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1° MepioTaTiko IPNE (EAkwONC KoAiITIC).

A.X., BQAu, eTwyv 24.
6/2019: Alappoikd 2. ye TTPOOUIEN AipaTOC.

OpBoaoiyuo- (Noookopeio ABnvwv): EAkwdNc opbitic (E1). 'Evapgn sup Mesalamine 1 gx1,
KAIVIKA) UQEQn.

3/1/2020: 2¢ £¢apon.

KoAovookoTtrnon: MNapouagia o1idApaTog, TTOAAATTAWY JIKPOOKOTTIKWY EAKWY, ECIOPWHATOC OTO
0pB0- olypocidég (E2). Aoitrd Evrepo: K.

‘Evapén: MeoaAapuivn p.Os.+ Mesalamine enema.

10/10/2020: H aoBevn¢ dev avTaTtrokpiveTal KAAQ oTnv aywyn JE pecaAauivn. ‘Evapen
KopTIkoBepartreiag. Me 10 tapering TNG aywyng véa £¢apon vooou.



ereis

Biologic agents/thiopurines

Dlsegse less evidence in UC than in Crohn’s diseas®on
severity at the importance of
presentation ly treatment escalation.

Colectomy
Severe
Biologic agents/cyclosporine
Moderate Corticostorolds Aminosalicylates/thiopurines
Mild Aminosalicylates Aminosalicylates

Raine T et al. ECCO Guidelines UC. Journal of Crohn's and Colitis 2022; 2—-17




Fail to taper corticosteroids =week 16 or relapse <week 12 after stopping corticosteroids

E

Check compliance to 5-ASA, exclude infection (bacterial infection, parasites, CMV)

E Burri et al. Digestion 2020;101(suppl 1):2-15

Raine T et al. ECCO Guidelines UC. Journal of Crohn's and Colitis 2022; 2—-17



[TepioTaTiKO 1 (OUVEXEIQ)

11/2020: KoprtikoavOekTiki) Noooc. ‘Evapén Infliximab.

6/12/2021: Mn avtattokpion. OpBooiyuo: EAKwdNG ap. KOAITIC (Ewg 25 €K.).
EvraTikotroinon 0oon¢ IFX (10 mg/4w). H aoBevric dev avTaTTOKPIVETAI KOAQ.
AIOKOTTA aywyng atro povn 1nG.

24/10/2022: H aoBevr¢ Aappavel yovo yeoaiapivn 800 mgx3 /d(kakn
OUUHOPYWON).

Eival o€ £¢apon,.

1" etriokewn o€ TakTika laTtpeia IPNE TNNI1 Pio. g

>10 KevwoeIg Ye aipa/d. T
Amriohela EB 15 kg (45 kg o6 60 O€ 2 PAVEC). h




//

[lepioTaTmiko 1: 2ulnTnon ye aoBevn

2udnrteital evapen BioAoyikou TrTapayovTta (i HIKPoU popiou?).
Bio- exposed acBevng (atrwAegia avratrokpiong o€ anti-TNF).

Ti va TTpoTEivOuE OTNV A0Bevn?




-~ _— O®apuaka TTou £XouVv eyKkplo:

Dec 2017
Infbormab-abds®
Apr 2017 Aug 2017
Natalizumab*
‘ ; Inficimab-dyyb”
US approval Apt 2016 Odt 2018
Adakmumab-allo®
Sep 2018 24 2020
199€(CD, Feb 2007 (CD
) b } ofacitisd* Ozanimod* Jpadachtin
Sep 2008 (UC) Sap 2012(UC) proprad \ay 2018 ‘ voprsvand

Infixemad Adalimumab Gollmumab* U numab zanimod* Fégotini!
Aug 1594(CD) Jun 2007 (CD), Sep 2013 ! ) Aug 2018 1 2 Nov 2021
Khar 2008 (LC) Apr 2012 (UC) :
Infliectra/Remsima
{Iafximab®) (nfilximab*) (iafiximab*)
Jun 2013 Agr 2016 Mar 2018 Dec 2020
EU approval
pp : Idacko
Apr 2017 Age 2019
Imraldi Wyrienoz
(adalimumab’)
‘Blosimdar molecule (adaimumad bosimilaes avallabie In the US in 2023) Aug 2017 Nl 2018
*UC only; *CD only

Ami-TNF - 10 Anti-IL12/23 Bl Janus knase intebitor Il Integnn receptor antagonist I Sphingosine-1-phosphate receptor modulator

FIGURE 1 | Approved treatments for inflammatory bowel disease (IBD). All treatments are approved for Crohn's disease (CD) and ulcerative colitis (UC) unless
otherwise specified.

