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Incidence du CHC : Estimations 2023

Nombre de nouveaux cas de cancers estimés pour les principales localisations, en France métropolitaine en 2023
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Premieres données 2023 de la cohorte CHIEF
(1640 patients analyses)

Etiologies Maladie du Foie
Co-morbidités associées

55,10%
42,70%
% IMC 2 25 Diabeéte Dyslipidémie Alcool

Aumoins Alcool  Aumoins  Aumeinsvirus  Aumoins
Métabolique hémochomatose

85,00%
64,50%

Nguyen-Khac et al, JFHOD 2023



Mr B 68 ans

Diabétique, hypertendu, obese,
Insuffisance rénale DFG 35mL/min

Altération de I'état général avec
perte de 5kg (OMS 1)

Lésion de 5cm a la jonction des
segments IV et VIII, et une masse
infiltrante mal délimitée dans le
segment VII, infiltrant la veine porte
droite

AFP 628 ng/mL
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Place du traitement systémique
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Based on tumor burden, liver
function and
physical status

Refined by AFP, ALBI score,
Child-Pugh, MELD

Very early stage (0)

« Single <2 cm
« Preserved liver function*, PS 0

Early stage (A)

« Single, or <3 nodules each <3 cm
« Preserved liver function*, PS 0

Intermediate stage (|

* Multinodular
* Preserved liver function®,

Advanced stage (C)

«+ Portal invasion and/or extrahepatic spread
« Preserved liver function, PS 1-2

Terminal stage (D)

Any tumor burden
End stage liver function, PS

.

1

To decide individualized
treatment approach

—SGGH g i E il

( i) Potential candidate Single <3 nodules, Extended Well defined Diffuse, infiltrative,
for liver each <3 cm| | liver transplant | | nodules, preserved extensive
transplantation criteria portal flow, bilobar liver
(size, AFP) selective access involvement

Portal pressure,
bilirubin

Y°i/r—‘j

Normal Increased"

Contraindications
toLT

= ( Patient characterization ) ( Prognosls)

1%t Treatment option J ( Aot

Transpiant | 1ace [

Systemic treatment

=)

Expected survival

)

Clinical decision-making

-~

Treatment stage migration
primes lower priority
options due to non-liver
related clinical profile

(Age, comorbidities, patient
values and availability)

(

~

!

Not feasible or failure

TACE
Radioembolization (only for single lesion <8 cm)

*Except for those with tumor burden acceptable for transplant
may be for single HCC with
adequate remnant liver volume

o@D

Successful [1= Line o o - . -
downstaging o T
If not feasible orl or Dur
2""Lme """"" Regorafenib
Not (sorafenib-tolerant) 2
taaltle - Post sorafenib { Cabozantinib 35 —
or Ramucirumab 3 A
fallure (AFP 2400 ng/ml) .
- Post atezolizumab-bevacizumab | Clinical | _ § Rei g et al y J
- Post durvalumab i trials
- Post lenvatinib or Durvalumab I ; Alternative H e patOI 2022
Line 5 i
Cabozantinib §§ — but they have not
been proved
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Quel bilan pré-thérapeutique indispensable ?

- Statut OMS, Poids, Tallle - BIOPSIE en foie tumoral et non tumoral
- Symptémes pré-existants

- Pouls, TA, ECG
- Gastroscopie récente (moins de 6 mois)

- Biologie:

- NFS plaquettes

- TP, INR, albuminémie, bilirubine totale

- ASAT, ALAT, gGT, PAL

- lono créat, calcémie, phosphorémie

- Glycémie,

- TSH-T3-T4

- Sérologies virales VIH, VHB, VHC

- AFP

- Troponines, CPK

- Imagerie de Baseline incluant un scanner
thoracique



Pourquoi la biopsie ?

Biopsied patients for suspected Primary Liver Tumor
January 2015 - March 2020 (n= 220)

Excluded patients (n=53):
No imaging available (n=5)
No risk factors of chronic liver disease (n=17)

No proven cirrhosis (n=31)

L |

I 167 patients included, with imaging and biopsies

| | | l I

Radiological findings il ‘
LERs LR-2 (n=1) | | LR-3 (n=7) | | LR-4 (n=27) || LR-5 (n=100) || LR-TIV (n=18) | | LR-M (n=11) | | LR-NC (n=3) I
categorization
_ ) Benign (n=1) HCC (n=2) HCC (n=19) HCC (n=89) HCC (n=16) HCC (n=6) HCC (n=2)
Histological - Dysplastic Dysplastic || Dysolastic (n=3) ||  CcK (n=2) CCK (n=4) Benign (n=1)
distribution - z
(n=1) (n=3) CCK (n=2) Angiosarcoma
CCK (n=1) Benign (n=5) Benign (n=5) (n=1)
HCC-CCK (n=1) Colorectal
Benign (n=2) metastasis
(n=1)

