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Mavvnc, 36 etwv, EAKWONC KOAiTLO

2017, duayvwon EK, evéiapeong Baputntag, £wg tnv nreatikn Kapnn (E3)
BAevvoalLLATNPEG KEVWOELG, TELVEOHOG, apOpaAyiec
5-ASA 4g/d, 5-ASA urtokAuopoL, Eva oXNAHa KOPTLKOOTEPOELSWV PO

11/2018, untotponr}, Mayo endoscopic score 2,
KOPTLKOOTEPOELSN PO, HN LKAVOTIOLNTLKA AVTAOKPLON
AZA 2,5 mg/kg + infliximab 5 mg/kg

KAwwkn Udeon

1/2019, maykpeatitida, Stokomnn AZA

1/2020 kAwvikn €€opon, 6-8 BAEVVOOLUATNPES KEVWOELC, TEWVECHOC, apOpaAyLeg

CRP: 24 mg/d|, calprotectin: 782 pg/g, Mayo end. score 2, infliximab trough levels 1,8 mg/ml, ATI (-)
Infliximab 10 mg/Kg/6 £B6.

Mn avtanokpion, CRP 32 mg/dl, calpro: 1345 ug/g, Mayo end. score 3, infliximab trough levels 6,8 mg/ml,
ATI (-)

CMV (-) IHC + PCR
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Mavvng, 36 etwv, pETpla — cofapn eEAKWONC KoOALTLda
Nepidepikn apOponabera
Avcaveéia AZA, dsutepoyevnC amwAELa TNG avTanokplong oto IFX

TDM: OepamnevTtikeC otadpec xwpic avriowpata ATl



OEPATTEVUTIKEC EMIAOYEC

KOPTLKOOTEPOELSON adalimumab

golimumab
KOAEKTOMA

tofacitinib

vedolizumab

ustekinumab



Network Meta-analysis to Indirectly Estimate Comparative Effectiveness
in Ulcerative Colitis

17 trials of adults with moderate to severe UC

SUCRA Ranking of Induction Therapy in Patients with Moderate to Severely
Active Ulcerative Colitis With Prior Exposure to TNF Inhibitors

® Endoscopic improvement ™ Clinical remission

i e 0.83
Ustekinumab 3
Tofacitinip T EEEEEEEEEEEEE——— 0.91
Vedolizumab T 0.34

Adalimumab T 0.26
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Singh. Clin Gastroenterol Hepatol. 2020



Tofacitinib development program - Octave 1-2, Sustain, Open

Randomisation

Randomisation

OCTAVE Induction 1
(N=598)

10 mg BID

Placebo

3 weeks

OCTAVE Induction 2
(N=541)

10 mg BID

Placebo

8 weeks

Assessment

Assessment

Méon Siapkela vooou 8
€tn

51% eKteTOUEVN

Méoo Mayo score 9
46% UTIO KOPTLKOELSN
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52% anotu)ia avti-
TNF

» 'Oy Vedolizumab
failures

Mon-responders

Fesponders >

Responders >

Re-randomisation

OCTAVE Sustain
(N=593)

5 mg BID

Placebo

52 weeks

Assessment

OCTAVE Open
(N=946)

Completers and
treatment failures

Enrolment
Assessment

5 mg BID

Mon-responders

Sanborn W. NEJM 2017;376:1723-36



OCTAVE 1 and 2: Efficacy of Tofacitinib Induction at 8 Wk in TNF-a Inhibitor-
Exposed UC Patients

e (N=1139)
TNF-a Inhibitor Naive TNF-a Inhibitor Exposed
100 @ PBO B TOF (10 mg BID)
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Clinical Remission* Mucosal Healmg Clinical Remission*  Mucosal Healing’

*Mayo score <2, with no subscore >1 and a rectal bleeding subscore of 0. tMayo endoscopic subscore <1.

Sandborn, NEJM, 2017



To Tofacitinib (5 1 10 mg) untep€xel tovu placebo otnv enitevén ko dratnpnon
NG Vdeonc aveéoptNTWC TNG anotuxiog o€ avtl-TNF mapayovteg

I AAAA: H 66on twv 10mg > 5mg o€ TNF failures I

Efficacy: remission at Week 52 in OCTAVE Sustain by TNFi failure status
B Placebo (N=198) O Tofacitinib 5 mg BID (N=198) O Tofacitinib 10 mg BID (N=197)
Remission at Week 52 in OCTAVE Sustain

100 = 29.5% , 33.2% 25.3% . 33.5% 10.5% . 19.7% 29.7%
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0. P<0.05, "P<001, ™ P <0001

Sandborn W. Clin Gastrenterol Hepatol, 2021
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Tofacitinib: rapidity of response

Stool frequency

P<0.01

l

—#- Tofacitinib 10 mg BID
Placebo

LS mean change from baseline in

Mayo stool frequency subscore (SE)

T T T T T T T T 1
& ¥ 8B 9 10 11 12 13 14 15

Mayo rectal bleeding subscore (SE)

Time (days)

*p<0.01 vs placebo; **P<0.0001 vs placebo.
BlD=twice daily; L3=least squares; SE=standard error.
1. Hanauwer 5, et al. Chin Gastroentersd Hepotol. 2018 doi; 10.1046/].cgh 2018.07 009 [Epub ahead of print].

Rectal bleeding

P<0.01
l —~@- Tofacitinib 10 mg BID
0.14 Placebo
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Real-world tofacitinib effectiveness of tofacitinib in ulcerative colitis:
a multi-center study

Retrospective, multicenter study, 6 centers, USA,

100 - 100 -
Baseline characteristics Total (N=123) 90 - 90 1 871
81.8 81.3
Age (years), age (IQR) 38 (27-46) 80 30 |
Disea.se duration (years), 5 (2-9) < 70 S 70 -
duration (IQR) p et
2 60 A 55.3 £ 60 - 57.1
Male sex, (%) 56.1 S ©
»n 50 - < i
Pancolitis, (%) 60.2 2 3 >0
: S 40 + S 40 -
Previous treatment, £ o
percentage 28.5 < 30 - 2 30 -
Biologic-naive 40.7 20 -
. i 20 -
TNFi and vedolizumab
10 N 10 -
0 - 0 -

Week 8* Week 16**

Week 24**

B Biologic-naive
B Prior exposure to 1 class

B Prior exposure to 2 classes

Ungaro R, et al. Poster P344, presented at ECCO 2019.