Marsal J et al. Front Med (Lausanne)2022. 15;9:897936.
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SUCRA Ranking of Induction Therapy in Patients with Moderate to
Severely Active Ulcerative Colitis with|Prior Exposure to TNFa
antagonists

Endoscopic Improvement W inical Remission

0.83
27

Ustekinumab

Tofacitinib
T L B o R D R N R R

0.34
= s e i =

Vedolizumab

Adalimumab 0.2

I 1

0 01 02 03 04 0S5 06 0.7 08 09

2c. In adult outpatients with moderate to severe
ulcerative colitis who have previously been exposed
to infliximab, particularly those with primary
nonresponse, the AGA suggests using ustekinumab
or tofacitinib, rather than vedolizumab or
adalimumab, for induction of remission. (Conditional
recommendation, low quality evidence)

Comment: Patients, particularly those with less severe
disease, who place higher value on the potential safety
of medications, and a lower value on the relative
efficacy of medications, may reasonably chose
vedolizumab as an alternative.

Singh et al. Clin Gastroenterol Hepatol. 2020
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Table 1. Clinical remission in UC with and without prior use of anti-TNF therapy.*

Overall TNF naive TNF exposed
Drug Placebo Difference Drug Placebo Difference Drug Placebo Difference
Drugs that show lower clinical remission rates after anti-TNF therapy
Adalimumab 16.5% 9.3% 7.2 21.3% 11.0% 10.3 9.2% 6.9% 2.3
(ULTRA 2)
Vedolizumab 16.9% 5.4% 11.5 23.1% 6.6% 16.5 9.8% 3.2% 6.5
(GEMINI 1)
Ozanimod 18.4% 6.0% 12.0 22.1% 6.6% 15.5 10% 4.6% 5.4
(True North)
Drugs that show similar clinical remission rates before and after anti-TNF therapy
Ustekinumab 15.5% 5.3% 10.2 18.4% 9.9% 8.5 12.7% 1.2% 11.5
(UNIFI)
(r— (r—
Tofacitinib 18.5%, 16.6% 8.2%, 3.6% 10.3, 13.0 23.7%, 22.1% 12.5%,8.5% | 11.2,13.5 | 12.3%, 12.0% 0.8%,0.0%| 11.5, 12.0
(OCTAVE 1, — —
OCTAVE 2)
( ) (r—
Upadacitinib 16.0%, 33.0% 5.0%, 4.0% 21.0, 29.0 35.2%, 37.5% 9.2%,5.9% | 26.0,31.6 | 29.6%,17.9% 2.4%,0.4%| 27.2,17.5
(U-ACHIEVE, ——

U-ACCOMPLISH]

*Data shown are from independent trials with different trial designs. It is not possible to compare across trials. Difference represents absolute

change in percentage points between drug and placebo.
TNF, tumor necrosis factor; UC, ulcerative colitis.

J

Bressler B. Therap Adv Gastroenterol 2023; 16:17562848231159452.
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JAK-inhibitors: Mia véa katnyopia recommendation 1

We recommend treatment with tofacitinib to induce re-
e 4 Iq)NE mission in patients with moderate-to-severe UC who

Epaﬂglag O-E have inadequate response or intolerance to conventional
therapy [strong recommendation, moderate quality of
evidence]

Janus kinase [JAK] inhibitors: Mikpa popia. P.Os. Xopriynon.

JAKs- 4 members: JAK1L, JAK2, JAKS, kai tyrosine kinase 2 (TYK2).

Tayeia evapcn 0paong, apou TTEPACOUV OTNV CUCTNUATIKI) KUKAOQOPIA --- TAXEIQ CUUTITWUATIKI)
upeon.

Apouv evdokuTTapia. MTTopouv va TPOTTOTTOINOOUV PIa OEIPA TTPOPAEYHOVWOWY KUTOKIVWYV TTOU
eMTTAEKOVTOI OTNV TTaBoyéveon Twv IONE.

JAK inhibitors : etTnpeddouv TToOAAATTAG avoooAoyika povotraria (1r.X. JAKL, JAK2, TYK2----IL-
6, JAK2 , TYK2---IL-23).
[MpwTta To TTavJAK ( JAK1/3 inhibitor) tofacitinib [CP-690,550] Tripe €ykpion atrd Food and Drug
Administration [FDA] kai To European Medicines Agency [EMA] yia aoBgveic e JETpiou-
oofapou Baduou EK.

M Ferrante, J Sabino. J Crohn’s Colitis 2020, S737-S745

T Raine et al. J Crohn’s Colitis 2022:2-17
M Higashiyama, R Hokari. Digestion 2023;104:74—-81
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M Higashiyama, R Hokari. Digestion 2023;104:74—-81




[lepioTaTikO 2°: Ao@aAsia JAKI?

