inhibitor) Reduce tofacitinib dose’
Fluconazol [CYP3A and CYP2C19 inhibitor) Reduce tofacitinib dose’
Rifampicin [CYP inducer) May decrease efficacy
Methotrexate No dose adjustment

Tacrolimus Combined use should be avoided
Cyclosporine Combined use should be avoided

Co-administration of tofacitinib did not have an effect on the pharmacokinetics of oral contraceptives,
levonorgestrel and ethinyl estradiol, in healthy female volunteers

*Tofacitinib dose should be reduced to 5mg twice daily in patients receiving 10 mg twice daily and reduced to 5mg once
daily in patients receiving 3 mg twice daily.

D’Amico, Ther Adv Gastroenterol, 2019



Tofacitinib Treatment Is Associated With Modest and Reversible Increases
in Serum Lipids in Patients With Ulcerative Colitis

Sands, CGH, 2019



Tofacitinib Treatment Is Associated With Modest and Reversible Increases
in Serum Lipids in Patients With Ulcerative Colitis

()

Sands, CGH, 2019



O petafoAég tng LDL eival avaotpEWPLUEC HE XPriON OTATVWYV

Mclnnes, Ann Rheum Dis, 2014



Tofacitinib, cuotdoslg epyaotnplaknic mapakoAovOnong

At initiation 4 to B8 weeks E'U'EI')" 3 months
Lymphocytes® v v

Neutrophils® v v v

Hemoglobin v v’ v

Lipids® v

Liver enzymes® ¥ Routine mmiturin? of liver tests and prompt investigation of the causes of liver
enzyme elevations are recommended

Avoid initiation of
XELJANZ® treatment in
patients with:

Lymphocyte count Absolute neutrophil count Hemoglobin levels
<500 cells/mm? <1000 cells/mm* <9 g/dL

sConfirmed lymphocyte counts less than 500 cellsimm?® were associated with an increased incidence of treated and serious infections in the RA clinical

studies.
bAssessment of lipid parameters should be performed approximately 4-8 weeks following inltiation of XELJANZ therapy. Manage patients according to
clinical guidelines [e.q.. National Cholesterol Educational Program (NCEP]] for the management of hyperlipidemia.

Peyrin-Biroulet, UEGW, 2019



Tofacitinib, mpocappoyn tnc 66on¢g o€ epyaoTNPLAKEC SLATAPAXEC

Laboratory
parameter

Dosing adjustment

ALC 2750: maintain dose
Lymphocyte count ALC 500-750: reduce/interrupt dosing
ALC <500: discontinue dosing*

ANC >1000: maintain dose
Neutrophil count ANC 500-1000: reduce/interrupt dosing
ANC <500: discontinue dosing’

Hb <2 g/dl decrease (Hb value 29 g/dl): maintain dose

Haemoglobin value Hb >2 g/dl decrease (Hb value <8 g/dl): interrupt dosing until values have normalised

Lipids Increased total and LDL cholesterol: consider statin therapy

Drug-induced liver injury suspected: interrupt administration until diagnosis has

Liver enzymes been excluded

*If laboratory value confirmed by repeat testing within 7 days.

Table created from XELJANZ® SmPC.

ALC=absolute lymphocyte count; ANC=absolute neutrophil count; Hbo=haemoglobin; LDL=low-density lipoprotein.
XELJANZ® (tofacitinib citrate) Summary of Product Characteristics. Pfizer Inc. 20 20



Tofacitinib, coBapéc Aotpwéerg ko aplOuog Aepdpokuttapwyv (PA)

Burmester, ACR, 2017



Npaktikd op£EAN amnod tn xpRon tov tofacitinib otn péon — Bapia eAkwdn koAitida

AnoteAeopatikoTnTA

Ano to otopa xopriynon
o€ amnotuyio avti-TNF

Tayeia Evapén dpaong
tofacitinib

Eunepia otn PA BpoxU¢ xpovoc nUIWAC

, , , Amoucia avoGoyoviKOTNTOG
MOBavn 1" ypapung Oeparneia

META Ta 5ASA + KOPTIKOOTEPOELSN
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OCTAVE clinical programme design

OCTAVE Induction 1

13

(N=598)
c
o + -
S ; | Non-responders
E 2 OCTAVE Sustain
g Placebo g (N=593)
: c
8 weeks S 10 mg BID =
3 = =
£ £ | completers and\ &
. € £ | Completers an E
OCTAVE Induction 2 S 5 mg BID 2 | treatment failures” ©
(N=541) < 2 i
c & Placebo <
é’ £ 52 weeks
'g Placebo §
© <<
4 | Non-responders
8 weeks

BID=twice daily.

