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Let’s change lives

Introduction

(Inspirations: james Lindsay, Xavier Roblin)
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Optimiser pendant le parcours patient MICI
Notre arsenal s’est étoffé 35'0 IBD
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Optimiser pendant le parcours patient MICI

Notre arsenal s’est étoffé IBP
U Etrolizumab
. ) ; Upadacitinib
o L Anti-TNFs: Initial report in CD g A, Fitgmi:ib

Azathioprine Risankizumab

methotrexate

Anti-TNFs for UC
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Mais avons-nous amélioré leur pronostic?

Risankizumab
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Notre arsenal s’est étoffé IBP
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Mais avons-nous amélioré leur pronostic?
-AUCUNE biothérapie ne permet >50% alan cicatrisation end
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Notre arsenal s’est étoffé IBP
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Mais avons-nous amélioré leur pronostic?

-AUCUNE biothérapie ne permet >50% alan cicatrisation end
-La 1°® biothérapie est la meilleure
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Mais avons-nous amélioré leur pronostic?
-AUCUNE biothérapie ne permet >50% alan cicatrisation end

-La 1°® biothérapie est la meilleure
-Toute biothérapie induit Anticorps
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Optimiser pendant le parcours patient MICI
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Notre arsenal s’est étoffé | = L
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Mais avons-nous amélioré leur pronostic?
-AUCUNE biothérapie ne permet >50% alan cicatrisation end
-La 1°" biothérapie est la meilleure
-Toute biothérapie induit Anticorps
-Pas d’Ac avec petites molécules mais leurs propres El
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Optimiser pendant le parcours patient MICI

Notre arsenal s’est étoffé IBP
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Mais avons-nous amélioré leur pronostic?
-AUCUNE biothérapie ne permet >50% alan cicatrisation end
-La 1°™ biothérapie est la meilleure

-Toute biothérapie induit Anticorps

-Pas d’Ac avec petites molécules mais leurs propres El
-Aujourd'hui, on ne sait pas QUI va répondre a QUOI
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Optimiser pendant le parcours patient MICI

Notre arsenal s’est étoffé IBP

Etrolizumab
Anti-TNFs: Initial report in CD Upodu‘m.mb
Steroids, Vedolizumab Filgotinib

Azathioprine Risankizumab
Anti-TNFs for UC Tofacitinib
methotrexate Fs ! Biosimilars - Etrasimod

Mais avons-nous amélioré leur pronostic?

-AUCUNE biothérapie ne permet >50% alan cicatrisation end
-La 1°™ biothérapie est la meilleure

-Toute biothérapie induit Anticorps

-Pas d’Ac avec petites molécules mais leurs propres El
-Aujourd'hui, on ne sait pas QUI va répondre a QUOI

Stratégies d’optimisation sont donc cruciales
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Optimiser pendant le parcours patient MICI

% Let’s change lives

Choisir le bon traitement

Ne pas traiter conduit a destruction pariétale
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Optimiser pendant le parcours patient MICI

% Let’s change lives

Choisir le bon traitement

Ne pas traiter conduit a destruction pariétale
Nos objectifs sont simples:

-IIs vont bien,

-IIs le restent,

-Sans complication MICI/trt
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Optimiser pendant le parcours patient MICI

% Let’s change lives

Choisir le bon traitement

Ne pas traiter conduit a destruction pariétale
Nos objectifs sont simples:

-IIs vont bien,

-IIs le restent,

-Sans complication MICI/trt

La clé: Monitoring rapproché
et optimiser
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Ne pas traiter conduit a destruction pariétale
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Let’s change lives

Ajuster/Optimiser pendant le parcoursgic|sp

Ne pas traiter conduit a destruction pariétale

Norweglan inception cohort (IBSEN study)

. PERP BP GM VT SF RE MM
.14
Nouveaux cas MICI 224
- Jan 93-Dec 93 431
-Suivis 5 ans A4
-Contréles population Norvege A Sl
446

a7+ ® UC n=348

i T ® CD n=166

Bemnklev T, et al. Inflamm Bowel Dis 2005;11:909-18.
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Let’s change lives

Ne pas traiter condwt a destruction pariétale

Pénibilitée

Norwegian inception cohort (IBSEN study)
PERP BP OM VT SF RE MM

914

Nouveaux cas MICI 22+
-Jan 93-Dec 93 934
-Suivis 5 ans L4

-Contréles population Norvege P Sl
4464
a7+
T

Bernklev T, et al. Inflamm Bowel Dis 2005;11:909-18.
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C’est quoi aller Bien? Changement de...CIBLE(s)!!!

Symptomes

Rémission
Sans
Corticoides
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Changement concept: “t2t”
Cible pour empecher destruction paroi
Cicatrisation endo et devenir RCH 1BD

Rémission
Clinique

Let’s change lives
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Changement concept: “t2t”
Cible pour empecher destruction paroi
Cicatrisation endo et devenir RCH 1BD

Let’s change lives
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Changement concept: “t2t”
Cible pour empecher destruction paroi

Cicatrisation endo et devenir Crohn
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Let’s change lives
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Changement concept: “t2t”
Cible pour empecher destruction paroi

Cicatrisation endo et devenir Crohn IBD
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« Voici le
Parcours: »

1 1BD

CIBLE ‘ « Vous avez un objectif: It
Si vous partiez en
voyage, ce serait votre
r destination finale »
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Objectif: 0 symptomes+ Cicatrisation endo
Chaque patient est différent IBD

Let’s change lives
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Objectit: 0 symptomes+ Cicatrisation endo
Chaque patient est différent
Tous ne sont pas a optimiser DL

Natural history of disease activity in Crohn’s
disease & Ulcerative colitis

43% / %/
55% 1%
0 1 0 1
19% / 6% 32% / 371%

Severity of bowel symptoms

0 1&: 0 10yrs

Solberg IC, et al. Clinicol Gastroenterol Hepatol 2007;5:1430-8.
Solberg IC, et ol. Scon J Gastroenterol 2009, 44:431-40
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Objectit: 0 symptomes+ Cicatrisation endo
Chaque patient est différent

Tous ne sont pas a optimiser IBD
Conventional Accelerated Early
step-up care - step-up care top-down

Natural history of disease activity in Crohn’s
disease & Ulcerative colitis

3%/ %/
55% 1%
0 1 0 1
19% / 6% 32% / 37%

Severity of bowel symptoms

0 l&n 0 10yrs

Solberg IC, et al. Clinicol Gastroenterol Hepatol 2007;5:1430-8.
Solberg IC, et ol. Scon J Gastroenterol 2009, 44:431-40
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Objectit: 0 symptomes+ Cicatrisation endo
Chaque patient est différent

Tous ne sont pas a optimiser IBD
Conventional Accelerated i Early
step-up care step-up care top-down

Natural history of disease activity in Crohn’s

disease & Ulcerative colitis § . oot
? o
: 43% / 3%/ o
§ 55% 1% g
o Z 8 e =
= 0 1 0 1 e
§ 19% / 6% 32% / 37% g ‘f
° 5 '
£ |
g m MV .
A
0 1&n 0 10yrs ooy : ; :
Time since diagnosis (years)
Solbarg IC, et al. Clinicol Gastroenterol Hepatol 2007;5:1430-8. .
Solberg IC, et al. Scan J Gastroenterol 2009; 44:431-40 Johan Burisch et al. Gut 2019;68:423-433
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Anti TNF?