* [potraBnke otnv aoBevr) Ustekinumab, aAAd dev BEAEI va Kavel EVEOEIC.
e 2uoTnOnke JAKI, aAAG gofaral yiati GKouoE OTI £XOUV ETTITTAOKEG.

* Ao@aAcia JAKI?




CANCER DIABETES MELLITUS

Increased risk of cancer. Avoid in Increased risk of serious infection and

patients with cancer risk factors, unless MACE. Use with caution.
no sultable treatment alternatives,

OVER 65s
Increased risk of serious
infection. Avold in patients 265

years unless no suitable
treatment alternatives,

Increased risk of MACE. Avoid in
smokers and patients with other CV
risk factors for IHD or CVD, unless no
suitable treatment alternatives.

PREGNANCY &
BREASTFEEDING

JAKI are small molecules that cross
the placenta and have demonstrated

LIVER IMPAIRMENT
Hepatic metabolism for JAKI;
tofacitinib> upadacitinib>
filgotinib, Avoid in Child-Pugh C

cirrhosis. Risk of transaminitis — \L/ ﬂ teratogenicity In pre-clinical studies.
regular LFT monitoring. \ & JAKI pass into breast milk, Family
Pharmacy nning discussion prior to initiatio
%
JAK Inhibitor
RENAL IMPAIRMENT T DYSLIPIDAEMIA
Dose reduction required if - EVERY DAY Assoclated dose-dependent
creatinine clearance <30mi/min increase in lipld parameters. Check
for upadacitinib and tofacitinib oY% lipid profile at baseline and post-
and <60ml/min for filgotinib. Avoid :‘::-"‘:l:: BY A induction and manage elevation
in all patients with ESRF. 4 according to local guidelines.
& -
VTE @ ' e CYTOPENIA
VTE have been associated with @ 2 JAKI should not be initiated
JAKI use in clinical trials, Use with % ‘o ftreatment should be suspended if;
caution in patients with risk factors °\Jo X haemoglobin <80g/9dL
for VTE, including oestrogen neutrophil (ANC) <1 x 107 cells/L
containing hormonal treatment NMSC HERPES ZOSTER lymphocyte (ALC) <0.5 x 107 cells/L
NMSC have been reported with JAKI. Treatment interruption until infection
Advise sun protection and periodic skin resolves, Administer antiviral drugs at
examination, particularly those at high risk. onset, Consider shingles vaccination.

Figure 2 Managing potential adverse events of JAK inhibition. ALC, absolute lymphocyte count; ANC, absolute neutrophil count; CVS,
cardiovascular; CVD, cerebrovascular disease; ESRF, end-stage renal failure; IHD, ischaemic heart disease; JAK, Janus kinase; LFTs, liver function
tests; MACE, major adverse cardiovascular events; NMSC, non-melanoma skin cancer; VTE, venous thromboembolism.
Honap S, et al. Frontline Gastroenterol 2024;15:59-69.




//
‘EAeyxoc¢ aoBevouc rpo evapeng JAKI.

NEéa aoBevric, Xwpic Kivouvo kapdiayyelako, Oxl IOTOPIKO KakonBelag, ox1 ZA, oxiI ducAimmdaiyia,
OXI EYKUpOOUvVn, NTTATIKA, VEQPPIKN AEITOUPYIaA : KO,

Ala Owpaka: K.
Quantiferon (-).

HbsAg (-), anti-HBs: 89.8 mlU/ml (+), anti-HBc (-): avoaoia.
Anti-HCV (-), Anti-HAV IgM, 1gG (-), CMV IgM (-), CMV IgG (+), EBV IgM (-), EBV IgG (+).

OpBoaiyuo-: Eicodog £wg necdTNTA £YKAPOioU OTTOU AVEUPIOKETAI PUOIOAOYIKOG BAEVVOYOVOC
(E3). ATTo Ta 10 K. EWG Kal TN HEOOTNTA EYKAPOiou: EvTovn €puBpdTnTa, 0idnua, TTPOKANTA Kal
QUTOMATN EUBPUTITOTNTA. 2TO 0POO: 10 £vTovn ciIkOva ue eupeyEOn etTitreda €Akn (Mayo
Endoscopic score 3).



//
Mayo Score/Disease Activity Index (DAI) /

for Ulcer_ative Colitis

A5525585 SEVENLY OT ulcerative collts.

Mayo score/ EK

Stool frequency

i

Mayo score:

_3_5 . ’H.I_I.IG EVSpY(’)Tng VéGOU. 1-2 stools,/day more than normal +1
, , , 3-4 stools,/day more than normal +2

-6-10: peTpiou evepyoTNTAG VOOOG.
=& stools/day more than normal +3

- 11-12: ooPapou Babuou vooog.

