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Twuntikec ApoLBec:
* Abbvie

Enorasis

Janssen
Merck
Pfizer
Takeda



Nepiypoappa

Tt onpaivel amotuyia o€ anti TNF otn vooo tou Crohn
Nwc tnv XePL{ONAOTE

OEPATTEVTIKEC 2TPATNYLKEC, OEPATEVTLKOL OTOYOL

H B€on tou ustekinumab

H BeAtiotn xpnon tou ustekinumab



Patient History Diagnosis Disease Management

e Tuvaika 52 etwv

e ATOMLKO AVOVNOTLKO
-YnoBupeoeldlopog (T4)
-KatdOAwpn (escitaloparam)
-XoAokuotektoun (2011)

-BMI: 34

-Mn kamnviotpLa

-KAnpovoulko Lotoplko eAeVBepo
-2 TEKVA

-[SuwTtikn utAAANAog, ouyva taéidla



Diagnosis

-Noooc tou Crohn

-HAwia Atayvwonc (A2)

-Evtomion: EltheokoAitda (L3)
-2upnepipopa: PAeypovwdng (B1)
-Xwpi¢ meputpwkTIKA TPpocfoAn
-Xwpic e€WeVTEPLKEC EKONAWOELC

-Xwplic xelpoupyeio



e 2005: Otilonium Bromide, Rifaximin, Atouta...

e 2013: Boubeoovidn...

e 2014: Itepoeldn ko AlaBlompivn

* 2015: Infliximab 5 mg/kg/8 weeks

* JUXVEC umoTtpoTEG (aAyn, dtappolec), OxL voonAeia

» Evrtatiwkomnoinon Infliximab 4 Weeks ywpic anotéAeoua

* 2018: Extipnon:

-KAwwn: HBI 7

-BloAoywkn: C-RP: 0,63 (0,5), ESR: 44, Hb: 11.3, Alb: 3.5, Calprotectin 1200

-Evéookorikn: BaBid €Akn o€ maxL €viepo Kal LA€O (oplakd SLEpXETOL EVOOOKOTILO O€ TEALKO ELAED)
-Antewkoviotikn (Evtepoypadia): dAeypovn 30 ek. TeEAKOU €LAe0U XWPLC MPOOTEVWTLK dldtaon
-Nowdtnta {wng: katabAuwpn, anovoiec ano epyacia, Ao Pwplactko e€avOnua (infliximab;)
-TDM: infliximab trough levels 0,7 (o oxnua xopnynonc 4 eBéouddwv) (ADAS;)
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Epwtnon 1:
Mowa Ba ATav N OEpAMEVTIKA COC OTPATNYLKN OE QLUTA TNV A0OEVN;

MpocBnkn otepoeldwv 0To BEPATIEVTIKO OXNO OPXLKA iV KOTOTILV per oS
AAN\ayn tou BloAoyikov rtapayovio o€ aAAov anti-TNF
AAN\ayn tou BloAoyikov ntapayovta o€ vedolizumab

AAN\ayn tou BloAoyikov ntapayovta o€ ustekinumab



A N

Epwtnon 2:
Mowa oo To MAPAKATW AOTEAOUV OEPATIEVTIKOUC OTOXOUG OE QUTNV
tnv acBbevn;
O tayUC¢ EAEYXOC TWV CUUMTWHATWY TNG a.oBevoulg
H entiteuén kat dtatpnon tng VdeoNC paKpoxpoOvLa
H emoUAwaon tou BAevvoyovou
H araAAayrn TNg oo TNV HaKpOoXPOVLA XPON 0LVOCOKOTOOTOATIKWY

OAa ta mopamnavw



Anotuyia anti-TNF o€ vooo tou Crohn...




Anotuyia anti-TNF o€ vooo tou Crohn:
Anotuyia (mpwtonadng, deuteponadnc), Avcaveia, kot AAAA...

Dapupakoduvapkn amotuyia

QapHakoKLVNTIKA armotuyia

AverulBuuntn evépyela oxetlopevn pe tov anti-TNF
Néa katdotaon-oavtevdelén oe anti-TNF

JTEVWON

Juplyylo, amooTnua, ONTITLKNA EMUTAOKN

Kapkivog evtépou

METEYXELPNTLKN ETUTAOKN)

MuwpoBLakn Yrmepavantuén

Aldppola armo YoAKa alata

Yuvdpopo EvepeBlotou Evtepou

2upuopdwaon



PNR versus LOR/Intolerance to anti-TNF:
27% MKPOTEPN AVIAMOKPLON o€ 2" ypappnc BloAoyikn Bepaneia

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

Risk Lower Upper

Study name

ratio
GEMINI-I Induction 0.44
GEMINI-l Maintenance  0.52
GEMINI Il and I 1.08
GEMINI Il Maintenance 1.11
CERTIFI 0.73
UNITI 1 0.69

