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Introduction
1. Cancers cesogastriques

2. Cancers hépato-biliaires
— Cholangiocarcinomes
— Carcinomes hépato-cellulaires

3. Tumeurs MSI (hors colorectal)
Conclusion
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Other checkpoint inhibitors/modulators in
development

1 - LAG3

activation » CD28
o TIM3
* ICOS
+ OX40
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(Pembrolizumab, Nivolumab,

Durvalumab...) .
Other 10 agents in development
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1- Cancers cesogastriques




Immunothérapie dans les cancers
cesogastriques avances

E/GEJ
adenoca.

[ Gastric adenocarcinoma

KEYNOTE-062 ‘
(FP == PEMBROLIZUMAB or PREMBOLIZUMAB)

ATTRACTION-4
(XELOX ou SOX = NIVOLUMAB)

ORIENT-16
(XELOX * SINTILIMAB)

CHECKMATE-649 %
(CAPOX or FOLFOX = NIVOLUMAB or NIVOLUMAB + IPILIMUMAB)

RATIONALE-305
(CAPOX or FP + TISLELIZUMAB)

* Changing-pratice studies (EU/UK) KEYNOTE-859 *
(CAPOX or FP = PEMBROLIZUMAB)
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CHECKMATE-649

Etude de phase Il randomisée, 1¢r¢ ligne
Estomac-Jonction-CEsophage HER2 nég.

Caractéristiques patients

Key eligibility criteria: N = 2031
» Previously untreated, unresectable, advanced n=789
or metastatic gastric/GEJ/esophageal > 63 62
adenocarcinoma NIVO 240 mg + FOLFOX Q2W= Age médian (ans)
« Mo known HER2-positive status = . . (18'99) (23'90)
or FOLFOX' Q2We< Homme (%) 70 72
Stratification factors: = 409 " . ae
»  Tumor cell PD-L1 expression (= 1% vs < 1%3) n—" Non ASIathue (%) 75 76
= Region (Asia vs United States/Canada vs ROW) Tumeur lve (%)
T ECOERS v ) Gastrique 70 69
» Chemo (XELOX vs FOLFOX)
JOG 30 31
- Obijectif principal = OS and PFS (CPS25) FOLFOX/XELOX (%) 51/41  52/48
« Expression PD-L1 : test Dako PD-L1 28-8 pharmDx CPS-PD-L1 > 5 (%) 60 61
- MSI (%) 4 3
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—
_—
-
insTitut PaoLi-catmertes CIRCM
:

| unicancer Marseille PP ook byl

| Janjigian YY et al. The Lancet 2021, Shitara K et al, Nature 2022




Co-critére principal de jugement (OS et PFS) - CPS-PD-L1 25

() ¥ Chemo
Median 05,2 mo 14.4 11.1
= {95% Iy (13.1-16.2) (10.0-12.1)
‘“E HR (95% CI) 0.70 (0.61-0.81)
T
a
T
g
(s] 31%
.‘_n
! i T, NIVO + chemo
i L e s
: M%L
107 | 19% ot escem s
: I Chemo
O_ : T T f T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

MNo. at risk Maonths

NIVO + chemo 473 440 380 315 263 223 187 161 141 107
Cherma 482 424 353 275 215 154 125 97 83 62

| —
—

—————
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| unicancer Marseille n Canciraioge Sa Siareite 1

81 61 43 26 19 6 2 0
46 31 18 11 6 ! 0 0

CHECKMATE-649

NIVO + chemo Chema
(n=473) (m=482)
100+ Median PFS.® mo 8.1 6.1
80- (5% C1) (7.0,82) (56,89)
HR (85% CI) 0.70 (060, 0.81)
80-
70+
— 60
£
w 504
'R
O 404
30
204 NIVO + chemo
] 30, e
10 | EEL = ey . y
0- g Chemo
1] ] 1 T 1] T L] L] T 1 T L] 1] T
0 6 9 1215 18 ° 21 24 27 30 33 36 39 42 45
Months
No. at risk
MNIVO + chemo 473 385 260 187 142 114 B2 74 58 42 29 20 8 3 10
Chemo 482'7531 204 116 82 59 49 237 28 23 18 132 8 2 1 O

Janjigian YY et al. The Lancet 2021, Shitara K et al, Nature 2022



CHECKMATE-649

Taux de réponse et durée de réponse

PD-L1 CPS 25
Variable Nivolumab plus Chemotherapy
chemotherapy
n = 378) (n = 390)*
95% CI 40, 50 réponse (mois)

Do Gepmea ol CPS-PDL1 2 5% 9.7 7.0
Complete response 49 (13) 26 (7) [8.2-12.4] [5.6-7.9]
Partial response 177 (47) 150 (38) Tous patients 85 6.9
Stable disease 105 (28) 132 (34) [7.7-10.2] [5.8-7.2]
Progressive disease 26 (7) 42 (11)

Not evaluable 21 (8) 40 (10)

Median time to response (range), months® 1.5 (0.8-10.2) 1.4 (1.0-13.7)

——
—
—
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CHECKMATE-649

Effets indésirables

NIVO + chimio (n=782) Chimio (n =767)
Tous pts traités n (%)
Toutes toxicités 739 (95) 473 (60) 682 (89) 346 (45)
Toxicités séveres 176 (23) 134 (17) 95 (12) 78 (10)
Toxicités amenant a une
interruption de traitement 331 (42) 147 (19) 198 (26) 73(10)
Déceés reliés au traitement 16 (2) 4(<1)

* Pas de nouveau signal de toxicité

* Principales toxicités Grade 3/4
— NIVO + CT : neutropénie (16%), baisse des PNN (11%), anémie (6%), augmentation de la lipase (6%)
— Chimio : neutropénie (13%), baisse des PNN (9%), diarrhée (3%), neuropathie périphérique (3%), anémie (3%), vomissements (3%)

ey cfz,&_ﬁ . Janjigian YY et al. The Lancet 2021, Shitara K et al, Nature 2022

e YY Janjigian etal, ASCO GI” 2023, Abs #291




CHECKMATE-649

 Accord FDA 16/04/2021
« Accord EMA 19/10/2021

« 17/02/2022 : accées précoce en France
« 07/06/2022 : avis positif CEESP

« Nivolumab indiqué en association a une chimiothérapie combinée a base de
fluoropyrimidine et de sels de platine, en 1¢r ligne de traitement, dans le
traitement des patients adultes atteints d’'un adénocarcinome gastrique, de la
jonction cesogastrique ou de I'cesophage

avance ou métastatique, HER-2 négatif,
dont les tumeurs expriment PD-L1 avec un CPS25 ».




KEYNOTE-859

Etude de phase lll randomisée, 1¢ ligne
Estomac-Jonction, HER2 nég.

Pembrolizumab Pembro | Placebo

e 200 mg IV Q3W Caractéristiques
Histologically or cytologically = tient +CT +CT
confirmed locally advanced hemoth patients _ -
unresectable or metastatic g;g:%:;g% (n=790) (n=789)
gastric/GEJ adenocarcinoma _ 61 62
« Known PD-L1 status Ran?1°'r1n)|29d Age médian (ans)
» HER2-negative status . Placebo (52-67) (52-69)
* Measurable disease per RECIST v1.1 Saline IV Q3W B
e ECOG PS 0 0r 1 : Homme (%) 67 69
* Available tumor tissue Chemotherapy Non Asiatique (% 66 G5
« No prior treatment for advanced (FP or CAPOX) 9 ( o)
gastric/GEJ cancer Tumeur lve (%)
Stratification GaStrlque 81 76
» Geographic region JOG 19 23
« PD-L1 CPS
 Combination chemotherapy . . L -ITT FP/CAPOX (%) 14/86 14/86
Objectif Principal = OS 1 BeEaEER R
- CPS-PD-L1 210 CPS-PDL1 210 35 34
— Objectifs secondaires = PFS ORR, DOR MSI (%) 5 4

werms s CRCM et tolérance

| unicancer Marseille n Canciraioge Sa Siareite

| Rha SY, et al. Lancet Oncol. 2023 NOV;24(1 1 )31181 -1195. doi: 10.101 6/81470-2045(23)0051 5-6.




