11° KPHTO-KYTIPIAKO 2YMITOZIO PEYMATOAOTI'IAZ

Tofacitinib o€ 16lonaBeic DAeypovwderg Nocoug tou Eviépou

Kwvotavtivoc ZoudpA€png
[aoTtpevtepoAOyOC,
ErtipueAntnc A'E.2LY.,

[aotpevtepodoyikn KAwikn,
Ocayeveio A.N.O.
OeooaAovikn




AHAQZH 2YTKPOYZHZ ZYMOEPONTQN

Abbvie
Enorasis
Janssen
Merck
Mylan
Pfizer
Roche
Takeda
Vianex



IONE EmidnuioAoyia: 1:200

Wilks introduces
ulcerative colitis
into the medical
vernacular
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O téAEL0C OEPATTEUTLKOC OTOXOC...

Aim of the treatment in
IBD patients

« Returning to a normal life, the

ultimate therapeutic goal in
IBD »

Laurent Peyrin-Biroulet, UEGW Vienna, 2016




“Ulcerative Colitis, unlike Crohn’s Disease, does not progress”
(narrowing; strictures; fibrosis; anorectal dysfunction; mural damage; pseudopolyps;)

Surgery
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Treat To Target in Ulcerative Colitis

STRIDE Consensus Targets Accumulating Evidence  Optimized Targets

Resolution of rectal bleeding and Discrepancy between symptom Validated PRO scores and
Clinical normalization of bowel habits normalization and endoscopic tools/technologies for PRO
should be the target. activity. reporting.
Targets and Monitor every 3 months until
PROs symptom resolution and every 6
months thereafter. y
Absence of ulceration is the Utility of UCEIS and modified Validated UCEIS and
target (minimum score of 1). Mayo scores. Mayo scores.
Endoscopic Assessments should be done More stringent endoscopic Mayo score =0
T t every 3-6 months after start resolution associated with better
argets of therapy. outcomes (Mayo score = 0).
A
Mot recommended as a Histological healing Validated histological index.
target because of associated with endoscopic Nancy and Robarts scores as
HiStOlOBical insufficient evidence. healing and can predict long- promising potential tools in
Targets term outcomes. clinical practice and clinical
trials
A
CRP and fecal calprotectin are Fecal calprotectin Validated fecal calprotectin cut-
Adil.l nctive adjunctive measures of inflammation responsive to treatment off value with demonstrated
. but NOT treatment targets. induction and dose specificity, sensitivity, and
Biomarker Failure of CRP or fecal calprotectin response. reliability.
normalization should prompt Home-based test development.
argets
endoscopic evaluation.
v
Molecular evidence of inflammation (intestinal permeability) may be helpful with assessing disease activity in
Novel Future patients who demonstrate endoscopic healing but still experience symptoms. Methods for detecting molecular
Targets inflammation will require extensive research to demonstrate its association with disease short-term and long-
term outcomes.
A

Ungaro, Am J Gastroenterol 2019



Treat To Target in Ulcerative Colitis

Diagnosis of Active Ulcerative Colitis

Practical Considerations

* To evaluate endoscopic healing,
Mayo score is currently acceptable,
but UCEIS is the preferred score

Disease Assessment
—0 * Evaluation of disease severity
« Evaluation of risk of progression
« Selection of therapy and targets
Active disease Remission
Evaluate
every 3-6 every 6-12
months Symptoms months
AND
Objective Inflammation Signs
‘@) (@
& | o® | O
Clinical symptoms Adjunctive Biomarker
Remission Targets Remission Targets® Low Disease Activity Targets
* Resolution of rectal bleeding and * Endoscopic: Mayo or UCEIS scores =0 *» Fecal calprotectin
normalization of bowel habits * Histologic: not currently <100 mcg/g®
* Patient-centric Qol targets recommended
(Available scores: Nancy index or RHI)
~— -~
T d_/"f
H'-.\_\_\_\_\_\_\_ .’—"-F-H_H-/
- -
“"“-m,,____. .,__,ﬂf
Target not achieved®

Re-evaluation e wm
of dosage or therapy surveillance

Control of Intestinal Inflammation
* Avoidance of long-term bowel damage and subsequent disability

(target score=0 for either)

* Histologic targets are not currently
recommended in practice because
current evidence does not warrant
therapy discontinuation based solely
on the presence of histologic
inflammation in cases with normal
endoscopy

* As a biomarker target, the fecal
calprotectin threshold of
<100 mcg/g is appropriate and
feasible to achieve in practice

Ungaro, Am J Gastroenterol 2019



Anti-TNF kot EAkwénc KoAitida

Clinical Remission in UC: ACT (Infliximab), ULTRA-2
(Adalimumab), and PURSUIT (Golimumab)

Patients failing 5-ASA/steroids/IS

Infliximab 8 Weeks' Adalimumab 8 Weeks 2 Golimumab 6 Weeks >
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Infiimab 10 Infliximab5  Placebo oy enel Placeho ﬁ%i/’;(;‘(;"ab %%;T(;g"ab Hlaccbo
mg/kg mg/kg LY g

Infliximab 54 Weeks1 Adalimumab 52 Weeks 2 Golimumab 54 Weeks *

*x wo 40%
2 35%
30%
25%
20%

‘ 15%
1 10%
| 5%

0
Infliimab 10 Infiiximab’5  Placebo ~ °° : ) ;
Adalimumab Placebo Golimumab Golimumab 50  Placebo
mg/kg mg/kg
100 mg mg

* P<.05 versus placebo; ** P<.01 versus placebo.

5-ASA = 5-aminosalicylic acid; UC = ulcerative colitis.
1. Rutgeerts P, et al. N Engl J Med. 2005;353(23):2462-76; 2. Sandborn WJ, et al. Gastroenterology. 2012;142(2):257-65; 3. Sandborn WJ, et al. Gastroenterology.
2014;146(1):85-95; 4. Sandborn WJ, et al. Gastroenterology. 2014;146(1):96-109.