Primary Non-Response vs. Intolerance (.76

limit
0.08
0.29
0.64
0.64
0.38
0.53
0.61

limit
2.38
0.93
1.81
1.92
1.38

0.89
0.96

Events / Total

Group-A Group-B

3/44 2/13
11/33 14/22
257109 20/94
20/68 17/64
10/36 18/47

721305 105/ 306
141/ 595176 | 546

Risk ratio and 95% CI

01 02 05

Inferior Response

|1

2 5 10

Superior Response

Singh, JCC 2018



Anti-TNFs kot AopaAeia/ToéikotntaL

AvoooyovIKoTnTa

Avtidpaoelc otnv €yxuon (infliximab)

Avtidpaoelc kabuotepnuévng untepevaocOnaoiac (infliximab)
Torukeg avtidpAoeLC 0To onUeilo TNS eyxvong (adalimumab)
Auto-aviiowpata (kupiwc infliximab, Atyotepo adalimumab)
DoppakeUTIKOC AUKOC

Non Hodgin Aépudwpa (ko To NatoomANVIKO Aeépudwpa o€ veapn nAwkio padl pe alablompivn)
YoBapec NolpwEELC

Eukaplakeg Nolpwéelc (pupatiwon, LotomAdocuwon)
ArtopveAlvwTiky Nooog

Kapdlakn Avemapkela

Ao Sandborn, DDW 2018



MNote npenel va aAAaéel n Ospaneia;
Treat To Target...

A Proposed Algorithm for Treatment of

IBD Focused on Target Goal

Treatment Escalated Until Goal Met,
Patient Refuses, or Run out of Options

“Disease Monitoring"‘ 1 ‘

36
months

Choice of initial
therapy based on
severity and prognosis
of patient

v

TARGET
ACHIEVED?

-~

De-escalation?

6-12
months

h
Is patient willing to
proceed with your
recommendations?

Courtesy of David Rubin

BeAtiotomnoinon, Eykoalpn enavektipnon...

Discussion with
patient treatment
options ctak

OyxtL oAU vwplc, oxL urtepavtidpaon...







American College of Gastroenterology

Digestive Disease Specialists Committed to Quality
47 in Patient Care

Noooc tou Crohn

24. Anti-TNF agents (infliximab, adalimumab) should be used to treat Crohn’s
disease that is resistant to treatment with corticosteroids (strong recommendation,
moderate level of evidence)...

25. Anti-TNF agents should be given for Crohn’s disease refractory to thiopurines or
methotrexate (strong recommendation, moderate level of evidence)...

27. For patients with moderately to severely active Crohn’s disease and objective
evidence of active disease, anti-integrin therapy (with vedolizumab) with or without
an immunomodulator is more effective than placebo and should be considered to be
used for induction of symptomatic remission in patients with Crohn’s disease (strong
recommendation, high level of evidence)...

30. Ustekinumab should be given for moderate-to-severe Crohn’s disease patients
who failed previous treatment with corticosteroids, thiopurines, methotrexate, or
anti-TNF inhibitors or who have had no prior exposure to anti-TNF inhibitors (strong

recommendation, high level of evidence)... Lichtenstein, Am J Gastroenterol 2018



Systematic Review and Network Meta-analysis:
first and second line biologic therapies for moderate-severe Crohn’s disease

Second Line Biologic * 6 RCTs, 1606 acBeveic, no IFX
e Atakormn 1S ypoppng anti-TNF: 36,5% (28-55%)
e Surface Under the Cumulative Ranking

Vedolizumab

-Adalimumab 0,91
Adalimumab -Ustekinumab 0,71
-Vedolizumab 0,35

e |Induction of Clinical Remission %:

-Placebo 8,5%
-Adalimumab 19,3%
-Ustekimumab 24,9%
e T -Vedolizumab 12,4%
Placebo * Primary non response vs loss and intolerance

Singh, Alimentary Pharmacology and Therapeutics 2018



Ertidoyn BroAoyikng Oeparneiac oe vooo tou Crohn

ZuvunoAoyilovtadt:

-Neputpwktikl Nooog

-E€wevtepikec EkOnAwoelg (Dis- vs Concordant)
-HAwia (65 €tn)

-KakonOela

-2oBapn Nolpwén

-MeteyXeLpnTLKN VOCOC

-EmiBupia kUNnong

-AvTiowpoTa Evavtl Tou GopuUaKou

The Patient with active disease despite current
or previous exposure to a single anti-TNF