Real-World Effectiveness and Safety of Tofacitinib in Patients With Ulcerative Colitis:

Proportion of patients %
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Systematic Review With Meta-Analysis
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Biemansetal. Honapetal. Lair-Mehirietal. Shimizuetal. Weisshoff etal. Chaparroetal. Cremeretal. Knyazevetal. Kolar et al. Patel et al. Rutka et al. Xiaoetal. Yoshimuraetal.
[J Bio-experienced @ Anti-TNF+Vedolizumab
W Anti-TNF+Vedolizumab+Ustekinumab [0 Vedolizumab

Taxonera, IBD, 2021



Real-World Effectiveness and Safety of Tofacitinib in Patients With Ulcerative Colitis:
Systematic Review With Meta-Analysis
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90% 17 pelétec, 1162 aoBeveic HZ: 6,9 / 100 PY

80%

Discontinuation rate: 35%

70%
62% 64%
(J

60%
48% °1%
50% % 47% q
44% 46%
42%
o 38% 38%
40% 259 s
31%
30%
20%
10%
0%
€p6. 8 €p6. 12-16 pAvog 6 pavog 12
B KA. Upeon M KA. avranokpion M Udeon Xwpic otepoeldy M BAevvoyoviki emoVAwon Taxonera, 1BD, 2021

Lucaciu, 2021



OCTAVE Open- Proportions of patients achieving clinical response,
mucosal healing or remission (FAS)

Clinical response Mucosal healing?

Tofacitinib 5 mg BID B Observed  [] NRI-LOCF
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Data are as of May 2019 (database not locked), per local read of endoscopy

Proportion (%)
of patients in
remission

remission

Proportion (%)
of patients in

100
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o

n
N1

Remission

83.8 86.7
ﬂ IS_T IS_T

Month 2 Month 12 Month 24 Month 36
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164 175 154 175 132 175 113175

79.9 74.9

79.5
71.2
62.4
36.3
il h h3 1

Month 2 Month 12 Month 24 Month 36
189 189 279 279 264 264 237 257
676 769 447 769 371 769 298 768

Lichtenstein, ECCO, 2020

aMucosal healing was defined as a Mayo endoscopic subscore of 0 or 1, as per the OCTAVE Open protocol (NCT01470612) approved prior to publication of the US Food and Drug Administration draft guidance on the

definition of mucosal healing

BID, twice daily; FAS, full analysis set; N1, number of patients in the specified category with non-missing data; n, number of patients with the specified response within the given category; NRI-LOCF, non-responder
imputation was applied after a patient discontinued and last observation carried forward imputation after a patient advanced to a subsequent study up to the visit they would have reached if they had stayed in the

study. No imputation for missing data was applied for ongoing patients, except non-responder imputation for intermittent missing data



2ZUVEXELA KALVIKNG TEPLMTWONC

Mayo 1

Tofacitinib 10 mg bid x 8 eBéopadec
KAwikn BeAtiwon amnd tnv 5 nuépa

KAwwkn 0deon 5 mg bid 10 pAveg peta
BAevvoyoviKn EMoVAwWON

OXL XpRON OTEPOELOWV

ApatoAoyikn napokoAovOnon ava 3-pnvo

10°¢ /2020: petpla £€apon (5 PAsvvoalpatnpEC KEVWOELS/N. TELVEOMOC), calpro 650 pg/g
* CRP:3 mg/dl
* Tofacitinib 10 mg bid
e KAwwkn Udeon o€ 4 BOOUASEC
e AmnokAlpakwon o€ 5 mg bid



Efficacy and safety of tofacitinib dose de-escalation and dose escalation for patients with
ulcerative colitis: results from OCTAVE Open

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?)

Tofacitinib 10 mg BID
(N=57)d

et Tofacitinib 10 mg BID Responders® Tofacitinib 5 mg BID Treatment failure
subpopulation (N=905) (N=521) (N=198) between Week 8 and
a Week 52

—

o

o
I

o8]
o
|

64.9

Proportion (%) of patients in the
maintenance failure dose escalation

subpopulation with efficacy responses

Clinical response Mucosal healing Remission

N= 57 57 53 57 57 53 57 57 53
B Month 2 m Month 12 ® Month 24 Sands, APT, 2019




Treatment outcome of tofacitinib dose reduction to 5 mg BID vs remaining on 10 mg BID
in patients with UC who were in stable remission on 10 mg BID: 6-month data from the

double-blind, randomised RIVETING study

Phase 3b/4

Objective: To evaluate the efficacy and safety of dose reduction to 5 mg BID,
vs remaining on 10 mg BID, in patients with UC in stable remission on

Patients must have:

* Received tofacitinib 10 mg
BID for 22 consecutive years
in the OLE study

e Been in stable remission on
that dose for 26 months prior
to enrolment

* Not received corticosteroids
to treat UC for 24 weeks prior
to enrolment

tofacitinib 10 mg BID maintenance therapy

Eligibility assessment;

Stratified by ES=0or 1

Primary analysis
(Month 6)

Tofacitinib 10 mg BID
(N=70)

Tofacitinib 5 mg BID
(N=70)

Final assessments

Follow-up
4 weeks

e=

Months -6 to
o

Endoscopy?

o —<:I Randomisation (1:1)

1 3 6 9 12 15 18 21
o A
Endoscopy Endoscopy

27 30 33 36 39 42

H H

Endoscopy Endoscopy

Dose escalation from 5 to 10 mg BID permitted for confirmed flares

Vermeire, J Crohn’s Colitis 2021



Treatment outcome of tofacitinib dose reduction to 5 mg BID vs remaining on 10 mg BID
in patients with UC who were in stable remission on 10 mg BID: 6-month data from the
double-blind, randomised RIVETING study

v Primary endpoint: modified Mayo score remission at Month 6
Defined as an ES of <1, stool frequency subscore of <1 and a rectal bleeding subscore of 0

B Tofacitinib 5 mg BID (N = 70) B Tofacitinib 10 mg BID (N = 70)

Primary endpoint: modified Mayo score remission at Month 6
SN N N - _\ oS N N N - [ S

P ~N ES =0 l, ES=1 \ No 4 Yes N

| A12.9(0.5-25.0) A9.8 (—3.0—22.6)I A21.1 (-6.1-48.2) : A9.5 (—6.6—25.6){ A17.4 (-1.6-36.3) |

100 ¢ ' 9.0 | 1001 |324 922 I - | 1 1004 08 6 . | 914 |
2. | O B 1 s 221 | ] 741 !
8.3 - 60 1 | - | 60- | - I
'§§ : 40 I ! 40 - % :
£°, : 20 - I - I 20 I :

I oA I 0 - . ; 0 - . I

I N= 70 70 ] = S1os1oW=_ 1919, N= 43 35 W=_27 3}

\ All patients /l Subgroup: baseline endoscopic subscore Subgroup: prior TNFi failure

T T T -

Vermeire, J Crohn’s Colitis 2021



ZUVEXELA KAWVIKAC TTEPLITTWONC

11°¢ /2020: avoopia, kakouyia, PCR SARS-COV2 (+)
Awokomn tofacitinib

OXI mupetog, OXI cupRTWHATA OO TO AVANVEUGTLKO
15 nuépec peta PCR SARS-COV2 (-)



ECCO Position Statement
Inflammatory Bowel Disease Management During the COVID-19 Outbreak:

The Ten Do’s and Don’ts from the ECCO-COVID Taskforce

Should we stop IBD drugs in patients who are SARSCoV-2 positive, whether symptomatic or asymptomatic?

