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2UYKPOUON CUUPEPOVIWV

* Exw AaBeL apolBn yio cuppetoxn o€ optAiec N advisory boards armo TiL¢ eTalpeieg
Abbvie, Aenorasis, MSD, Amgen, Takeda, Pfizer, Galenica, Mylan.



Oepaneiec otic IONE pe Bdon Tov unxaviopo dpaonc
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----- Weisshof, Adv Ther 2018

Endothelial cell



Mn anti-TNF Bepamneiec otic IODNE kot aAAeg evdeiéelc

. EAkwONC Pevpatoeldnc , Wwplaown
MECLELS (G KOALTLO oL opBpitida Wwplaon opBpitida
Vedolizumab 4 +
Ustekinunab 4 + 4 +

Tofacitinib + + +



Vedolizumab otnv EAkwén KoAltba



MeAetn daonc I, to vedolizumab otnv eAkwdn koAittda (GEMINI I)

* TuxalomoLNMEVN, EAEYXOHUEVN ATIO ELKOVIKO PpAPUAKO, TUPAL, TTOAUKEVTPLKA LEAETN,
oc a.oBeveic (895) pe pétpla npog ooBapn EK (40% arotuyia o€ avti-TNF)

EAeyxog kat évragn Ddon Enaywyrig ®daon Iuvthpnong'™
Hpepeg—21to -1 EBSouadeg 0-6 ERSouddec 6-52
ot 1 PBO _ PBO
0dpt , n=149 - n=149
TudAn emaywyn
Tuxatonoinon VDZ Q4W open-
(VDZ:PBO=3:2) > label8
n=374 VDZ$ n=373
n=225 Oxt
Avtanokplon —> VEZZ"ZO
—> tnvepdopdda -
6;
VDZ/VDZ Q8W$
; t , E =122
Kodptn 2 Nat Tuxatomoinon n
open label Bepaneia vDZ§ ; ’
, SN 3 . > daong O'U\/.TWPWOWC ||
EMaywyngs n=521 (1:1:2) VDZ/VDZ Q4W$
n=521% n=373 > n=125
300 mg IV, eBéon 0, 2 300 mg IV

Feagan, NEJM 2013



GEMINI | : To vedolizumab ftav onpavitkd KAAUTEPO OO TO ELKOVIKO OTNV enaywyn tng Udeonc
otnv METPLA TtpoC Bapeld eAkwdn koAitida (efdopada 6)

ITT TAnOUONAG EMaywyYNG
B Placebo (n=149)

A=22% ' : -
60% - £<0.0001 ! [ Vedolizumab (n=225)
I 1 l A=16%
: P=0.0012
500"(“ ! 4—],-% | ﬁ
|
| |
40% - | l
|
Patients : A=12%
% 30% - . | P=0.0009
(95% Cl) : 1 25%
I
20% - : L?%
' l
:
10% - '
| ‘5%
I
|
0% -
Clinical Response Clinical Remission Mucosal Healing
Primary Secondary

Feagan, NEJM 2013



GEMINI I: To vedolizumab Atav ocnUavtika KAKAUTEPO ATTO TO ELKOVLKO oTNnV dLatripnon tng
Udeonc otnv HETPLA TtpOoC Bapeld eAkwdn koAttda (eBdopada 52)

Patients
Y%
(95% Cl)

50% A

30% A

20% A

10% A

A=29%
p<0.0001

B VDZ / Placebo (n=126)
[J VDZ / VDZ Q8w (n=122)
I VDZ / VDZ Q4w (n=125)

I A=26%
p<0.0001

| 1

42%

16%

45%

Clinical Remission

Feagan, NEJM 2013



GEMINI 1: H avtamokplon oto vedolizumab tnv efdopada 6 Atav kKaAutepn o€ a.oOeVeic Mou
Oev eiyav exktedei o avti-TNF kat eiyav xaunAo @optio vooou

GEMINI 1 (UC)

M PBO*
M vVDzt

Patients, %

Mayo Score Mayo Score No Anti-TNF Prior Anti-TNF Mayo Score Mayo Score
<9 >9 Failure Failure <9 29
No Anti-TNF Prior Anti-TNF
Failure Failure

Feagan, CGH 2016



Ta amoteAeopata tng peAetng VARSITY npokpivouv tTnv Xprion tou vedolizumab €vavtl tou

adalimumab oe aoBeveic pe petpLa mpocg Bapeta eEAkwdN KoAltida

VARSITY

Patients (%)

B Adalimumab SC
160/80/40 mg

B Vedolizumab IV
300 mg

A12.0% (5.3%, 18.6%)

60 -

P=.0005

50

40 4

30 +

20 +

10

107/386 152/383

Overall

Key Secondary Analysis

Schreiber, JCC 2019



Vedolizumab otnv vooo Crohn



MeAetn ¢daonc lll, To vedolizumab otn voco Crohn (GEMINI I1)

* TUXOQLOTIOLNMEVN, €EAEYXOMEVN QMO €WKOVIKO ¢appako, TudpAn, TOAUKEVIPLKN HMEAETN
enaywyng Kat ocuvtipnong o€ aoBeveic (N=1115) pe perpra wg cofapry NC

EAeyxog kau évtagn Ddon Enaywyng daon Zuvtipnong
Huepeg —21to -1 EBSopadeg 0-6 ,
PBO EBdouadec 6-52 ) o8O
Kodptn 1 n=148 n=148
TudAn emaywyn
Tuyatlomoinon
VDZ Q4W -label
(VDZ:PBO=3:2) > anS%;gn e
=368 vozt | ,
n=220 Oxt
' > VDZ/PBO
S Avtanokplon tThv n=153
eBbouada 6;**
VDZ/VDZ Q8W
4 + r 9 _154
Kooptn 2 Nad Tuyalonotjon n=
open label Bepamneia VDZ* GUVTNONG
: SN L N fpnong |
ETOYWYNG n=7478 (1:1:1) [ VDZ/VDZ Q4W
n=748 n=461 n=154
300 mg IV, eBéon 0, 2

50% artotuyia 1 avti-TNF
40% xetpoupyeio yia CD
16% oupiyyla Sandborn, NEJM 2013



GEMINI II: Neplocotepol aoBeveic pe vooo Crohn mou eAaBav vedolizumab avtamokpiBnkav

v eBédopada 6

Patients
%
(95% CI)

40% -

35“&! -

30'.“: -

25'1‘,{:' -

20% -

15% -

10% -

5% -

nﬂ&l .

