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H acBevnc poc...

55eTWwvV

Mpoogpyetal yla Stepelivnon SLoppoikwy KEVWOEWV >7/nuUEpa
Kol KOLALOKOU GAYyOUC OTtO VWV




ATOLULKO AVOLUVNOTLKO:
Wwpiaon—> tomkn Bepaneia
AvoAuubatuia

ApTnpLlakn UTEPTAON
YroBupeoeldLopog

[lponyouuEevVa XELPOUPYELQL:
ApuydaAektoun
XOAOKUOTEKTOUN
Oupeosldbektoun Aoyw 6lwv

OLKOYEVELAKO LOTOPLKO:
Natépag NC
AdeAdoc Pwpiaon

Qdpuaka:
Irbesartan 150mg x1, Famotidine 20mg x1, Bisoprolol 5mg x1, Fenofibrate 145mg x1

Kanviopa: (-)
AAKOOA: (-)
AM\epyiec: (-)




KAwvikn e€€toon:

Yocg: 1.60m
Bapoc: 80kg
BMI: 31kg/m?

©: 36.60C, All: 130/80, Sa02: 98%, RR 80/min
Kapoiayyelako: S1+S2, puBuikol eUKPLVELG
AvVOTVEVOTIKO: AvarmveuoTiko PLlBuplopa apdpw
Kow\wd: MEA, nyot mapovtec, xwpic ynAadntec palec

WwpLlaolkeg SepratikeC BAABeC MOAAMES ApPW




EvOOOKOTILKOC EAEVYOC:

[aoTpOoOKOTNON: ATILA yaotpitida

KoAovookornon: moAAomAd ypotLLOELON €AKN
TEAKOU €lAe0U e Ao oidnpa. Moyv Evtepo: kd

lotoAoyikn e€taon: cupPBati pe NC

Epyaotnplakog EAeyxoc¢:
WBC: 10.100, Neu:65%, Hb:11, PLT:300 x103
CRP:4



ALayvoon NC 2016
A3L1B1 ko1& Montreal
CDAI:350 >220, SES-CD 7 (>6)

NUUPROT LK Bepamnmelioas:

* KoptLkootepoe Ldy

lleal-release budesonide 9 mg x1 yia 8 weeks
(tapered over 1-2 weeks)

e AZA =2 nayrpeatitida—> dLekdmn

(riteria Group  Definition

Age at diagnosis (A) AT <10 years
AL 17-40 years

A D yeas
Location (1 U Tl
!

! Colonic
3 lleo-colonic
L4 [Solated upper disease

Behavior (B) Non-stricturing

non-penetrating

B tricturing
B3 Penetrating
D Perianal

* According to the Montreal Classification. ", "L4 is a modifier



Infliximab-gbtx*

Dec 2017
Infliximab-abda* Adalimumab-adbm*
Apr 2017 Aug 2017
Siatazliggénab' Infliximab-dyyb* Adalimumab-adaz*
US approval L Apr 2016 Oct 2018
H +
ﬁ:r"g'o'gg'"ab pegol Adalimumab-atto* Infliximab-axxq*
Sep 2016 Jul 2020
Infliximab Adalimumab

Aug 1998 (CD) Feb 2007 (CD) Golimumab* Vedolizumab L RCDCR BT Tofacitinib* Ozanimod* Upadacitinib*®
Sep 2005 (UC) Sep 2012 (UC) May 2013 May 2014 32?22001196((38)) May 2018 May 2021 Mar 2022

1998 2000 2002 2004 2006 2008 2010 2012 2014 2016 2018 2020 2021 2022

Infliximab Adalimumab Golimumab* Vedolizumab Ustekinumab Tofacitinib® Ozanimod* Filgotinib*
Aug 1999 (CD) Jun 2007 (CD), Sep 2013 May 2014 Nov 2016 (CD) Aug 2018 Oct 2021 Nov 2021
Mar 2006 (UC) Apr 2012 (UC) Sep 2019 (UC)