Long term Infliximab in UC

Infliximab Discontinuation Due to Treatment Failure

% Infliximab
Discontinuation Due to

y Leeds 2012 Netherland 2011 Leuven 2009
Treatment Failure

n=210 n=152 n=614

Nonresponse

Loss of response

Total discontinuation

Sprakes MB, et al. J Crohns Colitis. 2012;6(2):143-53; de Bie Cl, et al. Aliment Pharmacol Ther. 2011;33(2):243-50; Schnitzler F, et al. Gut. 2009;58(4):492-500
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Anti-Integrins
Vedolizumab and Ulcerative Colitis

GEMINI 1

*
471 Week § *
409
BcEbo Svsdoizumat (N=225])
255 248
*
16.9
54

Clinical response Clinical remission Mucosal healing

* p<0.001
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Clinical Remission Mucosal Healing Steroid-Free
Remission

Randomized responders
Week 52

Feagan, NEIM 2013



Anti IL12/23:
Ustekinumab and Ulcerative Colitis-UNIFY

Primary Endpoint: Clinical Remission at Week 8

100
- Mayo Score < 2 Points, with No Individual Subscore > 1
o~
%) 80
b
c
2
©
o 60
Y—
(o]
5
5 40 p<0.001 p<0.001
(o}
o
& 20 15.6 155

5.3 m
0
Placebo IV 130 mg 6 mg/kg’
Ustekinumab IV
5‘“@ ACG 2018 Weight-range based UST doses approximating 6 mg/kg: 260 mg (weight < 55 kg), 390 mg (weight > 55 kg and < 85 kg), 520 mg (weight > 85 kg).
\?‘:‘2“‘ October 5-10 Subjects who had a prohibited change in concomitant UC medication or an ostomy or colectomy prior to the Week 8 visit were considered not to be in clinical remission.,

Philadelphia, PA  Subjects who had all 4 Mayo subscores missing at Week 8 were considered not to be in clinical remission. The p-values were based on the Coghran-Mantel-Haenszel (CMH) test.



Primary anti-TNF Non Response:
Second Line Biologic...

Response to Second-line Biologics - Prior PNR vs. Intolerance

Study name Events / Total Risk ratio and 95% ClI

Risk Lower Upper
ratio limit limit Group-A Group-B

GEMINI-I Induction 044 008 238 3/44 2/13 :
GEMINI-| Maintenance 052 0.29 093 11/33 14/22 ——
GEMINI Il and 1l 108 064 181 25/109 20/94 ——
GEMINI Il Maintenance 1.1  0.64 192 20/68 17/64 +
CERTIFI 073 0.38 138 10/36 18/47 -
UNITI 1 069 0.53 0.89 72/305 105/306 ——

Primary Non-Response vs. Intolerance 076 0.61 096 141/595176/ 546 ‘

014 02 05 1 2 5 10

Inferior Response  Superior Response

Singh, J Crohns Colitis 2018



AveknmAnpwtec Oepaneutikec Mpoodokiec otnv
EAkwON KoAttida 2020 (BroAoyikec Beparmeiec)

Primary nonresponse: a lack of improvement in clinical signs and symptoms with induction therapy

Primary failure with first-line infliximab ranges from 19% to 58%

Secondary nonresponse: the eventual loss of an initial clinical response

Secondary loss of response occurs in up to 40% of patients

Increases
likelihood of
— Do.se loss of
Immunogenicity Escal:iltlop and response to
switching successive

agents
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2020: AoBevnc kot emAoyn Bepamneiac

(Aminosalicylate compliance 45%)

(Azathioprine missed doses 25%)

(anti TNF adherence 82.6%)

effectiveness, long lasting action, rapid onset, few side effects...

ease of administration, time interval, fear of syringes, oral therapy...
absence from work/home (6,5 hours with infliximab)...

different perception of disease impact between patients and physicians...

48% dissatisfied with current treatment...

Danese, Dig Dis 2019
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Néol Oepamneutikol otoxot Ka Oepareiec ko IONE
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Mkpa Mopia kat BioAoyikoi Mopayovtec

Table 1 Differences between small-molecule drugs (SMDs) and biologics®? 34 37

SMDs Biologics
Molecular weight (Da) <1000 >>1000
Chemical structure Small organic compounds Proteins
Location of target Intracellular Extracellular
Mechanism of action Receptor or enzyme inhibition Depletion
Route of administration Oral Parenteral
Distribution Variable Limited to plasma and

extracellular fluids

Degradation Metabolism Proteolysis
Serum half-life Short Long
Antigenicity Non-antigenic Potentially antigenic

Drug—drug interactions
Toxicity

Production
Cost of production
Generics

Possible

Spedific toxicity due to the parent compound
or metabolites. Possible ‘off-target’ effects

Chemical synthesis
Variable
Identical

Infrequent
Receptor-mediated toxicity

Biological production
High
Biosimilar

Olivera, Gut 2017



JAK Inhibitors: Mnyaviopoc Apaoncg

Cytokines bind to cell
surface receptors and
activate JAKs

JAK inhibitors work
intracellularly to inhibit
the phosphorylation and
activation of JAKs

Inactive JAKs prevent the inhibitors

phosphorylation and o g
activation of STATs and o

activation of gene Q
transcription =

% Cytoplasm

|_
Reduced production of @
inflammatory cytokines m
modulates the immune *
response ',' $ \< Nucleus
° @ ¢ o 0. b

Decrease in Cytokine Production



JAK inhibition (Tofacitinib) and Cytokines

Cytokine

receptor Tofacitinib

Modulated cyfoklne
release

Disease state
(inflammation)

Normalized cytokine

release ‘



JAKis and Ulcerative Colitis

IL-2, IL-4
IL-7, IL-9.

IL-15

JAK3

IL-10, IL-19,
IL-20, IL-22,
IL-24, IL-26

IL-6, IL-11, Epo
IL-31, OSM, Tpo
CNTF, LIF GH
CT1 Leptin

IL-3, IL-5,
‘ TSLP ’ ‘ IFN-g ’ ‘ IL-13 ] ‘GM-CSF’ GM-CSF

JAK inhibitors currently approved or in development in patients with IBD.

Drug Target Gut selectivity | IBD type | Status
Tofacitinib pan-JAK No €D -
uc FDA/EMA approved
R CDa Phase 3 recruiting (NCT02914600; NCT03077412; NCT03046056)
Filgotinib JaKt No UC | Phase 3 recruiting (NCT02914535)
o CD Phase 3 recruiting (NCT03345836)
Hpadachinb JAK1 Ne UC | Phase 3 recruiting (NCT03006068)

B . CD Phase 2 recruiting (NCT03635112)
101473 pan-IAK Yes UC | Phase 2b/3 recruiting (NCT03758443)
Pf-06651600/ JAK3 No CcD Phase 2a recruiting (NCT03395184)
Pf-06700841 | JAK1/TYK2 uc Phase 2b recruiting (NCT02958865)
BMS-986165 TYK2 No 82 E’hase 2 recruiting (NCT03599622)

Danese, Gut 2019



JAK Inhibitors in Clinical Development for UC

JAK Inhibitor

Company

UC Status*

JAK1 JAK3

Selectivity

20-fold selectivity for JAK3 over JAK23
ICso (NM):

Tofacitinib Pfizer Approved . JAK1=3.8; JAK2=10.7; JAK3=1.4;
TYK2=24
JAK1 30-fold selectivity for JAK1 over JAK2
. .. Gilead, IC;, (NM):
AL Galapagos | nase3 « JAK1=10; JAK2=28; JAK3=810;
TYK2=110
JAK1
Upadacitinib AbbVie Phase 2/3 74-fold selectivity for JAK1 over JAK2




Tofacitinib (CP-690,550) an oral JAK inhibitor

Inhibits JAK1, JAK2, and
JAK3 in vitro

Functional cellular
specificity for JAK1 and
JAK3 over JAK2

Modulates signaling for
an important subset of
pro-inflammatory
cytokines: IL-2, -4, -7, -
9,-15, and -21




Tofacitinib otn vooo tovu Crohn:
ApvnTtikn MEAETN...