A=8%
p=0.021

7%

L 5%

Bl Placebo (n=148)
[] Vedolizumab (n=220)

A=6%
p=0.23

31%

26%

Clinical Remission

CDAI-100 Response
Sandborn, NEJM 2013



GEMINI Il & Ill: Mia ertumtA€ov eyxuon tnv efdopada 10 0dnynoe o€ avtamoOKpPLoN CNUOVTIKA
nepLocotepouc aoBeveic pe vooo Crohn kat epmetpia avti- TNF

Aofeveig, % (95% CI)

40

35

30

25 -

20

15

10

C13007
Week 6

C13011

Week 6

C13011

Week 10

Overall Population 100% patients

A=14%
p=0.0012

A=3%
p=0.4332
A=6% —
Not tested
O

mPBO
m\VDZ

4%

c13007* C13011*  C13011*
Week 6 Week6  Week 10

TNFa Failure Population
*48% in C13007 & 75% in C13011

Sands, Gastro 2014



GEMINI II: Znuavtika meploootepol aoBeveic pe vooo Crohn mouv €Aafav vedolizumab Atav oe
Udeon tnv €Bdopada 52

ﬁ:g%ﬁh B VDZ / Placebo (n=153)
pi%“&ﬁ E vDZ /1 VDZ Q4w (n=154)
| 1
40% - 39%

36%

35% -

30% -

Patients 25% -
%
(95% CI)

22%

20% -

15% -

10% -

5% A

0% Sandborn, NEJM 2013

Clinical Remission



2ta rtAaiola tng peA€Tng Evolve mou cuvékpive eppeca to vedolizumab pe toug anti-TNF,
ONUOVTLKA TtEploooTePOL aacBeveic (naive o€ BloAoyka), mapEpeLvay otnv Beparmeia e TO

vedolizumab

EVOLVE

1.0+ ~—
.
'L e
v w
08 1. S — e,
p S - .
g
%' hw‘H' T
E 0.6 < " + h,
[=} e 5
=1
&
_§ 0.4
g VDZ:82.5% VDZ: 79.1% VDZ: 75.1%
2 Anti-TNF: Anti-TNF: Anti-TNF:
65.0% 60.3% 53.8%
0.2 p<0,0001 p<0,0001 p<0.0001
0.0+
T | T | | | | T :
0 3 6 9 12 15 18 21 24
Months
Treatment Vedolizumab —— —— anti-TNFa

Vedolizamab 314 230 250 220 157 110 7 47

anti-TNFa

202

178

135

122

102

Yarur, JCC 2019



‘Epyalelo’ yla tnv mpoyvwon tn¢ avtamnokplong oto vedolizumab acBevwyv pe
HETPLa poc cofapn vooo Crohn

No prior No prior No prior fistulizing Baseline .
. : : Baseline CRP
bowel surgery | TNFa-antagonist disease albumin aseline C
. : : + 0.4 points | - 0.5 points if 3.0-10.0 mg/L
+ 2 points + 3 point + 2 points : SR ¢

P points P per unit (g/L) | - 3.0 points if > 10 mg/L
o 50%
>
©
)
=
© 0
N 40% 38%
O
® 31

, . 30% x Probability of
8 0% 25% Response to VDZ
g 24% Low (< 13 points)
L2
a 5 Intermediate

8 20% 20% 20% 19% “ (> 13 and < 19 points)
8‘) ‘]_5%_ H|gh (-) 19 points)
£ )
(o) 10% =
£ 10% —
&)
< 5%
= .
2 2% 0% 0%
5 0% | |
8‘ CREM CSF-REM MH Deep CSF-Deep
a Remission  Remission

Dulai, Gastro 2018



To Vedolizumab ko oL e€wevtepikec ekONAWOELC



Oool aoBeveic eAafav povo vedolizumab oto kAwviko npoypappa GEMINI 2 ntav nibavotepo va
gxouv BeAtiwon Twv apOplkwv eKdGNAWCEWV

GEMINI 2 (CD)

060 1, Censored \

n=516 Combined VDZ

055
0.50
045

VDZ->PBO
0.40-
03s r_g PBO

030

025
0.20

0.15

0.10
0.05
0.00

VDZ->PBO 7 = 59 56 6 40 31 30 29 b3 2
PBO 78 &5 59 43 36 b3 bx 21 19 18 16
Combined VDZ 37 320 287 252 214 187 153 137 120 108 97

0 30 60 90 120 150 180 210 240 270 300 330 360
Study Day

Probability of Sustained Resolution of Arthritis/Arthralgia

Feagan, JCC 2017
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H miBavotnta va avamtuéouv eEwevtepLkEC ekONAWOELS oL a.oBeveic pe vooo Crohn mou €Aafav
vedolizumab ntav peyaAutepn og ocuykplon pe tnv AnPn avti-TNF

0.48
0.46 [
0.44
0.42
0.40
0.38
0.36 _
0.34
0.32
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018
D16
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Frobahility of Developing any EIM Event

Follow-up Time (Days)

Treatment —_— Anti-TMF Vedolizumak

Dubisnky, Inflamm Bowel Dis 2018



Mowa eivat n 6€on tou vedolizumab otnv Bepamneio twv IONE;

Amotuyia avti-TNF mapayovtwv (oxtL ToAATAEG)

Amtotuyia KOPTLKOOTEPOELOWV +/- AVOCOTPOTIOTIOLNTLKWY

OyL npotepalOTNTA OF:

MOavwc mMPOoTEPALOTNTA OF:

HAtktwuevouc Ofelec KATOOTAOELG
XounAo goptio vooou MePUTPWKTIKA VOOOC
Xwplic nmponyouuevn ekdeon o€ avti-TNF E€wevtepLKEC EKONAWOELC

Neapa atoua

Bamias G



Ustekinumab otnv voco Crohn



O oxeblaopocg tou KAvikov nipoypappatoc UNITI yia to ustekinumab otn vooo

Crohn

Placebo IV (N=247)

® UST 130 mg IV
(N=245)

UST ~6 mg/kg IV
(N=249)

-

UNITI-1: TNF Antagonist Failure Population

N\

UNITI-2: Failed Conventional Therapy

Placebo IV (N=210)

® UST 130 mg IV
(N=209)

UST ~6 mg/kg IV
(N=209)

-

UST Responders?
UST 90 mg SC g8 wks
(N=132)
® UST 90 mg SC q12 wks
(N=132)
Placebo SC
(N=133)
UST Responders?

