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Il etait une fois l'ileite terminale ...

Burrill B. Crohn (1884-1983)

... et |a colite ulcéreuse

Crohn BB et al. JAMA 1932:99:1323-29



Maladie de Crohn et RCH

Classification of Ulcerative Colitis

; :
Crohn's Disease By Anatomic Extent of Disease

Anatomic Dlstrlbutlon

Small bowel Pancolitis Left-sided
alone ulcerative
(33%) colitis

;ﬁ )

lleocolic
@5%) o~

F~ Colon alone ).
Freq of involvement (20%) Procto-
(| Ulcerative sigmoiditis

proctits
Most Least Ainer Hosp Pract, 1993

Maladie de Crohn RCH
n=100 112 (47.7%) n=109 889 (52.3%)
Age au diagnostic 32 (23-45) 41 (29-54)

Sexe masculin 42 234 (42) 54 658 (50)



Génétigue des MICI

170 polymorphismes de susceptibilité

Crohn’s

Cellular innate immunity
NOD2

FADS1
5q31 (IBDS)

Jostins et al. Nature 2012; 491: 119-24
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Epidémiologie des MICI

Combined Incidence & Prevalence
Crohn's Disease (<1960)
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Epidémiologie des MICI

Combined Incidence & Prevalence i o
Crohn's Disease (1960-1979)
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Epidémiologie des MICI

Combined Incidence & Prevalence
Crohn's Disease (1980-2008)
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Epidémiologie des MICI
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Exposome et MICI

General externa

Social capital, education,
financial status, psychological
and mental stress, urban—rural
environment, climate, etc

pecific externa
Radiation, infectious
agents, chemical
contaminants and
environmental pollutants,
diet, lifestyle factors (e.q.
tobacco, alcohal),
occupation, medical
igderventions, etc

Internal

Metabolism, endogenous
hormones, body
morphology, physical
activity, gut microflora,
inflammation, lipid
peroxidation, oxidative
stress, ageing etc

o




Alimentation et MICI: cohorte E3N/EPIC

Q Q Q Q 77 nouveaux cas de MICI
\ \ ¥ 1993-1995§ 67.504 témoins R
EPIC 1992-1999 256 nouveaux cas de MICI g
366,351 témoins
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Dysbiose et MICI

Réduction de la diversité

Altération de la balance entre
bactérie pro/anti-
inflammatoires

Morgan et al Genome Biol 2012; 13: R79
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Dysbiose et MICI: différence Crohn / RCH
A “HF lﬂmﬂ": I Lm:m_

‘ Anaerostipes
Christensenellaceasg__
| Colinselia . .
| | I| i o Faecalibacterium
i | ||1|1f| | Peptostreptococcaceae (unk)
he o8 _ Anaerostipes
° lIIIII_II]IIvII’IHIIIIIIIIIHIHIII I TRTE (A O R oo .
[T | ] e IMIEth@Nobrevibacter

Anserostipes

| | | :
(RN L | ||| cvswmnns_~ Collinsella

TR Tl | o .. Christensenellaceae (unk)
|| i Nl HNI“[ | | sotocen Fusobacterium
| LU R0 DI A0 e ||| Eserorene .. .
HC ) 85 Anorexia Escherichia coli
C  Healthy controls - CD uc-co IBS - CD Anorexia - CD
PC2 (4.9%) PC2 (4.9%) PC2 (4.9‘{%] Pc2[4.99_93 )

Précision 60-80%

ok
W
PC1(13.8%) / PC1(13.8%) / PC1 (13.8%) / PC1 (13.8%)
PC3 (2.5%) PC3 (2.5%) PC3 (2.5%) PC3 (2.5%)
p<0.001 p<0.001 p<0.001 p=<0.001

Pascal et al Gut 2017; 66: 813-22



Histoire naturelle des MICI

a A
) —>
o o=
% Corticoides Re-Corticoides  Re-re-Cort ... Re-re-re- j—> 3
©
O Q . .
) = Corticoides
© } } } l S S
2 <
) (73 IS
= o)
) D < :
Iz Corticoides