12 months
52% (95% C1 48-56)
46% (95% C142-50)

Overall survival (%)
A¥a)
=)

A
133 Events Median overall survival (95% CI) HR (95% C1)
= 8o 12 months — Pembrolizumab 603  12:9 months (11:9-14-0) P,
% 70 53% (95% C1 49-56) ~ Placebo 666  11.5months (10-6-12-1) 078{070-087)
£ gg 47% (95% C1 43-50) 24 months
2 20 28% (95% C125-32)
g 30 , 19% (95% C116-22)
20
10
0+ T s T T T v T T Y
0 g 10 15 20 25 30 35 40 45 50
Number at risk
(number censored)
Pembrolizumab 790 663 490 343 240 143 95 55 19 3 0
(0) 0) ) ) (29) (87) (113) (141) (168) (184) (187)
Placebo 789 636 434 274 169 95 58 26 10 0 0
0) (8) 9) (C)] (37) (67) (82) (101) (113) (123) (123)
B
100

Events Median overall survival (95% CI) HR (95% CI)
Pembrolizumab 464  13.0 months (11.6-142)
Placebo 526 11-4 months (10:5-12-0)
24 months
30% (95% C126-33)
18% (95% C115-21)

074 (0-65-0-84)

Overall survival (%)
w
o

0+ T T T T T T T T T V
0 5 10 15 20 25 30 35 40 45 50
Number at risk
(number censored)
Pembrolizumab 618 511 383 269 192 V.1 81 46 17 3 0
(0) (0) (0) (0) (24) (66) (88) (114) (137) (151) (154)
Placebo 617 493 339 206 126 66 41 20 7 0 0
0) (5) (] ) (27) (51) 62) 74) (84) (91) (91)
C
Events Median overall survival (95% C1) HR (95% Cl)
Pembrolizumab 188 157 months (13-8-19-3) " e
Placebo 226 11-8 months (10-3-12.7) 065(053-079)
100
90 12 months
80 61% (95% C155-66)
70 48% (95% C1 42-54) 24 months

38% (95% C132-44)
21% (95% C116-26)

40
30
20
10
04 T — T T
0 5 10 15 20
Number at risk
(number censored)
Pembrolizumab 279 230 193 143 104
(0) (0) (0) (0) (15)
Placebo 272 220 154 99 67
©) 2) @ (2) (10)

%5 30 35 40 3 50

Time since randomisation {months)

76 52 30 10 2 0
31 (47 (65) (81) (89) (91)
37 26 12 6 0 0
(23) (28) (35) (40) (46) (46)

Rha SY, et al. Lancet Oncol. 2023 Nov;24(11):1181-1195. doi: 10.1016/S1470-2045(23)00515-6.

KEYNOTE-859

Amélioration significative de la survie globale

- Population ITT

12,9 mois vs 11,5 (HR=0,78; 95% CI 0,70-0,87)
p<0,0001

- Population PS-PD-L121

13,0 mois vs 11,4 (HR=0,74; 95% CI 0,65-0,84)
p<0,0001

- Population CPS-PD-L1210

15,7 mois vs 11,8 (HR=0,65 95% CI 0,53-0,79)
p<0,0001




A
Events Median progression-free survival (95% C1) HR (95% C1)
= 72 6g9months(6372)
— Placebo 608 56 months (55-57) 076 (0-67-0-85)
100
£ 9
g 80
£
2 60 12 months
& s 29% (95%C126-32) 24 months
£ 40 19%(95%C116-22)  18% (95% C115-21)
& 30 9% (95% C17-12)
g. 20
£ "g i ;
o 3 1 15 20 25 30 35 40 45 50
Number at risk
(number censored)
Pembrolizumab 790 461 199 131 94 63 36 n 9 1 0
I 4 L (0} 77)  (15) (126) (144) (168) (188) (199) (10) (17) (218)
PFS médiane ol B B g Sl ol
©) 71 (m2) (132) (48) (162) (170) (178) (180) (181) (181)
B

Events Median progression-free survival (95% C1) HR (95% C1)

Pembrolizumab 443 6.9 months (6.0-7:2)
Placebo 483 56 months (5.4-57)

Placebo

CcT

Pembro

CT

072(063-082)

E
E B
g 70
2 60 12 months
I I I 6 9 5 6 % 5 29% (95%€126-33) 24 months
y y I 18% (95%C115-22)  20% (95% €1 16-23)
2 30 8% (95% 1 5-11)
£ 20 i
g 1 : R T LT
21 6,9 5,6 ik =
= ] ] 0 5 1 15 20 25 3 35 40 45 50
Number at risk
(number censored)
Pembrolizumab 618 356 156 112 82 § 33 2 8 1 0
> 5 (0) (61 (88) (95 (111 (130) (147) (157) (168) (174) (175)
- I ) Placcbo 617 317 97 51 2% 1 8 2 1 0 [

©) (55) (86) (101) (114) (123) (126) (132) (133 (134) (134)

C
Events Median progression-free survival (95% C1) HR (95% C1)
Pembrolizumab 150 81 months (6.8-85)
Placebo 20 S6months(5667) REOSEOTE)
100

12 months

37%(95%C13143) 24 months

20% (95% C115-26)  25% (95% C120-31)
8% (95% C14-13)

————y
K N
Time since randomisation (months)

Progression-free survival (%)
w
8

Number at risk
(number censored)
Pembrolizumab 279 176 90 69 52 37 23 14 3 1 o
INSTITUT PAOLI-CALMETTES c R c M © (4 B4 @GN (4O 5 (69 N  (86) (@8 (89
1 = o Placebo 272 138 44 7 12 6 5 1 1 [ o
| unicancer Marseille PP vt byhro © n 4 W) G (S6) GN (61 (61 (62 (62)

NOTE-859

PD-L1 CPS =10 population PD-L1 CPS =1 population ITT population
Pembrolizumab Pembrolizumab Pembrolizuamab
plus Placebo plus plus Placebo plus plus Placebo plus
chemotherapy chemotherapy chemotherapy chemotherapy chemotherapy chemotherapy
group (n=279) group (n=272) group (n=618) group (n=617) group (n=790) group (n=789)
Objective o o, o o o o,
FOORES %) 169 (61%) 117 (43%) 322 (52%) 263 (43%) 405 (51%) 331 (42%)
Best response
Complete
response 36 (13%) 14 (5%) 61 (10%) 36 (6%) 75 (9%) 49 (6%)
Partial response 133 (48%) 103 (38%) 261 (42%) 227 (37%) 330 (42%) 282 (36%)
Stable disease’ 70 (25%) 105 (39%) 194 (31%) 243 (39%) 256 (32%) 314 (40%)
E.mg“’ss“"‘ 24 (9%) 28 (10%) 54.(9%) 64 (10%) 73 (9%) 87 (11%)
isease
Not
evaluable®/not 16 (6%) 22 (8%) 48 (8%) 47 (8%) 56 (7%) 57 (7%)
assessed’

Data are n (%).

rna SY, et al. Lancet Oncol. 2023 Nov;24(11):1181-1195.

doi: 10.1016/S1470-2045(23)00515-6.