PeyrinBioulol | el o, NRGH. 2013

(Vives discussions dans les staffs MICI)




Objectif: Cicatrisation endo
Chaque patient est différent

Tous ne sont pas & optimiser: chez QUI? IBD

Reference Predictors Outcome

Franchimont DP et al. Smoking, colitis, Corticodependency

Eur J Gastroenterol non-fibrostenotic type,

Hepatol 1998 young age at diagnosis

Allez M et al. Am J Gastroenterol | Deep ulceration at index colonoscopy >10% Colectomy

2002 one segment

Lichtenstein GR et al. Disease severity, ileal disease, corticosteroid | Stenosis or obstruction

Am J Gastroenterol 2006 use

Beaugerie L et al. Need for steroids, Disabling disease

Gastroenterology 2006 perianal disease, (>2 steroids, IMs, hospitalisation,
age at diagnosis <40 years surgery

within 5 years)

Loly Cet al. Age <40 years, stricturing disease or intra- Severe disease

Scand J Gastroenterol 2008 abdominal fistulae, perianal disease, fever, (>2 resections or >70 cm, stoma,
weight loss >5 kg, high platelet count complex perianal disease 5 years)

obbwvie Nicolas Mathieu| Date 28/11/2019| Company Confidential ® 2019



Objectif: Cicatrisation endo
Chaque patient est différent
Tous ne sont pas & optimiser: chez QUI? IBD

= 2\ /a =\

e Extensive small bowel disease e Acute severe colitis

¢ Oxford criteria:
- Extensive disease

e Severe upper Gl disease

e Severe rectal disease -~ CRP >10
- Low Hb
e Patients with complex
perianal disease o Steroid refractory disease
e Patients with early stricturing / ¢ Thiopurine refractory disease

penetrating disease

* Patients with deep colonic ulcers
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Comment cicatrisent ulcéres Crohn???? IBD

Let’s change lives

Taux de cicatrisation Taux de cicatrisation
selon la présence d'ulcéres par segment a S54 selon le segment
creusants a l'inclusion ulcéré a l'inclusion

Ulcéres creusants a l'inclusion
100 Non TR

3 = 100 -
o] Qui %
® 380
g g 8-
3 [ X
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% 20 2 20 -
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S12 S54 lléon Colon Rectum

abbwvie Micolas Mathieu| Date 28/11/2019| Company Confidential @ 2019



Comment cicatrisent ulceres Crohn???? |BP

Taux de cicatrisation Taux de cicatrisation
selon la présence d'ulcéres par segment a S54 selon le segment
creusants a l'inclusion ulcéré a l'inclusion
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Rivére P et al., absir OP140. actuakséd
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Comment cicatrisent ulcéres Crohn???? IBD

Let’s change lives
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Tous ne sont pas & optimiser: chez QUI? IBD
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Optimiser pendant le parcours patient MICI

Comment choisir le bon traitement

Ustehinumab Etrolizumab

Anti-TNFs: Initial report in CD Up'adxftinib
Filgotinib

Anti-TNFs for UC
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Optimiser pendant le parcours patient MICI

Comment choisir le bon traitement

Ustekinumab f:'o‘“u":i“'bb
Anti-TNFs: Initial report in CD padacitini
Steroids, : Filgotinib

thOtIeiate Anti-TNFs for UC

Efficacité

Persistance

Sécurité
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Optimiser pendant le parcours patient MICI

% Let’s change lives

Comment choisir le bon traitement

Real world

data

Efficacité

Persistance

Sécurité

Head to

head trials

Micolas Mathieu| Date 28,/11/2019] Company Confidential © 2019



Optimiser pendant le parcours patient MICI
IBD

Let’s change lives

Apport essais face/face:

Varsity Trial:
lm . lm B
Rémission clinique Cicatrisation endoscopique
80 - # Adalimumab  ® Vedolizumab 80 -
SE 60 4 p=0.0061 p=0.,0070 p=ns §60 - p=0.0005 p=0.0005 p=ns
o  mmm— rmm—  poEamerw) ‘; ey — ammm—
S S 411
5 40 - 5 40
- 313 o .
20
0
n 380 In38) n305) Ina 304 inBl) InDM " I8 " 53 i 305) In.J04) n-8)
Overall Anti-TNF naive Anti-TNF exposed Overall Anti-TNF naive Anti-TNF exposed |
Schredber S, et ol (CCO. 2019 0P34 (presentation) *Clnical remission-Mayo Score €2 and no subscore >1 **Mucosal haaling -Mayo endoscopic subscore <1
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Optimiser pendant le parcours patient MICI

| o |BD
Prédire lequel va marcher? -
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Optimiser pendant le parcours patient MICI
IBD

Prédire lequel va marcher? el

Low Oncostatin M predicts response to
Infliximab

.llﬁim %
refeactory ] AUC=0 99
15% i Som=100'i.
Spec =01 7%
R p<0 0001
0 20 40 60 80 100
Modute low 100% - Specifcity%
10% 100,
g 804
3 604 OSMR
a AUC=083
Module-high i d Sens =90 9%
R S Spec =83.3%
atve nshs
(95% Civ1 4-179) A I
p=0 0006 0 20 40 60 80 100
100% - Speciiicity

West N, ot al. Noture Medicine. 2017;23:579-89,
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Optimiser pendant le parcours patient MICI

Prédire lequel va marcher? e
Low Oncostatin M predicts response to High colonic i levels predict response to
Infliximab Etrolizumab
c D Inflimad
responsve A
u Inflcomab 80~ All patients ; Anti-TNF naive
refractory () Placebo :
15% 3 (3 Etrolizumab 100 mg
' & go [ Etrolizumab 300 mgeLD

0 20 40 60 80 100 é

100% - Specficity™ -
Modulo-low % § - 38%

103 -
£ .
= 16% T
Module-high 6% ! ‘
Relatve risk=5 0 o422 T ' O% BNl O% \
(95% Cin1 4-17 9) ne18n=16ne19 ne20n=16ne17 NS neb nel0 ne8 neQ ne2
p=0.0008 of* o af®™ o™
Gene expression at baseline
West N, ot al. Noture Medicine. 2017;23:579-89, Vermeire S, ot al. Loncet. 2014;384:309-18
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Ajuster/Optimiser pendant le parcoursgic|sp

lls vont mieux, il faut qu’ils le restent!
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lls vont mieux, il faut qu’ils le restent!

h

A -!eli
-"
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n-‘f‘l‘-d_é

SARRT_

> o

O

ANTI TNF in CD: Primary non-response 23-8%, 95% CI 21- 4—26'
(1610 Pts) Non-remission at week 54 occurred in 63:1%, 60-3

Qaabics
Kennedy et al, Lancet Gastroenterol Hepatol. 2019 May;4(5):341-353
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lls vont mieux, il faut qu’ils le restent!

h

A -!eli
-"
A5

n-‘f‘l‘-d_é

SRR

- o

O

ANTI TNF in CD: Primary non-response 23-8%, 95% CI 21- 4—26'
(1610 Pts) Non-remission at week 54 occurred in 63:1%, 60-3

Qaabics
Kennedy et al, Lancet Gastroenterol Hepatol. 2019 May;4(5):341-353
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Pourquoi perte de réponse?
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Ajuster/Optimiser pendant le parcoursgie gp

lls vont mieux, il faut qu’ils le restent!

!.-!‘-
ANTI TNF in CD: Primary non-response 23-8%, 95% CI 21-4-26 ‘f"‘ 5 .;?_'4
(1610 Pts) Non-remission at week 54 occurred in 63:1%, 60-: t.;-g-'; ’e:-w.'