Disease Diagnosis Early
onset disease

Pariente B, et al. Inflammatory Bowel Diseases 2011; 17:1415-22



Avenement des biothérapies

\!\/'\Y

Chirurgie au fil des
complciations
Accépter la maladie

complications
Prévenir la chirurgie
Qualité de vie et
productivité

normales

Chimeric Humanized Humanized + Peg Humanized

Infliximab  Adalimumab  Certolizumab  Golimumab

Remicade® Humira® Cimzia ° Simponi®
Traiter les Maintien en
symptémes rémission
... et uniquement les Cicatrisation o=
symptémes muqueuse
S’adapter a Prévenir les e
I’histoire naturelle



Cumulative probability of medication use (%)
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Kirchegesner et al. Aliment Pharmacol Ther. 2017 Jan;45(1):37-49

Le nouveau monde

Maladie de Crohn incidentes (2009-2013)

n=34 739

Treatment
Combination therapy
— — — - Anti-TNF monotherapy

Time since diagnosis (years)
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Avenement des biothérapies

Transplantation
microbiote

Luminal antigens
Dysbiosis / Candidate

Mucus layer
(Tew adherent
bacteria)
LPs
A -
MNormal: [reteneing
mucosal Subepithettar 7B -
homeostasis, myofibroblast —
tolerance B nactena
PGE; (. ‘;
- ner ”
injury defensins
s selam
Biothérapie o
-anti-1L12/23 (ustekinumab)
el L
= -
1IBD:
Activation and i
perpetuation Pro |nflan.1matory Adnerem
of the cytokines 7 ;
inflammatory - y A
cascade ( e =
Anti-a4 intégrine b (w

w17 3
AiEn

Anti-S1P

Adhesion and cell
infiltration

Tofacitinib

Graham et al. Trends in Immunol 2013 Anti-Jaks

pathogens

"4 Bacterial persistence
_ within macrophages

and epithelial cells

T-cell
activation



Histoire naturelle des MICI

Crohn’s disease

- Ulcerative colitis

Stricture

Digestive damage

Disease Diagnosis Early
onset disease

Pariente B, et al. Inflammatory Bowel Diseases 2011; 17:1415-22

Stricture

Surgery

|

Fistula/abscess

AAnoe Alorewwe|ju)

Nouveaux
objectifs

++++



Impact de la cicatrisation muqueuse
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Maladie de Crohn

>1an

RCH

2,80 [1,91-4,10]

Rémission clinique

2,22 [0,86-5,69]

Chirurgie

14,30 [5,57-36,74]

Mucosal healing

4,50 [2,12-9,52]
4,15 [2,53-6,81]
8,40 [3,13-22,53]

Shah et al. Aliment Pharmacol Ther 2016; 43(3): 317-33. Shah et al. Clin Gastroenterol Hepatol 2016; 14(9): 1245-55

Fraslie et al. Gastroenterology 2007; 133(2): 412-22




Evaluation des PRO

Combinaison de

 Rémission clinique et amélioration des critéeres patients (PRO)

— Maladie de Crohn : résolution des DA et des troubles du transit, au moins 3 mois apres la
poussée de la maladie

— RCH : disparition du saignement rectal et des troubles du transit

ET

* Rémission endoscopique définie par la disparition des ulcérations évaluées
— Maladie de Crohn : par iléocoloscopie (ou imagerie en coupes), 6 a 9 mois aprées la poussée
— RCH : par rectosigmoidoscopie (ou coloscopie), 3 a 6 mois apres la poussée

Autres paramétres pouvant étre utiles dans le suivi de certains patients sans étre des cibles thérapeutiques :

CRP / calprotectine; radiologie; histologie =
OBD[F) STRIDE®

Peyrin-Biroulet L et al. Am J Gastroenterol 2015;110:1324-38. 20



Evaluation des PRO: IBD-disk

3. Interractions sociales
4. Etudes et travail

5. Sommeil

6. Energie
7.
8
9
1

Emotions

- Il z ... .. . .
s'Effae"ctzrpore ¢ Evaluation initiale Objectif thérapeutique

0. Douleurs articulaires  geores élevés / Fort impact de la maladie Scores bas/ Faible impact

... any restriction or lack (resulting from an

. . y . . ( g . . .
impairment) of ability to perform an activity in ST m E @

the manner or within the range considered
normal for a human belng. Selecting targets of remission in inflammatory bowel disease

Allen et al. Therap Adv Gastroenterol 2017; 10: 865-76 21



Stratégies thérapeutiques

Anti-TNF

Combo

Corticoides
+

)

Corticoides
+

Corticoides =

Conventioal step- Acclerated step-
care care down

Ordas et al. Gut 2011; 60: 1754-63.