KAvikr) avTatrokpion (clinical response) Tnv e et e
8350ud60 8: WIERVBIE Blos g AN L BV Wit Bloas sonz. '::E;t;:en.ll':lnnd\\'ithsmulIessthanhalf .
-Meiwon Mayo score = 3 (TouAdaxioTov 30%) Kal

I

Visible bloeod with stool half of the time

- Meiwon rectal bleeding sub-score 2 1 point r} rectal o
bleeding sub-score: 0-1. gl it -
KAvikry Ugpeon (Clinical remission) €30. 8: Mucassl sppesrance st endoscapy
i total Mayo Score S 2 y Kal |"-".i||:|disease[Erg.-'thl.ama._de!:.realsed

vascular pattern, mild friability) +1
. OXI SUb-Score > 1. Moderate disease [marked erythema,

EvdookoTrikr) avramokpion (Endoscopic response): o eeerpanan RS
- MﬁiU.)OT] GTI'é TO endOSCOpy SUb-SCOI'e 2 1 y Enlz'.'er'e_diilaase[spnntanenushleeding. i
ulceration +

Evdookortrikr) ugpeon (endoscopic remission):
- endoscopic sub-score =0.

Phy=ician rating of disease activity

i

Mild +1

Moderate +2

M Ferrante, J Sabino. J Crohn’s Colitis 2020, S737-S745

Severes +3
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TOFA KAIVIKN u@eon 8W/ 52w (Octave study)

A Remission

Patients in Remission (%)

100+
90+
80
70
604 Difference, 10.3 Difference, 13.0
50 percentage points percentage points
404 P=0.007 P<0.001
30 | ! I |
204 18.5 16.6
0
Placebo Tofacitinib, Placebo Tofacitinib,
(N=122) 10 mg (N=112) 10 mg
(N=476) (N=429)
OCTAVE Induction 1 OCTAVE Induction 2

Difference, 29.5
percentage points

100+ P<0.001

90 |

80+ Difference, 23.2

70+ percentage points

60 P<0.001

20 | | 40.6

40 343

30

204 111

104

0
Placebo Tofacitinib, Tofacitinib,
(N=198) Smg 10 mg
(N=198) (N=197)

OCTAVE Sustain

WJ Sandborn et al. N Engl J Med 2017 ;376(18):1723-1736
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Double-blind Period
U-EXCEL Induction Study

Placebo (N=176)

Upadacitinib 45 mg QD (N=350)

U-EXCEED Induction Study

Clinical responders
>— with 12-week
upadacitinib 45 mg QD

Placebo (N=171)

Upadacitinib 45 mg QD (N=324)

treatment$

Week g BL 2 4 8

121

Steroid taper dose/taper

Double-blind Period
U-ENDURE Maintenance Study*

Placebo (N=165)
Upadacitinib 15 mg QD (N=169)
Upadacitinib 30 mg QD (N=168)

Danese S, et al. Lancet 2022;399:2113-28.



Clinical remission rates were sig

versus PBO during induction and maintenance

Primary endpoint (Week 8)

Clinical remission per Adapted Mayo Score

100 A

Primary endpoint (Week 52)

Clinical remission per Adapted Mayo Score

100 A
~74% of patients
goid on UPA 45 mg QD o
were clinical responders
at the end of induction
X 60 - ¢ & 5 & 8 8 & 8 8 & °\°6'
g R PR EEEE T 33
| o= i B B c k% k
£ tiiiiiiiis £ 404
& 40 7 33,5 Trisiiiiss < 40 1
- ad 20 -
10,8
0 —
U-ACHIEVE! U-ACCOMPLISH! U-ACHIEVE Maintenance?
Clinical remission: Adapted Mayo Score <2, with SFS <1 and not greater than baseline, RBS=0, and endoscopic subscore <1 without friability; B Placebo

Clinical response: Decrease in Adapted Mayo Score of =2 points and =30% from baseline, plus a decrease in RBS of =1 or an absolute RBS of <1.

**k*

p<o.o01 vs PBO.
PBO, placebo; QD, once daily; RBS, rectal bleeding subscore; SFS, stool frequency subscore; UPA, upadacitinib.