Open-label extension Follow-up
(48 wk) (4 wk)
A A
{ I
26-wk , I | T | 1 @ Wks
maintenance Baseline/ 8 16 24 36 48 52
study Day 1 :
(A3921084; All remitters ;
NCT01393899) CDAI <150 ® m
(CDAI <150) Tofacitinib 5 mg b.d. (N = 62) D 3
Study =9 g
completion 33 M 2
or g % L
withdrawal due to " = ©
protocol-defined All non- Tofacitinib 10 mg b.d. (N = 88) 52
treatment failure remitters
(CDAI =150)

Panes, Aliment Pharmacol Therap 2019



Tofacitinib otnv EAkwdn KoAttida

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Tofacitinib as Induction and Maintenance
Therapy for Ulcerative Colitis

William J. Sandborn, M.D., Chinyu Su, M.D., Bruce E. Sands, M.D.,

Geert R. D’Haens, M.D., Séverine Vermeire, M.D., Ph.D., Stefan Schreiber, M.D.,
Silvio Danese, M.D., Brian G. Feagan, M.D., Walter Reinisch, M.D.,
Wojciech Niezychowski, M.D., Gary Friedman, M.D., Nervin Lawendy, Pharm.D.,
Dahong Yu, M.D., Ph.D., Deborah Woodworth, M.B.A., Arnab Mukherjee, Ph.D.,
Haiying Zhang, Ph.D., Paul Healey, M.D., and Julian Panés, M.D.,
for the OCTAVE Induction 1, OCTAVE Induction 2, and OCTAVE Sustain Investigators™



OCTAVE clinical programme design

OCTAVE Induction 1
(N=598)

10 mg BID

Placebo

Randomisation

8 weeks

OCTAVE Induction 2
(N=541)

10 mg BID

Assessment

Placebo

Randomisation

8 weeks

BID=twice daily.

e Non-responders
(]
€
a OCTAVE Sustain
é’ (N=593)
Responders > -
je -
3 3 5
= = 06 515 £ |Completersand \ £
S mg S |treatment failures/ 2
c 17} c
o 2 L
o) Placebo
Responders o
52 weeks

Non-responders

OCTAVE Open
(N=946)

5 mg BID

Assessment




Kpttipla Evtaéng tou kKAwikou ntpoypappotoc OCTAVE

Adults with moderately to severely active UC for 24 months!3

History of failure or intolerance to 1 of the following treatments:%2
Oral or IV CS
AZA or 6-MP
TNF inhibitors: infliximab or adalimumab3

Permitted concomitant medications included stable doses of:3
Oral 5-ASA or SSZ

Oral CS (prednisone daily dose <25 mg equivalent; permissible in OCTAVE Induction 1 and 2 only)

Prohibited concomitant medications included oral immunomodulators or biologic therapies?
Only OCTAVE Induction 1 and 2 responders were eligible to enter OCTAVE Sustain*

Mandatory steroid taper from baseline3

5-ASA=5-aminosalicylic acid; 6-MP=6-mercaptopurine; AZA=azathioprine; CS=corticosteroid; IV=intravenous; SSZ=sulfasalazine; TNF=tumour
necrosis factor.

1. ClinicalTrials.gov. NCT01465763 (OCTAVE Induction 1). 2. ClinicalTrials.gov. NCT01458951 (OCTAVE Induction 2). 3. Data on file. Pfizer Inc,
New York, NY.

4. ClinicalTrials.gov. NCT01458574 (OCTAVE Sustain).



Mpoypoppa Meletwv OCTAVE:
O pooi aoBeveic oe otepoeldn, anti TNF amotuyiec

Table 1. Baseline Demogmphic and D Chamcteristics of the Patients inthe OCTAVE Induction 1, OCTAVE Ind uction 2,and OCTAVE Sustain Triak.*
Chamcteristic OCTAVE Induction 1 OCTAVE Induction 2 OCTAVE Sustain
Placebo Tofacitinib, 10 mg Plcebo Tofacitinib, 10 mg Placebo Tofacitinib, Smg  Tofaciinib, 10 mg
(N=122) (N=476) (N=112) (N=429) (N=198) (N= 198) (N=197)
Malesex— no. (%)1 77 (63.1) 277 (582) 55 (49.1) 259 (60.4) 116 (58.6) 103 (52.0) 110(55.8)
Age —yr} 418+153 4.3+ 141 40.4:132 41.1£13.5 43.4£14.0 419+137 429:14.4
Inductiondrial group assignment — no. (%)
Placebo 24 (12.1) 22(11.)) 24(12.2)
Tofac tinib, 10 mg twice daily 167 (84.3) 170 85.9) 167 (84.8)
Tofac tinib, 15 mg twice daily 7(35) 6(3.0) 6(30)
Remission amantenancetrid enty — na (%) — 59 (298) 65028 55 (27.9)
Duration of disease— yri
Median 6.0 6.5 6.2 6.0 72 as 6.8
Range 05-362 03-425 04-279 04-394 0.6-42.7 06-40.3 06-35.7
Extent of disease— nojtotal no. (%)19
Proctosi gm oiditis 19/122 (15.6)  65/475(13.7)  16/111(144)  67/428(15.7)  21/198 (106)  28/196 (14.3) 33/19% (16.8)
Leftsided o ltis 37/122 (30.3)  158/475 (333)  39/111(35.1) 149428 (348)  68/198 (343)  66196(337)  60/196 (30.6)
Exters ive colitis or pancolitis 66/122 (54.1)  252/475(53.1)  S6/111(50.5)  211/428 (49.3) 108/198 (545)  102/196(52.0)  103/196 (52.6)
Total Mayo score | 91+1.4 90:14 89:15 9.0:15 33:18 33:13 3A:18
Partid Mayo scoret| 6.5¢1.2 6.3:12 64212 6.4+ 13 1.8+1.4 18413 1813
C-reactive protein — mg/liter]
Median 47 44 5.0 46 1.0 a7 09
Range 0.1-32.5 0.1-208.4 02-205.1 02-156.0 0.1-450 al-33.7 0.1-743
[ Ora glucocomicorg us e at asenne —no. (7o) ] ST T3 (45.0) TS a0 1) TR (462) TO0(o00) TOT 1.0 TT(442)
%mm,(wn L2 EeE ) FaLEVEE Y] L2EeI A ) TR0t S raTl ey SO o) TOT1o13)
———————
TNF artagonist 64 (52.5) 243 (51.1) 60 (53.6 22 (51.7) 89 (44.9) 83 (41.9 93 (472)
Gl o on e 98 (803 390 (135) B3040 03 (70.6) 1763 T45 (0.2 10 (050 |
Immunosuppressant{t 3 (68.0) 160 (75.6) 75 (62.0) 301 (70.2) 129 (652) 143 (72.2) W1(716)