Accelerated step-care: Azathioprine

< Rémission clinique
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Critéres de sélection: age <40 ans; LAP; corticothérapie au
diagnostic

GETAID

Cosnes et al. Gastroenterology 2013; 145: 758-65
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Panes et al. Gastroenterology 2013; 145: 766-74



Early top-down: IFX + AZA

steroid-free remission Week 26 mucosal healing Week 26
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Patients with mucosal healing (%)

Corticoides 52/170 75/169 96/169 18/109 47/107

0 ]
Bl AZA + placebo [ IFX + placebo [ IFx+ AZA

C onve nti Oal Step- Critéres d’inclusion

care - CDAl entre 220 et 450
- Corticodépendant, ou échec 5-ASA ou budésonide S O N I C
- Naif de thiopurine et d’anti-TNF

Durée de la MC en mois # 2 ans

Colombel JF, et al. New Engl J Med 2010;362:1383-95



Late top-down: ADA + AZA

steroid-free remission Complications  Chirurgie Pool
i . b Anti-TNF
- gm i, gn Combo
Corticoides g ] g
IS 14 !
inclusion M6 M2 M18  M24 vsereERmM O03Eeg@EEnM 0 3s g oEenn

Corticoides

Bl  step-care [ Top-down

Top-

>10 ans d’évolution de la MC down
care #45% d’ATCD de résection intestinale R E A ‘ T
>40% de patients avec ATCD IS et/ou anti-TNF

Conventioal step-

Khanna R, et al. Lancet 2015; 386,1825-1834



Top-down: quel candidat ????

SOuUsS SUR
TRAITEMENT TRAITEMENT
Uniquement les formes Toutes les formes précoces

tardives et compliquées ... Atteinte iléale

Corticothérapie au diagnostic
Ave 80% des
ge jeune )
- . patients

Atteinte rectale

Atteinte jéjuno-iléale étendue

<30% des
patients

Siegel C, et al. Alim Pharm Ther;2016;43:262

Profil sérologique (ASCA, Chir, ANCA ..)
Profil génétique (NOD2)

Tabagisme actif




Baseline
assessment

Treat to target

Inflammation

control

Assessment

Assessment

High

Low

Therapy according
| to risk and target

Unreached target

Avoidance of

long-term

Continue therapy bowel

target surveillance

damage and
disability

Quelle cible?



T2T: mise en pratique = CALM

Suivi clinique (n=122)

Corticothérapie Optimisation sur CDAI, utilisation de prednisone

i
etsevrage - Seuils utilisés pour la
3 P —————— décision thérapeutique
=) Pas de ADA 160/80 meg, mg 7 +
€ ADA 40 mg/14] CRP > 5mg/L
o mg/14] Decr0|ssanc
= ADA 40 mg/14] +AZA = FC>250 ug/g
&u Prednisone use at week 0
: > Controle serré (n=122)
Randomisation Optimisation sur CDAI, utilisation de prednisone, CF, CRP
précoce*
| I
. H— ’ ¢ ¢ ‘
Semaine -9 -4 -10 12 24 36 48
\ Visite finale
ADA = adalimumab Rescue Group** (optimisation avant la prochaine visite)

Colombel JF. Lancet 2017; 23;390(10114):2779-89



CALM: résultats a S48

100 CDEIS<4 et absence d’ulcération profonde

p=0,014

(0]
o
1

()]
o
1

45,9

N
o
1

30,3

Patients (%)

N
o
1

o
1

Bl 721 (n=122) I standard (n=122)

Deep Biologic Mucosal Mucosal Complete Endoscopic
remission remission healing healing in all endoscopic response
lg(('_)) p=0,014 p = 0,006 p=0,010 segments remission p =0,067
p=0,229 p=0,728 50,8
60 36,9 439 40,2

40 230 29,5 30,3 238 295

16,4 18,0

Patients (%)

20
SFCDAI<150 —  CRP<5mg/l CDEIS < 4 CDEIS<4inall ~ CDEIS=0 Decreased
CDEIS<4andno  fCal <250 ug/g, segments CDEIS
ulcer CDEIS< 4 & >5

Colombel JF. Lancet 2017; 23;390(10114):2779-89



CALM: tolérance

Suivi clinique Controéle serré
n=122 n=122

n (%) n (%)
El 100 (82) 105 (86)