KEYNOTE-859

Treatment-Related Adverse Events, Incidence 215% Immune-Mediated Adverse Events

Grade 16 9 153 1 zGradea 5
50 - 12 35 1 All Inmune- Pembro + Chemo  Placebo + Chemo 2 =
- Pembro+Chemo [ [ 14 - Mediated AEs (N=785) (N=787) Pembro+Chemo [ [l
i 414414 Placebo + Chemo [ [l 12 1 Any grade 213 (27.1%) 73(9.3%) Placebo + Chemo [ [
] o] Grade 3-5 62 (7.9%) 13 (1.7%)
I 321 T =10 4
BN 30 - & @ ] Led to death 1(0.1%)? 1(0.1%)2
g ] 272 %9 274 g g - T o
£ 25 25.0 246 241 @ 1 participant in each arm due to pneumonitis.
@ 22.2 25 = 1
2 21.6 211 214213 20.020-8 20.8 =
S 20 - ! 19.1 B, 177 s 2 6 56
15 1 130 4 - 43 -
3.2
10 1 ] 18 2.0
5 A 2 - 2 - 09 L3 11 11 06
0 0 0.1 0.1 05 01 py01 05, 04 5 0404 0301
Nausea Diarrhea Anemia Vomiting Platelet Neutrophii PPE | Appetite Fatigue Peripheral Neutro- ~ AST?1  Peripheral Hypo- Hyper-  Colitis Pneumonitis Severe  Adrenal Hepatitis Thyroiditis T1DM  Nephritis Hypophy- Pancrea- Vasculitis
Count| Count| Syndrome Neuropathy  penia Sensory thyroidism thyroidism SkinRxns  Insuff sitis titis
Neuropathy
Pembro + Chemo Placebo + Chemo
(N =785) (N=787)
Any 751 (95.7%) 736 (93.5%)
fcrade 35 466 (59.4%) 402 (51.1%) |
Led to death 8 (1.0%)? 16 (2.0%)°
Serious 184 (23.4%) 146 (18.6%)
[l Led to treatment discontinuation 207 (26.4%) 158 (20.1%) |
31 participant each due to diarrhea, perip embolism, itis, pt y sepsis, septic shock, thrombotic thrombocytopenic
purpura, and death (cause unknown).
b3 participants due to septic shock, 2 partic due to acute ial infarction, and 1 partici each due to diarrhea, pneumonitis, sepsis, cerebral
accident, gastric ion, hepatic function abnormal, neurotoxicity, pulmonary embolism, sudden death, and urosepsis.

insTiTuT paoLi-catmertes CIRCM
i
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KEYNOTE-859

13 Oct. 2023 : avis positif EMA CHMP pour l'utilisation du
PEMBROLIZUMAB en combinaison a la CT en 1¢ ligne métastatique
dans les adénocarcinomes gastriques, de la jonction cesogastrique et de
I'cesophage, HER2 négatifs, avec un CPS-PD-L1 21.

- remboursement en France en attente.




KEYNOTE-811

Etude de phase Il randomisée, 1¢r¢ ligne
Estomac-Jonction HER2 pos.

Patients: PEMBRO 200 mg IV Q3W

+

Trastuzumab and FP or CAPOX?

» Advanced G/GEJ adenocarcinoma Dual primary endpoints:

* No prior therapy in advanced setting « 0S
- HER2-positive for up to 35 cycles - PFS
Secondary endpoints:
Stratification factors: PBO IV Q3W « ORR
» Geographic region + « DOR
« PD-L1 CPS Trastuzumab and FP or CAPOX? . Safety
* Chemotherapy choice for up to 35 cycles
peron sovicamenes CRCM) Janjigian YY et al. Nature. 2021;600:727-730.

| unicancer Marseille PP ook byl

e Janjigian YY, et al. Lancet. 2023 Oct 19:S0140-6736(23)02033-0. doi: 10.1016/S0140-6736(23)02033-0.



Amélioration significative du taux de réponse

Intention-to-treat population PD-L1 CPS =1 PD-L1 CPS <1
Pembrolizumab Placebo Pembrolizumab Placebo Pembrolizumab Placebo
1A3 Group Group Group Group Group Group
N=2350 N =348 N =298 N =296 N=52 N=52
Objective response rate, n 254 209 218 173 36 36

% (95% CI)

72.6 (67.6-77.2)

60.1 (54.7-65.2)

73.2 (67.7-78.1)

58.4 (52.6-64.1)

69.2 (54.9-81.3)

69.2 (54.9-81.3)

Best response, n (%)

Complete response

58 (16.6)

39(11.2) 49 (16.4) 30 (10.1) 9(17.3) 9(17.3)
Partial response 196 (56.0) 170 (48.9) 169 (56.7) 143 (48.3) 27 (51.9) 27 (51.9)
Stable disease 67 (19.1) 95 (27.3) 55(18.5) 83 (28.0) 12 (23.1) 12 (23.1)
Disease control rate, n (%) 321 (91.7) 304 (87.4) 273 (91.6) 256 (86.5) 48 (92.3) 48 (92.3)
Mean time to response (SD),
e e 1.9(1.3) 1.9 (1.0) 1.8(1.3) 1.9 (1.0) 2.0(1.2) 2.1(12)
Median duration of response
(95% C1). months 11.3 (9.8-12.7) 9.5(7.2-11.2) 113 (9.9-13.7) 9.6(7.1-11.2) 9.8(7.4-17.3) 8.5 (6.9-16.9)
Response duration of
>24 months, % 30 18 30 18 25 21
insTitut paoLi-catmertes CRCM

| unicancer Marseille
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Change From Baseline (%)

Change from Baseline N=323

pembrolizumab

Any decrease 36%

Change from Baseline N=321
Any docrease 93%

placebo

Janjigian YY et al. Nature. 2021;600:727-730.

Janjigian YY et al. Oral presentation at ASCO; June 4-8, 2021; Virtual. Abstract 4013



KEYNOTE-811

Amélioration significative de la survie sans progression
(3é analyse interm.)*

. Population globale B CPS 21
100 —— Pembrolizumab group (n=350) 1004 —— Pembrolizumab group (n=298)
90 — Placebo group (n=348) 90 — Placebo group (n=296)

HR 073 (95% Cl 061_087) HR 071 (94% Cl 059—086)

mPFS= 10 vs 8,1 mois mPFS= 10,9 vs 7,3 mois

Progression-free survival (%)
vl
o
1
Progression-free survival (%)
Ul
o
1

Ll | T | |
11l LI T T

I T T T I I T I T T T I I I J 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Number at risk Number at risk Time since randomisation (months)
(number censored)

(number censored)
Pembrolizumab group 350 296 234 173 139 102 84 67 59 53 41 31 24 20 14 6 2 1

©) (16) (5 (8) G1) (39) (40) (47) (1) () (63) (68) (73) U7) (83) (91) (85) (96) Pembrolizumab group 298 250 200 151 123 91 74 63 56 51 39 30 23 20 14 6 2 1
8 8) (61) (6 8
Placebo group 348 274 184 121 93 71 55 43 34 25 23 21 17 11 6 4 2 0 (0) (13) (19) (21) (24) (30) (31) (34) (37) (40) (43) (53) (58) (61) (67) (75) (79) (80)

Placebo group 296 231 152 100 78 58 45 34 28 20 18 16 14 10 6 4 2 O
(0) (22) (43) (52) (53) (56) (59) (61) (63) (68) (69) (69) (72) (78) (82) (83) (85) (87) (0) (19) (36) (43) (44) (46) (48) (50) (51) (56) (57) (57) (59) (63) (66) (67) (69) (71)

— * P=0,0002 a la 2de analyse intermédiaire

i%:;::] RO ICALIMETTES CRCE" . Janjigian YY et al. Nature. 2021;600:727-730.

e Janjigian YY, et al. Lancet. 2023 Oct 19:S0140-6736(23)02033-0. doi: 10.1016/S0140-6736(23)02033-0.