Plus-minus values are means +SD. There were no significant differences between groups within each trial unless otherwise noed. TNF denotes tumor nec rosis factor

In the OCTAVE Induction 2 trial, there was a significant difference between groups in the propor tion of mae patients (P« 0103).

For the OCTAVE Sustan trial the basdine v dues were cbtained at the time of entry in the OCTAVE Sustain trid.

For the OCTAVE Sustain trial, the basdine values were obtained at the time of entry into one of the indudtion trials (OCTAVE Indudion | or 2).

Data on extent of disease are missing for three patients,

The total Mayo score ranges from Oto 12 and the partial Mayo score (i.e, the total Mayo score excluding the endoscopic subscore) ranges from 0 to 9, with higher scores indicating
more severe dsease,

** Previous treatment failure was determined by the investigator.

11 Immunosuppressants induded agents such as & sthioprine and mercaptopurine and did notindude bidlogic agents fe.g. TNF antagonists) or glucocorti cocoids

—l) e~ »




Mpwtevovta Kat SeutepeOVTA KOTAANKTLKO ONUELL

Primary endpoint
Key secondary

endpoint

Primary endpoint

Key secondary
endpoints

CS=corticosteroid

Remission at week 8

Mucosal healing at week 8

Remission at week 52

Mucosal healing at week 52

Sustained CS-free remission

Total Mayo score <2
No subscore >1
Rectal bleeding subscore =0

Endoscopic subscore <1

Total Mayo score <2
Rectal bleeding subscore =0

Endoscopic subscore <1

CS-free and in remission at
weeks 24 and 52, in patients
who were in remission at
baseline



MpwTtevov KATaANKTIKO onpeio : Ydeon tnv eBéopada 8

100 OCTAVE Induction 1 OCTAVE Induction 2

. Placebo
80 -
. | Tofacitinib 10 mg BID
S
£ Remission:
2 60 ~ =119 =139
§ A=11% A=13% -total Mayo Score <=2
S P<0.05 P<0.001 -no subscore > 1
: -
S a0 J — — -rectal bleeding subscore 0
t -central reading endoscopy
3
e 19% o
50 - 17%
8%
4%
0 -
n/N 10/122 88/476 4/112 71/429



Agutepevov KataAnKtiko : Mucosal Healing tnv eBéopada 8

OCTAVE Induction 1 OCTAVE Induction 2
100 -

. Placebo

80 -
—_ | Tofacitinib 10 mg BID
X
2
c
2 60 -
s P<0.001 P<0.001
[T
° 1  —
3
= 40 ~

319

8_ % 28%
e
a.

20

0_

n/N 19/122 149/476 13/112  122/429



Mucosal Healing with Tofacitinib

Tofacitinib in UC

Baseline

05/03/2013
122012

o Whd
Medix RN

Ao Vermeire, ECCO IBD Masterclass 2018



OCTAVE SUSTAIN
Awatipnon tn¢ Ydeonc tnv EBdopada 52

Remission at week 52
(OCTAVE Sustain)
100 -

. Placebo
. Tofacitinib 5 mg BID
80 A P<0.001
= [ \ . Tofacitinib 10 mg BID
X
2
g 60 -
2 P<0.001
)
©
=% | |
(T
o 41%
2 40 ~
€
o
o
2
o

20 ~

n/N 22/198 68/198 80/197




OCTAVE Sustain:
Aeutepevov kataAnktiko: Mucosal Healing tnv eBéopada 52

Mucosal healing
(OCTAVE Sustain)
100 -

80 - P<0.001
[ \ . Tofacitinib 10 mg BID

. Placebo

. Tofacitinib 5 mg BID

60 ~ P<0.001

46%

40 -+

Proportion of patients (%)

20 -~

n/N 26/198 74/198 90/197




OCTAVE Sustain:
Ydeon xwpic otepoedn tnv efdopada 24 ko 52

Sustained CS-free remission

(OCTAVE Sustain)

100 -
. Placebo
. Tofacitinib 5 mg BID

80 A P<0.001
- [ 1 . Tofacitinib 10 mg BID
§’_
2
3 60 P<0.001
)
8 ' ' 47%
(T
(]
c
2 40 ~ 35%
€
o
o
2
o

20 A

5%
0 -
n/N 3/59 23/65 26/55

TfAmong those who were in remission at OCTAVE Sustain entry.
BID=twice daily; CS=corticosteroid.



Prior anti-TNFa failure:
'Ydeon ko Mucosal Healing tnv eBdopada 52

[ Remission ]
100 -
P<0.0001
r 1 P<0.0001
= 80 -
& P<0.0001 r \
[}
£ — P=0.0264
® 60 - e
)
S a2e 4%
S 40 - 37%
o
o
24%
20
11% 11%
0 -
n/N 12/109 48/115 46/104 10/89 20/83 34/93
Difference vs placebo, % 30.7 33.2 12.9 25.3

Without prior TNFi failure

With prior TNFi failure

A:44(42)-11=33(31)

A:37(24)-11=26(13)

Proportion of patients (%)