El menant a I’arrét du traitement 16 (13) 17 (14)

Infection grave 12 (10) 6 (5)

TB active 0 1*(0,8)
TB latente 2(2) 1(1)

Déces 0 0

Colombel JF. Lancet 2017; 23;390(10114):2779-89



CALM: Evolution des traitements

Patients ayant complété I'étude et n’ayant pas été transférés dans le rescue group

Patients (%)

1004

90+

80

70

60-

50

40

30

204 [5
(1

104

4]

ADA 40mg/sem + AZA

ADA 40mg/sem

ADA 40mg/2sem +AZA
(désescalade de ADA
40mg/sem + AZA)

ADA 40mg/2sem
(désescalade de ADA
40mg/sem)

ADA 40mg/2sem

Pas de traitement

19%
(17)
%
Z 13%
10% 13% o 10%
(9) (10) 5% (4) (10) 3% (3) (8)
M TC

2% (2)
C M TC M TC M TC '
(n=78) (n=88) (n=78) (n=88) (n=78) (n=88) (n=78) (n=88)
Randomisation 12 sem post 24 sem post 36 sem post
randomisation randomisation randomisation

ADA = adalimumab

Colombel JF. Lancet 2017; 23;390(10114):2779-89

CM = suivi clinique
TC = contréle serré

Et apres
2?7?



Risk benefit ratio for extensive top-down strategy

Long-term
remission

Deep healing

PRO / QoL

+
Patients perspective

Infection
Arterial events

Cancer -

Lymphoma

Medico-economic
perspective




Risk of serious/opportunistic infections

n =190 274

Incidence rates
per 10 000 PY

Unexposed to
IS / anti-TNF

Thiopurine
monotherapy

HR = 1.32 [1.23-1.42] HR = 3.72 [3.02-4.58]

Anti-TNF

HR = 2.26 [2.08-2.45]
monotherapy

HR = 4.01 [3.06-5.26]

Combination
therapy

HR = 2.79 [2.40-3.25] HR = 7.86 [5.41-11.4]

Serious infection Opportunistic infection
Kirchgesner et al. Gastroenterology 2018; 2018; 155(2): 337-46.



Risque néoplasique et MICI

DONNEES EPIDEMIOLOGIQUES POOLEES

Taux d’incidence
(pour 10 000 PY)

Thiopurine

HR (95%IC)
Anti-TNF

Combination
therapy

Tous cancers sauf cutanés 73 1.4 [1.2-1.7] 1.1[0.9-1.4] NA
Cancers hématologiques
Global 5 NA 0.9 [0.4-1.9] NA
Lymphome 3 2.6 |2.0-3.4] 2.4 [1.6-3.6] 6.1[1.3-4.2]
Cancers cutanés
Baso/Epidermoide 91 1.9 [1.7-2.1] 1.1[0.9-1.4] NA
Mélanome 1.1[0.7-1.7] 1.9 [1.1-3.3] NA
Urinaire 2.8 [1.0-7.7] 1.6 [0.6-4.2] NA

Beaugerie et al. Clin Gastroenterol Hepatol 2018; in press




Risques thérapeutiques

Immune-suppressive therapy in IBD may:

Decrease (benefit)

Provoke (risk)

Provoke (risk)

« colorectal cancer
- small bowel adenocarcinoma
= anal cancer

* mainly lymphomas and skin cancers

Cardio-
vascular
events

Related to inflammation,

hospitalization, or surgery for IBD
= venous thromboembolic events
- acute arterial events

Beugerie et al. Clin Gastroenterol Hepatol 2018; in press

Complications of IBD Complications of immunosuppression Drug-class specific complications
Infections | Related to Related to immunosuppression - Bone marrow suppression
- intestinal lesions (abscesses) + various infections (including (thiopurines)
« intravenous devices opportunistic infections) « Interstitial pneumonitis
* malnutrition (methotrexate)
= surgery for IBD » Leuko-encephalopathy (anti-TNF)
Cancers Related to chronic inflammation Related to immunosuppression




Stratification du risque

Facteur de désescalade

Age élevé
Sexe masculin

Etendue limitée
Début récent
Maladie luminale

Patient en
rémission clinique

Patient

Traitement stable (pas
d’escalade ou de rechute
intercurente)