Inappropriate scenarios to use:
Anti TNF

-Patients with no ADA and and no perianal disease

-Patients >65 with perianal disease AND no ADA and history of malignancy or serious

infection

-Patients <65 with perianal disease and no ADAand not considering pregnancy and

history of malignancy or serious infection

-Patients > 65 with discordant EIM and no ADA and history of malignancy serious

infection

-Patients with discordant EIM and no ADA and history of malignancy or serious

infection and not considering pregnancy

-Patients with concordant EIM and no ADA

Vedolizumab

Ustekinumab

None

Appropriateness of Biologics in the Management of Crohn’s Disease Using RAND/UCLA Appropriateness Methodology
CINERGI Weizman, Inflamm Bowel Dis 2018




To Ustekinumab eivaw eykekplpévo yia tnv Bepameia tTnG
HETPLOC TPOC cofapnc vocou Crohn

Plague psoriasis (January 2009)
Psoriatic arthritis (September 2013)

Paediatric plagque psoriasis (July 2015)

Crohn’s Disease (November 2016)

Ustekinumab is indicated for the treatment of adult patients with moderate-to-severe active
Crohn’s disease who have had an inadequate response with, lost response to, or were
intolerant to either conventional therapy or a TNFa antagonist or have medical
contraindications to such therapies




UNITI-1: TNF Antagonist Failure Population IM-UNITI IM-UNITI LTE
44-Week Randomized Up to 4-year
Placebo IV (N=247) : Wlthdl‘awal StUd-y
N Maintenance Study Extension
® UST 130 mg IV
(N=245)
UST ~6 mg/kg IV UST Responders®
(N=249) UST 90 mg SC g8 wks
- (N=132) 75% (298/397) of
randomized patients who
® UST 90 0’:918302)‘112 wks started maintenance
UNITI-2: Failed Conventional Therapy Plac;bo - entered LTE
Placebo IV (N=210) (N=133)
_ UST Responders? 56% (718/1281) of all
® UST 130 mg IV patients who started
(N=209) maintenance continued
- in LTE
UST ~6 mg/kg IV
(N=209)




100 -
90 -
80 -
70 -
60 -
50 -
40 - 34.3 33.7
30 -
20 -
10 -

Clinical response rates at week 6 (%)

51.7

55.5

UNITI-1

UNITI-2

@ Placebo [ UST 130 mg £ UST 6 mg/kg

Figure 4 Primary endpoint results of the UNITI-1 and UNITI-2 studies.

MNotes: Clinical response at week 6 was more prevalent in the UST-treated groups. In UNITI-1, P-values as compared to placebo were 0.002 (UST 130 mg) and 0.003 (UST

6 mg/kg). In UNITI-2, P-values as compared to placebo were <0.001 for both UST 130 mg and UST 6 mg/kg. Data from Feagan et al."”

Abbreviation: UST, ustekinumab.




Median Change (mgj/liter)

All P<0.001

UNITI-1
Placebo

Ustekinumab,

Ustekinumab, ™
6 mgfkg

— \:7<

Week

19 All p<0.001 UNITI-2
— Placebo
5 0 -
= Ustekinumab,
E 15 130 mg
o=
‘: _3— Ustekinumab,
il 6 mg/kg
3 4
=
= T I |
0 3 6 8
Week

Feagan BG, et al. N Engl J Med. 2016



Xpnon ustekinumab nEpa oo TiL¢ KAWIKEC LEAETEC

Zuyypadiag >2 Anti TNF | Na MNoco TuéTu)e
OLTLOTU)LEC KAwwn Avtamdkpion

Batista

Kopylov

Harris

Wils

Khorrami

Ma

Greenup

2014

2014

2016
2016

2016

2017

2017

Mayo, USA

Canada

Maryland, USA
GETAID

Spain

Canada

Canada

38

45
122

116

167

79

89%

95%

98%
92%

87%

74%

54%

6 LAVEC 2 unvec: 39%

6 unveg: 44%

12 pnAveg Apxkn:73%
12 unvec:88%

3 UNVEC 3 unveg: 46%

12 pnveg 3 unveg: 65%
12 pnRvec: 68%

12 pnveg Apxkn: 84%
12 pARvec: 64%

12 pnveg 3 unveg: 67%
12 pAvec: 49%

12 pnAveg Apxkn: 53%

12 pnveg: 65%

npooapuocuevo ano Deepak, Gastroenterol Clin N Am 2017



To Ustekinumab odnyei o€ kAwvikn Ueon Toug avOeKTIKOUC O€
BloAoyika acBeveic ota nAaiola prac real world peAétng

9 Clinical Outcomes at Weeks 8 and 16
2
E, 100 -
g
u— 80 -
5]
(]
g 60 - o671 53.5
B
2 40 - 31.7
(]
= 23.8
20 8.3 10.5
0 o I
Week 8 Week 16
m Clin Response m Clin Remission m Biol Response m Bio Remission

Liefferinckx et al. ECCO 2018. DOP0O03.