Do’s

* Do postpone administration of biologics

* Do stop/reduce corticosteroids whenever possible
* Do stop azathioprine/mercaptopurine therapy

* Do stop azathioprine in patients in combination
therapy with an anti-TNF agent

* Do stop JAK inhibitors

Magro, JCC, 2020



To Tofacitinib 6& oxetlotnke pe duopeveotepn EKPacn NG

' "SECURE IBD

DATABASE

\ Surveillance Epidemiology of Coronavirus
(COVID-19) Under Research Exclusion

COVID-19 oe oxeon ue aMec Bepameiec IONE.

All Patients on 21 Medication
Outcome n (") Tolacitinib, n (%) Other IBD therapy, n (%) r
— S—
Outpatient care 1753 75.4% 29 TR.4% 1724 75 3% 0)._663
Hospitalization 542 23.3% 8 21.6% 534 23.3% 0.807
ICU admission 106 4.6% 2 5.4% 104 4.5% 0.685
Mechanical ventilation 77 3.3% 1 2.7% 76 3.3% =0.999
Dcath 61 2.6% 1 2.7% 60 2.6% >0.999
Severe COVID-19 outcomes® 144 6.2% 2 5.4% 142 6.2% =0.999

Agrawal, IBD, 2020



Guidance for Restarting Inflammatory Bowel Disease Therapy in Patients Who Withheld
Immunosuppressant Medications During COVID-19 (I0IBD)

Conceptual clinical strategy for when to restart immunosuppressant IBD
medications in the setting of resolving COVID-19 infection

Mild

£
>
§ Moderate
Q
=
Severe
Mild Moderate Severe
IBD = inflammatory bowel disease COVID-19 Severity

COVID-19 = coronavirus disease 2019 Siegel, JCC, 2020



H anoteAeopatikotnta tov tofacitinib emavepdaviletat
META amno dilakomn tTn¢ Ospaneiog

To Tofacitinib eivai un avtiyoviko - 6 cuvdéctal pe dSnuiovpyia ADA peta ano dtokomn

10 or 15 mg b.d.

responders

Month 12 Month 24 Month 36

Treatment failure® Tofacitinib
b between Week 8 0—
and Week 52 10 mg b.d. Month 2

o
3
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w
=
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w
o 14 4
3 ATtWAELXL AVTATIOKPLONG Consider reinduction with
o Kota tn diakomn; 10 mg BIDL*
3
@
- A NRI-LOCF
S 100 — | |
=
= 9 M Clinical response B Remission O Endoscopic improvement
s — | : :
3 SRLE LS (O i e
< 5 - i i i
£ 60—
= I ! I
o 50 : l I
5 : I :
£ 40 - | : :
OCTAVE OCTAVE l S | : :
Induction 1 and 2 Sustain g 307 I : l
A3921094; NCT01465763 OCTAVE g B | i '
A3921095; NCT01458951 A3921096; NCT01458574 Opend g 20 i i '
8 weeks’] [52 weeks"] A3921139; NCT01470612 = 0— i ' '
Tofacitinib Clinical i i i o

n 74 39 55 65 43 54 55 41 48 48 37 42
N2 100 100 100 100 100 100 100100 100 99 99 99

Panes, JCC, 2020

B NRI O Observed



Tofacitinib — eldwka Intpata acpAaAeLlog

* Nowpwéelc (herpes zoster)

* OpouBwon — epuPfoAn

o Alatapoyec Aumibiwv

* \epdonevia, avatpio, nratikn Bloxnueia
* Kapdiayyelakd cuppapata

* KakonOewa



Acdopeva aopalelac otic peAeteg Octave 1 kat Octave 2 (8 eBdounadeg), Octave
Sustain (52 eBdopadec) kat Octave Open (OLE) (Mawog 2019)

Phase 3 OCTAVE Induction 1

73021004, NCTO1465763 Non-responders Up to 6,8 years

(8 weeks?)

Phase 3 OCTAVE Sustain

e A3921096; NCT01458574
Tofamtmiigg;ﬁg BID (52 weeks?) Phase 3 OCTAVE Openc

A3921139; NCT01470612

Placebo Tofacitinib 10 mg BID ) 5 Tofacitinib 10 mg BID

3 Complet =
= " ompleters s

Respondersb % TOfaCIE',GEngg;g SiD and treatment £
I failures o
© c
IL (1N}
Q
(4

Placebo
(N=198)

Tofacitinib 10 mg BID
(N=429) /

Placebo

Remissiond (N=175)

Tofacitinib 5 mg BID

(N=112)

0,
Phase 3 OCTAVE Induction 2 18.5%

A3921095; NCT01458951

(8 weeks?) Non-responders

OCTAVE Open (NCT01470612): peAetn oe €€€ALEN, Phase 3, TOAUKEVTPLKN TIou TtepLAOUPAVEL:

* AoBeveic ou dev avtamokpiBnkayv otic peAetec OCTAVE Induction 1 2

* AoBOeveic mou oAokAnpwoav i ametuyav otn Beparmneia otn peAétn OCTAVE Sustain
 MexpLto Mawo 2019, 1157 acBeveic EAapav tofacitinib otn peA€tn OLE (2186.2 PY of exposure)

* [ponyoupevn AnYPn avocoTpomonmoLnNTkwy: 74.6%

* [lponyoupuevn amnotuyia o€ anti-TNF: 51.9% S e —




Tofacitinib for the treatment of ulcerative colitis: up to 6.8 years of safety data
from global clinical trials

OBIJECTIVE:

* Toreport updated tofacitinib safety analyses from the tofacitinib UC clinical program, with
exposure up to 6.8 years

METHODS:

* Safety data for tofacitinib in patients with UC were analyzed for Maintenance and Overall
Cohorts, as of May 2019

*  AEs, SAEs, discontinuation due to AEs and AEs of special interest were analyzed

RESULTS:

* Proportion of patients with AEs and SAEs were similar
between cohorts and tofacitinib doses

* In the Maintenance and Overall Cohorts, IRs were highest
for SI, HZ (non-serious and serious) and Ol

CONCLUSION:

* With the exception of HZ, the safety profile of tofacitinib in
patients with UC was similar (indirectly) to other UC
therapies, including biologics

* Overall, IRs for AEs of interest have generally remained
stable in the tofacitinib UC clinical program over an
extended period of time (up to 6.8 years)

Death

Sl

HZ (non-
serious and
serious)

o]}

Non-HZ Ol

Malignancy
(excl. NMSC)

NMSC

MACE

Maintenance Cohort

E PBO (N=198; 100.4 PY)

@ Tofacitinib 5 mg BID (N=198; 146.2 PY)
® Tofacitinib 10 mg BID (N=196; 154.3 PY)
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IR (95% CI)
0.00 (0.00, 3.57)
0.00 (0.00, 2.48)
0.00 (0.00, 2.35)
0.24 (0.08, 0.55)
0.19 (0.06, 0.44)