Brusset B et al. JHep Reports in press
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La biopsie devient indispensable

H&E-staining

Typical Imaging
PPV 89%

Biopsy
PPV 100%

Multiplex Tissue Imaging

0 0
2001 2023
No approved systemic therapies Several approved systemic therapies

\ \

No need to confirm histology

DNA sequencing

Need to confirm HCC diagnosis

AND
Need to improve criteria for treatment choice




Pourquol la gastroscopie ?

- Dépistage de I'Hypertension
portale

- Afin de débuter un traitement
préventif de la rupture de VO

- Car invasion vasculaire porte
augmente 'HTP




Efficacité de 'immunothérapie ?

- Création d'une mémoire immunitaire ?

- Peut-on la tester ?
- Biologiguement : oui mais complexe et non fait en pratique

- Cliniqguement :
- Duree de réponse
- Plateau a long terme



Efficacité a long terme : IMbravel50

Atezolizumab plus bevacizumab Sorafenib
(n = 326) (n=159)
Objective response, n (%) [95% Cl| 97 (30) [25-35] 18 (11) [7-17)
Complete response, n (%) 25(8) 1(<1)
Partial response, n (%) 72(22) 17 (1)
Stable disease, n (%) 144 (44) 69 (43)
Disease control rate, n (%) 241 (74) 87 (55)
A 100 — Progressive disease, n (%) 63 (19) 40 (25)
Patients with ongoing response, n (%) 54 (56) 5(28)
Duration of response, median (95% C1), months® 18.1 (146-NE) 14.9 (49-170)
Range, months 25-256 251218
| i Responders with duration of response, %
80 H"\ 212 months 6 65
¥ »18 months 51 n
—_ 1,
£ 60 4 T
[u]
= Cheng AL et al. JHepatol, 2022.
2
T 40
8
20 4 —
Stratified HR 0.66 (35% C1 0.52-0.85);
04 log-rank p <0.001
T T T T T I I I I I I I I I I I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

Time (months)

Atezolizumab plus bevacizumab 336 (0) 320 (6) 302 (6) 276 (10) 252 (1) 233 (12) 214 (14) 202 (16) 186 (17) 164 (17) 134 (37) 80 (87) 42 (120) 12(145) 2(154) 0 (156)
Sorafenib 165 (0) 144 (11) 128 (13) 106 (17) 92(18) 85(21) 78 (22) 66(22) 61(22) 55(22) 44 (28) 24 (43) 12(55) 3(63) 0 (65 0(85)



Efficacité a long terme : HIMALAYA

STRIDE Sorafenib
(N=393) (N=389)
1.0 — STRIDE (N=393) OS events, n (%) 291 (74.0) 316 (81.2)
— Sorafenib (N=389) Median OS 16.4 13.8
(95% CI), mo (14.2-19.6) (12.3-16.1)
0.8 HR (95% CI) 0.78 (0.67-0.92)
o 18-mo OS: p-value (2-sided) 0.0037
o 48.7% Median follow-up 49.12 47.31
5 0.6 41.5% 24;’305 .?S: duration (95% CI) (46.95-50.17)  (45.08-49.15)
£ Bapdy 36-mo OS:
g . 325% 30.7% 48-mo OS:
S 0.4 OS rate M\W 19.8% 25.2%
=  p— L el . | . 9
* Ao=1ATE 05 rate T e o -
0.2 - ratio=1.24 T e
OS data maturity OS rate i T —
across the STRIDE and ratio=1.55 O_S :ﬁtg |
0.0 -| sorafenib arms: 78% ratio=1.67
: I 1 I I 1 I I | 1 I 1 I I 1 I I 1 I I 1 I I 1 I I 1 I 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 6
Number at risk Time from randomisation (mo)

STRIDE: 393 365 333 308 285 262 235 217 197 190 176 168 158 154 144 131 118 110 103 97 94 88 75 62 54 40 31 19 13 5 0 O
Sorafenib: 389 356 319 283 255 231 211 183 170 155 142 131 121 108 93 83 73 69 64 56 53 50 45 36 28 21 14 9 3 1 1 0

0S5 HRs and 95% Cls were calculated using a Cox proportional hazards model adjusting for treatment, aetiology, ECOG PS and MVI. The 36-mo O3S rate had a nominal 2-sided p-value of 0.0006.
Updated analysis data cut-off: 23 January 2023.