75% (298/397) of
randomized patients who
started maintenance
entered LTE

56% (718/1281) of all
patients who started
maintenance continued
inLTE




OL acBeveig mou eAaBav ustekinumab gixav ocnUOVTIKA KAAUTEPN AVIATTOKPLON, N OTOLaL NTOV
akopa KaAUTepn HETOEL auTtwv Ttou dev eiyav AaBeL avti- TNF

Uniti 1 & 2: Proportion of patients with a 100 point clinical response

UNITI-1

@
o
1

Proportion of patients in
100-point clinical response (%)

0768 _v2

N=247 245249 = 247 245249 247 245240 200200209 209200 200 209209 209
Week 3 Week 6 Week 8 Week 3 Week 6 Week 8

[ Placebo ] Ustekinumab 130mg  [J] Ustekinumab 6 mg/kg

N EnglJ Med. 2016 Nov 17;375(20):1946-1960



H evbodAeBLa xopnynon tou ustekinumab odnynoe oe onpavtikn BeAtiwon tng
OUXVOTNTOC TWV KEVWOEWV

Taxela 6paon Days

0 1 2 3 45 6 7 8 9 1011 12 13 14

O 1
= N
§ -0.2 \ N X
E \': i
— 3 L ) v _—8
8) -0.4 - .’f-.\ »— . -~ ® _-® ' | _.}:
% 08 - \ . o |
(.S:-) - (i ! \ \\\
o =

o -0.81 S
3 1.0 T e
@ 7~ PBO (N=191)
§ 127+ UST 130 mg (N=188) o a8

1.4 ] —e— UST ~6 mg/kg (N=184) - -

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

Sandborn, UEGW 2017



Epooov n Udeon emitevyBet pe to ustekinumab, diatnpeitatl oe Baboc ypovou

IM-UNITT? IM-UNITI®
Patients in clinical remission Clinical remission
at 1 year at 2 years in patients
in remission at 1 year
100 - 100 - _— UsT
= : 90 mg SC q8w
(n = 68)
80 1 80 82.4%
= usT X
o~ 90 mg SC q8w — 60
\J; By - oy . v (N3] 42 J
1= IV induction QL
Q only 4‘-6’
JE; 40 (n=131) a 40
o
35.9%
20 - 50
0 - 0

3 Mixed population, from UNITI-1 and UNITI-2 trails
1V, intravenous; q8w, every 8 weeks;

ql2w, every 12 weeks; SC, subcutaneous. Feagan BG, et al. N Engl J Med. 2016;375:1946-60.



[Tolov BLOAOYLKO TIApAYOVTA ETUAEYOUE VIO TNV HETPLOL
npoc Bapeta vooo Crohn;



[ToLog mopayovToc yia TNV HETpLa mpocg Bapeta vooo Crohn;
Aodalela Twv Bepamelwyv otic IONE

Table 1. Summary of adverse events associated with each class of biologic/small molecule

Thiopurine/Anti-TNF combo R R - + - +
Tofacitinib + + N/A _ + +
Anti-TNF monotherapy - ++ + ++ - +
Vedolizumab +/- — N/A + - +/—
Ustekinumab +/— — N/A + _ _

++: Strong association; +: association; +/—: possible association — adverse events reported in clinical trials, although incidence rates are comparable with
placebo; —: no association; N/A: data not available. TNF, tumor necrosis factor; Include combo, combination therapy.

Regueiro, Inflamm Bowel Dis 2019



[ToLog mopayovToc yia TNV HETpLa mpocg Bapeta vooo Crohn;
Aodalela Twv Bepamelwyv otic IONE

VAN
SAPEST Vedolizumab
/ \
/ Ustekinumab \

>.

|—

L

= / Anti-TNF mono \
(7))

/ Thiopurine or Tofacitinib \
/ Thiopurine + anti-TNF combo \

STEROIDS

Regueiro, Inflamm Bowel Dis 2019



[ToLo¢ mapayovtac ylo tnv PETPLo mpocg Bapetd vooo Crohn;

Recommendation 1.10. ECCO CD Treatment GL [2019]

We equally suggest the use of either ustekinumab or
vedolizumab for the treatment of moderate-to-severe
active luminal Crohn’s disease in patients who have pre-

viously failed anti-TNF therapy [weak recommendation,
very low-quality evidence].




[Molog mapayovtac yla tnv LeTpla mpoc Bapela vooo Crohn;
Ustekinumab >Vedolizumab oe anti-TNF avdektikouc¢ ao8eveic

TABLE 2 Effectiveness of vedolizumab and ustekinumab in patients with Crohn's disease refractory to anti-TNF: qualitative criteria in the
weighted cohort

Weighted cohort
Intention-to-treat Per-protocol
Vedolizumab  Ustekinumab  Model® Vedolizumab Ustekinumab  Model®
N (%) N (%4) OR (95% CI)P P N (%) N (%) OR (95% CI)P P
Clinical remission
wi4 61 (46.1) 45(42.3) 0.86 (0.49-1.50) 0.59 61 (47.8) 45 (47.1) 0.97(0.54-1.75) 0.92
w48 51(38.3) 58 (54.4) 1.92 (1.09-3.39) 0.03 51(38.3) 58 (54.8) 1.95(1.10-3.45) 0.02
Steroid-free clinical remission
W14 45 (34.4) 41 (38.2) 1.18 (0.67-2.09) 0.57 45 (35.7) 41 (42.6) 1.34(0.74-2.42) 0.34
w48 45 (34.0) 48 (44.7) 1.57 (0.88-2.79) 0.13 45 (34.0) 48 (45.1) 1.59 (0.89-2.83) 0.12
Persistence 66 (49.7) 76(71.5) 2.54(1.40-4.62) <0.01 66 (49.7) 76 (71.5) 2.54(1.40-4.62) <0.01
of treatment
W48
CRP <5
Wi4 39 (29.6) 25(23.7) 0.74 (0.39-1.41) 0.36 38 (31.5) 25(36.4) 1.25(0.62-2.50) 0.54
w48 29 (22.0) 31(28.9) 1.44(0.77-2.70) 0.25 30(23.1) 31(36.2) 1.89 (0.99-3.59) 0.05
Sustained 23(17.2) 29 (274) 1.81 (0.92-3.57) 0.09 23(17.6) 30(29.8) 1.98(1.00-3.93) 0.05
steroid-
free clinical
remission
CD-related 14 (10.6) 10 (9.5) 0.89 (0.34-2.34) 0.81 14 (10.6) 10 (9.5) 0.89(0.34-2.34) 0.81
surgery W48
Hospitalisation 42 (32.1) 26(24.1) 0.67 (0.36-1.25) 0.21 42 (32.1) 26(24.1) 0.67 (0.36-1.25) 0.21
w48
Dose 71(53.5) 32 (30.1) 0.37 (0.21-0.67) <0.01 71(53.5) 32 (30.1) 0.3710.21-0.67) <0.01 .
optimisation Alric, APT 2020
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Kivbuvoc emutAokwv
Qo TNV vooo;

Severe disease (Table 1)
High structural damage
High inflammatory burden

Significant impact on quality
of life

Anti-TNF |

UST

UST

Kivbuvoc emutAokwyv oro

Vv Bepanelio;

Prior serious infections

Prior malignancy

Advanced age, multiple
comorbidities

First-line therapy:
Infliximab or Adalimumab (for most patients), in
combination with thiopurines or methotrexate

