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Traitement des formes avancées du cancer gastrique !
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Pré-opératoire Post-opératoire

NS Durvalumab C Durvalumab
plus FLOT ll-l plus FLOT
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| Placebo plus Placebo
E FLOT

durvalumalb 1500 mg Durvalumab 1500 mg ou  Durvalumab 13500 mg

ou placebo x 2 doses plocebo x 2 dozes ou placebo

+ 4 FLOT + 4 FLOT 10 mois

Objectif principal: survie sans récidive
Objectifs secondaires: SG, réponse histologique compléete
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0 3 6 % 12 15 18 21 24 27 30 33 36 39 42 45 48 ;51 =12 Months
Durvalumab plus FLOT 78/403 (19.4] R (NR=NR)
Menths since Randomization Placebo plus FLOT 109395 (27.6) NR (45.1-NR)
Mo. at Risk Hazard ratio for death, 0,67
Durcalumab plus FLOT 474 464 438 427 403 189 376 367 351 338293305 143 BD 38 8 2 O 19596 CI1, 0.50 12 0.90)
Placebo plus FLOT 474 457 439 414 355 374 354 337 323 305 262 197 128 72 33 11 2 O



Durvalumab Placebo
Subgroup plus FLOT plus FLOT Hazard Ratio for Event [95% CI)
no. of partid pants with event/total no. of participants (%)
All participants 167/474 (35.2) 218474 [46.0) —— 0.71 {0.55-0.86)
Sen
Male 111326 (34.0) 168/356 (47.2) —— 0.65 [0.51-0.83)
Fernale 56/148 (37.5) 50/118 (42.4) —_ 0.84 (0.58-124)
Age at randomization
<65 yr 104291 (35.7) 123265 [46.4) — 0.71 {0.54-0.92)
=£S yr 63/183 (14.4) 05209 (45.5) M S— 0.70 {0.51-0.97)
Geographic region
B Pathological Complete Response Asia 26/90 (28.9) 35/90 (32.9) - 0.74 (0.44-1.22)
Rest of the world 141384 (36.7) 183/384 [47.7) [=—1——] 0.70 (0.56-0.87)
1004 Clinical lymph-node status
Positive 121/334 (36.2) 165/333 (49.5) —e 0.67 (0.53-0.34)
154 Megative 45/137 (32.8) 52/140 (37.1) — 0.85 (0.57-1.27)
Relative risk, 2.69 PD-L1 expression, according to TAP
‘E 5% Cl, 1.536-3.90) =1% 150/426 (35.2) 157 /437 [46.1} —— 0.70 (0.57-0.87)
30- | <1% 17/48 (35.4) 2147 (44.7) } o | 0.77 (0.40-1.46) |
E— Frimary tumor location
:E 25+ 13.2 Gastric 114324 (35.7) 139316 [44.0) o 0.7 (0.59-0.97)
& [93% Cl, Gastroesophageal junction 53/150 (35.3) 79/152 (50.0) — 061 (0.43-0.86)
= 204 15.7-23.09 ECOG performance-status score
0 118/337 (35.0) 169/366 (46.2) — 0.72 (0.57-0.91)
15- 1 4597137 (35.8) 49/108 (45.4) [———— 0.69 (0.46-1.02)
72 Histologic type
0 185% |, Intestinal 72/245 (29.4) 97 /23 (40.8) —— 0.66 (0.48-0.39)
5.0-9.9) Diffuse 63/130 (48.5) 63/119 (52.9) ] 0.93 (0.66-1.32)
Indeterminate 3299 (31.3) 58117 (49.6) - 1 0.36 (0.36-0.86)
5 Microsatellite instability status
High 8/25 [32.0) 624 (25.0) MC (NC-NC)
Mot high 1o6/301 (35.3) 14a/31o (47.7) f——s—— 067 (0.52-0.86)
Durvalumab  Placebo Mot evaluable or missing 53148 (35.8) 64/140 (45.7) —_— 0.72 (0.50-1.04)
plus FLOT plus FLOT 015 0.5 10 20
| N=474) (N=474] S
Durvalumab plus FLOT Batter  Placebo plus FLOT Better
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FLOT +DURVALUMAB péri-opératoire avec DURVALUMAB seul jusqu’a 1 an de traitement =
nouveau traitement de référence
» Si patient trop fragile : FOLFOX +/- immunothérapie ou schéma CROSS si jonction
oesogastrique