Type de maladie

Historique du
traitement

Rémission biologique
Cicatrisation muqueuse

ATCD de cancer ou
d’infection sévere

Statut en cours
de la maladie

ATCD

Facteur de poursuite

Age jeune
Sexe féminin

Maladie périnéale
Maladie étendue
Sténos/fistule

ATCD chirurgie

ATCD échec IS

Rechute antérieure a I'arrét
des anti-TNF

Inflammation résiduelle
Ulcérations muqueuses
Maladie transmurale

Absence de comorbidité



Partage de la décision médicale

SDM participants

How quickly the
treatment works

100%
80%
If friend, family, or -
caregiver could help Abillty.of (reﬁlt’;n_enl o d
Total P-value  manage medications or 60% !"FI'""VE ";E oo an
travel to appointments A5 g uncon
/o
SDM Non-SDM
09
i (n=120) (n=237)
| How treatment is
45,000 9 MMAS score, mean (SD) 0.17 (0.5) 0.41 (0.8) 0.001 Treatment - taken/administered (self-
| _ out-of-pocket costs injected or intravenous
40,000 $39.226 PAM score, mean (SD) 669 (134)  61.6(13.0) <0.001 inksion)
35 000 Abbreviations: MMAS, Morisky Medication Adherence Scale; PAM, Patient
! Activation Measure; SOM, shared decision-making; SD, standard deviation. _
Financial support I How often medication is
30000 programs provided by taken
B manufacturer
25,000 1 Non-SDM participants
20,000 + * $18.831 How quickly the treatment works
* 100%
1 If friend, family, or 80% =
15‘000 caregiver could help Ability of treatment to
manage medications or 60% improve well-being and
10,000 travel to appointments o daily function
5,000 4 |
$1,408 o How treatment i
ow treatment is
0 T T T Treatment out-of-pocket taken/administered (self-
Total Total medical IP hospital ~ Ambulatory Emergency visit Others Pharmacy costs injected or intravenous

infusion)

[ GI'SDM(N=33) ® Glnon-SDM (N=69)]

Financial support

Lofland et al. Patient Prefer Adherence 2017; 11: 947-58 T o s——=—

=+ Not discussed at all =& Discussed somewhat —=— Discussed in detail
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Oncostatine M et réponse aux anti-TNF

[ Healthy controls (n = 21) [ UC, partial response (n = 15 pre, n = 11 post)
3 UC, remission (n = 8 pre, n = 6 post) l UC, refractory (n =7 pre, n = 6 post)
P < 0.0001

P < 0.0001
5 F=0.0016 5 P < 0.0001
[ 8 - P = 0.0032 [= 8 = -
§,_R] 6 P < 0.0001 é}_&] 6 P < 0.0001
SISy o D P = 0.088
o = 4 - P:0.00SBT GJTE 4 - P = 0.4¢ 046
= S T E=g
<5 2 ®© 5 2
o D = 2
= 0 1= L = O - %
8 o P =0.86 3 5 P =0.97 0.97
Pre-infliximab Postinfliximab
(week 0) (week 8)

West NR, et al. Nature Medicine 2017;23:579



Stratification des biothérapies: Head-to-head

Phase 3b randomised, double-blind, double-dummy, multicentre, active-controlled study

Wk Wk 52

g
v

18-Week Follow-Up Long-Term Follow-Up

(6 months after last

Active Vedolizumab IV 300 mg at Weeks 0, 2, 6 and every 8 (Wks 50-68)

Weeks thereafter until Week 46

Screening Phase
(Maximum 28 Days)

Placebo SC at W koandd W until Week 50 Primary Endpoint
e e =  Proportion of subjects achieving clinical

K=t remission (defined as a complete Mayo score of
<2 points and no individual subscore >1 point) at
Week 52

Secondary Endpoints

=  Proportion of subjects achieving mucosal
healing (defined as a Mayo endoscopic
subscore <1 point) at Week 52

=  Proportion of subjects using oral corticosteroids
at Baseline who have discontinued
corticosteroids and are in clinical remission at
Week 52

Active Adalimumab SC 160 mg at Week 0, 80 mg at Week 2
and 40 mg Q2W until Week 50
and

Placebo IV at Weeks 0, 2, 6 and every 8 Weeks thereafter until
Week 46
N=386

Endoscopies at Baseline, Week 14 and Week 52

Schreiber S, et al. J Crohns Colitis 2019;13(Supplement_1):5612—-3 (abst OP34). [Oral presentation]
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Stratification des biothérapies: Head-to-head