KEYNOTE-811

Pas d’amélioration significative de la survie globale
(3é analyse interm.)*

a Population globale B CPS 21
100 —— Pembrolizumab group (n=350) 100 —— Pembrolizumab group (n=298)
90 —— Placebo group (n=348) g6 — Placebo group (n=296)
g HR 0-84 (95% Cl 0-70-1-01) HR 0-81 (95% C1 0-67-0-98)
0 80
3 70 . < 70+ .
3 6o- mOS= 20 vs 16,8 mois 3 604 mOS= 20,5 vs 15,7 mois
2 2
§ 50 g 50|
:S 40 T 404
o 30 5 304
204 204
10 104
0 T T T T T T T T 1 0 T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
Number at risk . Time since randomisation (months)
(number censored) Number at risk
Pembrolizumabgroup 350 311 243 192 126 84 61 37 7 0 (number censored)
(0) (0) (0) (0) (19) (36) (52) (70) (99)  (105) Pembrolizumab group 298 265 207 166 115 78 58 37 7 0
Placebogroup 348 292 220 165 116 83 51 25 8 0 (0) (0) (0) (0) (13) (28 (43) (590 (88)  (94)
0) 0) ) ) (13) 27) (46) (69) (85) (92) Placebo group 296 244 180 135 96 67 41 21 5 0

(0) (0) (0) (0) (11) 25 @4y 9 74 (73

* NS ala 1é analyse mais données non matures

i%:;:;f;ﬁ‘;;;‘c“'“““s Cﬂfy . Janjigian YY et al. Nature. 2021;600:727-730.

e Janjigian YY, et al. Lancet. 2023 Oct 19:S0140-6736(23)02033-0. doi: 10.1016/S0140-6736(23)02033-0.




KEYNOTE-811

 Amélioration de la survie globale et sans progression et du taux de
réeponse dans le sous-groupe CPS-PD-L121 avec la combinaison
PEMBROLIZUMAB+TRASTUZUMAB+CT.

« Tolérance : pas de signal de toxicité particulier

 Accord EMA juillet 2023 - remboursement en France en attente.
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[ncamcer Morseie | Janjigian YY et al. Nature. 2021,600:727-730.
0 Janjigian YY, et al. Lancet. 2023 Oct 19:50140-6736(23)02033-0. doi: 10.1016/S0140-6736(23)02033-0.




Actualisation des guidelines ESMO

Advanced/metastatic unresectable oesophageal,
oesophagogastric junction and gastric adenocarcinoma

15t-line treatment

v

Platinum—fluoropyrimidine doublet ChT (a) [I, A]

HER2- positive (b)

PD-L1 CPS 25 PD-L1 CPS 210
GC/OGC/Oes Qes

- . - . Addition of pembrolizumab (h)
Addition of pembrolizumab-trastuzumab Addition of trastuzumab Addition of pembrolizumab (h) Addition of nivolumab (e) [, C; MCBS 4] (c) or
[L A; MCBS 2; ESCAT LA (c, d)] fl, A; MCBS 3; ESCAT LA (c, d)} D5 B; MCES 3 (el s Addition of nivolumab (e)

[I, A; MCBS 4] (9

Radical resection to be considered
in highly selected cases (f, g)



Immunothérapie dans les cancers
cesogastriques avances

| —
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l (FP = PEMBROLIZUMAB or PREMBOLIZUMAB)

KEYNOTE-062

ATTRACTION-4
(XELOX ou SOX = NIVOLUMAB)

ORIENT-16
(XELOX = SINTILIMAB)

Al (capoxo

CHECKMATE-649 *
r FOLFOX = NIVOLUMAB or NIVOLUMAB + IPILIMUMAB)

RATIONALE-305
(CAPOX or FP % TISLELIZUMAB)

* Changing-pratice studies (EU/UK l

KEYNOTE-859
(CAPOX or FP = PEMBROLIZUMAB)

Conere de e
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Etude de phase lll randomisée, 1¢' ligne
CEsophages (ADK + CE)
JOG (ADK HER2nég.; Siewert I)

N=749

Key Eligibility Criteria
* Locally advanced unresectable or
metastatic EAC or ESCC or
advanced/metastatic EGJ Siewert
type 1 adenocarcinoma

* Treatment naive
+ECOGPSOor1
» Measurable disease (RECIST v1.1)

Stratification Factors

KEYNOTE-590

Pembrolizumab 200 mg IV Q3W for <35 cycles
+

Chemotherapy
5-FU 800 mg/m? IV for days 1-5 Q3W for <35 cycles
+ Cisplatin 80 mg/m? IV Q3W for <6 cycles

Placebo®
-
Chemotherapy
5-FU 800 mg/m? IV for days 1-5 Q3W for <35 cycles
+ Cisplatin 80 mg/m? IV Q3W for <6 cycles

« Asia vs Non-Asia region
* ESCC vs EAC
+ECOGPS0Ovs1

* Dual-Primary endpoints: OS and PFS (RECIST v1.1, investigator)
* Secondary endpoint: ORR (RECIST v1.1, investigator)
* Tumor response assessed at week 9 then Q9W (RECIST v1.1, investigator)

——
—
—
e
insTiTuT paoLi-catmertes CIRCM
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JM Sun et al, Lancet 2021; 398: 759-71



KEYNOTE-590

A PD-L1 CPS210 A B ESCC
100 ESCC —— Pembrolizumab plus chemotherapy group
90 —— Placebo plus chemotherapy group - A
80 HR 0-57 (95% C10-43-075) | HR 0-72 (95% C1 0-60-0-88) Events/patients, n/N HR (95% (1)
£ 704 p<0-0001 e p=0-0006
£ 604 .
£ 50+ . Age, years
T ] i <65 332/427 - 076 (0-61-0-95)
[e]
ig‘ 1 =65 239/322 —-— 0-69 (0-53-0-89)
o T T T T T T T T T T T 1 T T T T T T T T T T T 1 sex
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Number at risk Time since randomisation (months) Time since randomisation (months) Female 89/124 —— 089 (059_135)
(number censored) Male 482/625 . 0-70 (058—084)
Pembrolizumabplus 143 134 119 96 78 61 51 29 16 7 3 O O 274 258 221 175 139 111 89 50 27 14 6 2 0
chemotherapy group  (0) (0) (0) (0) (0) (4) (8) (25) (35) (42) (46) (49) (49) (0) (0) (0 (1) (1) (7) (13) 43) (62) (71) (78) (82) (82) ECOG performance status
Placeboplus 143 124 99 70 48 34 24 15 10 4 1 0 O 274 247 203 146 103 75 57 34 23 13 4 1 0
chemotherapy group  (0) (0) (0 (0 (0 () () (9 (13) (19) (22) 22 22) (©) O @O @ @ () (9 (23) (B @2) (0) (51) (51) 0 207/299 —-m— 0-72(0-55-0-94)
c D 1 362/448 - 0-73 (0-59-0-90)
100 PD-L1 CPS210 HR0-62 (95% C1 0-49-0-78) § Tous patients randomisés HR 0.73 (95% Cl 0-62-0-86) Geographical region
90 p<0-0001 N p<0-0001
80+ Asia 288/393 -m 0-64 (0-51-0-81)
s M Non-Asia 283/356 - 0-83 (0-66-1.05)
£ s0- Histology
T 40
g 304 Adenocarcinoma 159/201 — 074 (0-54-1.02)
iﬂ: Squamous cell carcinoma 412/548 - 072 (0-60-0-88)
o T T T T T T T T T T T 1 T T T T T T T T T T T 1 PD-L1 status
0O 3 6 9 12 15 18 21 24 27 30 33 36 0O 3 6 9 12 15 18 21 24 27 30 33 36
Number at risk Time since randomisation (months) Time since randomisation (months) CPS 210 289/383 = 0-62 (0-49-0-78)
(number censored) R o GR_1.
Pembrolizumabplus 186 175 151 125 100 79 66 40 23 10 4 0 O 373 348 295 235 187 151 118 68 36 17 7 2 O e 2711347 —H 086 (O 68 110)
chemotherapy group  (0) (0) (0) (0) (0) (4 (9 (28) (42) (52) (58) (58) (58) § (0) (2 (2 (B (3 (9) (17) (54) (81) (95) (104)(109) (111) Overall 571/749 - 0-73 (0-62-0-86)
Placeboplus 197 174 142 102 73 55 42 28 13 6 1 0 0 [376 338 274 200 147 108 82 51 28 15 4 1 O
chemotherapy group  (0) (0) (0) (0) (0) (1) (3) (11) (22) 29) 32) 32) B2 § O W) @) (@ (@ (5 (1) (28) (44) (56) (65) (66) (67) f 1

insTiTuT paoLi-catmertes CIRCM
i
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_ JM Sun et aI, Lancet 2021; 398: 759-71
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KEYNOTE-590

« Juillet 2021 : AMM européenne pour le pembrolizumab en association a
la chimiothérapie de premiere ligne dans les cancers de I'cesophage
avancé (CE ou ADK de la JOG (Siewert 1) HER2 négatifs) avec un score
d'expression de PD-L1 CPS 210.