= Higher inflammatory burden, higher disease
severity, perianal disease, severe
extra-intestinal manifestations, obese:

Infliximab > Adalimumab
Combination therapy >> monotherapy

« Significant comorbidities or contraindications
to TNFx antagonists:

Ustekinumab monotherapy

Second-line therapy (in patients with prior
exposure 1o infliximab or adalimumab):

Ustekinumab (for most patients), in combination
with thiopurines or methotrexate

« 2* TNFa antagonist (may consider for

patients with loss of response due to

immunogenicity to first TNFa antagonist,
or intolerance)

VEDO

UST

First-line therapy First-line therapy:

UST

Vedolizumab monotherapy Ustekinumab monotherapy
Second-line therapy: Second-line therapy:
Ustekinumab monotherapy Infliximab or adalimumab
monotherapy
(or)

Vedolizumab in combination
with thiopurines or
methotrexate

Anti-TNF



Ustekinumab otnv eAkwdn koAitda



To kKAwkO ipoypappa UNIFI yia tnv amoteAeopatikotnta tou ustekinumab otnv
eAkwoN KoAlTtLda

MeAétn Emaywyng MeA€tn cuvtiipnong
TuxaononpueEvog mAnOuoog

UST 6 mg/kg IV UST 90 mg SC q8w (n=176)

UST 90 mg SC q12w (n=172)

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

EBSopdada
|

I
I
I
I
I
I
I
I
I
I
I
I
I
I

ol

! 52 eBdopadeg |
€kOeong

Avtanokpion €B4. 16 : 135/233

Méon twun calpro ~ 1500

Mponyoupevn Bepaneia pe avti-TNF/VEDO: ~ 50% Sands, N EnglJ Med 2019




H kKAwikn vdeon tnv eBdopada 8 emiteUXONKE € GNUAVTLIKA TTEPLOCOTEPOUC

acBeveic movu eAaPav ustekinumab

JUVOAO TWV aocBevwv

100 -
__ 80 -
S,}"__
£
o 60 - P<0,001
=
L]
o
©
c 40 N
2
; b
o
o 20 - 15,6 15,5
= 53 . .
0 -

HPBO IV (n=319) W UST IV 130 mg (n=320) W UST IV ~6 mg/kg (n=322)

KAIvikn 'Ypeon:
Mayo BabuoAoyia < 2 BabBuwy,
Kapio urtoBaBuoloyio> 1

Proportion of patients (%)

100 -

80 A

60 -

40 -

20 A

Me Bdon ntponyouevn anotuyio BLOAOYLKWVY

A=10.4  A=9.0 4=10.7
A=8.3
A=10.4  A=11.4 p<0.05 p<0.05 p<0.05 0<0.05
p<0.001 p<0.001 199 186 20,7 184
11,6 12,7 9,5 9,9
1,2
161 164 166 158 156 156 151 145 147
Biologic failures Non biologic failures Biologic naive
EPBOIV B UST IV 130 mg W UST IV~6 mg/kg

Sands, N EnglJ Med 2019



2 NUOVTLKO TIEPLOCOTEPOL aoBevelc dlatnpouv TNV avtamokplon oto ustekinumab

tnv eBdopada 44

100+
50+
80
70—
60
50
40+
30
20+
10+
0

Percentage of Patients at Wk 44

P<0.001

P=0.002
| | 43.8

38.4

24.0

Clinical Remission

P<0.001

I
P<0.001
1

680 /10

44.6

Maintenance
of Clinical
Response

through Wk 44
Sands, N EnglJ Med 2019



Ta 2/3 nepimou Twv acBevwv Statnpouv TNV KAWVLIKN Udeon mou emteUXONKE UE TO
ustekinumab otnv 2etia

100 Patients randomised to UST in the maintenance study

7 76,7
gg ‘0.9 f?.l,l, 744 5

. 73,3 72,2 )
E EI'JI:,' .“:ll.r::' i - ?lrn ?lrn ?lrn EE,I E?.E |-_||-_|":_'| E?Iu ?ﬂ;s E?'E
2 e e K —A
B =7y v ra s = ] E
E II B34 61,0 b, 5
=
m [
o 24,0509 49,1
HE 11-:_| il dR.E' d d-d-..El d.'!'_.l.
=
h=s
t
E_ 20
E LTE
i
0 4 8 12 18 20 24 28 32 38 40 g9 56 68 80 52
Maintenance Week Dose adjustment allowed from Week 56

--PBO 5C (n=175) -=UST90mg5Cql2w (n=172) -+UST 90 mg5SC q8w (n=176)

Sands, UEGW 2019



H ocuxvoTnNTa TwV KEVWOEWV BEATIWVETOL ApECO PETA TNV Evapén Bepareiag pe ustekinumab

Taxela 6paon

-0.2
-0.4
-0.6
-0.8
-1.0
-1.2
-1.4
-1.6
-1.8
-2.0

Xk ok

kKK

XK X XXX

| | | |
0 1 7 8 9

Xpovoc HETA TNV Bepanceia

enaywyng (NHEPEG)

*p < 0.05

“p < 0.01
“*p < 0.001

Sands, UEGW 2019



To Ustekinumab ko ot apBpwaoeLc



To Ustekinumab ko ot apBpwaoeLc

ASDAS-CRP oy
BASDAI me/et
oon - 20
—ASDAS-CRP — BASDAI ---CRP
- - 16
. - 12
. - 8
] SN -4
) — 0

ow 2W 4w 8w 1l6W

After ustekinumab administration
Matsumoto, Biologics 2018
Matsumoto, Open access rheumatology 2020
Liefferinckx, JCC 2019



O pOAOC TWV EEWEVTEPLKWV EKONAWOEWV oTNV amodacn yLa Tov KatadAAnAo
nopayovta yia tnv Bepamneio tnc vooou Crohn

Anti-TNF Anti-integrin Ustekinumab

Luminal CD \/ \/ \/

= EIM
» EIM ‘ o
Patient profile = Serious infection | == 2 IMIDs
= > 2 [MIDs _ _
= Elderly = Anti-TNF-induced psoriaform lesions