Kennedy et al, Lancet Gastroenterol Hepatol. 2019 May;4(5):341-353

Pourquoi perte de réponse?
Pas assez de médicament:
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Let’s change lives

lls vont mieux, il faut qu’ils le restent!

ANTI TNF in CD:  Primary non-response 23-8%, 95% CI 21:4-26 4 3¢,
(1610 Pts) Non-remission at week 54 occurred in 63:1%, 60-: t.;.;#,u {37',"

Kennedy et al, Lancet Gastroenterol Hepatol. 2019 May;4(5):341-353

Pourquoi perte de réponse?
Pas assez de médicament:
-Dose/adhésion
-Pertes/utilisation
-Anticorps

-Métabolisme

Changement voie inflammation
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Ajuster/Optimiser pendant le parcoursgic|sp

lls vont mieux, il faut qu’ils le restent!

e,
ANTI TNF in CD:  Primary non-response 23-8%, 95% Cl 21-4-26 C—S’*‘;j;ga
(1610 Pts) Non-remission at week 54 occurred in 63:1%, 60-: -..:’.‘ *‘; ;?'?

Kennedy et al, Lancet Gastroenterol Hepatol. 2019 May;4(5):341-353

Pourquoi perte de réponse?
Pas assez de médicament:
-Dose/adhésion
-Pertes/utilisation
-Anticorps

-Métabolisme

Changement voie inflammation

Pas due a Inflammation!
-Infections/autres diag
-Sll
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Let’s change lives

Ajuster/Optimiser pendant le parcoursgic|sp

Relation dose/efficacité

Kennedy et al, Lancet Gastroenterol Hepatol. 2019 May;4(5):341-353
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Let’s change lives

Relation dose/efficacité

ol -w
T 4 | ’ ° ° -

Taux bas S14 associés a non rémission S54  Z=*4&,
N L AR
OEALSIE -

Sl Infliximab Adalimumab _—

b p=2.6x10’ 79.5 p=15x10"

z 801 717

c 66.1

9

% 60 - 54.1

g €8y L,

5 40

c

&

g 20 -

ks o 4T oy Tanen e

<0.8-1.7 18-38 39-7.1 7.2-285 <0.8-75 7.6-10.8 10.9-14.0 14.1-24.2

Ahmod T, purunal deta Week 14 drug level (mg/L)
Kennedy et al, Lancet Gastroenterol Hepatol. 2019 May;4(5):341-353
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Relation dose/effic

Taux bas S14 asso |

.

Sl Infliximab
=

§ p=26x10’
« 801 na7

<

S

g 60 - 54.1

; 43.9
c

5 40

<

v

oo

8 20 -

:

g o 71/99 60/111 471107

<0.8-1.7 18-38 3.9-7.

weex 14 arug |eve|7(mg/7L‘)

Ahmad T, purwonel dats
Kennedy et al, Lancet Gastroenterol Hepatol. 2019 May;4(5):341-353

IBD

Let’s change lives

nission S54 4= EHE,

Adalimumab

p=75x10*

66.1

.6-10.8 10.9-14.0 14.1-24.2

obbvie
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Relation dose/effic

Taux bas S14 asso

.

S Infliximab
b p=2.6x 10’
z 801 717

c

§

2 60 - 54.1

S 43.9
c

£ 40

c

[-})

o0

g 20 -

g

§ o L msl eyl ol

<0.8-1.7 18-38 3.9-7.

Ahmad T, purenal dets VWEEeK 14 Orug ievei (mg/L)
Kennedy et al, Lancet Gastroenterol Hepatol. 2019 May;4(5):341-353

1BD
TR R
° ° s L
b:;""?_’ &
mission S54 e S
Adalimumab
p=15x10*
66.1

.6-10.8 10.9-14.0 14.1-24.2
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Relation dose/effic

Taux bas S14 asso

.

S Infliximab
H p=2.6x10’
z 801 717

c

S

2 60 54.1

g 43.9
c

g O 2
c

)

g 20

c

g )
g 0 71/99 60/111 47107

<0.8-1.7 1838 39-. &

Ahmad T, pursonal dets VWEEeK 14 Orug ievei (mg/L)
Kennedy et al, Lancet Gastroenterol Hepatol. 2019 May;4(5):341-353

IBD

Let’s change lives

nission S54 4 e
o'"}"fq"‘“‘!‘--a

Adalimumab

p=75x10*

66.1

.6-10.8 10.9-14.0 14.1-24.2
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Ajuster/Optimiser pendant le parcoursgic|sp

Relation dose/efficacité: méta optimiser?

————————————————— - - — - —

Kennedy et al, Lancet Gastroenterol Hepatol. 2019 May;4(5):341-353
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Let’s change lives

Relation dose/efficacité: optimiser d’emblée?

Higher versus standard adalimumab induction dosing in
patients with moderately to severely active ulcerative colitis:
Results from the SERENE-UC induction study

J Panés,' J-F Colombel,? G D'Haens,® S Schreiber,* R Panaccione,’ S E R E N E

L Peyrin-Biroulet,® EV Loftus Jr,” S Danese,® E Louis,®? A Armuzzi,'® M Ferrante,!

H Vogelsang,'2 J Lefebvre,'* T Doan,'® NV Kwatra,'* NM Mostafa,'* W Xie,** G samnat s
B Huang,'? J Petersson, '3 J Kalabic,' AM Robinson,'* WJ Sandborn's e

'Hospital Clinic Barcelona, IDIBAPS, CIBERehd, Barcelona, Spain,

?Icahn School of Medicine at Mt Sinai, New York, NY, USA,

‘Amsterdam University Medical Centers, Amsterdam, the Netherlands,

*University Hospital Schieswig-Holstein, Kiel, Germany, *University of Calgary, Calgary, AB, Canada,

“University Hospital of Nancy, Lorraine University, Vandoeuvre, France,

"Mayo Clinic, Rochester, MN, USA, Sistituto Clinico Humanitas, Rozzano, Milan, Italy,

“University Hospital CHU of Liége, Liége, Belgium, *Fondazione Policlinico Universitario A. Gemelli IRCCS, Rome, Italy,
""University Hospitals Leuven, KU Leuven, Leuven, Belgium,

"ZMedical University of Vienna, Vienna, Austria, "> AbbVie Inc., North Chicago, IL, USA,

"AbbVie Deutschland GmbH & Co. KG, Ludwigshafen, Germany, '“University of California San Diego, La Jolla, CA, USA

United European Gastroenterology Week, October 18-23, 2019, Barcelona, Spain
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Ajuster/Optimiser pendant le parcoursgic|sp

Relation dose/efficacité: optimiser d’emblée

Double-blind \
maintenance study '

Double-blind
induction study

40 40
mg

160 80
mg mg mg
* PBO l :
= ] ADA 40 eow

44 waeks

e e e e e

3

o - 4
= Standard (n=340) 2
2 \§. ADA 40 ew
~ 2
3 Higher (n=512) / S Ny
é g o ) ADA TDM
44444 |
160 160 160 160 40 40
mg mg mg mg mg mg !
T R e R B Y N e . i il e R G
Week -3 0= 1 2 3 4 5 6 7 8 48 52

Primary endpoint at Week 8
{Clinical remission per Full Mayo score)
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Let’s change lives

Relation dose/efficacité: optimiser d’emblée

Clinical remission per Partial Mayo score? over time

Clinical remission per Partial Mayo score:

100 - Partial Mayo score <2 with no subscore >1
90 - _ )
B Standard induction dosing (n=340)

80 - B Higher induction dosing (n=512)

70 -
S 60 -
w
= 50 -
0
= | =0.163
o 49 p=0.018" 8

291
30 - 25.4 25.0

20 -
10 4

Week 1 Week Week 4 Week 8

*Exploratory analysis, ITT analysis set. "Denotes statistical significance (as p=0.018).
RBS and SFS subscore components of Mayo were based on entries into a patient’s diary on the 5 days prior to each study visit and averaged.
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Ajuster/Optimiser pendant le parcoursgic|sp

Corrélation persistance/immunogénicité

————————————————— - - — - —

Kennedy et al, Lancet Gastroenterol Hepatol. 2019 May;4(5):341-353
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Let’s change lives

Ajuster/Optimiser pendant le parcoursy’c |p

Tous les a-TNF induisent Ac mais taux varie...