 Mars 2022 : acces precoce

* Juillet 2023 : JO+

— JM Sun et al, Lancet 2021, 398: 759-71



CHECKMATE-648

Carcinomes épidermoides cesophage

Key eligibility criteria n =321 NIVO 240 mg Q2W +

* Unresectable advanced, chemo (fluorouracil + cisplatin)d Q4We Primary endpoints:

recurrent or metastatic ESCC . 0S and PFS' (tumor cell PD-L1 > 1%)
» ECOG PS 0-1
» No prior systemic treatment for = NIVO 3 mg/kg Q2W + e

advanced disease IPI 1 mg/kg Q6We Secondary endpoints:

» 0OS and PFSf (all randomized)
» ORRf (tumor cell PD-L1 > 1% and
WX Chemo (fluorouracil + cisplatin)d Q4We all randomized)

+« Measurable disease

Stratification factors
= Tumor cell PD-L1 expression (= 1% vs < 1%b) N=970 N =970
» Region (East Asiac vs rest of Asia vs ROW) .

- ECOG PS (0 vs 1) patients
= Number of organs with metastases (= 1 vs = 2)

* 680 (70%) des patients d’origine
asiatique
« 473 (49%) TPS PD-L1 21%

——
———
e
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| DokiY, et al. N Engl J Med. 2022 Feb 3;386(5):449-462. doi: 10.1056/NEJM0a2111380.
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NIVO + CHIMIO

A Overall Survival in Patients with Tumor-Cell PD-L1 Expression of z1%

100 12-Mo Median Overall
a 9% overall survival No. of Survival
h
g % Patients  (95% ClI)
& ;g o
ivolumab+ E =19,
k) 50 Nivol b 158 15.4 (11.9-19.5
% i ct 1 |
Py
% 10 Chemotherapy 157 9.1 (7.7-10.0)
g 20 Hazard ratio for death, 0.54
& 10 (99.5% Cl, 0.37-0.80)
Ot—T—T1 T T T 0 T 11 P<0.001
0 3 6 9 12 15 18 21 24 27 30 33 36 39 +
Months
No. at Risk A Overall Survival in Patients with Tumor-Cell PD-L1 Expression of 21%
Nivolumab +chemotherapy 158 143 129 105 88 70 53 36 22 16 4 2 0 0 100- 12-Mo Median Overall
Chemotherapy 157135105 72 52 36 21 12 8 4 2 1 1 0 2 % overall survival No. of Survival
i i Patients  (95% Cl)
_ " £ mo
B Overall Survival in the Overall Population ‘E sz } Nivolumab+ Nivolumab+ 158  13.7 (11.2-17.0)
ik G Median Overall % w0 : ipilimumab Ipilimumab
i T £ 30 h Chemotherapy 157 9.1 (7.7-10.0)
o 90 overall survival N?.of Survival £ o 1 Hazard ratio for death, 0.64
5 & i Patients (95% CI) & 10 ! P (98.6% C1, 0.46-0.90)
E 70 T Tt T T T T T P=0.001
&b mo 0 3 6 9 12 15 18 21 24 27 30 33 36 39
ivolumab+ B % B 5 Months
s 50 Nivol b 321 13.2 (11.1-15.7, h:
g’b 40 ch t m’o‘\a‘klsbk' ili b 158 136 116 98 89 63 50 40 31 20 11 9 4 0 4 4 H J 1 H
p ivolumab-+ipilimumal
g 30 i Chemotherapy 324  10.7 (9.4-11.9) Chematherapy 157135105 72 52 36 21 12 8 4 2 1 1 0 ° Beneflce en SG de I aSSOCIatlon
i
20 ! ol | Hazard ratio for death, 0.74 s g
o ! ? B Overall Survival in the Overall Population
& 10 ! Chemotherapy (99.1% Cl, 0.58-0.96) I H 1 1
SN Sl M ¢ 2N ol g " nivolumab + chimio et de Ia
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 5 w0 ] Patients  (95% CI)
Months g : - . v . . . .
No. at Risk s 4 ol Nivolumab-+ Nivolumab+ 325 127 (113-155) dou ble “ I II I lunotheraple nIVO+ Ipl
Nivolumab +chemotherapy 321 293 253 203 163 133 92 60 40 26 12 4 1 1 0 g w pitimumab Ipilimumab T 36
Chemotherapy 324281229171131 9356 41 23 9 5 2 1 0 0 5 ¥ R, e .
azard ratio for death, 0.
L chez les patients avec CE de
P=0.01

C Progression-free Survival in Patients with Tumor-Cell PD-L1 Expression of 21% T 1iz PV e s e e

100 12M0 Median Months |’w h PD I_ 1 > 1 0/
ion- i . No. at Risk =
# :g prcgresslon‘free survival Progression- Nivolumab+ipilimumab 325 274 232 191 166 129 97 77 55 33 22 12 6 0 Sop age 0.
R b4 ! No.of  free Survival Chemotherapy 324281229171 131 93 56 41 23 9 5 2 1 0
] | Patients 95% CI|
% 60 E ¢ mo ) C Progression-free Survival in Patients with Tumor-Cell PD-L1 Expression of 1%
50 I 100 Medi
E» 40 ! Nivolumab+ 158 6.9 (5.7-8.3) u 90y progressionree survival Progressions , .
125 Chemotheraj 5 © i No.of free Survival Y P d b f SSP d |
§ 2 Nivolumabs ey SR i : s "o as de penertice en ela
20 b — chemotherapy e 5 H mo
&  1p{Chemotherapy LA s S S 50. H
ut v | Hazard ratio for disease & | Nivolumab+ 158 4.0 (2.4-4.9) H
T T T — T T T T T T progression or death, 0.65 ] 30- 126 Nivolumab+ Ipilimumab O u e I l I I l I I u n o
0 3 6 9 12 15 18 21 24 27 30 33 36 (98.5% Cl, 0.46-0.92) S 2 h ipilimumab Chemotherapy 157 4.4(2.9-5.8) -
Months P=0.002 & 1o-{Chemotherapy . Hazard ratio for disease
No. at Risk T T T progression or death, 1.02
J 0 3 6 9 1215 18 21 24 27 30 33 36 (98.5% C1, 0.73-1.43)
Nivolumab+chemotherapy 158 107 75 47 29 18 10 8 5 3 1 1 0 Months P=0.90
Chemotherapy 157 6735 17 5 1 1 1 1 1 1 1 O No. at Risk
Nivolumab+ipilimumab 158 78 48 38 31 18 14 13 8 7 4 2 0
c 157673517 5 1 1 11 1 1 10
D Progression-free Survival in the Overall Population
160 BN il D Progression-free Survival in the Overall Population
bl . lan 100. 12-Mo Medi
g :g prcgressuon-‘fnee survival . ;Loegression; 2 Zg progression:free survival pmg,esl:ir:,",
g : No. o Survival g : No.of free Survival
£ o i patients (955 1) 22 i e "G
:5, 50 | mo :-3 33 E Nivolumab+ 325 29 (2.7-4.2)
? 40 ! Nivolumab+ 321 5.8 (5.6-7.0) T 30 123 Nivolumab+ Ipilimumab
£ 0 I vl Chemotherapy | ipilimutmiab Chemotherapy 324 56 (43-59)
§ 20 L y VOl "h a Chemotherapy 124 56(43-59) a 10 16} Hazard ratio for disease
H W, TURNE en_mt frapﬂy i x 5 —r—Tt—T—TT—T7T 7T 1 progression or death, 1.26
e 10 H e = Hazard ratio for disease 0 3 6 9 12 15 18 21 24 27 30 33 36 (95% CI, 1.04-1.52)
0 t Months Pvalue not tested
R Vi e i s P e e ) e T | progression or death, 0.81 No. at Risk
0 3 6 9 12 15 18 21 24 27 30 33 36 39 (98.5% Cl, 0.64-1.04) Nivolumab+ipilimumab 325149 86 65 52 31 22 18 13 10 5 2 0
Months P=0.04 Chemotherapy 32417090 43 19 8 5 4 3 2 2 1 0