Inflectra/Remsima Flixabi Zessly Yuflyma
(infliximab*) (infliximab*) (infliximab*) (infliximab*)
Jun 2013 Apr 2016 Mar 2018 Dec 2020
EU approval
Amgevita Idacio
(adalimumab*) (adalimumab*)
Apr 2017 Apr 2019
Imraldi Hyrimoz
(adalimumab*) (adalimumab*)
*biosimilar molecule (adalimumab biosimilars available in the US in 2023) Aug 2017 Jul 2018
*UC only; *CD only
Anti-TNF . Anti-IL12/23 I Janus kinase inhibitor [l Integrin receptor antagonist [ Sphingosine-1-phosphate receptor modulator

(Marsal et al., 2022)
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cvopén Adalimumab
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Ynbd Adalimumab (Humira)

* ANoon: 160mg sc, 80mg sc og 2 eRdouddec
kKol 40mg &va 2 eBdouddec

H acBevhc nopoucioaocs OOT LKA AAYN KoL
dLExOPe TNV aywyn uetd Tn deUtepn ¥xoenynon

NHS

Health A-Z Live Well Mental health Care and supp«

Home Medicines A to Z Adalimumab

Side effects of adalimumak

Common side effects

These common side effects of adalimumab happen in more than 1 ir
10 people. There are things you can do to help cope with them:

» Pain, swelling,_redness or itchy skin where your injection was give

» Mild nose, throat or sinus infection

» Headache

» Stomach pains, feeling or being sick

Muscle or bone pain

Speak to a pharmacist about painkillers for mild to moderate
pain. If you're in a lot of pain, speak to your specialigt or doctor a:
soon as possible in case these are signs of a serioS side effect.
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EQAp LtAAN anoteAsopatLkétnta tou vedolizumab &
Tou ustekinumab oes acBevei¢ nmou egixav Adapet
anti-TNFa

Steroid-free remission at Week 52

Age
<40

>=aD _
Age at diagnosis
<40 —_—
>=aD —_——
Gender
Male ———i
Female —
Active smoker
Mo b
Yes ——
Disease location
lieal [t
Colonic [ -
lec-colonic b * 1
Disease behaviour
flammatony = -
Stenosing ——
Penetrating i
Upper Gl location
Mo ——
ves
Perianal Disease
Mo —e—
ves
Previuos surgery
No ———
Yes —_—
IS5 at baseline
Mo ———
Ves
Steroid at baseline
No [ —
Yes —
Previous anti-TNF
Both —_—
IFX —_———
ADA P
Reason for anti-TNF discontinuation
AE —_—.
Primary - &
Seondary i
Disease activity at baseline
Mlild —a—
Moderate to Severe ——
Total '_’_‘
0,01 0,10 1,00 10,00

Favour Ustekinumab

Favour Vedolizumab

100,

Patients (%)

100%6

90%

80%

70%

60%

50%

40%

30%6

20%

10%%

00%

propensity score

167 VDZ
135 USN

PSM Patients with objective evaluation: Week 52

39.5% musT
34.9% | VDZ
29.1%
24.4%
I l 1
Objective Response Objective Remission Clical Remission and Clical Remission and
Objective Response Objective Response

Objective response and
remission were defined based on
results obtained from at least
one among endoscopy, bowel
ultrasound and CT or MR
enteroclysis at week 52

Onali S, et al. Am J Gastroenterol 2022;117:1279-1287



To ustekinumab unepeixe tou
vedolizumab oe acOeveig¢ mou eixov

AdBs L 3

Active perianal lesions at baseline ¢

Mo active perianal lesions at baseline
CRP < 5mg/L at b

Female gender

0 1 2 3 4

— Favours vedolizumab

Favours Ustekinumab

0.8 xﬁ HR = 1.35 [1.01-1.82], p=0.043

07 '*\ Ustekinumab
4

06 KRN '(_t"

% +

o be * L
05} Vedolizumab L, 4,
s

04| aam o

03/ o TP + l m—i

02|

Therapeutic escalation-free survival

0,1}

0 3 6 9 12 15 18 21 24

Follow-up (Months)