Al i A
'&l g:'*.",;zh 100 - Infliximab
}u:’a .;’4 'Ef::a'!.'; o —  No immunomodulator
“"-.-3-’ : ?'T TR v == Immunomodulator
|
P s
-8 —
g <
-
& g SO"
32
y - c
= N
3
3 ++

HR 0-39 (95% C1 0-32-046), p<0-0001
O 1 1

1 1 § 1
Numberat risk 14 28 42 56 /0

Immunomodulator 576 511 367 259 164
No immunomodulator 349 269 124 65 41

Kennedy et al, Lancet Gastroenterol Hepatol. 2019 May;4(5):341-353
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Let’s change lives

Ajuster/Optimiser pendant le parcoursy’c |p

Tous les a-TNF induisent Ac mais taux varie...

U;.ii'*.’f.i:? A Infliximab Adalimumab
e iy sl 1009
t:.;,‘ -;’J {-":';«:‘!-' N N0 immunomodulator
e s LR v — Immunomodulator
&
g 75 - =
L
-8 50+ <
2 &
£ €
= N
>
g 26 - o
E +
HR 039 (95% (1 0.32-046), p<0-0001 HR 044 (95%C1031-064), p<0-0001
0 1 1 1 1 1 | 1 | |
Number at risk 0 14 28 42 56 J0 0 14 28 42 56 /0
Immunomodulator 576 511 367 259 164 300 264 22 120 14
No immunomodulator 349 269 124 65 41 269 216 170 18 78

Kennedy et al, Lancet Gastroenterol Hepatol. 2019 May;4(5):341-353
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Corrélation persistence/immunogénicité IBD

On peut prédire developpement Ac !!!

— - — —— ——

Kennedy et al, Lancet Gastroenterol Hepatol. 2019 May;4(5):341-353
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Corrélation persistence/immunogénicité IBD

On peut prédire developpement Ac!!!
HLA-DQAL1*05 is the strongest signal: hazard ratio=1.58, p-val=1.9x 10"
Evolution of ADAs by genotype & immunomodulator (ADA titre 210AU/ml at any time)

% Infliximab " Adalimumab |
Q 100% Q 100% ~ )
© °©
o o
o o
S B0 A o S0% A
C C
" ) N
- epe o T e
2 o 5 GO
-
bt h
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L) "
o o
c ‘,0‘ c ‘U"
g = o 0%
& o~
> =
a? o T T | O\o 0% 4 ' Y T 4 4 3
0 100 <00 100 400 200 600 7100 0 100 J00 00 400 200 600 700
Days Days

w— ) copres of DQAL*OS, immunosuppressants on Vit |
0 copies of DQAL*DS, no immunosuppressants on Vist 1
w— =1 copy of DQAL*0S, immunosuppressants on Visit |

&1 copy of DOALYDS, no immunosupgressants on Visd )

Saronovs, et al JAMA; accepted 2019
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Corrélation persistence/immunogénicité IBD

Let’s change lives

On peut prédire developpement Ac!!!
HLA-DQAL1*05 is the strongest signal: hazard ratio=1.58, p-val=1.9x 10"

Evolution of ADAs by genotype & immunomodulator (ADA titre 210AU/ml at any time)
Infliximab Adalimumab |
100% ~ )

100% =

=
L=

% with no anti-drug antibodies
% with no anti-drug antibodies

O

-
C

Taux Ac + faibles

o
7

Avec
B e \/cdolizumab/Ustékinumab

D copres of DOALYDS, no v
=1 copy of DQAL*0S, imm
&1 copy of DOALYDS, no immunosuppressants on Visd )

Saronovs, et al JAMA; accepted 2019
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Optimiser pendant le parcours patient MICI

% Let’s change lives

La clé: Monitoring rapproché

sous entendu:
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Optimiser pendant le parcours patient MICI

% Let’s change lives

(sous entendu: biomarqueurs de I'inflammation
CRP+Calprotectine fécale)

La clé: Monitoring rapproché
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Optimiser pendant le parcours patient MICI
IBD

Let’s change lives

La clé: Monitoring rapproché

+ efficace chez patients symptomatiques
-Le bon traitement au bon moment
-Optimisation rapide
-ldentification précoce non réponse
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Surveillance rapprochée pendant parcours

% Let’s change lives

Aide majeure a decision patients symptomatiques

Clinical Remission’ (COAI <150 ‘Moderate-Severely Active

e 136} €D’ (COAI 2220)
e o g
ar o e
S e
CRP Normalization

Poyrin-Biroulet L ,et al. Gut. 2014 Jan;63(1):88-95, dol: 10.1136/gutjnl-2013-304984

X\
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Optimiser pendant le parcours patient MICI
IBD

Let’s change lives

La clé: Monitoring rapproché

+ efficace chez patients symptomatiques
-Le bon traitement au bon moment
-Optimisation rapide
-ldentification précoce non réponse
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Optimiser pendant le parcours patient MICI
IBD

Let’s change lives

La clé: Monitoring rapproché

+ efficace chez patients symptomatiques
-Le bon traitement au bon moment
-Optimisation rapide
-ldentification précoce non réponse

Est-ce qu’ils ont (vraiment) ce que vous pensez qu’ils ont?
Confirmer activité/éliminer complications

obbwvie Micolas Mathieu| Date 28/11/2019] Company Confidential © 2019



Surveillance rapprochée pendant parcours

% Let’s change lives

Aide majeure a decision patients symptomatiques

différencier symptomes inflammatoires vs non inflammatoires:
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Surveillance rapprochée pendant parcours

% Let’s change lives

Aide majeure a decision patients symptomatiques

Différencier symptomes inflammatoires vs
non inflammatoires:

-Effet secondaire immunosuppression

-Fatigue/carence martiale

-Incontinence

-Dysfonction sexuelle
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Surveillance rapprochée pendant parcours

% Let’s change lives

Aide majeure a decision patients symptomatiques

Différencier symptomes inflammatoires vs
non inflammatoires:

Functional symptoms in patients with inactive IBD

1 P=0.007 100

FProportion sfpstisnts ™)
- o El
> =3 =)

IBD control score (mean)

0~ - - : I
Low TODMAPR dim Sham dimr Low FODMAP dist Sham dist

Cox S et al. Gastroenterology. 2019 Sep 27. pii: S0016-5085(19)41366-8. doi: 10.1053
[ W
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Optimiser pendant le parcours patient MICI
IBD

Let’s change lives

La clé: Monitoring rapproché

+ efficace chez patients symptomatiques
-Le bon traitement au bon moment
-Optimisation rapide
-ldentification précoce non réponse