100 ~

80 ~

60 ~

[ Mucosal healing ]
P<0.0001
[ 1
P<0.0001 P<0.0001
I ' ‘
S1% P=0.0042
43%

[ | 40%

40
30%
20 A I
14% 12%

n/N 15/109 49/115

. Placebo

53/104 11/89 25/83  37/93

28.8 37.2 17.8 27.4

Without prior TNFi failure With prior TNFi failure

] Tofacitinib 5 mg BID Tofacitinib 10 mg BID

O 8adopéc (6€Ata) ouykpiotpeg, eldka ota 10 mg BID




15t and 2" Line in Ulcerative Colitis
Network Metanalysis

Induction of Remission-bionaive Induction of Remission-prior anti-TNF
gt | sucra | % N apem | suca | %
Infliximab 0.85 30.9% Adalimumab 0.31 4.4%
Adalimumab 0.31 16.1% Vedolizumab 0.62 10.1%
Golimumab 0.58 23.0% Tofacitinib 0.96 28.8%

Vedolizumab 0.82 31.6% Infliximab - -
Tofacitinib 0.43 18.9% Golimumab - -

Tofacitinib: BéAtiotn emthoyn petd ano anotuyia anti TNF

Singh, Aliment Pharmacol Ther 2017
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Yneptaxeio Apaon tofacitinib: 3 nuépec
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Hanauer, Clin Gastroenterol Hepatol 2019



Late (W16) Vs Early (W8) Responders

ECCO
Delayed responders
OCTAVE Induction 1 and 22 OCTAVE Open
(NCT01465763; NCT01458951) (NCT01470612)

Responders®
N=148

Continue tofacitinib

10 mg BID
8-weeks Non-respondersP 8-weeks Month 2

tofacitinib 10 mg BID N=295 tofacitinib 10 mg BID assessment

Discontinue as per

Non-responderst
protocol

+ 429 induction non-responder patients entered OCTAVE Open, of which 295 received
tofacitinib 10 mg BID during induction

+ At Week 8 of OCTAVE Open - ie after a total of 16 weeks induction (extended induction)
+ Patients who were still non-responders were required to discontinue, as per the protocol
+ Patients who achieved a clinical response - ie delayed responders - continued on tofacitinib
10 mg BID in OCTAVE Open (N=148)

« Efficacy was evaluated for continue tofacitinib treatment in OCTAVE Open for these delayed
responders

+ Safety data presented for the overall UC clinical trial program

*Patients received either placebo (N=234) or tofacitinib 10 mg BID (N=905) during OCTAVE Induction 1 and 2. Induction responders entered OCTAVE Sustain and received placebo,
tofacitinib 5 or 10 mg BID for 52 weeks; PRespanders were defined as patients with a decrease from induction baseline total Maya score of =3 points and >30%, with an
accompanying decrease in rectal bleeding subscore of >1 point or an absolute rectal bleeding subscore of 0 or 1 [centrally read].

BID, twice daily

Rubin, DOP 43, ECCO 2019, Copenhagen



Early versus Late Responders:
2TO £T0C TOPOMOLO ATOTEAEGUATLKOTNTA

22l pelayed responder responses in OLE

Remission Mucosal healing Clinical response

mAll © Prior TNFi failure ' No prior TNFi failure

100 100 100
(0] (0] w
< < tg
L2 80 22 g0 22 80
® T= T 2
o af a g
= 0 Y ]
o 60 0 60 52 w0
oy ) [+ o
& E &0 o Y
5 8 <z
cx 40 c 3 40 c= 40
2 SE =
5 55 5
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0 0 0
12 24 36 12 24 36 12 24 36
Month in OLE Month in OLE Month in OLE
n 66 34 32 64 34 30 47 27 20 n 84 46 38 77 43 34 55 33 22 n 104 61 43 87 48 39 57 35 22
N1 144 84 60 142 80 62 105 64 41 N1 148 85 63 146 83 63 107 66 41 N1 144 84 60 142 80 62 105 64 41

« Month 12 delayed responder patient responses were similar to Month 12 responses of
8-week induction responders who stayed on tofacitinib 10 mg BID in OCTAVE Sustain
(41.0% remission; 46.2% mucosal healing; 61.8% clinical response)

Only patients who were in clinical response at Month 2 per central read of endoscopy are included in this analysis. Months 12, 24 and 36 data are based on local read endoscopy with
non-responder imputation for missing data

BID, twice daily; N1, number of patients who could have reached time point (based on enrolment dates and last non-missing total Mayo score); n, number of patients with the
specified response within the given category; OLE, open-label, long-term extension; TNFi, tumour necrosis factor inhibitor

Rubin, DOP 43, ECCO 2019, Copenhagen
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Panes, J Crohns Colitis 2019



Table | Tofacitinib as induction therapy in ulcerative colitis

Tofacitinib-UC:
AnoteAsopatiko otnv Emaywyn tnc Ydeonc

2017

50.0% (NA)

Phase/study Treatment | Size | Clinical Clinical Endoscopic Mucosal Endoscopic
response at | remission at | response at 8 | healing at 8 | remission at 8
8 weeks, % 8 weeks, % weeks, % (p) weeks, % weeks, % (p)
® ®) ®)
Phase Il Induction Placebo 48 42% 10% 46% Not available 2%
Sandborn et al 0.5 mg BID 31 32% (p=0.39) 13% (p=0.76) 52% (p=0.64) 10% (0.14)
2012 3 mg BID 33 48% (p=0.55) 33% (p=0.01) 58% (p-0.30) 18% (p=0.01)
10 mg BID 33 61% (p=10) 48% (p<0.001) 67% (p=0.07) 30% (p<0.001)
I5 mg BID 49 78% (p<0.001) 41% (p<0.001) 78% (p=0.001) 27% (p<0.001)
Phase Il OCTAVE | Placebo 122 32.8% 8.2% Not available 15.6% 1.6%
| Induction 10 mg BID 476 59.9% (p<0.001) | 18.5% (p=0.007) 31.3% 6.7% (p=0.04)
Sandborn et al I5 mg BID 16 87.5% (NA) 43.8% (NA) (p<0.001) 12.5% (NA)
2017 62.5% (NA)
Phase Il OCTAVE | Placebo 112 28.6% 3.6% Not available 11.6% 1.8%
2 Induction 10 mg BID 429 55.0% (p<0.001) | 16.6% (p<0.001) 28.4% 7.0% (p=0.04)
Sandborn et al I5 mg BID 6 83.3% (NA) 50.0% (NA) (p<0.001) 0% (NA)

Abbreviations: BID, twice daily; NA, not applicable.