Clinical remission
(Primary endpoint)

ADA

VDZ
A = 8.8% (2.6%, 15.0%)

p=0.0061

—

- 31,3

87/386

120/383

(®))
(@)

)

(95% ClI
N
o

Patients, %
N
o

Mucosal Healing*
A =12.0% (5.3%, 18.6%)

=0.0005
I Y

39,7

107/386

152/383

Schreiber S, et al. J Crohns Colitis 2019;13(Supplement_1):S612-3 (abst OP34). [Oral presentation]



Stratification des biothérapies: Head-to-head

Vedolizumab Adalimumab
Safety Analysis Set, n (%) n=383 n=386

Any adverse event 240 (62.7) 267 (69.2)
Related 65 (17.0) 86 (22.3)
Not related 175 (45.7) 181 (46.9)
Mild 111 (29.0) 118 (30.6)
Moderate 92 (24.0) 109 (28.2)
Severe 37 (9.7) 40 (10.4)

Serious adverse event* 42 (11.0) 53 (13.7)
Related 7 (1.8) 10 (2.6)
Not related 35(9.1) 43 (11.1)
Leading to study drug discontinuation 10 (2.6) 13 (3.4)

Death 17 (0.3) 0

Schreiber S, et al. J Crohns Colitis 2019;13(Supplement_1):S612-3 (abst OP34). [Oral presentation]



CONCLUSION

Augmentation du niveau d’exigence
Treat to target

Prise en compte du risque associé au
traitement

Sélection des patients “a risque”
Traitement personnalisé



Retraitement - cycles de traitement

Thiopurine

e
(GETAID) )

(GETAID) ) Efficacité restaurée

dans 85% des cas
Tolérance discutée

réinduction hybride
ﬁ 505458
B

Efficacité restaurée
dans 85% des cas
Tolérance identique

Fecal colprotectin and CRP-related
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Apport de la pharmacocinétique

— |

High trough level

Switch out-of class

Low trough level
ADADb negative

Anti-TNF
optimization

Low trough level
ADADb positive

Add IS
And switch in-class
or out-of-class

Il 1 I I
6 12 18 24




Proactive TDM (GEmn)

%0
| :
80 | TAWLORIX
60 40% 38% 42 .5%
P=NS
I I
40
20
18/45
O I
Cohorte 1 Cohorte 2 Cohorte 3

*: rémission clinigue sans corticoides, soutenue entre les semaines 22 et 54
associée a une cicatrisation endoscopique a la sem 54



Cut-off IFX/ADA

Therapeutic trough Infratherapeutic
level trough level
CR No CR CR No CR
1 49.2% 24.8% 9.5% 15.5%
3 36.7% 14.9% 20.7% 25.9%
Infliximab 5 27.3% 7.9% 29.7% 32.8%
7 21.4% 3.9% 36.0% 36.4%
10 17.2% 4.3% 43.0% 35.7%
5 39.3% 17.0% 11.3% 34.6%
Adalimumab
7,5 46.8% 10.3% 21.4% 23.3%

The higher the cutoff the more TDM will identify patients that are unlikely to respond to dose intensification. The
lower the cutoff the more you will optimize patients.

Differences between CD and UC (higher target trough level for patients with UC) and differences between various
clinical situation (fistule, luminal disease, ASUC, ...)

Vande Casteele et al. Gastroenterology 2017



Low concerns

Switch biosimilaires

High necessity

Si le pharmacien vous fournissait un biosimilaire sans I’acceptation
de votre spécialiste, comment réagiriez vous?

High necessity
r 3 »
Accepting Ambivalent Accepting Ambivalent
n=46 n=42 n=43 n=44
44.7% 40.8% 41.7% 42.7%
.. . p=0,35
§ § §
Q Q 9
< > 5 5 >
=
Indifferent Skeptical Indifferent Skeptical
n=9 n=6 n=9 n=7
8.7% 5.8% 8.7% 6.8%
p=0.97
S-1 S+3
A J v
L i L i . Py . o .
ow necessity ow necessity B Vous chercheriez a obtenir I'original

Petitidier et al. Dig Liver Dis 2019

B Vous ne seriez pas d'accord mais prendriez acte
W Vous |'accepteriez en raison des données scientifiques
B Vous l'accepteriez en raison du prix