1. European Medicines Agency, XELJANZ® (tofacitinib) 1/2020
2. Sandborn WJ, et al. N Engl J Med. 2017;376:1723-1736.

3. ClinicalTrials.gov. NCT01470612 (OCTAVE Open).

OCTAVE Open
(N=946)

10 mg BID

5 mg BID

Assessment



Incidence ratios of adverse events in the maintenance and overall cohorts

Overall cohort (induction +

Maintenance cohort maintenance + OLE)

Tofacitinib Tofacitinib
Placebo (n = 198) 5 mg BID (n = 198) 10 mg BID (n = 196)  Tofacitinib all (n = 1157)

n (%) n (%) n (%) n (%)
IR (95% CI) IR (95% CI) IR (95% CI) IR (95% CI)

Serious infections 2 (1.0) 2 (1.0) 1 (0.5) 33 (2.9)
1.9 (0.2-7.0) 1.4 (0.2-4.9) 0.6 (0.0-3.5) 2.0 (1.4-2.8)

HZ 1(0.5) 3(1.5) 10 (5.1) 65 (5.6)
1.0 (0.0-5.4) 2.1(0.4-6.0) 6.6 (3.2-12.2) 4.1 (3.1-5.2)

Ols? 1 (0.5) 2 (1.0) 4 (2.0) 21(1.9)
1.0 (0.0-5.4) 1.4 (0.2-4.9) 2.6 (0.7-6.7) 1.3 (0.8-2.0)

Ols (excluding HZ)" 0.(0.0) 0.(0.0) 0.(0.0) A0.4)
0.0 (0.0-3.6) 0.0 (0.0-2.5) 0.0 (0.0-2.4) 0.2 (0.1-0.6)

Malignancy (excluding NMSC)’ 1 (0.5) 0 (0.0) 0 (0.0) 11 (1.0)
1.0 (0.0-5.4) 0.0 {0.0-2.5) 0.0 (0.0-2.4) 0.7 (0.3-1.2)

NMSC® 1 (0.5) 0 (0.0) 3 (1.5) 11 (1.0)
1.0 (0.0-5.4) 0.0 (0.0-2.5) 1.9 (0.4-5.6) 0.7 (0.3-1.2)

MACE® 0 (0.0) 1 (0.5) 1 (0.5) 4 (0.4)
0.0 (0.0-3.6) 0.7 (0.0-3.8) 0.6 (0.0-3.5) 0.2 (0.1-0.6)

Gl perforations® 1(0.5) 0 (0.0) 0 (0.0) 3 (0.3)
1.0 (0.0-5.4) 0.0 (0.0-2.5) 0.0 (0.0-2.4) 0.2 (0.0-0.5)

Sandborn, CGH, 2019




Tofacitinib — tayvtnta dpaonc

Hanauer, CGH, 2019



H anoteAeopatikotnta tov tofacitinib dev emnpealetat
oo TNV mponyoupevn €k0eon og avti-TNFa
Npwtevov KaTtahnktkd onpeto OCTAVE Induction: Ydbeon tnv eBdopdda 8

OCTAVE Induction 1 OCTAVE Induction 2
100 -

M Placebo
80 - L
< B Tofacitinib 10 mg BID
S 60 -
s
e P<0.05 P<0.001
.§ 40 -  — —
a 19% 17%
20 - o
8% . 4% -
O -
n/N 10/122 88/476 4/112 71/429

BID=twice daily.
1. European Medicines Agency, XELJANZ® (tofacitinib) 1/2020
2. Sandborn WJ, et al. N Engl J Med. 2017;376:1723-1736.



H anoteAeopatikotnta tou tofacitinib dev emnpealeton

orto TNV nponyouvpevn €kOeon o€ avti-TNFa

‘Ydeon kat BAevvoyovikn enoUAwon tnv eBdopdda 52 v

Remission
100 -
P<0.0001
_80 - 1 P<0.0001
E;, P<0.0001 1
E, — P=0.0264
8 60 —
E a2% 4% -
t 7
£ 40 + °
a 24%
20 1 11% 11%
O -
n/ 12/10 48/115 46/10 10/89 20/83 34/93
Difference vgplace%o,% 30.74 33.2 12.9 25.3

Without prior TNFi failure

BID=twice daily; TNFi=tumour necrosis factor inhibitor.

With prior TNFi failure

1. Sandborn WJ, et al. N Engl J Med. 2017;376:1723-1736
2. European Medicines Agency, XELJANZ® (tofacitinib), 1/2020.

Mucosal healing

100 -

P<0.0001
_ 80 -
g :
g P<0.0001
5601 | | 51%
o
£ 43%
5
&
a

n/ 15/10
N 9

49/115  53/10

4
28.8 37.2

Without prior TNFi failure

M placebo

B Tofacitinib 5 mg BID

P<0.0001

11/89  25/83

17.8 27.4

37/93

With prior TNFi failure

M Tofacitinib 10 mg BID



H nponyoupevn €kBeon o€ BLOAOYLKA OXETIOTNKE HE XOUNAOTEPN TBAvVATNTA
avtanokplong oto tofacitinib (RWD)

Ungaro, ECCO 2019



IRs of HZ by time interval in Overall Cohort (phase Il/phase 111/OLE)

Winthrop, IBD, 2018