1. Danese S, et al. Lancet. 2022;399(10341):2113-28 and supplementary information; 2. Vermeire S, et al. UEGW, Vienna, Austria and Virtual, October 8-1,

2022. Oral Presentation OPooa.

B UPA 45 mg QD
UPA 15 mg QD
H UPA 30 mg QD



26-1%

100 S
[1 Placebo [ Filgotinib 100 mg

~ g 1 Filgotinib 200 mg
-;E:-' 0- Absolute difference 10-8% (95% Cl 2-1 to 19-5)
£ p=0-0157
= 60— I I
a Absolute difference 3-8% (95% Cl -4-3 to 12-0)
e
° p=0-3379
2 404 I |
£
& 20- T I

1

1
0
21/137 53/277

Clinical remission in biologic-naive patients

64/245

Absolute difference 7-2% (95% Cl 1-6 to 12-8)

p=0-0103

[ |
Absolute difference 5-2% (95% Cl 0-0 to 10-5)

p=0-0 645
| 1 ( \
4-2% T
i [
6/142 I 27/285 I 30/262
. y

Clinical remission in biologic-experienced patients

B G Feagan et al. Lancet 2021; 397: 2372-84



Proportion of patients (%)

A
100 -
[1 Placebo [ Filgotinib 100 mg
20 — B Filgotinib 200 mg Absolute difference 26-0%
, (95% C116-0 to 35-9)
Absolute difference 10-4% p<0-0001
60 - (95% C1 0-0 to 20-7) |
p=0-0420
r 1
407 23-8%
13:5% T
11-2%
20 — 1
I T
1 I
0 T T
12/89 41/172 11/98

Clinical remission.

37-2%

74/199

Filgotinib- EK/ maintenance 58w (SELECTION).

Absolute difference 20-8%
(95% C17-7 to 33-9)

Absolute difference 8-2% p=0-0055

(95% Cl -4-2 to 20-6) . .

p=0-1265 27-2%
| 1
13-6%
C-4% '|' 6-4%
| 1 I__I 1

2/37 11/81 3/47

6-month corticosteroid-free remission.

B G Feagan et al. Lancet 2021; 397: 2372-84
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[lepioTaATIKO 1°. 2UVEXEID

26/10/2022: 'Evapcn tofacitinib 10 mgx2 yia 4 prvec. Apyeon BeAtiwon. H aoBevic avagépel
UTTOXWPENON CUUTITWHATOAOYIAC EVTOG 3 NUEPWV.

6/2/2023: H aoBevic o€ apioTn KAIVIKI) KATAoTaon. 1-2 KEVWOEIG /NU. ZXNMATIOPEVES XWPIC
aipa, BAEvv.

Eivai oe Mesalamine 800 mg (4x1).
Meiwvoupe Tn doon o TOFA 5 mgx2.

5/2024: MNapauevel o€ KAAR KAIVIKI KATAOTAON, ME KAIVIK UQEDT.
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20 TTEPIOTATIKO

[.I1. N. Crohn, appev 32 €Twv, KATTVIOTAG.

S
N
‘Ecapon Tov 3/2022.--- AapBavel anti-TNF: IFX: 5 mg/kg/ 8w. “

A2L1B1p0 (pAeypovwdng vooog AETTTOU eviépou) atrd Tov 5/2021.

1/2023: Mepikry avtattokpion KAIVIKG ---IFX 5 mg/kg/4w.

12/2023: ATTwAegia avTatrokpions (secondary loss of response). KAIVIKA €€apon, KOIAIakO
AaAyocg, apBpalyicc, dIApPOIEC.

EvOoOKOTTIKOC EAeyXOC: TeAIKN €IAEITIOO O€ £Capan (PAEypovwdNng).

MRI evrepoypagia: PAeypovwdnc NOooc TeEAIKOU €IAeoU: 15 ek. atTd TNV EINEOTUPAIKNA
BaABida.

2ulnTape TN véa Bepartreia TTou B6a aKOAOUBNOOUE.

O aoBevinc emmAgyel TRV p.Os. xopriynon.



I Early Crohn's disease (moderate-severe) I

k. 4

High risk for rapid progress

ion to bowel damage and disability

Predictors from literaiure

Eary onset (= 40 yrs)

Fredictors applied in clinical practice

Diagnosis at age <« 40 yrs (expected

= Small bowel involvemeant post-dg life expectancy = 30-40 yrs)
= Parianal disease at diagnosis » Extensive anatomic involvement
= Endoscopic severs disease « Perianal and/or severe rectal
diseas=
« Deep ulcers
» Prior surgical resection
» Stricturing andfor penatrating
o b
Yes MNoO
b b i
Early top—down Accelerated step-up care
IMS 4+ anti-THNF CS + IMS

Fail to respond

P Deepak et al. Curr Gastroenterol Rep 2015 17:41.