Cl, confidence interval; ECOG, Eastern Cooperative Oncology Group; HR, hazard ratio; mo, month; MVI, macrovascular invasion; OS, overall survival, PS, performance status.



Atézo-Bev vs STRIDE ??

- Pas de comparaison directe des deux schémas

- Pas de données indirecte permettant de comparer les études
- RO de 20% de RO avec STRIDE vs 30% avec AB
- Durée de réponse pour Atézo-Bev : 18 mois, 22 mois avec STRIDE

- Plateau a 48 mois avec 25% de patients survivant pour STRIDE, vs 32% a
28 mois pour AB

- Toxicités differentes des deux schémas



L
Effets secondaires immuno-meédiés

3 Endocrine Nervous system
Hypothalamic and pituitary dysfunction Porto-systemic encephalopathy (typical and atypical)
Relative adrenal insufficiency Viral-related peripheral neuropathy
Amenorrhea and irregular menstrual bleeding . . Wemicke's encephalopathy
Thyroid dysfunction g N Autonomic neuropathy associated to HCV

Fatigue
Hypogonadism and endocrine disorders

related to low IGF1 levels Circulatory
S Cardiomyopathy
4 Gastrointestinal Pulmonary
Small intestine bacterial overgrowth Hepatopulmonary syndrome
HCC-associated diarthea Portopulmonary hypertension
L 4 SR
A\
Pancreas
Chronic pancreatitis
( Renal #
Hepatorenal syndrome Blood
IgA nephropathy Anemia (folate or iron deficiency, hemolysis, hypersplenism)
Diuretic-induced renal insufficiency Thrombocytopenia (hypersplenism)
Membranoproliferative GN associated to HCV Viral-related tic thrombocyt purpura and
infection (mixed cryoglobulinemia) aplastic anemia
- Spur cell hemolytic anemia associated with ASH and NASH
Immune thrombocytopenia associated with HCV infection
Lymphopenia Y,
s
Skin ~
Pruritus Musculoskeletal
HCV- and HBV-related skin disorders, including Sarcopenia
lichen plmus cryoglobuil_lerric vasculitis, Muscle cramps
& panniculitis, and porphyria tarda Arthits associated to mixed cryoglobulin )

Sangro et al, J Hep 2020
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Des données plutot rassurantes: essai Imbrave 150

Characteristic Atezo + Bev Sorafenib
(n = 329) (n =156)
Treatment duration, median, mo Atezo =7.4; Bev =6.9 2.8
All-Grade AEs, any cause, n (%) 323 (98) 154 (99)
Treatment-related all-Grade AEs 276 (84) 147 (94)
Grade 3-4 AE, n (%) 186 (57) 86 (55)
Treatment-related Grade 3-4 AEP 117 (36) 71 (46)
Serious adverse event, n (%) 125 (38) 48 (31)
Treatment-related SAE 56 (17) 24 (15)
Grade 5 AE, n (%) 15 (5) 9 (6)
Treatment-related Grade 5 AE 6 (2) 1(<1)
AE leading to withdrawal from any component, n (%) 51 (16) 16 (10)
AE leading to withdrawal from both components 23 (7) 16 (10)
AE leading to dose interruption of any study treatment, n (%) 163 (50) 64 (41)
AE leading to dose modification of sorafenib, n (%)c 0 58 (37)

Finn et al., NEJM 2020; Finn et al., ASCO-GI 2021
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Des donnees plutot rassurantes: essal Himalaya

Event, n (%) RID 38 orafenib 4
Any AE 378 (97.4) 357 (95.5)
Any TRAE* 294 (75.8) 317 (84.8)
Any grade 3/4 AE [ 19 (505) 196 (524) |
Any grade 3/4 TRAE L 1o0pss 138 (36.9) |
Any serious TRAE 68 (17.5) 35 (9.4)

Any TRAE leading to death 9 (2.3)f 3(0.8)

Any TRAE leading to discontinuation 32(8.2) 41 (11.0)

Any grade 3/4 hepatic SMQ TRAE 23 (5.9) 17 (4.5)

Any grade 3/4 hemorrhage SMQ TRAE 2(0.5) 4(1.1)

Any grade 3/4 immune-mediated TRAE 49 (12.6) 9(24)

Any immune-mediated AE requiring treatment with high-dose steroids 78 (20.1) 71(1.9)