Est-ce qu’ils ont (vraiment) ce que vous pensez qu’ils ont?
Confirmer activité/éliminer complications
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Optimiser pendant le parcours patient MICI
IBD

Let’s change lives

La clé: Monitoring rapproché

+ efficace chez patients symptomatiques
-Le bon traitement au bon moment
-Optimisation rapide
-ldentification précoce non réponse

Est-ce qu’ils ont (vraiment) ce que vous pensez qu’ils ont?
Confirmer activité/éliminer complications

Est-ce qu’ils prennent ce que vous pensez qu’ils prennent?
Vérifier adhésion
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Optimiser pendant le parcours patient MICI
IBD

Let’s change lives

La clé: Monitoring rapproché

+ efficace chez patients symptomatiques
-Le bon traitement au bon moment
-Optimisation rapide
-ldentification précoce non réponse

Est-ce qu’ils ont (vraiment) ce que vous pensez qu’ils ont?
-Confirmer activité/éliminer complications

Est-ce qu’ils prennent ce que vous pensez qu’ils prennent?
-Vérifier adhésion

Avez-vous fait le maximum?
-Optimiser sur surveillance thérapeutique pharmacologique
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Surveillance rapprochée pendant parcours
IBD

Aide majeure a decision patients symptomatiques Lcscrangtves

React: cluster randomized trial in CD:

Corticosteroid therapy (budesonide or
prednisone depending on disease localisation)

Assess in 4 or 12 weeks™ : Remission?
{Harvey-Bradshaw Index =4)

Remission Mo remission
i
Taper corticosteroid Add adalimumab and azathioprine
or methotrexate
Reassess in 12 weeks Taper corticosteroid
Remission? o o reassess in 12 weeks:
. Remission . Mo remission R -
Mo maintenance therapy Adalimumab and azathioprine

or methotrexate
Corticostercid as needed

Remission Mo remission
w .l

. Reassess in
I adall malk t d
| norease alirmw o weekly dose J s ks

Remission - .
- MNo remission

.
| Switch antimetabolite

Reassess in
12 weeks

Continue combination
maintenance therapy

Remission -4 s _a
h Mo remission

Heassess in

itch TINF i
Switc antagonist 2 ks

Remission -# L
u MNo remission

Reassess in

id :
Consider resection e

Khanna et al. Lancet. 2015 Nov 7;386{10006):1825-34
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Surveillance rapprochée pendant parcours

Aide majeure a decision patients symptomatiques

React: cluster randomized trial in CD:

IBD

Corticosteroid therapy (budesonide or
prednisone depending on disease localisation)
Assess in 4 or 12 weeks" : Remission?
(Harvey-Bradshaw Index <4)
Remission No remission
Taper corticosteroid Add adalimumab and azathioprine
or methotrexate
Reassess in 12 weeks: Taper corticosteroid
Remission? Rerries " . reassess in 12 weeks:
| emission . o remission Pemmissioni?
No maintenance therapy Adalimumab and azathioprine
or methotrexate
Corticosteroid as needed
Remission No remission
v \d
" Reassess in
| adalimumabt d
ncrease adalimu o weekly dose 13 weeks
R + No remission
h 4
. . . Reassess in
Switch antimetabolit
wihantime ‘ 12 weeks
Continue combination .
maintenance therapy Remission No remission
" " Reassess in
hTNF
Switch TNF antagonist 17 weeks
Remission 4——————— .
. No remission
Consider resection Reassess in
12 weeks

Khanna et al. Lancet. 2015 Nov 7;386{10006):1825-34

Dowvie

Let’s change lives

A cCorticosteroids B antimetabolites*
404 — ECl 9

— M
304 -

ECI(26:7%)
p=0-7766 HR=0-97 {0-77-1-21) p<0-0001 HR=1-84 (1.39-2-44) ——
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M 563 4BE 20 365 08 755 95 632 547 459
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Surveillance rapprochée pendant parcours

React

Reassess in
Remission?

No maintena

Continue cor
maintenance

Khanna et al,

Proportion of patlents who recelved treatment (%)

A Corticosteroids
40— — ECI
— LM

30
p=0-7766 HR=0-97 (0-77-1-21)

20

ECI (21-0%)
I

J_.__,—_,pi-""lf‘iwzl-zm

B Antimetabolites®
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p<0-0001 HR=1-84 (1-39-2-44) I
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Surveillance rapprochée pendant parcours

Aide majeure a decision patients symptomatiques

React: cluster randomized trial in CD:

IBD

Corticosteroid therapy (budesonide or
prednisone depending on disease localisation)

Assess in 4 or 12 weeks" : Remission?
(Harvey-Bradshaw Index <4)

Continue combination
maintenance therapy

Remission No remission
4
Taper corticosteroid Add adalimumab and azathioprine
or methotrexate
Reassess in 12 weeks: Taper corticosteroid
Remission? . . reassess in 12 weeks:
| Remission . No remission Remission?
No maintenance therapy Adalimumab and azathioprine
or methotrexate
Corticosteroid as needed
<
4
Remission No remission
L4 hd
Increase adalimumab to weekly dose
B < )
N No remission
4
Switch antimetabolite

Remission ¢——————— . s
No remission

Switch TNF antagonist

Remission 4——————— .
FNoremusmn

Consider resection

Reassess in
12 weeks

Reassess in
12 weeks

Reassess in
12 weeks

Reassess in
12 weeks

Khanna et al. Lancet. 2015 Nov 7;386{10006):1825-34
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Let’s change lives
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Surveillance rapprochée pendant parcours

React

Reassess in
Remission?

No maintena

Continue cor
maintenance

Khanna et al,

Aide majeure a decision patients symptomatiques

IBD

Let’s change lives

A Sungery
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Surveillance rapprochée pendant parcours

Aide majeure a decision patients symptomatiques

IBD

Let’s change lives

React: cluster randomized trial in CD:
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Khanna et al. Lancet. 2015 Nov 7;386{10006): 182534

Le Bon moment (REACT)

m= (Conventonol manoaement

== forly combined immunosuppression W%

HR (95% C1) =0.73 0.6, 0.86), p<0.001

'y

3 b 9 12 19 8 2 2
Time (months)
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Surveillance rapprochée pendant parcours
IBD

Aide majeure a decision patients Asymptomatiques et g

‘Clinical Remission’ (CDAI <150, Moderate-Severely
n= 136) CO' (CDAI 222

Peyrin-Biroulet L et al. Gut. 2014 Jan;63(1):88-95. doi: 10.1136/gutjnl-2013-304984
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Surveillance rapprochée pendant parcours

Aide majeure a decision patients Asymptomatiques

Both, Complete Mucosal Healing and
CRP Normalization

Peyrin-Biroulet L .ot al. Gut. 2014 Jan;63(1):88-95. doi: 1

Attention a

« je me sens bien »

351 crohn rémission clinique
(questionnaire SIBDQ)
Registre prospectif

IBD

Let’s change lives

Majority of hospitalisations in
asymptomatic patients with elevated CRP

occur within the first 12 months

By T —
7% were hospitalised

free
o
-
-~
2

37% were hospitalised

%N Hospitaksation
< (-]
o S
s b

OR 6.82, 95% C1 2.50-18.58; p<0.0001

Ch' = J2.23; p<0.001
i T T T (|
0 200 400 00

Days after clinic visit
== NormalCRP ~~ Elevated CRP

Click ot al. Inflamm Bowel Dis. 2015 Oct;21(10):2254-61
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Surveillance rapprochée pendant parcours
IBD

Aide majeure a decision patients Asymptomatiques et g

Primary and secondary endpoints at Week 48
Superior endoscopic and deep remission outcomes with treat-to-target

100 -
9o . Primary endpoint m Treat-to-target group
(n=122)
80 -
70 -
£60 -
§SO - p=0.006
&gg g 29.5
20 -
10 4
0
CDEIS <4 and Deep remission Biologic remission
CDAI <150; no steroids for 8 Calprotectin <250 ug/g
absence Of deep U|mr weeks; no draining fistula; CRP <5 mg/L; CDEIS <4

Colombel JF, et al. Lancet 2017; 390:2779-89 CDEIS <4; no deep uicers
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Surveillance rapprochée pendant parcours

Aide majeure a decision patients Asymptomatiques 3:5’0 IBP

Primary and secondary endpoints at Week 48

100 Superior endoscopic and deep remission outcomes with treat-to-target

g0 .| Primaryendpoint m Treat-to-target group
80 (ﬂ-’-lZZ)

_70 -

£60 -
£50

=
R =
30 -
20 -
10 -
0 -

p=0.006

:..“-“.'