27 30 33 36 39 42

09 \"‘*.,
08|
07/
06|

05 Vedolizumab
04

03 et
02

Therapeutic discontinuation-free survival

0,1

18 21 24 27 30 33 36

Follow-up (Months)

0 3 6 9 12 15 39 42

Manlay L, et al. Aliment

Rate of corticosteroid-free remission

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

Rate of deep remission

propensity

sScore
88 VDZ
224 USN
100%
90%
80%
T70%
60%
50%
40% p=058
30% ﬂ 26,6%
20% 17.9% 16,1%
10% 5,7% l
0% | —
W14 W24
Ustekinumab = Vedolizumab
p=099 p=088
— 621% g0 D = 0.047

56,1% 56,7%

50,6%
I I
w14 w2a4

W54

Ustekinumab » Vedolizumab

Pharmacol Ther 2021;53:1289-1299



To ustekinumab vunepeixe tou vedolizumab

otLg 52 eBdopddeg Oepaneiag o ACOEVELQ IMOUropensity scor
eixov AdPetr anti-TNFa

Unadjusted cohort: Unadjusted cohort:
128 Vedolizumab 85 Ustekinumab

Propensity score matching on (1:1):
- Disease duration, location and behaviour
- Current smoker
- Prior CD surgery
- Number of prior anti-TNF therapies
- HBI at baseline
- Biochemical disease at baseline
- Corticosteroid use at baseline
- Immunosuppressant use at baseline

—
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o
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=9
o
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o
I

Percent of Patients (%)

o

CS-Free Clinical Remission

in Propensity Score Matched Cohort

[+2]
o
I

p=0.327 p=0.215 p=0.043

42.0 46.4

29.0 30.4 29.0

- I I

e o~

PSM cohort: PSM cohort;
69 vedolizumab 69 ustekinumab

Week 12 Week 24 Week 52

[=2)
o
1

i
o
|

[
o
I

Percent of Patients (%)

L=

128 VDZ
85 USN

in Propensity Score Matched Cohort

Biochemical Remission

Ustekinumab ®Vedolizumab

The adjusted OR was 2.58 (95% Cl
1.36-4.90, P=0.004) in favor of UST

CS-free clinical remission: HBI<4; Biochemical remission: CRP<5 mg/L and FCal <250 ug/g

Biemans VBC, et al.

p=0.096 p=0.210 p=0.013
40.5 40.5 42.1
21.6
1 0 =
Week 12 Week 24 Week 52

Ustekinumab ®Vedolizumab

The adjusted OR was 2.34 (95% Cl
1.10-4.96, P=0.027) in favor of UST

Aliment Pharmacol Ther 2020;52:123-134




Ynb Vedolizumab:

B xévoon Tnv nuépa
B Xwpolc KOLALaKO &GAYOC
B CRP 0.5

B KoAovooxkdmnnon 2/2018:

[Topouc L&lel TIEQLOTAOLOAKO QAYyN OF:

ApBpwon AE @uou
ApBbpwon AP vovatpc
OQopuUlkn uwolpa 2%

NUVEOTNON PEUUNATOAOY LK

eXT lunon

RF,

B27:

anti-CCP,
apvVNT LKA

NC oe Ugpeon

ANA, HLA
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Takatsu et al.

Core Evidence 2



Ounwc 12/2019...