Any immune-mediated AE leading to discontinuation of study treatment 22(5.7) 6 (1.6)

Abou-Alfa GK et al., ASCO-GI 2022




s, A IPh
IrAE In HIMALAYA

A STRIDE (n=388)
M Grade 1 or 2
50 - — STRI DE (n:-l 39) . M Grade 3 or higher
. == Durvalumab (n=64) s
S g
— 40+ g
c s
g s
o) g
S &
0 0 . . - . .
4 Hepatics  Diarrhea/ Dermatitis/ Pancreatic Endocrine
C 20 = events colitis rash events events
8 B Durvalumab (n=388)
6 M Grade 10r2
= 1 Grade 3 or high
% 10 20 rade o or nigher
ol g
£ 154
[}
0 ] l_-._l || 4 L| ‘*‘_ ] || | | :Z
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 3 5 104
: 5 6.7 6.2
Time (months) & .
g 4
<
The percentage of participants with an event is the number of participants who experienced at least 1 imAE event & 0.8 0.8 05
at each time interval divided by the number of participants who experienced at least 1 imAE event at any time. oL e S—— e
The figure includes the first imAEs only, regardless of grade. ovonts. coltsrash | ovents  events.
imAE, immune_media‘ted adverse event. The percentage of participants with an event is the number of participants who experienced at least

1imAE event divided by the number of participants in the safety analysis set. Endocrine events includes
the AESI categories of hyperthyroid events, hypophysitis, and hypothyroid events.

Lau G et al ) ASCO meetl n g 2023 AESI, adverse event of special interest; imAE, immune-mediated adverse event.



IrAE and 1O efficacy

- —— imAE No imAE
IMAE No Median OS (95% 23.2 14.1
6-mo OS (95% Cl): i 0 ; :
1.00 - o1 50k (75(.1_8‘}3.0)) ImAE Cl), months (19.1-32.4)  (11.6-17.9)
77.1% (72.1-82.5) 12-mo OS (95% Cl): 0S HR*

> - 69.1% (61.8-77.2) (95% Cl) 0.727 (0.557-0.948)
= e L
5 0.75 T . ""'-‘..‘55‘2% (49.4-61.8) 24-mo OS (95% CIy:
2 : e 48.9% (41.3-58.0) .
o] ' . "—\-._.____' _ 36-mo OS:
8 : : Mooy, O3%(208-418) 36.2% (28.1-46.7)
o 0.50 1 ' "'T'-'I-IH-I-||-|-|.|_|.~_ 27.7% (22.4-34.2)
S : : _mHHq’I-lIIH—H--I-I—-H——I--
S : : :
S 025 : ; 5 :
(f) : : [ :

0.00 | — T T T T T T T T

0 4 8 12 16 20 24 28 32 36
Number at risk (number of events) Time (months)
imAE 139 (0) 97 (42) 69 (70) 12 (82)
No imAE 249 (0) 137 (110) 88 (159) 20 (175)

*OS HRs and 95% Cls were calculated using Cox modeling, with imAEs as a time-varying covariate to properly account for immortal time bias and stratified by etiology, ECOG (0 / 1), and macrovascular invasion
(yes / no) for participants with versus without imAEs of any grade.
Cl, confidence interval; HR, hazard ratio; imAE, immune-mediated adverse event; OS, overall survival.

Lau G et al. ASCO meeting 2023



Gravité des El immuno-meédiés

Cases and fatality rates

Colitis®
Pneumonitis
Hepatitis
Hypophysitis
Neurologic
Adrenal
Myositis

Hematologic

perforation
colique

Mephritis

1500

Number of irAEs Reported Fatality Rate, %

] Co-occurring fatal irAEs

Prneumonitis

Colitis Hepatitis

Neuromuscular? Cardiac

Encéphalite
Myasthénie Myosite

Myocardite

Wang et al JAMA Oncol 2018



Mr B la suite

- A C2J8 d'immunothérapie
- Apparition d’artralgies des épaules, avec impotence fonctionnelle
modérée
—-CTCAE grade 2

- Diarrhées : 4 selles par jour
- AE?

- Revoir la prescription car encéphalopathie antérieure
- Arrét du lactulose !!



L
Bilan Suivi

- ECOG, Poids, ascite, EH

- Symptémes a rechercher systématiquement : diarrhée, dyspnée, douleurs musculaires ou
articulaires...