= Children o
= Children t

Perianal fistulizing CD Infliximab

Postoperative prophylaxis \/

Danese, JCC 2017



Tofacitinib



O oXedLa0UOC TWV KALVIKWY LEAETWY YLOL TNV ATTOTEAECHATIKOTNTA TNC TOPACLTLVIMITNG OTNV
eAkwWON KOAlTIdO

Méon Sidpkela vooou e eton g

Y

8 ¢ /_‘_ &1 Ttoxog n peAétn i
» 51% exremuévn c Non-responders ;': NG LAKPOXPOVIAG
» Méoo Mayo score 9 % 10 mgbid ) = : aopalelog
> 46% Uné KopthOEl6ﬁ ‘g % ' OCTAVE Sustaln ‘ ..0 llllllllllllllllllllllllllllllllll
’ l_ = ; ‘ v
» 52% amotu)ia avti N — 3 ¥ OCTAVE Open
TNF = 0
T 8 weeks* e,
/N =598 (4:1) / S |10 mgbid o
= > E € 5mgbidt =
@D © 2 =
E | 5mgbid > 2. £ =
. - 3 ©
‘O e
__ OCTAVE Induction 2 2 S & 10 mgbidt >) =
S 4 &3 Placebo Uﬁ as
g :>$ A
+ |10 mg bid o N =593
© O
R%) = ‘_/ (1:1:1)
= ©
o =
(]
© >
% Placebo T
oC Non-responders
8 weeks”
/ N =541 (4:1) ¥,

Panes, GH 2019
Sandborn, NEJM 2017



H todaottvipmn ntav KaAUTEPN Ao TO ELKOVIKO GAPHAKO OTNV ETtiTELEN KAl SLatpnon TNG
Udeonc oe aoBeveic pe eAkwoN KoAiTda

‘Ydeon: total Mayo < 2 ko kaveva sub score>1, sub score yia to aipa=0
A Remission
8Wk Difference, 29.5 52Wk
percentage points
100+ 100+ P<0.001
g 90— 90— |
z 80- 80+ Difference, 23.2
= 707 70 percentage points
2 604 Difference, 10.3 Difference, 13.0 60— P<0.001
E 50 percentage points percentage points 50 | |
= P=0.007 40.6
£ 404 Y P<0.001 40 34.3
2 30+ | | | | 30—
@ 20 18.5 16.6 20—
= 2 2 11.1
0 0
Placebo Tofacitinib, Placebo Tofacitinib, Placebo Tofacitinib, Tofacitinib,
(N=122) 10 mg (N=112) 10 mg (N=198) 5 mg 10 mg
(N=476) (N=429) (N=198) (N=197)
OCTAVE Induction 1 OCTAVE Induction 2 OCTAVE Sustain

Sanborn, NEJM 2017



H emaywyn Udeonc pe TNV ToPaACLTVIMTIN ATV CUYKPLOLUN METAEL aoBeVWVY UE 1 XWPLC amoTuyia
o€ avti-TNF rmapayovteg

|

|

: ,

| anotuyia
I avti-TNF

g

Percent of patients with remission

Percent of patients with mucosal
healing
4

=

=

3

o

&

=

OCTAVE Induction 1

Remission

4=9.4

A=11.1

252

ki Mo

es
Prior THF exposure

Mucosal healing
A=13.3

A=17.9 396

Yes Mo
Prior THR exposure

OCTAVE Induction 2

Remission
m =
5
@
5
< 40 - A=13.5
E A=12.0 —A
o 221
E 20 —
5 120
E
g 0
a 0 -
Yes Mo
Prior THR exposure
Mucosal healing
60

A=17.3

Percent of patients with mucosal

Yes Mo
Prior THR exposure

W Placebo M Tofacitinib 10 mg BID

Sandborn, DDW 2016



H BeAtiwon otnv cuXvotNTa TWV KEVWOEWV KOl TNV AMWAELX QLUATOC HE TNV TodaoLTIVIUTIN €lval
TOXELOL KOLL ONMOVTLKA LEYOAUTEPN O€ CUYKPLON LLE TNV OMAS A TOU ELKOVIKOU POPLOLKOU

>

=0

Proportion (%) of patients with
Mayo stool frequency subscore

Tayelo dpaon
60 — —@— Tofacitinib 10 mg BID
—— Placebo
50 =
40
30
W
L] L]
10 - & _MH"‘W
D:-:D"—'H:W
0 | | I | | I I | | | | | | | |
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Time (days)

N

=0

Proportion (%) of patients with
Mayo rectal bleeding subscore

80

70 A

60 +

50 H

40

30 A

20 H

10 4

—@— Tofacitinib 10 mg BID
—{+— Placeho

10 11 12 13 14 15

Time (days)

Hanauer, CGH 2018



OCTAVE Sustain : H dtatripnon tng Vdeong ywpic koptikoeldn tnv eBdopada 52 Atav ocnUavTiKa
rnOavotepn yla ooouc aocBeveic EAafav TopaoLTvipmn

Sustained CS-free remission
(OCTAVE Sustain)

100 +

P<0.001

80 - , 1
t\? . Placebo
e P<0.001
[7,] ¢ re .
E’ 60 - [ l . Tofacitinib 5 mg BID
)
< Tofacitinib 10 mg BID
- 47% ] &
o
3
£ 40 - 35%
Q.
o
-8

20 A

5%

n/N 3/59 23/65 26/55

Sandborn, NEJM 2017



Ye BaBoc xpovou n todaottvipnn dtatnpet to KaAo tnc amoteAeopa (OLE: 5,9 €tn)

KAwikn avtamnokpion

BAevvoyovikn eEmoUAwon

KAwwkn Udeon

Tofacitinib 5 mg BID

Proportion ( %)

of patients with
clinical response

100 4 97.0ap.0 95'584.[]

o4.7 99,1
80 - 71.4 66.9
60 -
40
20 -
0

Month 2 Month 12 Month 24 Month 36
n 159 159 147 147 125 125 112 117

N1 164 175 154 175 132 175 113 175

Tofacitinib 10 mg BID

Proportion (%)
of patients with
clinical response

100 - 92.2

93.8 97.0
7 ?9.661'8 53.6
60 1 45.3 40.2
40
o J

Month 2 M™Month 12 Month 24 Month 36
n 475 475 412 412 348 348 289 309

M1 673 769 447 769 371 769 298 768

B Observed [] NRI-LOCF
100 ¢ 89.9 g5 B9.7 87.5

93.0
80.0

80 - 68.0 64.6

60 -

40 -

20 -

o 4

Proportion { %)
of patients with
mucosal healing

Month 2 Month 12 Month 24 Month 36
n 152 152 140 140 119 119 107 113
N1 169 175 156 175 136 175 115 175

B Observed [] NRI-LOCF

e}- g 0 74.2 80.4 oo
£2 ., | 2

—2%

cuw® 60 440

2e= 40.6 36 4 " 39.9 37.0
£53 a0

ome

ooE o 4

Month 2 Month 12 Month 24 Month 36
n 280 280 340 340 307 307 264 284

M1 690 7&9 4538 769 382 769 306 768

Proportion (%)
of patients in

Proportion (%)
of patients in

remission

remission

100

100

b 83.8 B6.7
| 7%% 749 737 780
58.9 58.9
Month 2 Month 12 Month 24 Month 36
131 131 129 129 103 103 98 103
164 175 154 175 132 175 113175
1 79.5
i 71.2
62.4
36.3
1 28054 34.3 33.5
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




Tofacitinib kot apBpwoelc



Mn avti-TNF napayovtec kot apBpomabeta otic IONE



Yrtapyxouv aAAEC eTILAOYEC, EKTOC aro touc avtl-TNF, otnv aéovikn apBpomabeia;

Are there other therapeutic options in AxXSpA and IBD?