* H aoBevnc voonAevetal yia ateAn €LA€0
= JUVTNPNTLKI OVTLULETWTILON
- MeBuAnpedviloAovn

T CUUITOUXTO OIId
apbphoe L NTOV o€
dgpeon—- n oocBeving dev
elxe akdOua e€xtLunBel
AId PEUUATOAOYO

AlevepynOn:
o KayouAa Aemtou --> moAAATAQ EAKN OTOV TEALKO

€LA€0, OoTEVWON TEALKOU ELAEOU
o CRP: 1.5 (<0.5)
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Yné Ustekinumab

Ustekinumab
* ApX LKA KALVLKY PeAtiwoq } (

2YQeon OUUNTOUATOV € LAEOU IL-12 IL-23
2>1-2 KevoeLlg/nuépa xwplg npoouifetLc ‘.:__7 . ‘b
2Xwplc KOLALarS AGAyOC A

A

i 8
B T |
L12Rp G IL12R2  I1L-23R @ @ IL-23R51
11 717

Ouwc 7/2021:

* No intracellular *

signals
2 Ex véou VOO'I’])\EI’L(I ya a"EEAI’] ELAEO ’ ’ Onuora et al. Rev Rheumatol
- MRE: dAeypovwdng otévwon teAlkol glAeoU 2014



EnLoAégov:

* Elopon ounnitoudTwyv orad OMIX KoL
LEpOoAYOVLEC apbphoeLC

* ApBplTLda eyyUC QAAAYVYVOQPOUAXYY LKAV
APOPROERV AUPW®

PeUPOTOAOY LK) €KT Llpnon:
opouPVvNT LK) omovdOuAoapbpondbe Lo
(JwopLaoLlkn apBplTtLdoa)

MRI (epoAoyoviwv:

OCT LKO OLONUATOC OTNV LEPOAAYOV LU
dpbpwon (ap) KoL pLKEOTEPNC £€KTOONC
oLONuUO TNC O¢f.



a &¢vopén Infliximab
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ATIOQOON



Yno Infliximab (Remicade):
Induction 5mg/kg 0-2-6w—> maintenance 5mg/kg kaBe 8w

KAwikn Odeon

- AwoBavetal KaAd

=2 Xwpl¢ cupmTwpota A0V

= 1-2 KEVWOELG, XWPLC MPOoouLEELC
= XwpL¢ KOWALaKO AAyocg

Kohovookornnon 3/2022: evéookomikni udeon

ErunAéov:
Ybeon CUUMTWHATWY ATTO LUOCKEAETLKO




onwc:

5/2023 = Enwbelvwon ocupntwpatwy apBpititidac oe AM2I, OM:Z,
MOO® apBpwoelc og apLloTeEPA AKpa XEipa

- Enavepdavion Pwplacikov eEavOnUaTOC o MAAALEC Kal
QYKWVEC

6/2023 = auénon aplOpoU KEVWOEWV Kal EMAVEUDAVLON KOWALOKOU
aAyoug




ATIOQUOT LX €VTOT LKOIIO LNON
Infliximab



Yrto Evratwkonowinuévo oxnua Infliximab (10mg/kg/8w)

= Mn aviyvévopua smtimeda Kol UENMEVA AVTLOWLOTO EVAVTL
Infliximab

=2 KAwika: ouvexnc embeiviwon cUUMTWUATWY oo
YOOTPEVTEPLKO KAl apOPpWOELC

—->MRE: uniepoéeia pAeypovn otnv eldeotudAikn BaABida ko
TEALKO ELAED



2uvoyn aywyng...

2016

Aldyvwo
n NC

A3L1B1

2016-2017
Koptikootepoeldn

AZA-> Naykpeatitid
a

1/2017
Adalimumab
- 00TLKA
aAyn
3/2017-
12/2019
Vedolizumab
2 el\e0C

B /-8 dLappolkéc KevhoeLg TNV
nuépa xwplc mpoopiéeLg

B KolAlaxkd &Ayoc xabOnueplvd

B Exideivoon afovIkAC KoL
nepLPEPLKNG apBplT1daC

Enaveupdvion YwpLlaoLKoU

2/2020-
8/2021
Ustekinumab
2 £LAEOC
7/2021
Alayvw
on PsA

9/2021
Infliximab—=>
gVTATLKOTIOlNON
12/2023
ggopon
NC/PsA/
PsO



Management of axial and non-axial
spondyloarthropathy in IBD

Agent

Axial Non-axial

spondyloarthropathy spondyloarthropathy

Sulphasalazine

Methotrexate

Anti-TNF*

JAKi

Anti-adhesion

Vedolizumab

Anti-1L-12/23

Ustekinumab

S1P-R Modulator

Ozanimod

*does not apply for etanercept

© ECCO’ 23 Copenhagen Congress - Speakers:

can be used

|

'

adapted from Greuter T et al. Gut 2021

Torsten Kucharzik and Hannah Gordon

Greuter,

may be used

should not be used {

et al.