To Ustekinumab oényei o€ BitoAoyikn U@eon Touc aVOEKTIKOUC OE
BloAoywka acBeveic ota mAaiota prac real world peAétnc

50% drop in biological values at Weeks 8 and 16

100 -
80 -

60 -

Percentage of patients (%)

40 - 33.0 35.8 39.4 36.2
0 :
Week 8 Week 16
m FeCal mCRP

Liefferinckx et al. ECCO 2018. DOP003.



Epwtnon 3:
Moco ypriyopa dpa to ustekinumab otouc aoBeveic mou
g€xouv amotuxeL otouc anti-TNF;

1. Evtoc nuepwv
2. Evtoc 4 nepimou efdopadwv
3. Meta amno 8 eBdopadec



H evbodA£BLa xopnynon odnynoe o€ onpavtikn BeAtiwon tng
OoUXVOTNTAC TWV KEVWOEWV TNV Edopada 2

Days
0 1 2 3 45 6 7 8 9 1011 12 13 14
O
T \N\g_—®
$ -024\° . .
= . | e
= 0.4 i. A e o ) A
c . o4 _
@ -0.6 - . o e e i
O .. ®
@ -0.8 :. :
o) | e |
QS -1.0- : N l
4 —e— PBO (N=191) ! !
E -1.2 1 UST 130 mg (N=148) > e A
1.4 1 —&— UST ~6 mg/kg (N=1184) ? Y
o o o e e e e i —— d

*p<0.05forUST 130 mg vs. placebo; *p<0.05forUST ~6 mg/kg vs. placebo

Sandborn, UEGW 2017



H evbodAEBLa xoppynon odnynoe o€ onpoavtikn BeAtiwon tov
KolAlakoU aAyouc nén ano tnv 2" nuepa

Days
b0 1 2 3 45 6 7 8 9 10111213 14
s ot
‘-a‘ _0--1 N I‘H._____.
s -0.2 - " <
5 L}
O * . " :
o -0.3- SR
 -0.4 - | - ' B
-0.5 -
kS, UST 130 mg (N=188)
-0.6 - —®— UST ~6 mg/kg (N=184)

"p<0.05forUST 130 mg vs. placebo; *p<0.05forUST ~6 mg/kg vs. placebo

Sandborn, UEGW 2017



Epwtnpa 4:
Mrmopel pe to ustekinumab va emteuxBel pokpoxpovia Ugeon;

1. Not yia 3 TouAdyLotov €Tn
2. Nat yia 2 toulaxlotov €tn

3. Na 1 €toc



100 - Clinical remission at week 44 (%)

90
80 -
70 62.5
60 - 48.8 53.1
50 -

40 -
30 -
20 -
10 -

38 411

Overall UST UNITI-1 UNITI-2

@ Placebo @ UST 90 mgq12weeks O UST 90 mg g8 weeks

Figure 5 Clinical remission rates at week 44 of the IM-UNITI maintenance study.

Notes: In the pooled overall UST group, P=0.040 (q12 weeks) and P=0.005 (g8 weeks) for UST as compared to placebo. Among patients derived from the UNITI-1 induction
trial, P=0.14 (q12 weeks) and P=0.10 (q8 weeks). Among patients derived from UNITI-2 trial, P=0.15 (q12 weeks) and P=0.02 (q8 weeks). Data from Feagan et al."””
Abbreviation: UST, ustekinumab.



IM-UNITI: Clinical and Biological Response at Week 44

) fClinical Response fClinical Response and
100 tBiological Response
80 pc:D,OE“
4.9 A17.2 p<0.05"
50 - 56.8 59.0

A24.9
429

021.7
39.6

Proportion of Patients (%)

49117 63/111 62/105 21117 44111 45/105

M Placebo SC (n=117)* B UST 90 mg SC q12w (n=111) BUST 90 mg SC g8w (n=105)

Among randomized patients in IM-UNITI with an elevated CRP or FeCa at induction baseline
*Induction-only patients, tClinical response (CDAI decreased 2100 points from baseline or CDAI <150)
#Biological response (Clinical response with 250% reduction from induction baseline in CRP or FeCa)
**All comparisons vs. placebo



Awatipnon tTn¢ KAwWKNG udeonc o Baboc xpovou (LTE): 2€tn

Patients in Clinical Remission (%)

100+
84.1%
80 - 74.4%
77.4%
72.6%
60
40
20
0 [ [ I I I I | I I
0 8 24 36 44 56 68 80 92
Weeks

- UST 90 mg q12w (N=84) -= UST 90 mg q8w (N=82)

Sandborn, W.J. etal. DDW 2017. Su1889.