(gastro- and rheuma- perspective)

* Oral Kinase inhibitors

IZQz v Tofacitinib (approved for UC and also psoriatic arthritis/rheumatoid arthritis)

- A phase Il, 12 week, RCT showed clinical and radiological improvement
over placebo in radiographic AxSpA (AS)

Van der Heijde D, et al, Ann Rheum Dis 2017
Maksymowych WP et al, Rheumatology 2018

- Awaiting results of the phase Ill study/ Safety concerns?
* Anti-1L12/23

MAAANON v’ Ustekinumab (approved for CD and psoriatic arthritis)

OX| - In 3 recent phase Ill, RCTs of patients with AxSpA (anti-TNF naive and —IR)
no difference over placebo was noted

Deodhar A et al, Arthritis Rheumatol. 2019

» Anti-Integrins

OXI v'Vedolizumab (approved for UC/CD)
- Case-series showing either no benefit or
worsening or de novo AxSpA in IBD patients Paccoul et al, Joint Bone Spine 2019 (n=14)

Dubash § et al. Rheumatology (Oxford). 2019 (n=11)
SEptember 13-14 2019 BI'USSE|S Varkas G et al. Ann Rheum Dis 2017 [n=5)
) ) , , )

Wendling D et al. Joint Bone Spine 2017 {n=4)

Falk symposium,2019 (I Mavt{apng, A BactAémouAog)



Yrtapyxouv aAAeC eTAOYEC, EKTOC aro touc avtl-TNF, otnv aéovikn apBpomabeia;

Available therapies in AxSpA and IBD
(gastro- and rheuma- perspective)

Non-Biologic agents Biologic agents

Conventional Targeted S ati-IL17 ACH-IL12/ s ACti-inter.n
synthetic synthetic

l? Secuk’..uma. Us* .«inumab™ ** V' .dolizumab
[ |

Sulfasal. " .ne Tofacitinib*

Mesal .zine

Me .notrexate

«zathioprine

+
Corticosteroids
(systemic/local) “  UC (EMA)
“ CD (FDA)
“ AxSpA (FDA)
v CD(EMA)

September 13-14, 2019, B | . , .
eptember russes Falk symposium,2019 (I Mavt{apng, A BactAdnouAog)



Yrtapyxouv aAAEC eTILAOYEC, EKTOC arto Toucg avtl-TNF, otnv mepldepikn
apBpornabela;
Av n IONE eival evepyadc, o Baocwkdg atoxoc eival n VPEeaN TNC EVIEPIKAC VOCOU

Available therapies in peripheral SpA and IBD

(gastro- and rheuma- perspective)

Non-Biologic agents Biologic agents

Conventional
synthetic

Targeted Anti-TNFs Anti-IL12/23 Anti-integrin

synthetic

R

h
Tofacitinib*

Ustekinumab Vedolizumab

Sulfasalazine

Mesalazine

Methotrexate (CD)

Azathioprine

sSpekeseasins

+

Corticosteroids
(systemic/local)

* UC (EMA)
““ €D (FDA)
“* AxSpA (FDA)

September 13-14, 2019, Brussels
Falk symposium,2019 (I Mavt{apng, A BactAémouAog)



Yrtapyxouv aAAEC eTILAOYEC, EKTOC arto Toucg avtl-TNF, otnv mepldepikn

apBpornabela;

Peripheral
arthritis

TL KAVOUME AV N EVTEPLKI) VOGOC Eivan o€ VdEaN;

Persistent peripheral arthritis in view of inactive IBD

Non-Biologic

Anti-TNFs
Adali b
Sulfasalazine # P

Golimumab
Methotrexate Infliximab

Tofacitinib * (?)

Non-Biologic Anti-TNFs
agents Adalimumab

Certolizumab pegol (CD-rpa)

Sulfasalazine Infliximab

Methotrexate

September 13-14, 2019, Brussels

+

Corticosteroids Combo-Rx if needed

(systemic/intra-articular)

Falk symposium,2019 (I Mavt{apng, A BactAémouAog)



Napadoén PpAeypovn pmopetl va ekONAwOBEeL pe 0Aouc Toug BLOAOYLKOUC TTOPAYOVTEC

De novo arthralgias in IBD patients on biologics

* During anti-TNF therapy

* Shortly after IFX infusion (ADA-related?)
* Before the next IFX infusion (IBD-related?)
* Persistent (paradoxical inflammation?)

* During vedolizumab therapy
» characteristic: the incidence is higher
* in Crohn’s disease vs Ulcerative colitis

* in prior anti-TNF failures

* |f used as 1% course biologic vs 15 course anti-TNF Dubinsky M, et al , IBD 2018
. L. Chateau T, et al, JCC 2019
* ?in pre-existing AxSpA Feagan BG, et al JCC 2019

. . PaccoudJ et al, Joint Bone Spine 2019
* During ustekinumab therapy
Dubash S et al. Rheumatology (Oxford). 2019

* Similar to anti-TNFs and VDZ Tadbiri S et al Aliment Pharmacol Ther. 2018

Varkas G et al. Ann Rheum Dis 2017
Wendling D et al. Joint Bone Spine 2017

September 13-14, 2019, Brussels Orlando A, et al. Ann Rheum Dis 2017

Falk symposium,2019 (I Mavt{apng, A BactAénouAog)




O ouvbUaoUOC TwV BloAoyLkwv e pkpa popta (alaBelomnpivn, todaottvipmn) aAAd Ko
BloAoyilkwv pe BLoAoyLka: Exoupe Aoyouc va poBopaoTs;

Table 1. Published reports on combination biologic therapy in inflammatory bowel disease patients.