Gut.
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Cytokines
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Upatacitinib

Gene transcription
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Moon, S.Y. et al Molecules 2021




The NEW ENGLAND JOURNAL of MEDICINE

“ RESEARCH SUMMARY ||

Upadacitinib Induction and Maintenance Therapy for Crohn’s Disease

Loftus EV Jr. et al.

CLINICAL PROBLEM

Treatment options with new mechanisms of action are
needed for patients with moderate-to-severe Crohn’s
disease. Upadacitinib — an oral, reversible Janus ki-
nase (JAK) inhibitor — showed promise for treatment
of Crohn’s disease in a phase 2 trial.

CLINICAL TRIALS

Design: Two multinational, phase 3, double-blind,
randomized, placebo-controlled induction trials
(U-EXCEL and U-EXCEED) and one maintenance trial
(U-ENDURE) evaluated the efficacy and safety of
upadacitinib in adults with moderate-to-severe
Crohn’s disease.

Intervention: 1021 patients were assigned to receive
induction therapy with upadacitinib (45 mg) or place-
bo (2:1 ratio) once daily for 12 weeks; 502 who had a
clinical response at week 12 were then assigned to
receive maintenance therapy with upadacitinib (15 mg
or 30 mg) or placebo (1:1:1 ratio) once daily for 52
weeks. The primary end points — clinical remission
and endoscopic response — were evaluated at week
12 of induction treatment and week 52 of mainte-
nance treatment.

RESULTS

Efficacy: Upadacitinib was superior to placebo with
respect to clinical remission and endoscopic response
in both induction trials and in the maintenance trial.

Safety: The frequencies of any, serious, and severe ad-
verse events were similar across the groups at week 12
of induction and week 52 of maintenance. Herpes zos-
ter, hepatic disorders, and neutropenia were more
common with some doses of upadacitinib than with
placebo.

LIMITATIONS AND REMAINING QUESTIONS

= The trials could not identify adverse events that
were rare or had a long latency. The ongoing exten-
sion study of U-ENDURE will continue to evaluate
safety for up to 5 years.

DOI: 10.1056/NEJMoa2212728

2
=
)

U-EXCEL and U-EXCEED U-ENDURE
12 Wk 52 Wk
45 mg 15mg 30mg
Upadacitinib Placebo Upadacitinib Placebo
Clinical Remission at 12 Wk
100
2 50 30
3
® w0 39
e
5 30 29
oo
g 2 2
: .
5 10
o
0
Upadacitinib Placebo Upadacitinib Placebo
U-EXCEL U-EXCEED
166 Endoscopic Response at 12 Wk
a ..
5 i
S 40
% 35
g 3
o
2 2
@ 13
5 10
; ] :
0 I
Upadacitinib Placebo Upadacitinib Placebo
U-EXCEL U-EXCEED

CONCLUSIONS
In patients with moderate-to-severe Crohn’s disease,

induction and maintenance treatment with the JAK inhibi-
tor upadacitinib was associated with higher percentages of

Eykplon amo EMA ywa NC (7 ArtptAiou 2023)

* EvnAwkec aoBeveic

 Métpla ewc coBapn evepyn NC

* Avemapkn avtanokplon/anwAela avtamnokploneg/
Sduoavetia oe oupPatikn Bepareia r; fLoAoyLko

napayovia

* Aoon: Bepameia emaywyng pe 45mg OD yua 12
eBdopadec--> 15mg ) 30mg wc 66on cuvtripnong