Subjects in Clinical Remission (%)

100
90
80
70
60
50
40
30
20
10

KAwikn Udeon tnv eBdopada 152 (LTE)

61.9

69.5

47.9

B Ustekinumab 90mg q12w (N=84)

Week 152
m Ustekinumab 90mg q8w (N=82)

B Dose Adjusters (N=71)

Sandborn W, et al. UEGW 2018.



Awatiipnon tn¢ KAwiknc vdeong o€ BaBoc xpovou (LTE)
AnoteAéopata 3Tiog

100

Xo)
o

80
70
60
50
40
30
20
10

Subjects in clinical remission (%)

o

S

\ o v e
77.4 726 ———— %
—®619
44 56 68 80 92 104 116 128 140 152
Weeks

=¢=Ustekinumab 90mg g12w (N=84)

Ustekinumab 90mg g8w (N=82)

Sandborn W, et al. UEGW 2018



Patients in clinical remission (%)

H duatpnon tnc vdeonc adopovce T0G0 acOeVELC LE MPONYOUMEVN
arotu)ia o€ avti-TNF 0co kat o€ naive acBeveic ( 3etia)

e UNITI-1 TNF antagonist failure

=
-
o

90
80
70
60
50
40
30
20
10

<
<

O 00 O N & ©O
n W o0 OO O
-

Weeks

=4=Ustekinumab 90mg g12w (N=32)
Ustekinumab 90mg q8w (N=27)

128
140
152

Patients in clinical remission (%)

* UNITI-2 Conventional therapy failure

=
-
o

90
80
70
60
50
40
30
20
10

a0 80.8

80.8

O 00 O N g O o
n O o0 O O «H «
— 1

Weeks

=¢=-Ustekinumab 90mg g12w (N=52)
Ustekinumab 90mg g8w (N=55)

<
q

140
152

73.1

Sandborn, UEGW 2018



Epwtnua 5:
kata tn xopniynon ustekinumab mowa Oa Atav n otpatnykn oac ya tn
ouyXOopnyNnon avOGOTPOTIOTIOLNTLKWY;

1. ©a xopnyouvoa to ustekinumab w¢ povoBeparmneia

2. Oa cuyxopnyouoa Alabelompivn N MeBotpetatn yia va amotpePpw
bOLVOUEVOL OLVOOOYOVLKOTNTOG

3. Oa ouyxopnyouaoa AlaBelompivn N MeBotpe€atn yLa va evioxuow tnv
QTMTOTEAECUATIKOTNTA TOU



IM-UNITI: H avocoyovikotnta tov Ustekinumab eiva yapnAn kot 6gv
ennpealetol OLaitepa oo TNV CUYXOPNRYNON AVOOOKOTOOTAATLKWY

Avtiowpoto

.
L asEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEE -

Antibodies to ustekinumab development among ustekinumab treated patients through
week 44 of IM-UNITI with or without concomitant immunomodulators

50.00%
45.00%
40.00% METaSU Twv aclevwv
2 35.00% iReromvimesdtiaiiet bonaa m HE—
‘qé 30.00% 4.2% sive quTioWuUOTO
5 n rn, DDW 2017
o 25.00% Sandborn, 0
[e]0]
[
£ 20.00%
et
& 15.00%
10.00%
5.00%
I ]
0.00%
ustekinumab + IMMs* (n=375)) ustekinumab (n=779)
MW Series 1

Adedokun, Gastroenterology 2018

*IMMs: immunomodulators (AZA, 6-MP, MTX)



H cuyxopnynon avoocokataoTaATiKwy dev pavNKE Katapxnv va
ennpealel ta enineda pappakou

Median serum UST concentrations over time through the maintenance study IM-
UNITI in those receiving or not receiving concomitant immunomodulators?®

UST 6 mg/kg IV = 90 mg SC q8w

1000 B
—@- Receiving AZA, 6-MP, or MTX
100
Not receiving AZA, 6-MP, or MTX
10

Median serum UST
concentration (g /L)

R e W W

0.1

| | | | | | | | | | | |
0 4 8 12 16 20 24 28 32 36 40 44

Time (weeks)

= Mixed population, from UNITI-1 and UNITI-2 trails

Adapted from: Adedokun OJ, et al. Gastroenterology. 2018 Jan 31.
6-MP, 6-mercaptopurine; AZA, azathioprine; MTX, methotrexate.

Epub ahead of print.