No. at Risk

Chemtenmy P T 0 4s 15 B S F 822 10 0 Doki Y, et al. N Engl J Med. 2022 Feb 3;386(5):449-462. doi: 10.1056/NEJMoa2111380.




CHECKMATE-648

Table 2. Antitumor Activity, as Assessed by Blinded Independent Central Review.*

Variable

Objective response rate
No. of patients (%)
95% Cl
Best overall response — no. (%)
Complete response
Partial response
Stable disease
Progressive disease
Could not be evaluated
Median time to response (range) — moT

Median duration of response (95% Cl) —
moT

Patients with ongoing response — no. (%)

Patients with Tumor-Cell PD-L1 Expression of 21%

Nivolumab plus
Chemotherapy

(N=158)

84 (53)
45-61

26 (16
58 (37
40 (25
22 (14
12 (8)
1.5 (0.6-4.3)
8.4 (6.9-12.4)

)
)
)
)

11 (13)

Nivolumab plus

Ipilimumab
(N=158)

56 (35)
28-43

28 (18)
28 (18)
43 (27)
48 (30)
11 (7)
1.5 (1.2-8.4)
11.8 (7.1-27.4)

14 (25)

Chemotherapy
(N=157)

1.5 (1.3-9.7)
5.7 (4.4-8.7)

1(3)

Nivolumab plus
Chemotherapy
(N=321)

152 (47)
42-53

43 (13)
109 (34)
103 (32)

42 (13)

24 (7)

1.5 (0.6-6.8)
8.2 (6.9-9.7)

26 (17)

Overall Population

Nivolumab plus
Ipilimumab
(N =325)

90 (28)
23-33

36 (11)
54 (17)
103 (32)
103 (32)
29 (9)
1.5 (1.2-8.4)
11.1 (8.3-14.0)

20 (22)

Chemotherapy
(N=324)

87 (27)
22-32

(6)
(21)
148 (46)
38 (12)
51 (16)
1.5 (1.1-9.7)
7.1 (5.7-8.2)

20
67

5 (6)
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Doki Y, etal. N Engl J Med. 2022 Feb 3;386(5):449-462. doi: 10.1056/NEJMoa2111380.




Conclusion cesophage

« Mai 2021 : accord EMA pour pembrolizumab + chimio chez les patients
avec cancer de I'cesophage ou de la JOG (Sl, HER2 neg) avec CPS-PD-
L1210 (JO+).

 Mars 2022 : accord EMA pour nivolumab chez les patients avec un CE
de I'cesophage avancé et un TPS-PDL121%
— Nivolumab + chimiothérapie (JO+)
— Nivolumab + ipilimumab (non remboursable en France)




Guidelines

Advanced

oesophageal SCC ‘ . . w -
Carcinome épidermoide
-w 1
PD-L1 CPS =10 PD-L1 TPS =1% PD-L1 negative/low
Score CPSetTPS ?

Platinum-fluoropyrimidine
TPS<1et TPS>1et TPS<clet TPS >1et
CPS <10 CP5<10 CPS>10 CP5>10
[I, A; MCBS 3]
insTitut paou-caivertes CRCM | Obermannova R et al. Annals of Oncology. 2022 Online
Eﬁtanwr Marseille o Conchraioge o Wt Veziant J, et al. D|g Liver Dis. 2023



2 - Cancers hépato-biliaires
Cholangiocarcinomes
Carcinomes héepato-cellulaires




Study population:

+  Adults with locally advanced or
metastatic BTC*

Recurrent disease >6 months after
curative surgery or adjuvant therapy
completiont

*  Measurable lesion(s) by RECIST v1.1
« ECOGPSOor1

TOPAZ-1"2

Study population:

. Adults with metastatic and/or
unresectable (locally advanced) BTC

. Measurable disease by RECIST v1.1

- ECOGPSO0or1

*  No prior systemic therapy for

advanced BTC

&
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Immuno / voies biliaires

Durvalumab 1500 mg on day 1 Q3W
+ gemcitabine 1000 mg/m?, and
cisplatin 25 mg/m? on days 1 and 8 Q3W
[up to 8 cycles]'

Placebo on day 1 Q3W
+ gemcitabine 1000 mg/m?, and
cisplatin 25 mg/m? on days 1 and 8 Q3W
[up to 8 cycles]'

Pembrolizumab 200 mg on day 1 Q3W
+ gemcitabine 1000 mg/m2, and
cisplatin 25 mg/m? on days 1 and 8
Q3vye4

Placebo on day 1 Q3W
+ gemcitabine 1000 mg/m?2, and
cisplatin 25 mg/m?2 on days 1 and 8
Q334

Durvalumab 1500 mg Q4W until

PD, unacceptable toxicity or
study withdrawal

Placebo Q4W until PD,
unacceptable toxicity or study
withdrawal

Treatment to continue until:

\

PD, unacceptable toxicity or
study withdrawal [for
pembrolizumab and
gemcitabine]

Up to 35 cycles [for
pembrolizumab]

Up to 8 cycles [for cisplatin]

Do-YounOh, NEJM Evid 2022; 1 (8), DOI:10.1056/EVID0a2200015

Kelley RK, et al. Lancet. 2023 Jun 3;401(10391):1853-1865.



Probability of Overall Survival
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0.0
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®£3?21ence TOPAZ-1

Durvalumab plus Gemcitabine and Cisplatin in
Advanced Biliary Tract Cancer

UoYoun Oh, MO, PLD.," Alwe Ruth He, MO, PRE.F Shukui @ n, M.0..7 U- cang Chen, MO, PH L3, bea

Takuji Okusaka, M., Pa.D * Amd: Yopel, M.D." Jin Won Kim, M.D,, Ph.0.* Thattkan Sulesomsooncharcen, M2,
Myung Ah Lee .0, Ph,D.* Masanuk K tano, W.0.. #h.0.." Howard Burng, M.D. Wehamed Bousttour, M.0..5¢
Suebpong Tanasanvirmun, M.D.' Mairdud G, MeNumizrg, M8, PRD., " Renuty Zuwcks, MO, PRD.,!