AM\ec evdeilelc: RA, PsA, nr-axSpA, AS, UC, NC, atorkn
Sdeppatitida



Kol ov amotUxel TO
upatacitinib 2?7

» - =3 >

Ritlecitimnb

Peficitinib

Molecules

PF-00547659

Abrilemoab

TLRS Agonist

Cobitolimod

[
S IZencitinib _
Filgotinib i = N =y
Upadacitinio____ |
JAK/TYK2 Brepocitinib | eeee—— :
PDEA4 Apremilast e
ey ——————— = .
Brazikumab V%3
el Mirikizumab -
Gus«eikurmab
— e ———
Modulator Amiselimod ———+—— "% =
Ozanimod E————1 s =
Anti TNE AVX-470 ===
- OPRX-106 e ;S A
Etrolizumab [ I e
Anti PN-943 | e
Adhesion AIM300 [ e S, pe———
| S e >~
|| ! e el
f—er————=——

Zurba et al,
2023

Biomedicines



Mnvupota ylo To oTitl...

o Emwkowvwvio petaL edkoTNTWV

o AvalntoUpe otov aoBevn HOC TIC EEWEVTEPLKEC EKONAWOELG

o Etatouikevouvpe Beparmeia pe faon tov acBevi HaC
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Meta-Analysis of NSAIDs Use and Risk of IBD Exacerbation Among
Studies with Low Risk of Bias

Source RR (95% CI) Weight(%)
Crohn's Discase

Evans (1997) —_—l— 1.12(0.48, 2.60) 1698
Hensley (2015) *>- 1.15(0.18, 7.40) 3.48
Long (2016) —— 1.65 (1.12, 2.44) 79.55
Subtotal (I-squared = 0.0%, p = 0.684) g 1.53 (1.08, 2.16) 100.00
Ulcerative Colitis

Evans (1997) * 1.72 (0.62, 4.78) 32.85
Hensley (2015) € * 0.16 (0.03,0.91) 19.05
Long (2016) . e 1.25 (0.82, 1.91) 48.10
Subtotal (I-squared = 64.7%, p = 0.059) —=<__| —= 0.94 (0.36, 2.42) 100.00
Inflammatory Bowel Discase

Evans (1997) —_——— 1.35 (0.72, 2.55) 11.12
Aalykke (2000) —_— 1.95(1.15,3.30) 14.12
Dominitz (2000) 0.93 (0.68, 1.27) 22.85
Bemnstein (2010) 0.99 (0.61, 1.60) 15.58
Feagin (2014) 1.02 (0.51, 2.05) 9.73
Hensley (2015) > 0.42(0.14, 1.25) 4.78
Long (2016) 1.39(0.99, 1.94) 21.82
Subtotal (I-squared = 44,9%, p = 0.092) 1.15 (0.89, 1.49) 100.00

NOTE: Weights are from random cffects analysis

T
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(Moninuola et al., 2018)



BonboUv 1o emimeda Kol T avILloopoata anti TNFE otLc
OePAMEUT LKEC AITOPAOCE LC??

IBD patients receiving Confirm IBD inflammation
anti-TNF maintenance » Endoscopy/ Imaging / Biomarkers (CRP, FC)
¥ Exclude IBS, infections, malignancies, BOG, strictures, BSD, etc
therapy on relapse > Verify drug adherence
| ]
Supratherapeutic Undetectable or
or therapeutic TC? subtherapeutic TC
Stop drug ADA ADA Measure ADA at
» Swapping toanon-anti-TNFdrug ’ . .
——— (_) (+) consecutive time points
Escalate
# Increase dose
» Shorteninterval ADA ADA
ighb
» Add IMM |0wh hlgh
Escalate Stop drug
» Increase dose » Switch to another anti-TNF
¥ Shorten interval » Swapping to a non anti-TNFdrug
> Add IMM > Surgery

(Papamichael & Cheifetz, 2016)