Table 2 Tofacitinib as maintenance therapy in ulcerative colitis

Tofacitinib-UC:
AnoteAsopatiko otnv Zuvtnpnon tnc Ydeonc

Phase/study Treatment | Size | Clinical healing at 52 Sustained and | Sustained mucosal heal-
remission weeks glucocorticoid- | ing among patients with
free remission | mucosal healing at
baseline
Phase Ill OCTAVE | Placebo 198 I1.1% 13.1% 5.1% 8.9%
Sustain 5 mg BID 198 | 34.3% (p<0.001) | 37.4% (p<0.001) | 35.4% (p<0.001) 33.3% (p<0.001)
Sandborn et al 10 mg BID 197 | 40.6% (p<0.001) | 45.7% (p<0.001) | 47.3% (p<0.001) 49.4% (p<0.001)

2017

Abbreviation: BID, Twice daily.




Real Life, Single Center,Chicago IBD Center:
58 UC pts, 93% prior anti TNF, 81% prior vedolizumab

Clinical response to tofacitinib

70%
60%
50%

40%

30%

20%
10%

0%
Week 8 Week 26 Week 52

Response M Steroid-free remission

33% Remission, 42% 12 month Steroid Free Remission, 20% Infections

Weisshof, Dig Dis Sci 2019



Real Life, Retrospective, Multicenter Study, U.S.A.

U.S.A, 6 centers, 123 UC patients

10 mg BID

40,7% anti-TNF and vedolizumab exposed

28.5% bionaive

Clinical Response : W8 60.8%, W16 55.4%

Clinical Remission : W8 13.5%, W16 48.6%

Endoscopic healing : 64.9%

“The good” : bio-naive (aOR 5.50), high albumin

“The bad” : +steroids (aHR 0.25), male (aHR 0.25), pancolitis, MES 3
“The ugly”;

Ungaro, P344, ECCO 2019, Copenhagen



Real Life, Retrospective, Multicenter, France

» 37 patients, refractory UC, tofacitinib 10 mg BID

e anti-TNF-exposed: 100%
 >1 anti TNF: 70%

* Vedolizumab: 97%

* Pancolitis: 62%
 Median Mayo Score: 9(4-11)
 Week 24 Results:

-Survival without colectomy: 77%
-Survival without treatment interruption: 62,6%
-Clinical Response: 41%
-Steroid Free Remission: 32%
-SAEs: 13,5%

-3 cases Herpes Zoster

Lair-Mehiri, P715, ECCO 2019, Copenhagen



Safety of tofacitinib for treatment of Ulcerative Colitis
Based on 4.4 Years of Data from Global Clinical Trials

Table 4.IRs of Adverse Events of Special Interest in the Maintenance and Overall Cohorts

Overall cohort (induction +

Maintenance cohort maintenance + OLE)
Tofacitinib Tofacitinib
Placebo (n = 198) 5mg BID (n = 198) 10 mg BID (n = 196)  Tofacitinib all (n = 1157)
n (%) n (%) n (%) n (%)
IR (95% CI) IR (95% CI) IR (95% ClI) IR (95% CI)

Serious infections 2(1.0) 2(1.0) 1 (0.5) 33 (2.9)

1.9(0.2-7.0) 14 (02-49 0.6 (00-35) 200

| 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) 4 (0.4)

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 NMSCY 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 (0.4-5.8) 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)

NOTE. With the exception of malignancy (excluding NMSC), NMSC, and MACE, IRs presented in the table exclude events that occurred =28 days after the last
dose of study drug.

BID, twice daily; Cl, confidence interval; Gl, gastrointestinal; HZ, herpes zoster; IR, incidence rate, patients with =1 event per 100 patient-years; MACE, major
adverse cardiovascular events; NMSC, nonmelanoma skin cancer; Ols, opportunistic infections; OLE, open-label extension study.

“Adjudicated data do not include data from Study A3821063.

Sandborn, Clin Gastroenterol and Hepatol 2019



Up to 5.4 years of safety From Global Clinical trials

e 1157 patients
* 83% 10 mg BID

* |R (Incidence Rates, unique patients with events per 100 patient years)

Death:
Serious Infections:
Herpes Zoster:

Malignancy:

Non Melanoma Skin Cancer:

MACE:

Gastrointestinal Perforation:

0.2
1.9
3.8

0.6
0.8
0.3
0.1

Sandborn, P466, ECCO 2019, Copenhagen



Real Life Safety

U.S.A., 6 centers

140 patients (120 UC)

95% 10 mg bid

Median follow up: 75.5 months (IQR 49.8-124.5)

19 Adverse Events

8 Serious Adverse Events (therapy discontinuation)
5 Herpes Zoster

2 Leucopenias

9 Abnormal Lipids (4 statin)

Yarur, P407, ECCO 2019, Copenhagen



Herpes Zoster Risk in IBD:
Medications

TABLE 2: Treatment Type and HZ Risk from Meta-Analysis and Nested Case-Control Studies

Treatment Type Indication(s) HZ Risk, OR (95% CI)
TNFi biologics® IBD (Crohn’s disease and UC)/PsO/RA 1.28 (0.69-2.40)b
IBD (Crohn'’s disease and UC) 1.81 (1.48-2.21)¢
Non-TNF biologics*® Crohn’s disease/PsO/RA/SLE 2.19(1.20-4.02)
All biologics*¢ (TNFi and non-TNF) IBD (Crohn'’s disease and UC)/PsO/RA/SLE 1.71(1.11-2.64)°
IBD/PsO/RA 1.58 (1.39-1.81)f
All nonbiologic DMARDs! PsO/RA/SLE 1.61(0.84-3.10)®
IBD/PsA/PsO/RA/AS 1.21 (1.15-1.28)f
Tofacitinib® (5 and 10 mg BID) Pso/RA 2.16 (0.84-5.58)
5 mg BID PsO/RA 2.10(0.83-5.34)
10 mg BID PsO/RA 3.01 (1.15-7.87)
MTX® RA 0.89(0.24-3.29)
Thiopurines SLE 1.35(0.33-5. 61]b
IBD (Crohn'’s disease and UC) 1.85(1.61-2.13)
IBD (Crohn'’s disease and UC) 3.1(1.7-5.6)
Corticosteroids® IBD (Crohn’s disease and UC) 1.5(1.1-2.2)
IBD (Crohn’s disease and UC) 1.73(1.51-1.99)
Biologic and thiopurine combination therapy®  IBD (Crohn’s disease and UC) 3.29(2.33-4.65)

Colombel, Inflamm Bowel Dis 2018



2uotaosl EpBoAtaocpov yia Epninta Zwotipa
National Psoriasis Foundation

Table II. Herpes zoster risk and vaccination recommendations by treatment modality

Herpes zoster risk compared Grade of RZV
Systemic treatment Disecase with no systemic therapy conclusion Quality of evidence vaccination
Tumor necrosis factor « PsO, PsA = Weak, 2A A and B +
inhibitors
Ustekinumab PsO Between = and {| Weak, 2A B +
Interleukin 17 inhibitors* PsO, PsA = Weak, 2A B +
Interleukin 23 inhibitors’ PsO = Weak, 2A B +
Tofacitinib PsO, PsA I} Strong, 1 A and B ++
Apremilast PsO, PsA = Weak, 2A B +
Conventional synthetic PsO, PsA = Weak, 2A B and C +
DMARDs
Corticosteroid PsO, PsA 0} Weak, 2A B and C ++
Combination therap).ri PsO, PsA I} Weak, 2A A and B ++

DMARD, Disease-modifying antirheumatic drug; PsA, psoriatic arthritis; PsO, psoriasis; RZV, recombinant zoster vaccine; +, recommended;
++, strongly recommended.