Antonio Avallene, #4.0.. ¥ Benjarm £ Ta2. M.D,,'* Juan Cundom, M.0..”" Choorg-kun Lee. #4.D.. Ph.D.,”

Hidenari 1skahashi, MO, PhO..2 Masalumi keds, M.D., Ph.DLS JenSh Chan, M.D. Julie Warg, Ph.O,2

Mallory Makewsky, Phanm.n,” Nana Rolutarda, M0, Ph07 Philip He, PA.N.™ 7 John F Kusand, Ph.R 7"
Gordon Cohen, M.D., M.P.H.Z and jusn W. Valle, 3.0.° for the TOPAZ-L Inwestigators®

.

ma (95% Cl) (95% C1) P Value

Median Overall Survival, Hazard Ratio Stratified Log-rank

Durva + Gem + Cis (n=341) 128 (11.1-14.0) 0.0 (0.66-0.97) 0021
Placebo + Gem + Cis (n=344) 115 (10.1-12.5)

Durva + Gem + Cis

Placebo + Gem + Cis

T T T T T T T T 1

3 6 9 12 15 18 21 24 27
Time from Randomization (mo)

ORR: 26.7% vs 18.7%

Do-YounOh, NEJM Evid 2022; 1 (8), DOI:10.1056/EVID0a2200015

100

Overall survival (%)

b wiels

N
=3
1

Pembrolizumab in combination with gemcitabine and

Immuno / voies biliaires

2@®

cisplatin compared with gemcitabine and cisplatin alone for
patients with advanced biliary tract cancer (KEYNOTE-966):
a randomised, double-blind, placebo-controlled, phase 3 trial
Robin Kate Kelley*, Makoto Ueno®, Changhoon Yoo, Richard S Finn, Junji Furuse, Zhenggang Ren, Thomas Yau, Heinz-Josef Kiimpen,

Stephen L Chan, Mosato Ozaka, Chris Verslype, Mohomed Bouattour, Joon Oh Park, Olga Barajas, Uwe Pefzes, Juan W Valle, Li Yu, Usha Malhotra,
Abby B Siegel, julien Edefine, Amdt Vogel*, on behalf of the KEYNOTE-966 Investigators |

80+

[=)
(=}
1

20

—— Pembrolizumab plus gemitabine and cisplatin
— Placebo plus gemcitabine and cisplatin

HR 0-83 (95% €1 0-72-0.95)
p=0-0034

mOS=12,7 (11,5-13,6) vs 10,9 mois (9,9-
11,6)

o —

T 1 T
12 15 18 1 24 7 30 B 36 39
Time since randomisation (months)

ORR: 29% vs 29%

Kelley RK, et al. Lancet. 2023 Jun 3;401(10391):1853-1865.
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DURVALUMAB

 Avis positif EMA CHMP 10 Nov. 2022

» Autorisation d’accés précoce le 22/09/22
« PUT-RD en cours.

PEMBROLIZUMAB

€29 MERCK Avis positif EMA CHMP I
10 Nov. 2023

Media > News releases > News release

Merck Receives Positive EU CHMP QOpinion for
KEYTRUDA® (pembrolizumab) Plus Gemcitabine
and Cisplatin as First-Line Treatment for Locally

— Advanced Unresectable or Metastatic Biliary Tract

——
—_—
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Guidelines voies biliaires

Cancer biliaire

Essail cinigue
Essai clinique IP0-1 - CISGEM + durvalumah € &
Ciphan ; fratements locaux & 1P 2 {option) - gemcitabine

re tumoral ©

P 34 {etiou insuffisance hépatioue)

CCIH limité au fole Essal dinique Soms de support exclusifz
e i3 clinigue Cible ESCAT LIl

Option : trafements locaux © IDH1 (mutation) : vosidénd
FGFARZ (fusionfréarrangement) ; pemigatinib, futibatind
HERZ {amplificabon/surexpression) | treetuzumab + pertuzumab, zanidaiamab @
MSIdMMR - anti-PD1 &
BRAF (mutation VB0UE) : dabrafénib + tramétink
KRAS (mutation G12C) - adagrasih
NTRK {fusion) : larotrecting

EE Pas de ol ESCAT L1
P0-1 - FOLFOX ©
= FEERE IP 2 {option) - fiuoropyrmidine seule
insTiTuT paoLi-catmertes CIRCM il EE i

| unicancer Marseille PP ook byl
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2 - Cancers hépato-biliaires
Cholangiocarcinomes
Carcinomes hépato-cellulaires




Immuno / CHC

IMbrave150: Atezolizumab plus bevacizumab versus sorafenib in patients with unresectable HCC

Overall survival

Atezolizumab + Bevacizumab

100 4=, : —— Atezoiizumab plus bevacizumab
£ 801 ::r:;rﬁnmgscss%cmmasx Nouveau SOC en L1
Atezolizumab (1,200 mg) plus T S
bevacizumab (15 mg/kg) every 3 weeks g 601
4 B Lol i = Résultats (update 2022)
d ol : 19.2 (95% C1 17.0-23.7) mo
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 ] )

— Time (months) * 0OS 19.2 mois vs 13.4 mois
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ATEZO-BEVA CHC

« Mai 2020 : accord FDA
* Novembre 2020 : Accord EMA

« 20/06/20222 : Remboursement d'atezolizumab + bevacizumab dans
l'indication "carcinome hépatocellulaire avancé ou non résécable, n'ayant
pas recu de traitement systémique antérieur, avec une fonction hépatique
préservée (Child-Pugh A), un ECOG 0-1, et non éligibles aux traitements
locorégionaux ou en echec a l'un de ces traitements”.




HIMAL AYA Immuno / CHC

Tremelimumab 1.00-
Median
+ Durvalumab Events,  Overall Survival,
no. (%) mo (95% Cl) Hazard Ratio
. . — STRIDE (n=393) 262 (66.7%)  16.43 (14.16-19.58)  0.78 (96.02% Cl, 0.65-0.93)
Durvalumab E = Durvalumab (n=389) 280 (72.0%)  16.56 (14.06-19.12)  0.86 (95.67% Cl, 0.73-1.03)
E Sorafenib (n=389) 293 (75.3%)  13.77 (12.25-16.13)
T
. g
Sorafenib g 0.50 h SrRIDE
> Sorafenib i}
E
2
£ o0z
«—Durvalumab
+ STRIDE = TREMELIMUMAB (300 mg, 1 dose) + DURVALUMAB (1500mg/4 weeks)
« DURVALUMAB=1500 mg/4 weeks
+ SORAFENIB = 400 mg twice daily -
o 6 12 18 2 30 36 a2 43
Time from Randomization (mo)
No. at Risk
— STRIDE 393 308 235 190 158 98 32
—— Durvalumab 389 286 230 183 153 87 27 6
— Sorafenib 389 283 211 155 121 62 21
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DURVA-TREME CHC

 Qct. 2021 : accord FDA
e Juin 2023 : Accord EMA CHMP

« Mai 2023 : Acces précoce dans « le traitement de premiere ligne des
patients adultes atteints d'un carcinome hépatocellulaire (CHC) avancé ou
non résécable uniguement chez les patients avec une fonction hépatique
préservée (Child-Pugh A), un ECOG 0-1, et non éligibles aux traitements
locorégionaux ou en echec a I'un de ces traitements ».

PUT-RD en cours.




Expert opinion and
recommendations
derived from the 24t . .

ESMO/World Congress G U I d el I n eS C H C
on Gastrointestinal
Cancer

No contraindication to Contraindication to

immunatherapy immunothera Py

First line Atezolizumab Durvalumab Lenvatinib/
bevacizumah tremelimumab sorafenib
dli Regorafenib/cabozantinib/
Second line ramucirumab if AFP =400 ng/ml
Third line Ramucirumab i Cabozantinib
AFP =400 ngdm [if nok wsad in second line
—— Faurth line Caborantinib

|selected cases)
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3 - Tumeurs MSI (hors colorectal)




HEPATO-GASTRO  M|NI-REVUE

o Tumeurs digestives MSI

non-colorectal MSI
tumors

Christelle de la Fouchardiére

Institut Pacli-Calmettes, Département
d'Oncologie Médicale, 232 boulevard

de Sainte-Marguerite, 13009 Marseille

d 5o
Tumeurs MSI

* 5% env. de I'ensemble des cancers
« Types tumoraux divers
» Stades localisés > métastatiques

Fereamage of MSHH cancears

ESTOMAC
RECTUM

FOIE

N UCEC COAD STAD READ KIRC OV PRAD LUAD HMSC LHC LUSC BLCA GBM LGG BRCA KIRP SKCM THCA
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- R.J. Hause, et al Nat Med, 22 (2016), pp. 1342-1350