DAHCrohn's Disease A

\/

"\; O

Endoscopic Score for Crohn’s Disease)

Variable

Quantity Multiple

Number of liquid or soft stools per day

Abdominal pain (0 =none,
1 =mild, 2=moderate, 3 =severe)

General well being (0 = well,
1 =slightly under par, 2= poor,
3 =very poor, 4 =terrible)

Number of complications: arthralgias,
iritis, erythema nodosum, pyoderma
gangrenosa, aphthous ulcerations,
anal fissure, anal fistula, anal abscess,
fever >37° past week, intestinal
obstruction

Onpiates for diarrhea (no=0, yes=1,)

Abdominal mass (no=0,
questionable = 2, yes=15)

Deviation from normal hematocrit
(N =42 for female, 47 for male)

% deviation from standard weight

Total CDAI

2
5

20

30
10

From Best ef alP?: CDAI < 150=remission; > 450 = severely ill.

SES-CD activity index

SES-CD

Presence
and size
of ulcers

1

Extent
of the ulcerated
surface

Extent
of the affected
surface

<10%

<10-30%

>30%

<50%

<50-70%

Presence and type

Single passable

Multiple passable

of stenosis o S-AL
Ee;:ttun: <Inactive
b 3-6 Mild activit
5 segments Transverse colon SES-CD S s
Right colon 7-15 Moderate activity
Illeum 216 Severe activity

Section 11.2.1.1. Figure 3. SES-CD activity index.



KAIvikf U@eon (clinical remission): CDAI
score < 150.

EvdookoTTik U@eon (endoscopic
remission): SES-CD <4, pyeiwon 22 points
atrd baseline, kal 6x1 subscore >1 o€ kGB¢
UTTOKATNYOpIA.

KAIvik avtatrokpion (clinical response ):
ueiwon CDAI score 2100 points atré
baseline).

EvdookoTrikr avramrokpion (Endoscopic
response): Meciwon SES-CD > 50% aTtro
baseline (yia aoBeveic ye baseline = + 4,
MEiwon 22 points atro baseline).



% of patients (95% Cl)

KAIVIKN)/ evdoookoTrikr) upeon UPA o NC-12 w

Endoscopic Response at Wk 12 (NRI-C)

Clinical Remission (SF/APS) at Wk 12 (NRI-C) 100 -
100 - Adjusted treatment
difference (95% Cly Adjustedtreatment Adjustedtreatment
Adjusted treatment 28.7% (20.9-36.4) go | difference (95%CI):31.2% difference (95% CI): 33.0%
80 - difference (95% CI) —— (25.5-37.0) (26.2-39.9)
2590% (18.7-33 1) o< o001
" 1 P<.0001 30,7% S (_k_\ f_‘—\
39,8% 5 60 - P<.0001
40 Y 45,5%
e
[
Q
o §.4o g
]
0- ES
N=171 N =324 N=176 N =350
U-EXCEED Induction U-EXCEL Induction 20 |
B Pacebo W UPA4Smg
0 -
N=171 N=324 N=176 N=350
U-EXCEED Induction U-EXCEL Induction

E.V. Loftus, et al. N Engl J Med 2023;388:1966—80

B Placebo [l UPA45mg



% of patients (95% Q1)

100 A

20 A

A A

IKI)/ EvOOOKOTTIKA UPEDN UPA Ge N

w-Maintenance

(U-ENDURE study)

Clinical Remission (SF/APS) at Wk 52 (NRI-C)

Adjusted
treatment
Adjusted difference (95%
treatment Cl): 26% (547)
difference (95% L
Cl): 34% (24-44) [ \
Adjusted treatment
( L ) difference (95%C1)
Adjusted treatment s R 59,0%
difference (96%Cl): f_"_\
24% (14-33)
\ 43,0% 44,0%
32,0% 33,0%

N=126

N=124
Prior biologic

N=127 N=39
e

U-ENDURE Maintenance
B Pacebo M UPAISmg [l UPA30Ny

% of patients (95% Cl)
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E.V. Loftus, et al. N Engl J Med 2023;388:1966—-80
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Real world dedopéva oe aoBeveic ye “"d0uokoAn” N. Crohn

57 aoBeveic ue avBekTIKN (atroTu)ia o€ BloAoyikoug- anti-TNF, anti-integrin kai anti-
1L12/23)

N. Crohn tmou €AaBav wg¢ deutepn aywyr) Upadacitinib.
12 w Bepartreiag: KAIvIK) ugeon (clinical remission) o€ 27.3% [p = .002].
KAIvIKR) avTattokpion (clinical response): 63.6% [p < 0.001]

TeAeutaio follow-up: TTapopola KAIVIKE) QVTATIOKPION Kal UPEDN 0 oXEon M 3 m,
EVW N EVOOOKOTTIKI Upeon: 28.6% [p = 0.08]

EmnittAokEC coPBapou BaBuou: DVT kai yia voonAeia yia Aoipwén, 2 aoBeveic [4.4%],
xwpic BvntoTnTa. Mbavwcg o1 eITTAOKEC Ox1 oxEéon ue Upadacitinib, aAAG pe
TTPOUTIAPXOUCEC KATAOTAOCEIG.