2UYXOPNYOUMEVA OLVOCGOTPOTIOTIOLNTLKA KOl QLTTOTEAECHATIKOTNTA TNG
Oepaneiac emaywync ne UST : KAwikn avtanokpion™ tnv edopada 6

UNITI-1: TNF-Failures UNITI-2: Conventional Therapy Failures
< 100 W Placebo M UST ~6 mg/kg < 1007 W Placebo M UST ~6 mg/kg
@ P A=37.4
+ 80 _ + 80+ _ 1
5 p=0.33 ks p=215 P=048 66.2
x 607 = A=57 g 60- 50.0
© ©
40 - 40 -
5§ 82 5 0| 287 28.8
= 22.5 ©
S 201 S 20-
o o
T 0 N=137 N=73 &0 N=167  N=80
No AZA/ With AZA/ No AZA/ With AZA/
6-MP/MTX 6-MP/MTX 6-MP/MTX 6-MP/MTX

* Meiwon CDAI>100 BaBuolg and tnv évapén Ghosh , et al, UEGW 2018



2UYXOPNYOUUEVO QVOCOTPOTIOTIOLNTLKA KOl AITOTEAECHATIKOTNTO TNG
Bepanceiac emaywyng He UST : kKAwvikn Udeon tnv eféopada 8

Proportion of Patients (%)

UNITI-1: TNF-Failures

< 1997 w placebo M UST -6 mg/kg
80 -
60 - p=0.74
29,1
o0 - 19.9
0 N 137 - N 73
No AZA/ With AZA/
6-MP/MTX 6-MP/MTX

Proportion of Patients (%)

UNITI-2: Conventional Therapy Failures

1007 w placebo M UST -6 mg/kg
=0 0=092 A=232
60  A=194
45.1
40 - 37.
21.9
0 N=167 N=80
No AZA/ With AZA/
6-MP/MTX 6-MP/MTX

Ghosh, et al, UEGW 2018



2UYXOPNYOULEVOL 0lVOCGOTPOTTOTTOLNTLKA KOl OLTTOTEAECLOTLKOTNTOL TNG
Bepaneiac cuvinpnong He UST : KAwikn avtanokpion™ eBédopada 44

IM-UNITI: UST 90 mg g8w IM-UNITI: UST 90 mg q12w
Placebo M UST 90 mg g8w Placebo B UST 90 mg g12w
£ P=0.77 A _ 108 £ P=058 " | 128
2 go| A=164 == £ 801 A=138 —
% 57 7 62.8 % 62.8
$ 60+ - 50.0 o 601 5.1 50.0
5 41.3 5 41.3
c 40 c 40 -
Q0 [e)
g -
gl 20 § 20
T 9 N=87 BINCEE N=44 T N=87 BN\ETER N=44
No AZA/ With AZA/ No AZA/ With AZA/
6-MP/MTX 6-MP/MTX 6-MP/MTX 6-MP/MTX

* Meiwon CDAI>100 BaBpoug amd tnv évapén Ghosh , et a/, UEGW 2018.



2UYXOPNYOUHEVA OLVOCGOTPOTIOTIOLNTLKA KOl OLTTOTEAECHOTIKOTNTOL TNG
Oepaneiac ouvtnpnonc pe UST : kKAwikn Udeon tnv eBdopada 44

Proportion of Patients (%)

IM-UNITI: UST 90 mg q8w
Placebo M UST 90 mg gq8w

100 -
p=0.58 A =126
80 1 A=19.6
60 518 55.8
43.2
401 322
20 -
0 N=87 N=85 | N=44
No AZA/ With AZA/
6-MP/MTX 6-MP/MTX

Proportion of Patients (%)
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20 1

IM-UNITI: UST 90 mg q12w
Placebo M UST 90 mg q12w

p=0.80 ,_g5

A =140

[ 52.9
10.2 43.2

32.2

o

N=87 [NEER  N=44
No AZA/ With AZA/
6-MP/MTX 6-MP/MTX

Ghosh S, et al, UEGW 2018



Epwtnua 6:
Me rtoto amo ta duo oxnpata cuvtnpnonc Ba xopnynoete to
Ustekinumab o€ autn tnv aacBevn;

1. 90 mg umodopiwc kaBe 8 eBOouAdEC
2. 90 mg umnodopiwc kaBe 12 eBdouadec



AcBeveic pe uPnAo pAeypovwdec poptio wdeAouvtat ano tnv
xopniynon tou ¢pappakov ava 8 eBdounadec (calpro > 250)

A Patients with Maintenance Baseline B Patients with Maintenance Baseline
_ . 100— Fecal Calprotectin >250 ug/g . 100— Fecal Calprotectin =250 ug/g
I 3
é 80 _0.0657 0.002" 0.096* 0.003* é e 0.360" 0.321*
= 61.8 =
- - - 60.4
© 60 56.4 55.3 T 60— 53.0 59
a & 50.0 ==
c c
@ o
T 40 = 40+
© °
c o
£ 20— £ 20-
o] o
Q. o
2 2
o 04 o 04
Clinical Clinical Clinical Clinical
Remission Response Remission Response
B Placebo SC (n=68) B Placebo SC (n=60)
UST 90 mg SC q12w (n=76) UST 90 mg SC q12w (n=48)
B UST 90 mg SC ¢g8w (h=55) B UST 90 mg SC g8w (n=66)