*Ixekizumab, secukinumab, and brodalumab.

quseIkumab, tildrakizumab, and risankizumab.

tConventional synthetic and biologic DMARDs.

Baumrin, ] Am Akad Dermatol 2019



Awaxeipion Eprninta Zwotipa kot IONE

Herpes Zoster
Typical presentation: clinical diagnosis
Atypical presentation:
1. Antigen detection, eg, immunofluorescence assay
2. PCR assay

v

Always treat IBD patients irrespective of immunosuppression

Always consult with an infectious diseases specialist to discuss the need Complicated, disseminated,
for admission and IV therapy and the need to reduce or stop opthalmic, or
. . Wz immunosuppression based on the relative severity of IBD and HZ multidermatomal HZ

v

Typical dermatomal rash

Treat for a minimum of 7 days if the patient is considered Refer for urgent ophthalmologic
immunosuppressed consultation in the setting of
ophthalmic zoster

If clinical improvement, continue treatment until 2 days after all
skin lesions have crusted over

h4 Liaise with infection control and consider postexposure v
Valacyclovir 1 g POTID prophylax_is for pregnant or i_mmunocompromised contacts of IV acyelovir _10 mgfkg q8h
or index case (including health care workers) 'Ensurf: hydratlon_, monitor renal
Fameiclovir 500 mg PO TID ) ) _ _ _ function, and adjust the dose
Liaise with the infectious diseases specialist regarding when to accordingly

restart or increase immunosuppression if therapy was altered

.

New vesicles still
appearing after
48h

|

IV acyclovir 10 mg/kg g8h
*Ensure hydration, monitor renal
function, and adjust the dose
accordingly

FIGURE 2. Management of herpes zoster in patients with IBD receiving immunosuppressant treatment. Abbreviations: PCR, polymerase chain reac-
tion; PO, orally; q8h, every 8 hours; TID, 3 times a day.

Colombel, Inflamm Bowel Dis 2018



Mean change from baseline in TC (mg/dL), SE

Tofacitinib kot Autidia
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

17 May 2019
EMA/267216/2019 Rev.1'

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

EMA’s safety committee (PRAC) is recommending that doctors must not prescribe the 10 mg twice
daily dose of Xeljanz (tofacitinib) in patients who are at high risk of blood clots in the lungs. These
include patients who have heart failure, cancer, inherited blood clotting disorders or a history of blood
clots, as well as patients who take combined hormonal contraceptives, are receiving hormone
replacement therapy or are undergoing major surgery.

In addition, doctors should consider other factors that may increase the risk of blood clots in the lungs
including age, obesity, smoking or immobilisation.

Keljanz is currently authorised for the treatment of rheumatoid arthritis, psoriatic arthritis and severe
ulcerative colitis.

The PRAC's recommendation follows results from an ongoing study (study A3921133) in patients with
rheumatoid arthritis. This study showed an increased risk of blood clots in the lungs and death when
the 10 mg twice daily dose was used, which is double the recommended dose for rheumatoid arthritis.

The new advice means that, since 10 mg is the only recommended starting dose for ulcerative colitis,
patients with this condition who are at high risk of blood clots must not be started on Xeljanz. Patients
at high risk currently taking this dose for any condition must be switched to alternative treatments.

Patients should not stop or change their dose of Xeljanz without talking to their doctor. They should
seek medical attention immediately if they experience symptoms such as difficulty breathing, pain in
the chest or upper back and coughing up blood, which could indicate the presence of a blood clot in the
lungs.

The new recommendations are temporary and follow previous PRAC advice not to exceed the
recommended 5 mg twice daily dose when treating rheumatoid arthritis. The PRAC will now carry out a
review of all available evidence, and updated guidance will be provided to patients and healthcare
professionals once the review is concluded.

EMA, 17.05.2019



EOD, Oappakosnaypunvnon tofacitinib
21.05.2019

TTvevpovikn eufoin

H mvevpoviki) epfoin) €xer mapatnpnBei ce aobeveic mov AuPEVOLY TOQUGITIVIITI GE KAIVIKECG
OOKIUES KU1 GE OVOQOPES LETA TNV KVKAOQOPIX TOV TpoiovToc oty ayopd. H togacitvipm 10 mg
OVO POPEC NUEPNCIME UVTEVOEIKVUTAL GE UGOHEVEIC TOL AUTPEYOLV LYNAO KIVOLVO TVEVLIOVIKIG
elPoing (Pr. emiong mapaypago 4.3). Emmpochetol mupdyovieg Kivouvou Tov Bu Tpemet va
Aaufdvovtal vToyY Katd Vv aSloAdyno) KIvonvou Tov acBevoud Y1o TVEVLLOVIKI) eLLPoAT), elval 1)
NAIKIO, 1] TOYLGUPKIC, TO KATVIGLLO Kol 1) 0KIVI|TOTOoIN o).



Pulmonary Embolism in Tofacitinib UC Development Program:
OKTAVE OPEN: 4 cases, late, risk factors present

1. 68-year-old white male from United States (Tofacitinib 10mg BID)

Died on Day 384 due to pulmonary embolism, which started on Day 383, reported as a
complication of cholangiocarcinoma with metastases to peritoneum; the event occurred
within 2 days of endoscopic retrograde cholangiopancreatography (ERCP).

2. 56-year-old white male from Slovakia (Tofacitinib 10mg BID)

Occurred on Day 174, subject was hospitalized. Discharged in good condition on Day 188.
Medical history of hypertension, hypercholesterolemia, hepatic steatosis, autoimmune
thyroid disease, stroke, phlebothrombosis in left arm and in right leg as separate incidents.
3. 24-year-old black male from United States (Tofacitinib 10mg BID)

Occurred on Day 153, subject was hospitalized. Discharged on day 157. Medical history of
DVT and PE.