'\' .
, Year of Studv  Disease type(n umbet . . Concomitant . . Adverse Follow-up
Reference L . . of Biologics s Efficacy . .
publication design subjects) . medications - Events (AE) period
subjects
No serious
Permitted: oral AE related to
IFX + 5 ASA CS and Trend toward clinical the drug,
Sands’ 2007 RCT CD 79 Natalizumab or A improvement with siular 10 weeks
ATB: IS (AZA, U e
placebo 6MP. MTX) combination (p=0.08)  mfectious rate
T between the 2
groups
IFX + Improved luminal CD
.. 4 Case Vedolizumab with Vedolizumab: None or 5- About 2
Hirten 2015 report €D ! (alternatively None umproved erythema ASA months
discontinued) nodosum with IFX
Ty (2 .
Case CE-) I(‘;z*aodl.ﬂozs:a(ll) IFX (2) or None on cutaneous 21 months
Yzet® 2016 : . 3 ADA (1) + None lesions; maintained None - X
series psoriasis under : . : . (median)
: Ustekinumab mntestinal remission
anti-TINF
Case Chmi:-ulfcﬁt?: 'j_tm'}’ Etanercept + Improved pouchitis with
Bethge® 2017 p . 1 P None Vedolizumab; Improved None 40 weeks
report seronegafive Vedolizumab SpA with Etanercent
spondylarthritis P P
Case UC +HLA B27+ Golimumab < Improved UC with
Roblin’ 2018 " ankylosing 1 Vedolizumab None Vedolizumab; Improved None 1 year
Tepo spondylitis (AS) edolizima AS with Golimumab
8 patients stopped anti-
T.NF. e -:lm_mal No more AEs
IEX (9) or renussion, respectively 6 than expected 17 months
Buer® 2018 Case  15¢ (6) or CD (4) 10 T T L I T
series : MP, MTX) endoscopic remission); 2 . range 12-
Vedolizumab ; TNF-u alone;
of the CD patients ous AE 20 months
required combination to 1o seros
obtain remission

LeBerre, CGH 2018



Back up



Neplocotepol aocBeveic umo vedolizumab SdtékoPav ta koptikoeldn tnv efdouada 52, os
oUyKpLon ME 000UC EAABOV ELKOVIKO PpAPUAKO

Sl 4 [, Awakplon HE Baon tnv ponyoupevn €kOeon o€ avti-TNF

o 63
56
51
39
28 31 32 30
iI
T T T T T

Overall Naive Failure Overall Naive Failure

W PBO
W \V/DZ* 63

Patients, %

Rverall Naive Failure/ Overall Naive Failure

CS Dose Decreased
100% (CS Fr.

* Median CS dose:

CS Free for 90 d CS Free for 180 d Daily CS Dose <7.5 mg

2.5 mg/day for VDZ-treated patients; 10.0 mg/day for PBO-treated patients

Loftus, AJG 2015

58



Meplocotepol aocBeveic umno vedolizumab SdtékoPav ta kKoptikoeldn tnv efdouada 52, os

oUyKpLon ME 000UC EAABOV ELKOVIKO PpAPUAKO

GEMINI 2 (CD)

B PBO
B VDz

Patients, % I

66
55
33
30
11 I
T T T T T T

A\vverall Naive Failurgf/ Overall Naive Failure Overall Naive Failure Overall Naive Failure

Dose Decrease CS Free for 90 d CS Free for 180 d Daily CS Dose <7.5 mg
bIN00% (CS E#€e)

* Median CS dose at week 52 in overall population:
5.0 mg/day for either group (VDZ or PBO);
in anti-TNF-naive patients: 2.7 mg/day with VDZ vs 5.0 mg/day with PBO

Loftus, AJG 2015

59



H miBavotnta napapovng otnv Beparmneia pe vedolizumab avéavetal otav dev umapyel
nponyoupevn €kBeon og avti-TNF mapayovteg

6 HVEG

uc

Percentage of patients

100

80

60

40

20

Persistence in Entyvio biologic-naive and biologic-
experienced patients with UC at 6 months

[TIMH]%

[TIMH]%

[TIMH]%

[TIMH]%

B Anti-TNF naive B Anti-TNF experienced

CcD

Persistence in Entyvio biologic-naive and biologic-
experienced patients with CD at 6 months

[TIMH]%

—
o
o

[TIMH]%

TIMH]%

[
o

TIMH]%

Percentage of patients
B D
o o

N
o

o

B Anti-TNF naive E Anti-TNF experienced

IBD

Persistence in Entyvio biologic-naive and
biologic-experienced patients with IBD

100

80

60

Percentage of patients

40

20

[TIMH]%

[TIMH]%

Turkeltaub, AJG 2016



Meploootepol amo 50% twv aocBevwv pe vooo Crohn kat 60% pe eAkwdn KoAitda mapapevVouv

o€ Bepareia pe vedolizumab peta amo 18unvec

18 UAVEG

Crohn’s disease

o e} o —
S [+] [ o
| | I 1

Cumulative survival on drug
o
N

0,0

I
0

T
3

R
6 9

I, Je b e odl
12 15 18 21 24 Time (months)
Number atrisk 147 129 112 99 89 68 40 15 0

Ulcerative colitis

© © o =
a7 8 5

Cumulative survival on drug
o
%
I

0,0

T
0

T
3

T
6

T T
9 12 15 18 21 24
Numberatrisk 92 76 70 64 60 38 24 11 0

Time (months)

Eriksson, SIG 2017



2 NUOVTLKA TIEPLOOOTEPOL AoBeveic ou EAaPav To GAPLLAKO NTAV O UPECN XWPIC
KOpTLKOELON TNV fbopada 44

Patients (%)

M Placebo B UST 90 mg g12w
BUST 90 mgqg8w m Combined UST Groups

0=0.085 P=9-004 p=0.004
4og 369 44.7

N=131 N=129 N=128 N=257

Remission |

N=131

*0=0.024 *p=0.026 *p=0.009
512 508 51.0

N=129 N=128 | N=257

Response

Feagan, DDW 2017



Ta 2/3 nepimou Twv acBevwyv SLatnpouV TNV KALVIKN UPETH YwpIC KOPTIKOELSN,
Tov emteLYONKe pe To ustekinumab otnv 2etia

100
- 380
=3 67,0 699 67,6 67,6 688 682 693 g70 g5q s 1 65 3 68,8 65,9
2 61,0 R —h— —a
& 60 —— — —
= 64,0 61,0 go5s5 63,4 61.6 63,6
et ” ’ » ’
S 40,1 61,0 59,9 59,3 61,0 58,7 70 61,6
S 40
5 « 41,5
- '’
s 20
o
a LTE
0
0 4 8 12 16 20 24 28 32 36 40 44 56 68 80 92

Dose adjustment allowed from Week 56
Maintenance Week

-m-UST 90 mg SC q12w (n=172) —4—UST 90 mg SC q8w (n=176)

Panaccione, ECCO 2020
Sands, UEGW 2019



H amoteAeopaTLKOTNTO TNE TOPACLTIVIMTING NTOV CUYKPLOLUN ME QUTA TWV PLOAOYLIKWY
OPAYOVIWV O aoFeVeic mou dev Eyouv ektedei o€ BloAoyika (ppeon ovykplon)