Ghosh, ECCO 2018



AcBeveic pe uPnAo pAeypovwdec poptio wdeAouvtat ano tnv
xopnynon tov ¢oppdkov ava 8 eBdonadsc (CRP >10 mg/L)

=
oo

100 4

1007 N=72 Patients with Maintenance Baseline N=29 Patients wglyu‘lamtenar:ce Baseline
90 CRP <5 mglL 90 - P>10 mg/L
80 | N=69 80 | N=38

Proportion of Patients at Week 44 (9)
FProportion of Patients at Week 44 (%)

30 T

20 1

101 104

0 T . . . T . | I | | 1 0 T T . ' = I I I T T ]

0 - 8 12 16 20 24 28 32 36 40 44 0 4 8 12 16 20 24 28 32 36 40 44
Weeks Weeks

*Placebo SC #-UST90mg SCgi2w 4UST 90 mg SC q8w
Ghosh S. Poster presented at ECCO 2018. P186



Patients in clinical remission (%)

H ava 8 eBédopadec xoprnynon kaAutepn o€ aacOeveic pe epnepia anti-TNF
2 £Tn napoakoAovOnon¢

« UNITI-1 TNF antagonist failure * UNITI-2 Conventional therapy failure
100 ] ] 100
90 SN § 90 ... 80.8
80 N B s0 VORRp A o
70 N_\_ : . § 70 3808 :
60 71.9 ;' . = 60 73.1
50 59.4 -\—N -
2138 = Y
40 ‘ i S 40
30 “\ lll -'5 30
20 820
10 g 10
0 0
IRE2EF 54 R XY
Weeks Weeks
=4=Ustekinumab 90mg g12w (N=32) =¢-Ustekinumab 90mg g12w (N=52)
Ustekinumab 90mg q8w (N=27) Ustekinumab 90mg g8w (N=55)

Sandborn W, et al. UEGW 2018.



H ava 8 eBédopadec xoprnynon kaAutepn o€ aacOeveic pe epnepia anti-TNF
3 £tn napakoAovOnon¢

UNITI - 1: TNF antagonist failure

Patients in Clinical
Remission (%)

0 8 24 36 44 56 68 80 92
Weeks

-+ UST 90 mg q12w (N=32)
- UST 90 mg q8w (N=27)

ITT, intent to treat population; LTE, long-term extension; g8w, every 8 weeks;

ql2w, every 12 weeks; TNF, tumor necrosis factor; UST, ustekinumab

UNITI - 2: Conventional therapy failure

e I
(=]

[&.2]
o
1

Patients in Clinical
Remission (%)

20+

0 8 24 36 44 56 68 80 92
Weeks

-+~ UST 90 mg q12w (N=52)
-# UST 90 mg q8w (N=55)

Adapted from: Sandborn W] et al. Presented at DDW 2017.5u1889



Improvement in SES-CD at week 44
(mean reduction from induction baseline)

Ustekinumab kot Evéookomiki Avtamokplon

4.0 50 A 16.4%
e 107 P=.210
3.5 =
e P=.312
- S 40 37.0
§2) P=.753
2.5 — S 29.4 A 19.9%
= 30 P=.043
25.0
20— 1.9 P=.637 f_’- 24 1 A 13.0%
1.6 cca P=.204
" O 20 17.2
1.5 g . P=.409
8' 13.0
0.5 4 2 4.2 0
© S
0.0 , , = 0 : &
Placebo qt2w q8w Combined SES-CD >3 point Endoscopic Mucosal

' response healin
Ustekinumab reduction 9

[ ] Placebo [[] Ustekinumab 90mg [J] Ustekinumab 90mg [} Ustekinumab
(N =24) gl2w (N = 17) g8w (N = 29) combined (N = 46)

Rutgeerts, Gastoenterology 2018



Enineda Ustekinumab kot AnoteAeopatikotnta:
€£VOOOKOTILKN] OLVTATIOKPLON)

A B C

23-point Reduction in Endoscopic Response Endoscopic Remission
SES-CD Score
100

P=.038 E P= 006 : P=.054

co
o
|

60.0

()]
(=]
]

48.0

44.0

40.0

B
(=]
|

34.6
28.0

19.2

24.0

N
o
|

7.7 7.7
e e
Q1 Q2 Q3 Q4 Q Q2 Q3 Q4 Qi Q2 Q3 Q4

o

Proportion of patients achieving
endoscopic outcome (%)