1.94 (0.23, 7.00)
1.35 (0.16, 4.87)
0.64 (0.02, 3.54)
1.85 (1.32, 2.54)
1.70 (1.24, 2.27)

0.97 (0.02,5.42)
2.05 (0.42, 6.00)
6.64 (3.19, 12.22)
3.79 (2.99, 4.74)
3.48(2.79, 4.30)

0.97 (0.02, 5.42)
1.36 (0.16, 4.92)
2,60 (0.7, 6.65)
1.20 (0.78,1.78)
1.07 (0.71, 1.55)

0.00 (0.00, 3.57)
0.00 (0.00, 2.48)
0.00 (0.00, 2.35)
0.19 (0.05, 0.49)
0.15 (0.04, 0.38)

0.97 (0.02, 5.39)
0.00 (0.00, 2.48)
0.00 (0.00, 2.35)
0.62 (0.33,1.06)
0.75 (0.46, 1.16)

0.97 (0.02, 5.40)
0.00 (0.00, 2.48)
1.91 (0.39, 5.59)
0.77 (0.4, 1.25)
0.73 (0.4, 1.13)

0.00 (0.00, 3.57)
0.68 (0.02,3.77)
0.64 (0.02, 3.54)
0.29 (0.10, 0.62)
0.26 (0.11, 0.54)

Overall Cohort
A Tofacitinib All (November 2017 data cut; N=1157; 2050.5 PY)
A Tofacitinib All (May 2019 data cut; N=1157; 2581.3 PY)
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4 0.00 (0.00,0.17)
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- 0.19 (0.05, 0.48)
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Fo————

0.97 (0.02,5.39)
0.00 (0.00, 2.48)

0.00 (0.00, 2.35)
0.14 (0.03,0.42)
0.11(0.02,0.33)

T

é 10
IR (95% CI)

Panés J. et al, UEGW 2020



Enwkatpomnoinon dedopcvwy yia tnv epdavien MACE oto mpoypappa tou tofacitinib otnv

eAkwON koAitda péxpt tov Mawo 2019

Induction Cohort] Proportions of MACE

Placebo (N=282) Tofacitinib 10 mg BID (N=938)

Events, n (%) 0(0.0) 2(0.2)

Incidence Rates of MACE in the Maintenance and Overall Cohorts

5> 6 Maintenance Cohort : Overall Cohort
o |
S
Jd0 4
22
O] 8 2
i
.. 1 0.68 i
o 0 0.00 0.64 | ®0.26
Placebo Tofacitinib 5 mg BID Tofacitinib 10 mg BID Tofacitinib All
Events n (%) 0(0.0) 1(0.5) 1(0.5) 7 (0.6)
Total Patients 198 198 196 1124
IR (95% ClI) 0.00 (0.00-3.57) 0.68 (0.02-3.77) 0.64 (0.02-3.54) 0.26 (0.11-0.54)

Sands BE, et al . OP033, ECCO 2018
Sands BE, et al. P684, ECCO 2020



Xapoaktnplotika acfevwv pe MACE

ol Lipid levels at the last
disease at Predominant MACE e . . Prior and concomitant Prior and concomitant Lipid levels at induction P
Gender : : o Tofacitinib Action CV risk factors Lo ] recorded study
induction tofacitinib dose outcome CV medication LLA baseline, m . p
. timepoint, mg/dL
baseline
74 Male Left-sided Myocardial 142 5 mg BID Resolved Temporary Medical history of hyperlipidemia, Acetylsalicylic acid, Simvastatin TC: 161; HDL-c: 63; TC: 172; HDL-c: 44;
colitis infarction discontinuation hypertension, and deep vein warfarin LDL-c: 71;TG: 134 LDL-c: 96; TG: 159
thrombosis (Day 336 of OLE)
64 Male Left-sided Acute myocardial 1540 5 mg BID Resolved Temporary None reported None reported None reported TC: 167; HDL-c: 59; TC: 170; HDL-c: 55;
colitis infarction discontinuation LDL-c: 92; TG: 80 LDL-c: 95; TG: 98
(Day 1459 of OLE)
66 Male Left-sided Acute coronary 28 5 mg BID Resolved Temporary Medical history of angina pectoris, Acetylsalicylic acid, Rosuvastatin TC: 192; HDL-c: 112; TC: 186; HDL-c: 93;
colitis syndrome discontinuation arrhythmia, and myocardial perindopril, verapamil LDL-c: 59; TG: 105 LDL-c: 80; TG: 65
infarction (Day 1444 of OLE)
56 Male Left-sided Cerebrovascular 857 10 mg BID Resolved Permanent Medical history of hypertension Amlodipine, enalapril None reported TC: 230; HDL-c: 39; TC: 181; HDL-c: 56;
colitis accident discontinuation and diabetes mellitus LDL-c: 132; TG: 297 LDL-c: 73; TG: 258
(Day 810 of OLE)
55 Female Pancolitis Hemorrhagic 148 10 mg BID Still present Permanent Medical history of hypertension, Irbesartan Atorvastatin TC: 183; HDL-c: 63; TC: 205; HDL-c: 71;
stroke discontinuation hypercholesterolemia, and LDL-c: 94; TG: 132 LDL-c: 111; TG: 117
diabetes mellitus (Day 62 of maint)
55 Male Pancolitis Cerebellar 1438 5 mg BID Resolved Permanent History of left ventricular None reported None reported TC: 216; HDL-c: 34; TC: 281; HDL-c: 51;
hemorrhage discontinuation hypertrophy and hypertension LDL-c: 150; TG: 161 LDL-c: 191; TG: 194
(Day 918 of OLE)
39 Male Left-sided Aortic dissection 31 10 mg BID Death No action None reported None reported None reported TC: 309; HDL-c: 80; LDL-c: TC: NR; HDL-c: NR;
colitis 189; TG: 85 LDL-c: NR; TG: NR

ATtO TOUG 7 aoBeveic pe kapdlayyelako ocuppBapa, oL 5 eiyav mapayovtec Kvduvou.