A. Indirect effect estimates for induction of clinical response in moderate-to-severe ulcerative colitis

IFX

2.01 (1.36-2.98) ADA

1.67 (1.08-2.59) 0.83 (0.55-1.26) GLM

1.47 (0.89-2.43) 0.73 (0.45-1.19) 0.88 (0.53-1.48) TFB

1.12 (0.57-2.22) 0.56 (0.29-1.09) 0.67 (0.34-1.35) 0.76 (0.37-1.60) VDZ

B. Indirect effect estimates for induction of clinical remission in moderate-to-severe ulcerative colitis

IFX

2.10 (1.21-3.64) ADA

1.43 (0.76-2.71) 0.68 (0.36-1.31) GLM

1.63 (0.83-3.23) 0.78 (0.39-1.55) 1.14 (0.53-2.44) TFB

0.95 (0.33-2.74) 0.45 (0.16-1.31) 0.66 (0.22-2.02) 0.58 (0.19-1.82) VvDZ
C. Indirect effect estimates for induction of mucosal healing in moderate-to-severe ulcerative colitis

IFX

1.87 (1.26-2.79) ADA

1.75 (1.13-2.73)
1.48 (0.83-2.65)
1.05 (0.53-2.09)

0.94 (0.61-1.43)
0.79 (0.45-1.40)
0.56 (0.29-1.10)

GLM
0.85 (0.46-1.54)
0.60 (0.30-1.21)

TFB
0.71 (0.32-1.57)

VDZ
Bonovas, APT 2018



H topaottvipnn pmopet va eivat KaAUTePN aro ta BLoAoyLlKA oTnV enaywyn tng Vpeong os
aoBevelc pe sumnepia avti-TNF, we 2% napayovrac (8 £€66)

Experimental Control Odds ratio Odds ratio
Study or subgroup Events Total Events Total Weight M-H, Fixed. 95% CI M-H, Fixed. 95% CI
2.3.1 Adalimumab vs. Placebo
Sandborn ULTRA 2 2012 9 98 7 101  100.0% 1.36[0.49, 3.80]
Subtotal (95% CI) 98 101 100.0% 1.36[0.49, 3.80]
Total events 9 7

Heterogeneity. Not applicable
Test for overall effect: Z = 0.58 (P = .56)

2.3.2 Vedolizumab vs. Placebo
Feagan GEMINI 2013 8 82 2 63 100.0% 3.30[0.68, 16.11] .
Subtotal (95% CI) 82 63 100.0% 3.30[0.68, 16.11] -~

Total events 8 2

Heterogeneity. Not applicable
Test for overall effect: Z = 1.47 (P =.14)

2.3.3 Tofacitinib vs. Placebo

Sandborn OCTAVE 1 2016 32 254 1 65 67.3% 9.23[1.24, 68.83] B

Sandborn OCTAVE 2 2016 28 234 0 70 32.7% 19.46 [1.17, 322.92] w >
Subtotal (95% CI) 488 135 100.0% 12.57 [2.46, 64.12] e R E——
Total events 60 1

Heterogeneity. Chi2=0.18, df = 1 (P = .67); I2 = 0%
Test for overall effect: Z = 3.04 (P = .002)

0.01 0.1 1 10 100
Favours control Favours experimental

Singh, APT 2017



To npoypappa UNIFI etonyaye Eva veo, SUOKOAO KATAANKTLKO ONUELO:
Histo-endoscopic mucosal healing: a new treatment outcome

UNIFI _ PURSUIT _ ULTRA GEMINI OCTAVE

Endoscopic healing

(EH): a Ma-,rn Mucosal healing: a
Mucosal healing: a Mucosal healing: a Mucosal healing: a Mucosal healing: a Mayo endoscopy
Sands, NEJM 2019 of0orl Mayo endoscopy Mayo endoscopy Mayo endoscopy Mayo endoscopy subscore of D or 1
Rutgeerts, NEJM 2005 Mucosal Healing: subscore of D or 1 subscore of 0 or 1 subscore of Dor 1 subscore of 0 or 1 {excludes any
Sandborn,Gastroenterology 2014 EH + Histologic

friability)
Sandborn, APT 2013 healing®
Feagan, CGH 2017

Sandborn NEJM 2017




To ustekinumab emttuyyavetl vPnAa mMocooTa CUVOUAOUEVNC LOTOAOYLKNG-
£VOOOKOTILKNG EMOVAWONC O€ TPWLMA KoL OYPLLLL XPOVLIKA CONMUELDL

A 1004 B 00-
h=238 h=222 A=225 A=225
T 80+ g 807 | —‘
= L]
5 80 h=149 A=128 A=12.0 A=12.0 5 60 55.3
T | T 1 54.0 54.5
5 — 5
= =
2 40 5 379 358 352 8 40
= 0.2 3.5 o5 N5 ogc E 311 29.3 2683
[=1
2 =]
& 20 2 €0 18.5 18.5 £ 5o
0
n'M BEEGT 1130298 1050205 I 5207 1052098 80PES5 1 CLIGT G408 BTIHOS 1 SEIPGT Q4008 87005 1 nil S5AGT ARG 96T J ERNGT BRAGY 91ME7 | A0MET BENED BENGT T AT BENET  BENGT 1
GSHI-1E (35SHI-a2c GSH|-3¢ AHI-1® GSHI-1® GSHI-2¢ GSHI-3¢ RHI-1®
[] Placebo v [J] ustekinumab 130 mg v [l Ustekinumab 6 ma/kg IV! || PlacebosC [l Ustekinumab 80 mg qi2w SC  [[] Ustekinumab 90 mg q8w SC
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To ustekinumab emnayeL tnv Upeon xwpic otepoeldn o nepimou 1/3 Twv aocBevwv
0€ oUVONKeC KA’ nUEPA KALVLKNAC TtpA&ENC

RWD

Univariate analysis Multivariate analysis
100% =
Risk factors OR (95% CI) P value OR (95% ClI) P value
90% = Partial Mayo Clinic 0.24 [0.10-0.61] 0.003 0.10 [0.01-0.90] 0.04
g score > 6
c‘ﬁ 80% - Total Mayo Clinic 0.26 [0.10-0.65] 0.004 - NS
o 70° EB6 12-16 score > 8
£ ° ° Serum albumin 0.19 [0.05-0.83] 0.03 - NS
(-c)} 60 level < 37 g/L
= History of anti-TNF 0.10 [0.03-0.38] 0.001 0.03 [0.01-0.42] 0.01
= oy and vedolizumab
= 50%
= 40% 40%
8 40% - 35% [ e e |
[e] 7 ’ 7
> 30% | Havtanokplon twv acBevwy nrav |
S 19% i : : : i
5 20% ! XOLNAOTEPN OV N VOCGOC NTAWV TTILO |
q: ° 14 14 I I
10% - I evepyog (PMS>6) f/kat eixe mponynOei |
o | 7 .
0% _ - . arotuyla Twv anti-TNF ko :
Steroid-free Clinical RBS 0 RBS 0 I -
clinical remission remission +SFS 0 + SFS 0-1 L Ved ol izu ma b I
________________________________ |
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