- Pouls, TA, T°

. Blologle NFS Plaquettes
BH, Child-Pugh
lono Créat + clairance MDRD
BU + Protéinurie sur urines/24h
Calcémie, Phosphorémie,
Glycémie
AFP
Lipasémie
TSH, T3, T4
Troponine, CPK

- Tous les 3 cycles : Evaluation tumorale




e H L
Grands principes de Prise en Charge

Ambulatoire Hospitalisation
< > € >

Contacter un spécialiste d’organe

& envisager un autre immunosuppresseur

Corticoides

CorticoideS IVem = = = = =>
oraux

Suspendre I'immunothérapie = = = = = =

Traitement symptomatique = = = = = = = = = = - = - =)

B
> Grade CTCAE v5.0

NEde1 | Grade2 NN B Gradea | Grades |

Mild; asymptomatic or Moderate; minimal, Severe or medically Life-threatening Death related to AE.
mild symptoms; local or noninvasive significant but not consequences; urgent

clinical or diagnostic intervention indi d; immediately life- intervention indicated.

observations only; limiting ageappropriate threatening;

intervention not instrumental ADL*. hospitalization or

indicated. prolongation of

hospitalization
indicated; disabling;
limiting self care ADL**



. b
Grade et gestion des principaux AE

G Gk s — omies Jomies

Toxicité cutanée <10% SC 10-30% SC >30% SC Prono vital
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Toxicité dermatologique

Déshabiller les patients !!!

Rash Dermatose eczématiforme
Atézolizumab M3 Durvalumab Trémé J37

Mais aussi Vitiligo , Dermatoses bulleuses, LYELL



. b
Grade et gestion des principaux AE

G Gk s — omies Jomies

Toxicité cutanée <10% SC 10-30% SC >30% SC Prono vital
_ <ls
Gestion  Topiques émollients et corticoides Corticoides 1-2 mg/kg Corticoides 1-2 mg/kg

Poursuite TTT Arrét temporaire Arrét deéfinitif




. b
Grade et gestion des principaux AE

G Gk s — omies Jomies

Toxicité cutanée

Gestion

Toxicité digestive

(diarrhée)

Gestion

<10% SC 10-30% SC >30% SC Prono vital
<ls >1s
Topiques émollients et corticoides Corticoides 1-2 mg/kg
Poursuite TTT Arrét définitif

<4 selles/] 4-6 sellesl/j =7 sellesl/j Prono vital

Lopéramide Infliximab 0,5 mg/kg SO +/- S2

Arrét définitif
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Grade et gestion des principaux AE
_ [Cradel  JGrade2  [Grade3 |Graded

Toxicité cutanée <10% SC 10-30% SC >30% SC Prono vital
_ <ls >1s
Gestion  1opigues émollients et corticoides Corticoides 1-2 mg/kg
Poursuite TTT Arrét définitif
Toxicité digestive <4 selles/] 4-6 sellesl/j =7 sellesl/j Prono vital
(diarrhée)
Gestion Lonéramide Infliximab 0,5 mg/kg SO +/- S2
P Arrét définitif
Toxicité hépatique  Transa: 1-3 N Transa: 3-5 N Transa: 5-20 N Transa: >20N
Bili: 1-1,5 N Bili: 1,5-3 N Bili: 3-5 N Bili: >5 N
PAL: 1-25N PAL: 2,5-5N PAL: 5-20N PAL: >20 N
INR: 1-1,5 INR: 1,5-2,5 INR: >2,5
. Corticoides 1-2mg/kg/j
SEELEn Surveillance +/- Tacro ou MMF

Arrét définitif



Reprise de 'immunothérapie

60!

pronostic vital

L o = El stabilisé < Grade 1
El sévere grade 3 avec récidive - Dose corticoides < 10 mgjj

El modéré grade 2 non résolutif = Absence d’immunosuppresseurs
apres 3 mois de traitement

Atteinte myocardite, neurologiques

Réduction de dose Immunothérapie ?
NON

Haanen et al Ann Oncol 2017 EM]



Take home messages

- Biopsie T/NT indispensable

- |l est temps de revenir aux principes de base de I'oncologie !!
- Gastroscopie pour évaluer ’lHTP méme si pas de beva
- Impossible de savoir si STRIDE > ou < Atézo-Bev
- Comment choisir ????
- Toxicité de I'lO a apprendre a gérer (pas plus compliqué que ¢a), mais
des le grade 2, il faut suspendre le traitement !!
- Ne pas hésiter a demander de l'aide +++

- Les IrAE sont des effets collatéraux de I'lO (corrélés a I'efficacite du
traitement ?)