29.5

CDEIS <4 and Biologic remission
- Sl ' : Calprotectin <250 ug/g

absence of deep ulcer weeks; no draining fistula; CRP <5 mg/L; CDEIS <4
Colombel JF, et al. Lancet 2017; 390:2779-89 CDEIS <4; no deep uicers
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Surveillance rapprochée pendant parcours

Aide majeure a decision patients Asymptomatiques IBgeD

Primary and secondary endpoints at Week 48
Superior endoscopic and deep remission outcomes with treat-to-target

100 -
g0 .| Primaryendpoint m Treat-to-target group
| (n=122)

80
_70 A

£60
£50

§40 - S 1o} ol

30 .
20
10

0

Endoscopic and Deep Remission at One Year

Prevents Disease Progression in Early Crohn's
CDEIS <4 and Disease: Long-Term Data from CALM

absence of deep ulcer C. Yzet’, R. Ungaro*, P. Bossuyt’, F. Baert!, T, Vanasek’, G. D'Haenst, V. Joustrat, R, Panacaone’

0. Novacek A, ArmuzzF’ 0. Golbickeo , 0. Prymak, A, Golds", S. Travis®, X. Hebutere®
Colombel JF, et al. Lancet 2017; 390:2779-89 |V, Ferrante, G, Rogler 5N Fumery’ S, Danese GRydzewskaf B, Pariente SEHer erwgf"
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IBD

Let’s change lives

. European
' Crohn’s and Colitis
CCO Organisation

Endoscopic and Deep Remission at One Year
Prevents Disease Progression in Early Crohn’s
Disease: Long-Term Data from CALM

C. Yzet’, R. Ungaro‘, P. Bossuyt‘ F. Baert!, T. Vanasek>, G. D'Haens®, V. Joustra®, R. Panaccione’,
G. Novacek A. Armuzz , 0. Golovchenko! 0 O. P/ymak“ A. Goldis'!, S. Travis’?, X. Hebuternel‘
M. Ferrant_e* G. Roa/e/ . M. Fumery!, S. Danese“ G. Rydzewska!’, B. Pauentels E. He/terwgl"




Destruction parletale IBD

Pénibilité
Norwegian inception cohort (IBSEN study)
PERP BP OM VT SF RE MM

-

9.3

e

254
7))
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Méthodes ggb 1BD

Critere principal de jugement:

composite of major adverse outcomes
reflecting CD progression



Méthodes IBD

Critere principal de jugement:

composite of major adverse outcomes
reflecting CD progression defined as any new internal
fistula/abscess, stricture, perianal fistula/abscess, CD-
related hospitalization, or CD-related surgery since end of
CALM



% Let’s change lives

. Patients were stratified by outcomes in CALM at 1 year
for primary analysis
« Endoscopic remission

 Deep remission



% Let’s change lives

Patients were stratified by outcomes in CALM at 1 year
for primary analysis
. Endosconc remission

s Deep remission



% Let’s change lives

. Patients were stratified by outcomes in CALM at 1 year
for primary analysis
« Endoscopic remission

 Crohn’s disease endoscopic index of severity, CDEIS<4 with no deep
ulcerations

 Deep remission
. CDA&<150, CDEIS<4 with no deep ulcerations, and no steroids for = 8
weeks



Résultats

IBD

Let’s change lives

Multivariable Analysis for Disease Progression

Endoscopic Remission
Deep Remission
Clinical Remission

CDEIS <4 in every segment at week 48

No deep uicerations at week 48

Decrease from baseline in CDEIS > 5 at
Week 48

gt

0.44 (0.20-0.96)
0.25 (0.09-0.72)
0.54 (0.27-1.09)

0.55 (0.24-1.23)
0.62 (0.31-1.23)

0.56 (0.28-1.14)

0.32 (0.09-1.08)

0.44 (0.20-0.96)

0.038

0.01

0.08

0.15
0.17

.33

0.07

0.038

Multivariable analysis
controlled for
randomization arm
and co-variables
significant at p<0.2
level for progression:
age, disease duration,
prior surgery, history
of stricturing disease

abbvie



Résultats BD

Let’s change lives

Multivariable Analysis for Disease Progression

wm Multivariable analysis
controlled for
Endoscopic Remission 0.44 (0.20-0.96) 0.038 randomization arm
and co-variables
Deep Remission 0.25 (0.09-0.72) 0.01 significant at p<0.2
level for progression:
age, disease duration,

prior surgery, history
of stricturing disease




Conclusion !!! o |BD

Multivariable Analysis for Disease Progression

Multivariable analysis
controlled for
randomization arm
and co-variables
Deep Remission 0.25 (0.09-0.72) 0.01 significant at p<0.2

Early CD patients who achieve deep remission at 1 year
have 75% decreased risk of disease complications over

median 3 years

Endoscopic Remission 0.44 (0.20-0.96)

Early CD patients who achieve endoscopic remission at
1 year have 56% decreased risk of disease
complications over median 3 years




Anti TNF?

PeyrinBioulol | el o, NRGH. 2013

(Vives discussions dans les staffs MICI)




CALM la Iegon

Persistent signs of objective inflammation at 6 months
endoscopy. MRI, CRP and/ or calprotectln ..

PeyrinBioulol | el o, NRGH. 2013




Avons-nous encore besoin des facteurs de risque?

La grande lecon de CALM

H PeyrinBicoulo! | el of, NRGH, 2013 Colombet JF, ef ol Lance!, 2017 -



Avons-nous encore besoin des facteurs de risque?

Mild Crohn's
disease

i

Budesonide or
systemic steroids

In's disease with
ic factors, bowel
anal fistulas or
hn's disease.

i

\F agent
ut azathioprine)




DDW 2019

. San Diego Convention Center
(/ ) GE TA I D / Mai 18-21, 2019 !eréggz

Et si forme compliqueée
avec destruction?




DDW 2019

P G E T A ’ D San Diego Convention Center
( . Mai 18-21, 2019 IBD

AdaliMumab for patients with Crohn’s dIsease
Complicated by intra-abdominal Abscess:
a multicentre prospective, observational cohort
study (The MICA study)

Pineton de Chambrun G, Pariente B, Seksik P, Altwegg R, Vuitton L, Stefanescu C,
Nancey S, Aubourg A, Serrero M, Peyrin-Biroulet L, Filippi J, Viennot S, Abitbol V,
Boualit M, Bourreille A, Moreau J, Buisson A, Roblin X, Nachury M, Zappa M, Lambert
J, Bouhnik Y and the GETAID-MICA Study Group

Université de Montpellier

ol Facuite 470 e
.';'"’l] MEpECiNg W\ DF MONTPELLIER
Wil NonptierNines.