Sands BE, et al. P684, ECCO 2020




Ertkatpornoinon dsdopévwy yia tnv epdavion OpopfospBoAikwv enetcodiwv (DVT/PE) oto
npoypappo tou tofacitinib otnv eAkwén koAitida pExpt tov Mawo 2019

Induction Cohort

B Placebo, N=282 (44.8 PY)
@ Tofacitinib 10 mg BID, N=938 (156.2 PY)

Maintenance Cohort

M Placebo, N=198 (100.4 PY)
@ Tofacitinib 5 mg BID, N=198 (146.2 PY)
@ Tofacitinib 10 mg BID, N=196 (154.3 PY)

n (%)
0.97
1(0.4)
0.00
0(0.0) 0.00
0.98
104 B
0.00
0(0.0) 0.00

01 2 3 4 5
R

IR (95% Cl)

6 7 8 9 101112 0 1

2 3 4 5
R

IR (95% Cl)

6 7 8 9 10 11 12

Overall Cohort

A Tofacitinib All, N=1,157 (2,581.3 PY)

PD Tofacitinib 5 mg BID, N=198 (664.1 PY)

@ PD Tofacitinib 10 mg BID, N=959 (1,917.1 PY)

n (%)

0.04 1(0.1)
0.00 0 (0.0)
0.05 1(0.1)
0.15 4(0.3)
0.00 0 (0.0)
0.20 4(0.4)

01 2 3 4 5

IR (95% Cl)

Sandborn WJ, et al. P 598, ECCO 2020

6 7 8 9 10 11 12




Anpoypadikd XopoKTNPLOTIKA aacBevwyv tov napovciacav OpouBoeBoALKO EMELCOSLO
oto npoypappa tov tofacitinib

Event Ageat Gender, Treatment Days of  Days of treatment  Disease extent BMI, Disease Platelet count CRP at Oral Relevant medical history
time of MF at time of  treatment  with tofacitinib kg/m* activity at time of time of contraceptive
event, event with placebo  prior to event at time of event,* event,* and/or
YEars prior to event event* 1P cells/mm* mg/L hormonal
therapy, Y/H
Induction studies
ONT a0 M Placebo 3 i) Ulcarative 221 T™MS: 8 186 249 MAA Prior history of Factor V' mutation, PE and suparficial
pancolitis thrombophilebitis. Raceiving methylprednisclone
{4 mg/day) at time of ewent
FE 32 F Placebo 50 i) Extansive colitisf 30.0 T™MS: 5 444 1.3 M Mo significant prior medical history. Receiving
pancolitis methylpradnisclons (8 mg/day) at ime of event
Maimenance study
ONT 48 M Placabo &1 63" Left-sided colitis 25.6 PMS: B° 380 0§.3° MA Recaived tofacitinib 10 mg BID in induction for 63 days
PE 48 M Placabo 22 632 Extansive colitis’ 243 PMS: 42 216 8.8 MA Prior history of venous thrombosis. Receivad
pancolitis tofacitinib 10 mg BID in induction for 63 days
| ~S—
ONT 58 F 10 mg BID B2 1148 Proctosigmoiditis 22 PMS: 0 233 22 ¥ DVT diagnosad following long-haul flight and
managament of an infactad lag wound
FE 25 M 10 mg BID 0 216 Laft-sided colitis 25.2 PMS: 2 445 0.2 MAB Prior history of DVT and PE
PE 57 M 10 mg BID 63 236 Lafi-sided colitis 2B.6 PME: 2 183 3.4 MAA Prior history of phlebothrombosis, stroke, arterial
hypertension and hypercholesterclasmia
PE T0 M 10 mg BID 175 447 Proctosigmoiditis 321 PMS: 3 258 44 A Cholangiocarcinoma and metastasas to the paritonaum
PE 21 F 10 mg BID &1 629 Extansive colitis! 328 PMS: 0 330 303 ¥ Oral contraceptives for dysfunctional utarine bleading
pancolitis
-

*Per the latest available data prior to event onsst. *Patients receved tofaciinib 10 mg BID during CCTAVE Induction 1 or 2; “Partial Mayo score at Day 62 in OCTAVE Sustain, 1 day sfter the event onset date (the closest availsble Mayo score data to time of event];
“CRP at Day &2 in ZCTAVE Sustain, 1 day after the event onsst date; *Partial Mayo score at Day 29 in OCTAVE Sustein, 7 deys after the event onsst date (the closest available Meyo score data to time of event)

BID, twice daily; BMI, body mass index; CRF, C-reactive protein; OWT, desp wein thrombosis; F, femals; M, male; M. no; MYA, not applicable; OLE, open-label, long-term extension; PE, pulmonary embolism; PME, partial Mayo scors; TME, total Mayo scors;

U, ulcerative colitis; ¥, yes

Sandborn WJ, et al. P 598, ECCO 2020




Ev tw BadeL pAeBoBpopfwon (DVT) kat tvevupoviki epoAn (PE) oto KAWIKG poypapo
NG ToPaCITVIUITNG Yot TNV EAKWON KoAitidéa (Mdadoc 2019)

2 UUTIEPOLOOLTLKAL:

v'H IR yta DVT kot PE mapépewve otaBepn amo tnv nponyoUpevn avaiuon dedopévwy (ZemtéuBploc 2018), xwpic

epudavion enutA€ov enelcodiwv.

v O\o. ta emeloodio otn peAétn Octave Open adopolos aoBeveic mou Adppavav tofacitinib 10 mg BID, pHetd amo

ToUAAxLloToV 7 HAVEC Beparteiog Kat OAoL eixov tpodLabeotkol g TtaPAYOVTEC.

v H ouyvotnta ev tw BAOeL dAeBoBPOUPBWONC KO TIVEUMOVIKAC EUBOAAC ATOV TTOpOpOLa E TLC avadopEC o aoOeveiC

e eAkwdn koAitida.

v’ Meploplopol: mepLoplopévo Selypa Kal TEPLOPLOUEVOC XPOVOC €KBEoNC 0TO PAPHAKO.

Sandborn WJ, et al. P 598, ECCO 2020



Tofacitinib — xpion pe mpoocoyxn os €16keEC opadec - VTE

Use tofacitinib with caution in patients:

:?\ With known risk factors for VTE®

Previous VTE

Patients undergoing major surgery
Immobilisation

Myocardial infarction (within previous 3 months)
Heart failure

Use of combined hormonal contraceptives or HRT

Inherited coagulation disorder

Malignancy

Aged >65 years

Risk factors such as age, obesity (BMI 230), diabetes, hypertension and smoking status should also be considered

HRT=hormone replacement therapy; VTE=venous thromboembolism.
XELJANZ® (tofacitinib citrate) summary of product characteristics. Pfizer Hellas 01/2021.



Ertkaiponoinon 6edopévwyv yia tnv epdavion kokondetac (ektog NMSC) oto npoypappo tou
tofacitinib otnv eAkwén koAitda pexpt tov Matwo 2019

= JuvoAwkad 20 kakonOeLeg {IR 0.75, 95% Cl 0.46-1.16)}

All malignancies (excluding NMSC)

= 2 OLVOLCI)Opéq VLOL: Induction Cohort n (%) Expg\s{ure,
, , , , , Placebo (N=234) 0(0.0) 40.4
° T i [TIMH X]
KAPKLVO HAOTOU, KAPKLVO TpCle])\OU HNTPAG, Tofacitinib 10 mg BID (N=905) 0(0.0) 158.6
[TIMH X]
adEVOKAPKIVWLLA TIAXEOG EVIEPOU, AEpudwA, LEAQVW AL Maintenance Cohort
Placebo (N=198) 1(0.5) 103.3
- ] o 7 ’ ’ o —Jl——— [TIMHX]
Agv SrarotwOnke clustering kamolou Tumou KakonBeLag Tofacitinib 5 mg BID (N=198) 0(00) 1488
[TIMH X]
’ , ’ , , Tofacitinib 10 mg BID (N=196) E 0 (0.0) 157.3
" |R kakonBeLag mapepeve otoBepn HE TO XPOVO KL TLOPOHLOLOL [TIMH X]