Tumeurs digestives MSI

M e ANNALS ¢
. ONCOLOGY

drving innovation in cocology

ORIGINAL ARTICLE

I Endometrial

Pembrolizumab in microsatellite instability high or mismatch repair deficient A 100 B Gastric
cancers: updated analysis from e ase - stu 0 Small intestine
pdated analysis from the phase Il KEYNOTE-158 study -
M Ovarian
M. Maio'’, P. A. Ascierto’, L. Manzyuk®, D. Motola-Kuba®, N. Penel®, P. A. Cassier®, G. M. Bariani’, A. De Jesus Acosta®, 60 | Cholangio-carcinoma/biliary tract
T. Doi’, F. Longo™®, W. H. Miller, Jr'**?, D.-Y. Oh'>'***, M. Gottfried'®, L. Xu"’, F. Jin'’, K. Norwood"” & A. Marabelle'” B3 1 B Pancreatic
g 40
% 20%
@ 20 I F m T E 777 Tttt ettt el tumor
om increase
0
* N= 351 patients pré-traités (31% = 3 lignes préalables) L 20 30%
B, ————————————————————————————————— M dad 2 r - | < B tumor
. r = .
« 27 types tumoraux différents g reduction
v' endomeétre (n =79 ; 22,5 %) o
v estomac (n =51 ; 14,5 %) s0{ ORR=30,8% (95% Cl 25,8%-36,2%)
: : A — . 1004 mDOR=47,5 mois (2,1-51,1
v' intestin gréle (n = 26 ; 7,4 %). 100 ’ (2,1-51.1)
Table 3. Summary of efficacy outcomes by tumor types with the highest number of enrolled patients
Endometrial n = 68 Gastricn = 42 Small intestine n = 25 Ovarian n = 24 Cholangiocarcinoma/ Pancreaticn = 22
biliary tract n = 22
ORR, % (95% Cl 48, (36.2-61.0) 31.0 (17.6-47.1 48.0 (27.8-68.7] 333 (15.6-55.3] 40.9 (20.7-63. 18.2 (5.2-40.3
= ACCO rd E MA e n L2 Best nbjictive rlspnnse, n (%) ) ' . ! ¢ ) { &) )
CR 10 (14.7) 4(95) 4 (16.0) 3(12.5) 3 (13.6) 1(4.5)
= PR 23 (33.8) 9 (21.4) 8 (32.0) 5 (20.8) 6(27.3) 3(13.6)
Pas d erem bou rseme nt en F rance sD 13 (19.1) 7(16.7) 7 (28.0) 2(83) 3 (13.6) 3 (13.6)
PO 19 (27.9) 15 (35.7) 5 (20.0) 12 (50.0) 8 (36.4) 8(36.4)
Not evaluable 1(1.5) 1(2.4) —_ - _— e
No assessment 2 (2.9) 6 (14.3) 1 (4.0) 2(8.3) 2(9.1) 7 (31.8)
DOR, median (range), months NR (2.9 to 47.14) NR (6.3 to 51.14) NR (2.1+ to 41.8+) NR (4.2 to 435+) 30.6 (6.2 to 40.5+) NR (8.1 to 24.3+)
insTitut paoLi-caimertes  CRCM Median PFS, months (95% CI) 13.1 (4.9-34.4) 3.2 (2.1-12.9) 23.4 (4.3-NR) 2.2 (2.06.2) 4.2 (2.1-24.9) 2.1(1.9-3.4)
_ Z " PFS rate >3 years’, % 339 285 49.1 29.2 127 NR
E‘]‘a“‘“ Marseille e Concirsinge o Barete Median OS, months (95% Cl) NR (32.4-NR) 11.0 (5.8-31.5) NR (16.2-NR) 33.6 (11.0-NR) 19.4 (6.5-NR) 3.7 (2.1-9.8)

e Sy = = = = = =



Tumeurs digestives MSI

TABLEAU 1 * Etudes de phase I/Il pan-tumeurs évaluant un ICl dans les cancers MSI/dMMR non colorectaux.

DMR
N pts avec lignes antérieures > 3 (%) | TRO (%)
Pembrolizumab Anti-PD-1 351 31 30,8 47,5 (8]
Dostarlimab Anti-PD-1 81 30 43 Nd [13]
Nivolumab Anti-PD-1 42 55 36 Nd [11]
Tislelizumab Anti-PD-1 80 nd 46,7 Nd [12]

DMR = durée médiane de réponse ; TRO = taux de réponse objective. N = nombre ; Nd = non déterminé.
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2023

A Phase |l study of Nivolumab plus low
dose Ipilimumab as 1st line therapy in
patients with advanced gastric or
esophago-gastric junction MSI-H tumor:
First results of the NO LIMIT study
(WJOG13320G/CA209-7W7)

K. Muro!, H. Kawakami?, S. Kadowaki', A. Makiyama®,
M. Tsuda®, K. Hirata®, N. Sugimoto®, N. Machida’, H. Hara®,
H. Hirano®, T. Esaki'®, Y. Komatsu'', S. Hironaka'?

WJOG13320GPS
nation-wide screening
observation study

WJOG13320G
NO LIMIT
IIT, 14 centers

* unresectable GC

.

Mms!
+PS0-1
« chemotherapy naive SbCREEN'NG
. y MSI-IVD
« evaluable lesion Kit (FALCO
* tissue available it ( )
A total of
935 cases

, were screened in 2 years

from 75 centers

(Oct. 2020 - Oct. 2022).) \

Key eligibility criteria

* Recurrent or metastatic
gastric or GEJ cancer

+ Confirmed MSI-H by
MSI-IVD Kit (FALCO)
No prior systemic
anticancer treatment

+ Age 220

+ PS-O0ort

* Measurable lesion

* Adequate organ function

Primary endpoint

Treatment

Nivolumab Treatment was
administered for up to
240mg, q2w 24 months in the

+* absence of disease

11 progression or
Iﬁ:gﬂ; ?Ba\n\? unacceptable toxicity.

The planned enrollment period, 2 years

(November 1,2020 to October 31,2022),

The planned follow-up period, 2 years, beginning after
the day the last patient is enrolled.

v ORR as assessed by BICR (H1: 65% and HO: 35%)

Secondary endpoints

v ORR by investigators, disease control rate, PFS, OS, duration of response, safety &

tolerability, etc.

*The overall MSI-H positivity rate was 5.6%.

INSTITUT PAOLI-CALMETTES
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**Study enrollment was successfully completed on Aug 29, 2022, with 29 cases registered.

Y

A suivre ...

Responses

Best ORR per BICR, n(%)

Cancers gastriques MSI

CR 3 (10.3%)
PR 15 (51.7%)
SD 5 (17.2%)
PD 4 (13.8%)
NE 2 (6.9%)
| Confirmed ORR per BICR, % (95% Cl) 62.1 (42.3-79.3) |
Confirmed ORR per Investigator, % (95% CI) 69.0 (49.2-84.7)
DCR per BICR, % (95% Cl) 79.3 (60.3-92.0)
Median DOR per BICR, months (95% ClI) NR (12.6-NR)

Checkmate 649

MSI-H
NIVO + IPI Chemo
(n=11) (n=10)
Median OS, mo NR 10.0
(95% CI) (2.7-NR) (2.0-28.2)
Unstratified HR (95% Cl) 0.28 (0.08-0.92)
ORR,* % 70 o7
(95% Cl) (35-93) (18-90)




Conclusion

 Un grand nombre d’indication d'immunothérapie en oncologie digestive
— Principalement anti PD1-PD-L1
— Principalement en combinaison avec chimio

 Beaucoup d’études en cours
— Autres inhibiteurs de checkpoint immunitaires (ICI)
— Autres indications, autres lignes
— Autres combinaisons ...

« Manque études de QOL et médico-économiques
* Probléme d’acces ICI dans tumeurs digestives MSI non colorectales
 Biomarqueurs hors PD-L1

—
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