Montpellier-Nimes



Méthodes O MDg g,

Let’s change live.

+ Delay between MRI and ADA initiation of 21 days maximum

INCLUSION =
first dose of adalimumab PRIMARY ENDPOINT
Screening
" MRE MRE
W, - W; before inclusion W W, W W,
.~ Percutaneous dralnage
o l.-. e
|
Diagnosis
of abscess
Control of abscess
and sepsls
Is'ﬂ”\ / dBJppupr:nco
o/ AZA or MTX

Supportive care If necessary




Critere principal jugement () GETAID| P

Success of adalimumab treatment at week 24 (n= 117)

ADA success was defined as:
v no steroids use after week 12
v no abscess recurrence
7/ no intestinal resection
v no clinical relapse
v No ADA withdrawal

B e



Résultats ¢ emhp| e

Success of adalimumab treatment at week 24 (n= 117)

26%
(n=30)

o Failure

B Success
ADA success was defined as:

v no steroids use after week 12
¥ no abscess recurrence

7/ no intestinal resection

v no clinical relapse

v No ADA withdrawal




« Voici le
Parcours: »

1 1BD

| CIBLE | « Vous avez un objectif: NS
Si vous partiez en
voyage, ce serait votre
r destination finale »

! e
Controle

_ serré
~ \ Controle .
Contr0|e serré |

serré o

Contréle '
« C’est la fagon serré

dont vous allez
atteindre votre
objectif:
Si vous partiez en

voyage, c’est la

facon dont vous
vous rendez a
destination »




Optimiser pendant le parcours patient MICI
IBD

Eviter complications traitement Losemgei

Risques Infections sérieuses IS & infections opportunistes 10 sous a-TNF
-Cohorte francaise nationale 2009-2014
-N=190,694 MICI 8561 IS 674 10
-Non exposés: IS =84/10000 patient années
-Non exposés |0 = 4/10000 patient années
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Optimiser pendant le parcours patient MICI
IBD

Eviter complications traitement Losemgei

Risques Infections sérieuses IS infections opportunistes 10 sous a-TNF
Cohorte francaise nationale 2009-2014
N=190,694 MICI 8561 1S 674 10
Non exposés: IS =84/10000 patient années
Non exposés 10 = 4/10000 patient années

Thiopurine
monotherapy

1000 10000 mn&%m 101 189 "
PRRR0PR0N0 DPPE HPORE PORI4 OO0 1000 b0 "o
mm mm m PRRR R AR 00 R N M MMM
Opportunistic 17 21 41
“‘,'ct‘om Mm MN :nnvnnn LI G I

Bactenal "
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Optimiser pendant le parcours patient MICI
IBD

Eviter complications traitement Losemgei

a-TNF associé a risque lymphome (méme en monothérapie)
Cohorte nationale francaise 189289 MICI

Table 3. HRs Comparing the Risk of Lymphoma in Patients Exposed to Thiopurine Monotherapy, Anti-TNF Monotherapy, and Combination Therapy

vs Unexposed Patients
Cxposed to Laposed to Lxposed to
Thiopurine Moenotherapy Anth-TNF Monotherapy Combination Therapy
vs Unexposed to vi Unexposed to vi Unexposed to
Thiopurines or Thiopurines of Thiopurines o
Anti-TNF Agenty Anti-TNF Agenty Anti-TNF Agents
Crude MR Adjusted MR Crude MR Adjusted HR Crude HR Adjusted MR
Lymphama Type (9% 1) (5% Cn! (95%.C1 (95% C1)* (95%C1) (95% )y
All Patients
All lymphoma 2.06(1.58-2.70) . 157(108-228) 241(1.60-3064) 300(2.10:6.19) 6.11 (3406:108)
Hodgkin lymphoma 278 (1.45:5.1)) S, 221(092:5.35) 223(081+6.1)) 114(4706:272) 12.1 (4.46-33.1)
Non-Hodgkin lymphoma § 195 (1.45:2.62) 257 (1903449 147(097-2.22) 2AR(158:) 89) 238(1.17-4.84) AA8(2.1594)
Patients With incident 18D
All lymphoma 158 (084-300) 235(116:4.75 09 (039248) 149(054412) INCREMEE Hib 590 (1.79:194)
Abbreviations. HR, hazad 1 and duration, exposure to methotrexate and aminosalicylates, comorbidities
necrosis factor and time- dependent covariates Including exposure to corticosterokds, and
* Multivanablo Con model adjustod for baseline charactoristics inchuding sex, 180 related hospitaltzations and s gical procedures

ago, affiliation to Complementary Universal Hoalth insurance, 1BD diagnoss

Lemaitre JAMA. 2017;318(17):1679-1686. doi:10.1001 /jama.2017.16071
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Optimiser pendant le parcours patient MICI

Eviter complications traitement

IBD

Let’s change lives

a-TNF associé a risque lymphome (méme en monothérapie)
Cohorte nationale francaise 189289 MICI

Table 3. HRs Comparing the Risk of Lymphoma in Patients Exposed to Thiopurine Monotherapy, Anti-TNF Monotherapy, and Combination Therapy

va Unexposed Patients
Lxposed to Lxposed to
Thiopurine Monotherapy Antl-TNF Monotherapy
vi Unexposed to vi Unexposed to
Thiopurines o Thiopurines of
Anti-TNF Agents Anti-TNF Agents
Crude MR Adjusted HR Crude MR Adjusted HR
Lymphoma Type (9% (5%t (5% (5% (5% )
All Patients
All lymphoma 206(158:270) 200(196-344) 157(108-228) 241(160-304) 100(2.10:6.19) 6.11(346-108
MHodghin lymphoma 278(14553)) 283(L).584) 221(092:5.35) 223(081:6.1)) 14(4.76:27.2) 12.1 (4.46-331)
Non-Modgkin lymphoma 195 (1.45%2062)  257(1.90-349)  147(097-2.22) J2A8(158-39) 238(1.17-4.M4) A48 (2159
Patients With Incident 18D
All tymphoma 158 (084:300) 2350010475 098(039:248) 149(05444.12) INCEENEE BA)) 590 (17919

Abbreviations. HR, hazard ratio, 180, Inflammiatory bowel disease. TNF, tumor

necrons Iactor

* Multivariablo Cox model adjustod for bascline charactoristics inchuding sex,

and duration, exposure to metha

and time- dependent covariates Including exposure 1o conticosteroids, and
18D related hospitalizations and s gical procedures

g0, affiliation to Complementary Universal Health Insurance, 1BD diagnosis

Lomaitre JAMA. 2017;318(17):1679-1686, doi:10,1001/jama.2017.16071
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Optimiser pendant le parcours patient MICI

Eviter complications traitement: souvent effet de classe IBgeD
JAMA Dermatol. 2015 Sep;151(9):961-9, Florentino et al. ) Am Acad Dermatol 2017,77:845-54,
M W
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Optimiser pendant le parcours patient MICI
Eviter complications traitement 3:65 IBD

psoriasis PSOLAR registry:

Infections séveres/100 patient-années

Il

Ustekinumab Infliximab Adalimumab

JAMA Dermatol. 2015 Sep;151(9):961-9, Florentino et al. ) Am Acad Dermatol 2017,77:845-54,
[ 4 W
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Optimiser pendant le parcours patient MICI
Eviter complications traitement 3:65 IBD

psoriasis PSOLAR registry:

Infections séveres/100 patient-années | Risques cancers

Il

Ustekinumab Infliximab Adalimumab

JAMA Dermatol. 2015 Sep;151(9):961-9, Florentino et al. ) Am Acad Dermatol 2017,77:845-54,
[ 4 W
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Optimiser pendant le parcours patient MICI
IBD

Eviter complications traitement: souvent effet de classe Lcecgei
psoriasis PSOLAR registry:

Infections séveres/100 patient-années | Risques cancers

Exposure within 12 months (primary analysis)

7 OR (5% C)

»0 10 <3mo - 130 (0.34-501)

= Methotrexate 3o <12mo Pt 101 (0452.26)

212mo g 098 (0.63-154)

»0 10 <3 mo -—.—-‘ 205 (0.82-5.12)

TNF-qa inhibitor 310 «12mo —— 115 (063209

i 112 mo . 154 (100215

»0 10 <3 mo -— 0.6 (0.14-3.07)

Ustekinumab 30 <12me . 112 (0.63-201)

212mo —— 0.98 (063153
Ustekinumab Infliximab Adalimumab ou‘ gk 'uo
A Loss & FRisk ofl malgnancy =& More

12,090 pts with 252 malignancies matched to 1008 controls

JAMA Dermatol. 2015 Sep;151(9):961-9, Florentino et al. ) Am Acad Dermatol 2017,77:845-54,
[ 4 W
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Optimiser pendant le parcours patient MICI
IBD

Eviter complications traitement: souvent effet de classe Lkt
Retrospective review: 1,095 pts (VDZ: 598 [UC: 380; CD: 218]; anti-TNF: 497 [UC: 224; CD: 273))

Yarur A, presented at UEGW 2019
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Optimiser pendant le parcours patient MICI
IBD

Eviter complications traitement: souvent effet de classe Lcscge s

Retrospective review: 1,095 pts (VDZ: 598 [UC: 380; CD: 218]; anti-TNF: 497 [UC: 224; CD: 273))
All patients were bio naive: vedo cohort were older and had longer disease duration

Incidence rates per 100 PY [95% Cl]

Yarur A, presented at UEGW 2019
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Optimiser pendant le parcours patient MICI
IBD

Eviter complications traitement: souvent effet de classe Lcscge s

Retrospective review: 1,095 pts (VDZ: 598 [UC: 380; CD: 218]; anti-TNF: 497 [UC: 224; CD: 273))
All patients were bio naive: vedo cohort were older and had longer disease duration

Incidence rates per 100 PY [95% Cl]
Serious adverse events: VDZ 4.6 [3.5-6.8] vs anti-TNF 10.3 [9.5-14.9]
Serious infections: VDZ 2.6 [1.9-4.4] vs anti-TNF 7.0 [5.9-10.2]

Yarur A, presented at UEGW 2019
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Optimiser pendant le parcours patient MICI
IBD

Eviter complications traitement: souvent effet de classe

Retrospective review: 1,095 pts (VDZ: 598 [UC: 380; CD: 218]; anti-TNF: 497 [UC: 224; CD: 273))
All patients were bio naive: vedo cohort were older and had longer disease duration

Incidence rates per 100 PY [95% CI]
Serious adverse events: VDZ 4.6 [3.5-6.8] vs anti-TNF 10.3 [9.5-14.9]
Serious infections: VDZ 2.6 [1.9-4.4] vs anti-TNF 7.0 [5.9-10.2)

Ulcerative Colitis Crohn’s disease

Outcome Vedolizumab IR Anti-TNF IR Adjusted Hazard Vedolizumab IR  Anti-TNF IR Adjusted Hazard
(95% CI) N=380  (95% CI) N=224 Ratio (95% Cl)  (95% CI) N=218 (95% CI) N=273 Ratio (95% C1)

Serious AE 3.8(266.2) 11.3(8.9- 0.34 (0.19- 3.0(1.85.0) 57(3.594) 0.47(0.22-

17.5) 0.63)* 1.02)
Serious 6.1(4.1-10.5) 9.5(7.7-14.5) 0.45(0.23- 1.9(0.844.5) 7.9(5.5-11.3) 0.18(0.06-
infections 0.89)* 0.50)*

Yarur A, presented at UEGW 2019
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Optimiser pendant le parcours patient MICI
IBD

Eviter complications traitement: sénior et
JAMA Dermatol. 2015 Sep;151(9):961-9, Florentino et al. ) Am Acad Dermatol 2017,77:845-54,
M W
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Optimiser pendant le parcours patient MICI

Eviter complications traitement: sénior IBP
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Age >65: OR 3.0; 95% Cl, 1.2-7.2 (relative to
those 24 years or younger)
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Toruner M ot al. Gastroenterology. 2008 Apr;134(4):929-36
Everhov et al. Gastroenterology 2018:518-528 Ananthakrishnan AN et al. ) Crohns Colitis. 2013 Mar;7(2):107-12
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Optimiser pendant le parcours patient MICI

Eviter complications traitement: sénior
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AZAI6-MP and risk of lymphoma
CESAME 19,486 patients with inflammatory bowel disease 680 gastroenterologists

Incidence rates of lymphoproliferative disorders according to thiopurine exposure grouped by age at entry in the cohort
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Yearly incidence rate
(per 1000 patient-years)
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Cases of LD Cases of LD Cases of LD
Patient-years: 13595 7924 15732 2325 1524 4965 739 533 2375

Thiopurine therapy: O Continuing & Discontinued @ Never received

© UEG. 2019
!W Beaugerie L, et al, Lancet 2009;374:1617-25. [

IBD

Let’s change lives

Age >65: OR 3.0; 95% CI, 1.2-7.2 (relative to
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Eviter complications traitement

Vigilance, dépistage, monitoring Lesemgeie

Penser a 4 facteurs de risque
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Eviter complications traitement

Vigilance, dépistage, monitoring Lesemgeie

Penser a 4 facteurs de risque
-Age/ethnie/comorbidités
-ATCD néoplasie
-Médicaments (corticos!)
-Statut nutritionnel
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Eviter complications traitement

Vigilance, dépistage, monitoring Lesemgeie

Penser a 4 facteurs de risque
-Age ethnicité comorbidités
-ATCD néoplasie
-Médicaments (corticos!)
-Statut nutritionnel

Stratégie de prévention/ votre pratique courante
-(bilan prébiothérapie)
-Vacciner!
Monitorer: fievre, toux, nouveau symptéme, taux lymphos....
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-Maladie reste active= destruction pariétale + pénibilité
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Les Messages pour la Maison ;

-Maladie reste active= destruction pariétale + pénibilité
-But: ils vont mieux, le demeurent, sans complication
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Les Messages pour la Maison ;

-Maladie reste active= destruction pariétale + pénibilité
-But: ils vont mieux, le demeurent, sans complication
-On commence a prédire de mieux en mieux
-Balance efficacité/sécurité
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Optimiser pendant le parcours patient MICI

. o |BD
Les Messages pour la Maison ;

-Maladie reste active= destruction pariétale + pénibilité
-But: ils vont mieux, le demeurent, sans complication
-On commence a prédire de mieux en mieux
-Balance efficacité/sécurité
-TOUJOURS monitorer nos décisions
-Etre prét a changer notre fusil d ’épaule
-MICl=toute la vie
-Chaque patient est unique

.
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