Overall Cohort

LE auTn Ttou napatnpeital oe aoBeveic pe UC mou

PD tofacitinib 5 mg BID (N=198) P 3(1.5) 677.7

’ ’ ’ P PD tofacitinib 10 mg BID 17 (1.8) 1978.7
AappBavouv Beparmneia pe BloAoykoUg TapAYOVTEC. (N=926) @ [TIMH X] ' '

, . (v 2019 coiacu) A [TIMH X] @ 20564

" Mapayovreg kwduvou: Tofacitinb All(N=1124) | A TVHX
(September 2018 data cut) . . . . . 17@.9) 24612
, , , 0 0 2 4 6 8 10
» nAwkia (yia kaBe 10 £€tn):HR 1.45; 95% Cl, 1.03-2.04 p——

» dldpkela vooou: HR 1.05; 95% Cl, 1.00-1.09
Ciorba MA, et al. UEGW 2020

Lichtenstein GR, et al. Inflamm Bowel Dis 2020



Enwkoiponoinon 6€6opEvwy yla tov pn HEAAVWTLKO Kapkivo tou dEppatoc (NMSC) oto
npoypaupa tov tofacitinib otnv eAkwdn kKoAitda péxpt tov Mawo 2019

Aev untnpxav véeg meputtwoel¢ NMSC armod tnv nponyouuevn

avoluon twv dedopevwy (ZemtepBprog 2018). Ave€dptnTol mapdyovtec KwsUvou yio NMSC
Proportions and incidence rates of NMSC events in the Overall Cohort (Ove ra ” COhort, COX reg ression ana IyS|S)
n (%) Exposure, IR

PY (953 Ch Factor HR 95% ClI p value

PD tofacitinib 5 mg BID (N=198) |+—@——— 3(L5) 672.2 (o.o(s)a',4f.30)
Prior NMSC 9.09 2.98, 27.73 0.0001

PD tofacitinib 10 mg BID (N=926) —O— 16 (1.7) 1945.2 o 43'812_3 "
Tofacitinib All (N=1124) o reira 0.73 Prior TNFi failure 3.32 1.08, 10.20 0.0363

(May 2019 data cut) ' ’ (0.44, 1.13)
(Tsc’efg‘f;‘ri:gzrAz”O(l’\';jjti“gut) A 19 (17) 2427.3 04r. 122 Age (per 10-y increase) 2.03 1.37,3.02 0.0004

0 1 2
IR (95% CI)

19 (1.7%) neputtwoelc NMSC in the Overall Cohort {IR 0.73, 95% Cl 0.44-1.13}
18 aoBeveic (94.7%) sixov Aafel avoootpormomnolntika, 15 (78.9%) TNFi, 7 (36.8%) sixav totoptkd NMSC

Kavéva NMSC bev tav petaotatiko Kat 6ev odriynoe o SLokortr) TN aywync.

NMSC IR rapapével otabepn LE TO TIEPACLOL TOU XPOVOU KOl ATAV TIOLPOMOLA LE QUTH) TIOU TtapatnpEeital
o€ aoBeveic pe eAkwON KoAltda rov Aafav aywyn He BLoAOYLKO TtapAyovTa.

Reinisch et al. UEGW 2020
Sands B, et al Inflamm Bowel Dis 2021



Ertkapomnoinon dedopevwv ya tnv epdavion Eprinta {wotnpa (HZ) oto npoypoappa tou tofacitinib
otnv eEAkwoN KoAitda péxpt tov Mato 2019

‘Eprintag {wotnpag: 87 aoBeveig (7.5%), IR: 3.48 [2.79-4.30]

" 1% E()(E EHBO)\LQGG& | Aocoefoptwpevn oxéon? |
0, ’ ’ 1 7 4 1 Induction cohort | Maintenance cohort
= >90% Ttwv acBevwv mou gudavicav HZ, n Aolpwén ntav nmia/pEtpLa @ Flacobn (N2262) § Tofaciinb 10mg B (ioss) ™ Pacebo (N=IS6) @ Tolaciinb 5 mg 6D (4-195)
n (%) @ Tofacitinib 10 mg BID (N=196) n (%)
: - A HZ (non-serious ‘ 1(0.9) 1(0.5)
(meploplopévn o€ 1-2 depotopLa) e (nom-seri e s | oo e
Serious HZ 000 0.00 8833 :-, 0 %??'00 g Egig;
" 4 aoBeveic (4.6%) iyav moAamAd fi urtotporidlovta ENEL0OSL Valtdermatomal Hz . 000 B o 103
0.63 ' 101 [® 0-68 1(05)
i ) ‘ .—{’—’_(TUO—‘. 2.60 4(2.0)
Disseminated HZ o 063 ' 0.00 (1)8.(1); ) PY 0060-68 228.(5);
. I o I 14 I " . }—{ .
4 acbeveic (4,6%) napovciacav pedeprntikn vevpadyia TTITII T e n STII s s s s ennnn 00
, , , y Overall Cohort (December 2016) Overall Cohort (May 2019)
= Aldpeocog xpovog epdavionc 474.0 nUEPEC

@ PD Tofacitinib 5 mg BID (N=186) @ PD Tofacitinib 10 mg BID (N=959) | Tofacitinib All (N=1157)

n (%) n (%)
HZ (non-serious f ® 13.45 12 (6.5) I ® {341 21(10.6)
14 I I 14 . . . . e | . )
= 20,7% mpoowptvn drakorr), 9,2% opLotikn dtakorr tofacitinib and serous) e o e
® 0.27 = o0 ;
Serious HZ l@— 0.23 1(05) o 0(.)3105 105
A 0.24 303 11 026 6(0.6)
’ ’ ’ PY 1.11 4(0.3) ® 0.92 7(0.6)
- Zn HOLVTLKOL TTOLPOLYOVTEG Kwduvou: Multidermatomal HZ | -@— 0.54 ‘;E(Z;; Lo 8-256 161((31-02))
P — 8'99 11 (]:.0) o s 17 (1:5)
Disseminated HZ FHO— (.35 ZESZ; - O?é% éEgz;
' ’ A . A .
> HEVCI}\I’] nAlKla (HR 1.40 [1.21, 163]) Sy S e S e s e ey e A

» XouNnAo Bapog cwpartog (HR 1.02 [1.01, 1.04])

» North American vs European region (HR 2.14 [95% Cl 1.28, 3.59])

» Tmponyoupevn anotuyia og anti-TNF (HR 1.76 [1.13, 2.74])



Mpoaktika op£EAN ano tn xprion tovu tofacitinib otn péon — Bapia eAkwdN KoAitida

AnoteAeopatikotnTa
o€ amotuyia avti-TNF

l Amno to oTopa Yoprnynon |

Awaxelpiolpo podiA | Tayxeila evapén dpaong ‘
acpGAeLog | |
tofacitinib
| MovoOepaneia | Taxsi?t am?ppécbnon .
| | | Bpayug Xpovog nuiiwng |

/

MBavn 1" ypapupng Oepanceia
META TaL 5ASA + KOPTIKOOTEPOELON

Armouoia avocoyovIKOTNTOG ‘
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Manuscript Doi: 10.1093/ecco-jcc/jjab052
ECCO Guidelines on the Prevention, Diagnosis, and Management of Infections in
Inflammatory Bowel Disease

3.4.2. Varicella zo@

Statement 3.8*

Recombinant herpes zoster vaccine [RZV] is the preferred vaccine for patients with
IBD disease given its efficacy and safety [EL3]. If RZV is not available, a live zoster
vaccine [ZVL] is recommended in immunocompetent patients with IBD aged =50
years [EL4].