4. 19-year-old white female from United states (tofacitinib 10mg BID)

Occurred on Day 569, subject was hospitalized on the next day. The subject recovered from
the event on Day 574. Started oral contraceptives for dysfunctional uterine bleeding 4
months prior to the event.



FDA: 7-26-2019

“The U.S. Food and Drug Administration has approved new warnings about an increased risk of
blood clots and of death with the 10 mg twice daily dose of tofacitinib (Xeljanz, Xeljanz XR), which
is used in patients with ulcerative colitis. In addition, the approved use of tofacitinib for ulcerative
colitis will be limited to certain patients who are not treated effectively or who experience severe
side effects with certain other medicines. We approved these changes, including adding our most
prominent Boxed Warning, after reviewing interim data from an ongoing safety clinical trial of
tofacitinib in patients with rheumatoid arthritis (RA) that examined a lower and this higher dose
of the medicine.

The 10 mg twice daily dose of tofacitinib is not approved for RA or psoriatic arthritis (PsA). This
dose is only approved for ulcerative colitis for initial treatment and for long-term use in limited
situations. While the increased risks of blood clots and of death were seen in patients taking this
dose for RA, these risks may also apply to those taking tofacitinib for ulcerative colitis”



FDA Health Care Professionals

-For the treatment of ulcerative colitis, reserve tofacitinib as second-line therapy for use in
patients who have failed or cannot tolerate TNF blockers.

-For ulcerative colitis, use tofacitinib at the lowest effective dose and for the shortest duration
needed to achieve/maintain therapeutic response.

-The induction dose is 10 mg twice daily for 8 weeks. Evaluate patients and transition to
maintenance therapy depending on therapeutic response. If needed, continue 10 mg twice daily
for an additional 8 weeks or a maximum of 16 weeks. Discontinue 10 mg twice daily after 16
weeks if adequate therapeutic response is not achieved.

-The maintenance dose is 5 mg twice daily. Use of 10 mg twice daily beyond induction should be
limited to those with loss of response and used for the shortest duration, with careful
consideration of the benefits and risks for the individual patient. Use the lowest effective dose
needed to maintain response.

-Discontinue tofacitinib and promptly evaluate patients with symptoms of thrombosis.

-Avoid tofacitinib in patients who may be at increased risk of thrombosis.



Anti-TNF napayovtec kot HnoatoonAnviko Aépdpwpua
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Hepatosplenic T-Cell Lymphoma

A Thiopurine exposure in combination therapy

Number of cases
O = N W » 00 O N

Oto2 >2to4 >4to6 >6t08 >8to10 >10
Years prior to diagnosis of HSTCL

Thiopurine exposure in thiopurine monotherapy

6+
5
44
3
2
1

Number of cases

- Oto2 >2to4 >4t06 >6t08 >8t010 >10to 12
Years prior to diagnosis of HSTCL

Kotlyar, Clin Gastroenterol Hepatol 2011



JAK Selectivity?
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JAK EkAektikotTnTOl KOt EpyototnplaKeC
Napapetpot

Table 1 JAK selectivity and changes in laboratory parameters

Compound Tofacitinib Filgotinib Upadacitinib TD-1473
Indication in IBD, stage of UC, approved by the FDA and CD, phase Il CD, phase Il CD, phase Il
development EMA UC, phase llI UC, phase lli UC, phase Il
Target JAK1, JAKZ, JAK3 JAK1 JAK1 JAK1, JAK2, JAK3, TYK2
Gut selectivity - - - +
Haemoglobin level 1 t l No change*
Lymphocyte no l No change l No change*
Neutrophil no ! 1 l No change*
Platelet count 1 1 No data No change*
NK cell no 1 No change l No change*
HDL level 1 1 1 No change*
LDL level 1 No change 1 No change*
Liver transaminase level 1 No change t No change*
Creatinine level 1 1 t No change*
Creatine phosphokinase level 1 No data 1 No change*

Danese, Gut 2019



FUTURE JAKis (tofacitinib) Positioning in IBD?

Tofacitinib Efficacy in UC

OCTAVE Induction 1 (%)

B Tofacitinib 10mg (n=476) M Placebo (n=122)
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Treated, tumor necrosis factor-alpha inhibitor treated; Healing, mucosal healing.

OCTAVE Induction 2 (%)
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: N s
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Sandborn WJ, et al. Abstract 767. Presented at Digestive Disease Week May 21-24, 2016; San Diego, California.



Tofacitinib: Mpoocappoyec Adcswv

Table 3. Tofacitinib dose adjustments in special conditions.

Condition Value Recommendation

Low absolute ALC = 750 Maintain

lymphocyte ALC 500-750 Reduce to 5mg twice daily
count [ALC) ALC < 500 Discontinue

Low absolute ANC = 1000 Maintain

neutrophil count  ANC 500-1000 Reduce to 5mg twice daily
[ANC) ANC < 500 Discontinue

Low hemoglobin  Decrease = 2g/dland Hb  Maintain

value

Hepatic
impairment

Renal
impairment

= 9.0g/dl
Decrease > 2g/dl or Hb
< 8.0g/dl

Child Pugh A

Child Pugh B

Child Pugh C

Mild: Cr. clearance
50-80 ml/min

Moderate: Cr. clearance
30-49 ml/min

Severe: Cr. clearance <
30ml/min

Interrupt until Hb normalizes

No dose adjustment

Reduce to 5mg once daily if 5mg twice daily is the

indicated dose in the absence of hepatic impairment
Reduce to 5mg twice daily if 10mg twice daily is the
indicated dose in the absence of hepatic impairment

Contraindicated

No dose adjustment

No dose adjustment

Reduce to 5mg once daily when the indicated dose in the
presence of normal renal function is 5mg twice daily
Reduce to 5mg twice daily when the indicated dose in the
presence of normal renal function is 10 mg twice daily
Patients with severe renal impairment should remain on a
reduced dose even after hemodialysis

Hb, Hemaoglobin; Cr., creatinine.




Tofacitinib otnv EAkwdn KoAttida kot Kbnon
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JUMTEpACLOTA

* To Tofacitinib amoteAeopatiko otnv EAkwoN KoAttba

e Xpnowuo Oeparmevutiko OmnAo:

-anti-TNF amotuyia

-aTto To oTopa

-taxela dpaon

-povoBeparneia

-amouoia avoooyovikotntag (on-off therapy;)

* [lpooektikn Erthoyn aoBevwv

= Extipnon ox€ong aodAAELOC KOL TTOTEAECUATIKOTNTAC OvA aloBevn
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