R Chugh et al. J Crohn's Colitis, 2023, 17, 504-512



~“KAIvikn) upean/avtatmmokpion pe UPA og 3m kail TeEAeuTaio

follow-up.

A Overall rates of clinical outcomes at 3 months and last follow up
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maonths
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30.3%
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Response at 3
months
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B Dose dependent clinical outcomes with varying induction doses
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R Chugh et al. ] Crohn's Colitis, 2023, 17, 504-512
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Upadacitinib
TTOTEAECUOTIKOTNTA OTNV MEPUTPWKTLKN VOOO

External Closure of Fistula Openings External Closure of Perianal Fistula Openings
Week 12 Week 52 Week 12 Week 52
(induction) (Maintenance) (induction) (Maintenance)
100 100- | P=.030
P=.030
- P=.029 _
. 80 P= 027 I 1 80 P=.013
3 = - P=.036 =S —
s 604 ' 1 1% ¢ 60+ 22.1%
t 20.8% 17. 1% i = -
g 6.4% ‘96 © 4.8% 86
o
3 o% 2
204 77 201 22
0- 0-
PBO UPA PBO UPA UPA PBO UPA PBO UPA UPA
45 mg 15mg 30 mg 45 mg 15mg 30 mg

The proportion of patients who achieved external closure of fistula openings was higher with UPA compared with PBO at week
12 and at week 52. Similar results were achieved with UPA in patients with perianal fistulas.

PBO, placebo; UPA, upadacitinib.
Data are percent of patients (95% CI). Values above bars are percent of patients and n/n. Denominators are the number of patients with fistulas or perianal fistulas at baseline.

External Closure of Fistula or Perianal Fistula Openings: Patients with absence of fistulas or perianal fistulas upon routine physical examination of patients with fistulas or perianal fistulas
at baseline.

Data presented by JF Colombel at DDW 2023, May 6-9, Chicago, IL
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20 [epioTtaTriko. N. Crohn

AIQKOTTI KATTVIOUATOG.

01/2024: "Evapcn Upadacitinib 45 mg (O poévog JAKI tTou £xel TTapel Evoelen yia NC).
Aoon UPA og NC: 45 mg yia 12 w.

15 mg 4 30 mg (exteTapévn NOGoO)

O aoBevng Aaupaver 15 mg UPA/d---BeATIwvETal AuECA KAIVIKA.

YT1roxwpnon d1appolwy Kal KOIAIOKOU AAyoug.




® Strong inducer Moderate inducer @ Original AUC level
® Moderate ihibitor ™ Strong inibitior

1000

Relative Bioavailability (%)

Carbamazepine / Phenytoin

Relative time from ingestion

FIGURE 1 |lllustration of changes in drug exposure (areas
under the curve, AUC) by inducers or inhibitors of a CYP enzyme,
according to FDA definitions of the magnitude of effect on a

sensitive substrate drug. Specific drugs affecting CYP3A4 are solely
noted as examples.

v



TABLE 2 Potential pharmacokinetic and pharmacodynamic interactions of small molecule drugs with drugs and foods.

Tofacitinib™

A substrate of CYP3A4,
PGP (amenable to
effiects by inhibitors/
inducers of CYP3A4
or PGP}

Upadacitinib®3#4

A substrate of CYP3A4
(amenable to effects
by inhibitors/inducers
of CYP3A4)

Filgotinib™

Mo kmown clinically

significant inhibitors or

inducers

AL

Drugs/foods which may
increase IBD drug level
{inhibitors of enzyme/
transporter)

Amiodarone,” Carvedilol *
Ciprofloxacin
Clarithromycin,*
Dronedarone,™#
Diltiazem,"*
Elvitegravir,""
Erythromycin,*2#
Fluconazole **
grapefruit juice,*"
Imatinib,™*
ltraconazole,
Ketoconazole,* 2"
Lopinavir,” Ritonawir,
Quinidine,”
Werapamil, **#
Voriconazole™™

abh

abh

Ciprofloxacin,"#
Clarithromycin,™"

Diltiazem,™#

Drunedm.b'i
Elvitegravir, ™"
Erythromycin &
grapefruit juice,™"
Itraconazole, ™
Ketoconazole, "
Imatinib,™#
Posaconazole, ™"
Ritonavir,""
Verapamil &
Voriconazole™

No clinically significant
interaction

Drugs/foods which may
reduce IBD drug level
finducers of enzyme/
transporter)

Bosentan,™#
Carbamazeping,™
Lorlatinib,"#
Phenytaoin,"”
Phenobarbital"*

Primidone,""

Rifam|:|ir|:in,IJLh 5t. Johm's

wort®™

h

Bosentan™®
Carbamazepine, ™"
Lorlatinib,®#
Phenytoin,""
Phenobarbital *#
Primidone,™"
Rifampicin ™" St. John's
wort™"

Mo clinically significant
interaction

Drug & food interactions
affected by the |IBD drug
[pharmacodynamic

5 P

Mot recommended for
combination with other
immunosuppressive
drugs due to risk of
additive
immunosuppression.