RZV remains recommended for patients with IBD receiving immunosuppressive
therapy [EL4]. If RZV is unavailable, ZVL may be considered in patients on low-dose
immunosuppression [EL3].

Studies of vaccination against VZV in the IBD population have involved patients aged =250
years. However, it is known that patients of all ages treated with tofacitinib are at higher
risk of shingles [OR: 3.65; 95% Cl: 2.74-4.76 for patients <65 years; OR: 9.55; 95% Cl: 4.77-
17.08; for patients 265 years].[102] In addition, the European Medicines Agency Committee
for Medicinal Products for Human Use released a statement supporting extension of use of
RZV to those aged 218 years who are at additional risk of HZ [103] although evidence to
support use of RZV in younger adults is scarce.




H 66on twv 10mg BID Atav anoteAecHaTIKOTEPN TWV 5mg BID
o€ aoBeveic mou eiyav anotuyel o€ avtl-TNF
OCTAVE-Sustain

NNT for tofacitinib 5 mg BID vs placebo NNT for tofacitinib 10 mg BID vs placebo

Prior TNFi failure Mo prior TMFi failun . e ) o
\ ! / Priar TNFI failure \ Na prior TNFi failure
5.3 3.0 Clinical respanse 2.3 24

35

Clinical response

Endoscopic improvement

Endoscopic improvement 3.8 25

Remission 9.9 3.2 Remission 4.0 2.8
Remission among baseline remittars Remissicn amang baseline remittars 22 2.1
Sustain_ad ateroi_d—_frgae rsmils'aioq 27 Sustained steroid-free remission 30 55
armany baseline remillers amang basoline remittars : '
| | | | ]
| T | | T | I T | T
0 2 4 ] 8 10 0 2 4 6 a 2 4 & 8 10 0 o 4 &
NNT NNT NNT NNT

Priar TNFi failure / Na prior TNFi failurs \ Prior TNFi failure / No prior TNFi failure




OCTAVE OPEN long term extension
AocOeveic oe Upeon oto tEAog tnG OCTAVE sustain

To Tofacitinib (5mg x2) diatnpei tnv VPeon otnv nNAsoPndia Ttwv acBevwv ota 3 £tn

B Tofacitinib 5 or 10 mg BID in OCTAVE Sustain

Propaortion (%) of patients
in remission

B Tofacitinib 5 mg BID in OCTAVE Sustain

Proportion of patients achieving remission

Observed case
100 —
88.7 B33 85.8
80 —
60 —
40 —
20—
o—
Month 2 Month 12 Month 24
n= 49 60 109 47 50 97 38 36 T4
M= 58 74 132 53 60 113 46 48 94

B Tofacitinib 5 mg BID in OCTAVE Sustain

[0 Tofacitinib 10 mg BID in OCTAVE Sustain

94.4 -
{ gaa | Lo
| 2
I 3 80 —
1 55
=% o0
1 gt
g -
I §c
I &
=] 20—
I o
Month 36
\!.F -y q_, n=
39 36 75 N=

O Tofacitinib 10 mg BID in OCTAVE Sustain

~

Proportion (%) of patients
in remission

-

Proportion of patients achieving remission (NRI-LOCF)

AN

Prior TNFi = Yes
100 — 100 —
79.2 79.2 =
30 — ?50 eB.T § Bﬂ‘ —
63.9 . & <
60 — % 60—
50.0 458 486 = g
40 — § 2 40
20— g 20
o
0- o—
Month 2 Month 12 Maonth 24 Month 36
n= 19 27 19 23 16 18 11 17 n=
N 24 36 24 36 24 36 24 as N=

B Tofacitinib 5 mg BID in OCTAVE Sustain

O Tofacitinib 10 mg BID in OCTAVE Sustain

NRI-LOCF
14 1 4 1 4
Aveéaptnta oo tn doon
74 789788

: 1.2 o 2683 on == ——

5.5 59 r; N\

SES 521 53.0 I

742 : 80304

I |

I |

I |

i

Month 2 Month 12 Month 24 N Menthih o
49 60 109 47 50 97 38 36 T4 35 36 M
66 76 142 66 76 142 66 76 142 66 75 141

B Tofacitinib 5 or 10 mg BID in OCTAVE Sustain

Prior TNFi = No

Ave€aptnta oo to TNF status

82.5
£59 66.7 67.5
52.4 dEd 475
Month 2 Month 12 Month 24 Month 36
30 33 28 27 22 18 24 19
42 40 42 40 42 40 42 40

B Tofacitinib 5 or 10 mg BID in OCTAVE Sustain

Colombel, Clin Gastroenterol Hepatol 2020



Erntkaporntoinon dedopévwy ya tnv epdavion Aotpwéewv oto npoypappa tou tofacitinib otnv eAkwédn
KoAitiba péxpt tov Mawo 2019

= JoBapec Aotpwéeg IR: 1.70 [1.24-2.27]
* euKalplakéC Aolpweelc (non HZ) IR: 0.15
[0.04-0.38]

* Kapia coBapn Aoipwén dev odnynoe oto

e('IV(ITO. All infections Sls
Induction Cohort n (%) %)
n (%,
PBO (N=282) —— B ———TIMH X] 43(152) @ [TIMH X] 0(0.0)
) ! ! ! Tofacitinib 10 mg BID (N=938 \ ° | ’
° GA) SL(IKOT[I’] onw }\OLuwanq O_aCI inib 10 mg ( ) —e—i 196 (20.9) [ o 1 [TIMH ¥J0.9)
Maintenance Cohort
PBO (N=198) —8— [TIVH X] 8242 | WX
Tofacitinib 5 mg BID (N=198) —O—i[TIMH X] 71(35.9) —@——[TIMH X] 2 (1'0)
- 7 7 7 7 Tofacitinib 10 mg BID (N=196) IMH X 78 (39.8) [TIMH X] 1 (0'5)
Av KoL oL coBapeg AoLLWEELG ATAV TILO CUXVEC UE TO oot oo =1 [mmix MR -
PD tofacitinib 5 mg BID (N=198) O 4338 132(66.7) | HO— [TIMHX] 8 (4.0)
e . . . ! r. PD tofacitinib 10 mg BID (N=059) o 5257 506 (52.8) B e xg 97-(2:9)
tofacitinib vs placebo otnv induction PEAETN, NTC"" gm0 2017 7o remcinbal aessen - s 9650 [ ras omrig e
Mduog 2019  PD Tofacitinib All (N=1157) Hd [TIMH X] 629 (54.4) A urs . . 4367
! ' HFTCIRE 0 20 40 60 80 100 120 140 160 2 4 & 8 10
ouykplolpec petacv placebo kat tofacitinib 5 ko 10 R (o594 0 T e R (85 )

mg BID otn peA€tn maintenance.