Average trough serum ustekinumab concentration (ug/mL) at week 44

|:| Q1: <0.5 pg/mL |:| Q2: >0.5t0 <1.4 ug/mL . Q3: >1.4 to £2.7 pg/mL . Q4: >2.7 ug/mL
(N = 26) (N =25) (N =26) (N = 25)




Figure 3. Rates of Serious Infections per 100 Patient-Years Within 91 Days of
Biologic Administration

10 -

[=¢]

8.75

fa &

%]

Rate of Serious Infections/
100 Patient-Years

UST IFX

Patient-Years (N)
IBD Sub=et 218 226

Full PSOLAR 7944 331

Non-sponsor

Biologic

3m
12823

173
16322

B IBD Subset
B Full PSOLAR Population

MNon Biologic Total

918

Loftus, ECCO 2016



* Comparison of active TB cases
across infliximab, golimumab and
ustekinumab development

programs
3.
i
|
i
E! 1
‘a mu.-;:ns:
.’B TEO=-0% 03
i "‘i
5.0 0.0, 0.04)
0l .02
Infiximab Gollmumab Ustekinumab
All Trial Population'*  All Trial Population”  All Trial Population™
Exposure In

Patlent-Years 6220 14318 mn



AodaAeia peExptL tnv EBSopada 156
Qupatiwon, KakonOeieg

1B
1 Previously reported case from Week 0 through Week 44
e 32-y.0.in Hungary who received UST IV induction and randomized to PBO in maintenance

1 Previously reported case from Week 44 through Week 96
* Asymptomatic 45-y.0. on UST g8w in endemic area of South Africa

No new cases of TB were reported from Week 96 though Week 156

Non-NMSCs

2 Previously reported solid tumor cases from Week 0 through Week 96: Papillary thyroid cancer in a patient on PBO only
and a left testis seminoma in a patient on UST
2 New reports from Week 96 through Week 156

* Adenocarcinoma of the small intestine in 1 patient (PBO induction/UST IV followed by UST maintenance q12w/UST
LTE q12w)

* Chronic myeloid leukemia in one patient (UST induction/PBO maintenance with dose adjustment to UST prior to
Week 44)

Sandborn, UEGW 2018



MnopouUpue va npoBAEPOULE TNV avTanoKpLon;




MpoyvwoTtikol SEIKTEC avTtanoKkpLlong o€ BLOAOYLKEC OEpaTELEC

Ustekinumab: ELAeokoALKR) vOOOC, XWPLC XELPOUPYELD, XWPLE EMUITAEYUEVN VOOO

(A)

(B)

Predictors of response in Crohn's disease

Anti-THF alpha

Vedolizumab

Ustekinumab

Predictors of response in ulcerative colitis

Anti-THF alpha

Vedolizumab

Patient-related factors

Patient-related factors

Young age at initiation

Young age

Smoking

High BMI

High BMI

Diseaze-related factors

Dizease-related factors

Severe dizeasze activity at induction

Shorter duration of disease

Diseass extent

Severe disease activity at induction

Elevated inflammatory biomarkers

Complicated phenotype (stricturing, penstrating)

High hemoglobin at baseline

History of intestinal resection

Low serum albumin

leocolonic diseasse

pAMCA +

Elevated inflammatory biomarkers

Treatment-related factors

Mo recent hospitalisation {12 months)

Early response

Treatment-related factors

Mucosal healing

Early response

Low trough level of biologic

Mucosal healing

Anti-drug antibodies

Low trough level of biclogic

Mo prior anti-THF exposure

Anti-drug antibodies

Concomitant steroid use

Mo prior anti-THNF exposure

Concomitant immunomodulator use

Concomitant steroid use

Others

Concomitant immunomodulator use

Others

Genetic: Fas-ligand-843 TT, caspase-9 93 CC/CT

Microbiome: higher alpha diversity

Genetic: high expression oncostatin M, TNF

receptor 1 360G

[ Positive predictor

Megative predictor

Barre, Alimentary Pharmacology Therapeutics 2018

[ ] Insufficient data or controversy

|:| Mot examined




* Mapapovn oe alaBelomnpivn (pe okomo tnv diakor...)

e Xwpic averuBuunta cupBapata

e Emavektipunon 6 Yrveg peta:

-KAwikn: HBI 4

-BloAoyikny: C-RP: 0,4 (0,5), ESR 22, Hb:12, Alb: 4.2, fecal calprotectin 300
-Evbookorikn: Alya pikpd €AKn otov TEALKO €LAED, OXL 0TO TtaXU EVIEPO

-Nowotnta {wng: mARPnc enavodoc oe epyaocia-taéidla, umoxwpnon Eovonuatog
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