Mot recommended for
combination with other
immunosuppressive
drugs due to risk of
additive
immunosuppression.

Mot recommended for
combination with other
immunosuppressive
drugs due to risk of
additive
immunosuppression.

= Avoid

Recommendations

- Dose adjustments: Drug

level increases signifi-
canthy when co-
administered with PGP-
inhibitors and in
moderate hepatic
damage: dose
adjustments are required.

= Awoid administration in

patients with severe he-
patic damage.
co-administration
with all inducer drugs
listed.

= Avoid administration in

patients with genetic
glucose-galactose
malabsorption, galactose
intolerance or total
lactase deficiency™

- Dose adjustments: Drug

level increases signifi-
cantly when co-
administered with
CYP3A4 inhibitors- dose
adjustments are required.

= Awvoid co-administration

with all inducer drugs
listed

- Awoid in patients with se-

wvere hepatic damage

None

Harnik S et al. United European Gastroenterol J. 2024;1-11.
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Table 1  Currently licensed JAK inhibitors for inflammatory bowel disease

Tofacitinib (Xeljanz) Filgotinib (Jyseleca) Upadacitinib (Rinvoq)
—  Manufacturer Pfizer Galapagos AbbVie
Selectivity JAK3=JAK2 =JAK1 JAK1=]AK2 =JAK3 and TYK2 JAK1=JAK2 and JAK3
Ulcerative colitis MHRA/FDA/EMA licensed MHRA/EMA licensed MHRA/FDA/EMA licensed
NICE approved NICE approved MICE approved
Crohn's disease Unlicensed Unlicensed
MICE approved
Induction dose 10mg bd for 8-16 weeks 200mq od for 1022 weeks 45mq od for 8-16 weeks for UC
45mg od for 12 weeks for CD
Maintenance dose 5 mg—10mg bd 200mg od 15—30mg od
Drug half life 3 hours 7 hours 9-14 hours
Metabolism 65% Hepati c(CYP3A4 and CYP2C13) Intestinal (CES2 (primarily)] and Hepatic (CES1)  34% Hepatic(CYP3A4 and
CYP2D6)
Liver disease Avoid Child-Pugh C Avoid Child-Pugh C Avoid Child-Pugh C
Renal disease 1 dose if CC<30mU/min 1 dose if CC<b0mU/min 1 dose if CC<30mLimin
Concomitant IMM studied  Not studied for IBD Thiopurine and methotrexate Methotrexate
Additional indications RA, PsA, AS, JIA RA RA, PsA, AS, AD

AD, atopic dermatitis; AS, ankylosing spondylitis; bd, two times per day; CC, creatinine dearance; CES, carboxylesterase; CYP, cytochrome P450; EMA,
European Medicines Agency; FDA, Food and Drug Administration; IMM, immunomodulator; JAK, Janus kinase; J1A, juvenile idiopathic arthritis; MHRA,
Medicines and Healthcare products Regulatory Agency; NICE, National Institute for Health and Care Excellence; od, once daily; PsA, psoriatic arthritis; RA,
rheumatoid arthritis.

Honap S, et al. Frontline Gastroenterol 2024;15:59-69.



2uuTtrépaocpua: O poloc Twv JAKI og IBD

NEa atoua
AucokoAiec aupuopewoaond/ MNportipnon p.0Os. aywyng
Xwpi¢ TapayovTeg Kivouvou QAeRIKNC Bpoupwoncs - 2N

Xwpi¢ 10TopIKO Ca. ,.‘. o
ik
AvAyKn guKivNTwV oXNUATWYV (epyaacia, Tagidia KTA). \\\ \ /
AVTEVOEIEN OTEPOEIDWV. ;HO\TO (H008< N o
ATrapaitnTn n Taxeia 0pacn. /

EK (Tofa, UPA, Filgotinib)/ NC (UPA) F 3
Me EIM (Tofa, UPA, Filgotinib)
2.€ biologic experienced (UPA, Tofa)

[TepITTPWKTIKN) VOO o ?? (UPA)