= >tnv Overall Cohort, n enintwon twv cofapwv
Aolpwéewv ATayv mapopoLa LETaEL Twv SO0EWY,
TIOPEUELVE OTOBEPN LE TO XPOVO KaL TTAPOUOLA UE

TNV ponyoupevn avaluvon dedopEvwy .

Winthrop KL ,et al. UEGW 2020




Enimeda Autidiwv kot CRP avaloya Je TV aviamnokpLon otn Oepaneia petd oo 8
eBédopadec aywync ot OCTAVE induction 1&2 peAétec oe aoOeveic pe eAkwdN
KOALTLOQL

= To tofacitinib ouoxetiOnke pe doocosaptwpevn avénon Twv

B pRO B Tofacitinib 10 mg BID
! ’ ! ! ! Clinical response - No
Autibilwv otnv eAkwdn koAttda tnv 8n eBdopada Beparmeiac. ; s . meatrese
X _ 36.0 ‘ 3
5% 20.0 5\"’5
" MapatnpnBnke pkpr AAAQ OTATLOTIKA CNUOVTLKA CUCYETLON 5§ w0 55
[ 0.0 o
i -10.0 g ;
HETAEL TNC avénong Twv Auttdlwyv kot TG petwong tng CRP. ° (ML) (majal) (mojaty (WG ° Tongidl) (mgiay (MGIAL) ()
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HETAEL TNC avénong Auttdlwv kal avtamokplong, UPEoNG Kol i 25 20
evOOOKOTILKNG BEATiwoNG otoug acBevelg utto tofacitinib.
(mg/L) (mg/L) (mgiL) (mg/L) (mg/L) (mg/L) (mg/L) (mglL)
N1 32 267 32267 32 265 32 268 N1 182 562 182 561 182557 182 561

Further research is required to determine if increases in lipid levels could be used as a

surrogate for markers of reduced inflammation in UC. Salese L, et al. UEGW 2020



Tofacitinib Has Been Associated With Lipid Increases in UC

" H péon aAlayn amno to baseline tng peA€tng ntav

mopopoLa petaél Twv acBevwy ou EAafav 5 kal

== Tofacitinib 5 mg =e—Tofacitinib 10 mg
10 mg BID kot TtapEPLELVE OXETIKA oTaBEpr yLa BID (N=175) BID (N=769)
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" 9.7% twv a.cBevwv mou eAaBav tofacitinib 5 mg BID o
E\aBav avtAutdoLpko pappoko, Evovtl 6.8% Twv Month

aoBevwv ov €Aafav 10 mg BID.

Melmed GY, et al. UEGW 2020
Sands B, et al. Inflamm Bowel Dis 2020



Tofacitinib, mpooappoyn tng 600n¢ 6€ EPYACTNPLOKEC SLOTOLPOXEC

Laboratory

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; Hb=haemoglobin; LDL=low-density lipoprotein.
XELJANZ® (tofacitinib citrate) Summary of Product Characteristics. Pfizer Inc. 2020



MpwTtapxkd Se6opEva TG OAOKANPWHEVNG, TUXOLOTIOLNHEVNC, avolxTRE peAETnc ORAL
surveillance (A3921133) o€ acOeveic pe peupatoedn apOpitida

tofacitinib all vs anti-TNF, HR (95% Cl): 1.33 (0.91-1.94)

MACEs Malignancies (excluding NMSC)
Tofacitinib Tofacitinib Tofacitinib TNFi Tofacitinib Tofacitinib Tofacitinib TNFi
5 mg BID 10 mg BID* All 5 mg BID 10 mg BID* All
ZUVOALKOG apLOUaG 1455 1456 2911 1451 ZUVOALKOG apLOpOg 1455 1456 2911 1451
OCULLHETOXOVTIWV CULLHETOXOVTIWV
Atopa-£TN Atopa-£tn
5166.32 4871.96 10038.28 5045.27 5491.48 5311.71 10803.19 5482.30
ApLOpSC 47 (3.23%) | 51(3.50%) | 98(3.3%) 37 (2.5%) ApiBpég
CUUULETEXOVTWV HE OUHUETEXOVIWV HE 62 (4.26%) 60 (4.12%) 122 (4.19%) 42 (2.89%)
TPWTO CUMBAV TPWTO GUUBAV
€VTOG TNG MEPLOSOU eviog
Kwduvou (%) ™G nepLodou
KwdUvou (%)
IR (95% CI
(95% ) IR (95% Cl)
0.91 1.05 0.98 0.73 113 113 113 0.77
(0.67- (0.78- (0.79- 1.19) (0.52-1.01) : : : :
(0.87-1.45) (0.86- (0.94- 1.35) (0.55-
1.21) 1.38)
1.45) 1.04)

tofacitinib all vs anti-TNF, HR (95% Cl): 1.48 (1.04-2.09)

H kAwvikn peA€Tn 6ev pundpeoe va katadeiel otL to tofacitinib eival pn katwtepo («OXL XELPOTEPO ATO») TWV
anti-TNF mapayoviwv (pre-specified non-inferiority criterion = 1.8)

Pfizer Shares Co-Primary Endpoint Results from Post-Marketing Required Safety Study of

(*)The 10 mg BID treatment group includes patients that were switched from 10 mg BID to 5 mg BID as a result of — - - - — -
XELJANZ® (tofacitinib) in Subjects with Rheumatoid Arthritis (RA) | pfpfizeruscom

a study modification in February 2019



https://www.pfizer.com/news/press-release/press-release-detail/pfizer-shares-co-primary-endpoint-results-post-marketing
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Tofacitinib: Safety Concerns by the FDA

Feb 2019 “Safety trial finds risk of blood clots in the lungs and death with higher dose of
tofacitinib (Xeljanz, Xeljanz XR) in rheumatoid arthritis patients”

Jul2019 “FDA approves Boxed Warning about increased risk of blood clots and death with higher
dose of arthritis and ulcerative colitis medicine tofacitinib (Xeljanz, Xeljanz XR)”

Feb 2021 “Initial safety trial results find increased risk of serious heart-related problems and
< J cancer with arthritis and ulcerative colitis medicine Xeljanz, Xeljanz XR (tofacitinib)”

https://www.fda.gov/drugs/drug-safety-and-availability/initial-safety-trial-results-find-increased-risk-serious-heart-related-problems-and-cancer-arthritis