ORIGINAL ARTICLE

Encorafenib, Cetuximab, and mFOLFOX6
in BRAF-Mutated Colorectal Cancer

E. Elez,*? T. Yoshino,? L. Shen,* S. Lonardi,® E. Van Cutsem,*” C. Eng,® TW. Kim,®
H.S. Wasan,'? ). Desai,'*** F. Ciardiello,"* R. Yaeger,* T.S. Maughan,*
V.K. Morris,’® C. Wu," T. Usari,’® R. Laliberte,'® S.S. Dychter,” X. Zhang,*
J. Tabernero,**** and S. Kopetz,'® for the BREAKWATER Trial Investigators*

Encorafenib + cetuximab
(n=158)

Adénocarcinome colique
métastatiqgue muté BRAF V600E

Double critére
de jugement principal :

. . = SSP ef taux de RO

| Encorcfenll:tét;é)e;lemﬂb (EC + mFOLFOX6 vs SOC]

8 3 12 % des CCRM E )
(n=236)

Critéere de jugement

L1 : FOLFOX + Bevacizumab secondaire :

L2 : encorafenib + cetuximab Sl CTC M FOlite) Oy = SG
o FOLFOXIRI, CAPOX +/- bev (EC + mFOLfOXé vs SOC)
(étude Beacon —NEJM 2019) (n=243)

Standard : mFOLFOXé,
FOLFOXIRI, CAPOX +/- bev




A Progression-frae Survival
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EC+mFOLFOXE
Standard care

EC

Estimated Percentage of Patients
Free fram Event

Hazard Ratio for
Median Disease Prograssion
Progression-free or Death vs.
Survival Standard Care
(95% CI) (95% CI)
Frig
EC+mFOLFOX6 125 (11.2-15.9) 0.53 (0.41-0.68)
P=0.00l
Standard Care 7.1 [5.5-8.5) —
1002 EC  68(5.7-83) 1.09 [0.54-1.47)
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A oOwverall Survival

Median Hazard Ratio Hazard Ratio
Overall for Death vs. for Death vs.
Survival Standard Care  EC+mFOLFOX6
(953 C1) {95% C1) (953 CI)
EC+mFOLFOX6 303 2L7-NE 049 (0.38-0.63) —
P=0.001
Standard Care 151 (137-17.7) - - Table 2. Most Frequent Adverse Events during Treatment [Safety Analysis Set).*
reg) E
L Loy EC 195(176-225) 069 (053-090) 145 (Los-183)
= 7 EC EC+mFOLFOX6 Standard Care
1 :z Event (N=153) (N=232) (N=229)
3 o
‘i 5 e mEOLEOKE Any Grade Grade 3 or 4 Any Grade Grade 3 or 4 Any Grade Grade 3 or4
A 0 5
g ‘;:: number of patients with event (percent)
E 20- i —— Nausea 31 (203) 2 (13) 125 (53.9) 7 (3.0) 114 (49.8) 9 (3.9)
ki 12' Anemia 32 (20.9) 10 (6.5) 107 (46.1) 35 (15.1) 58 (25.3) 9 (3.9)
’ - e N m“ 0 * . Diarrhea 28 (18.3) 2(13) 97 (41.8) 3(1.3) 115 (50.2) 11 (4.8)
onths
No. at Risk Decreased appetite 25 (16.3) 1{0.7) 87 (37.5) 5 (2.2) 62 (27.1) 3 (13)
EC+mFOLFOXG B6 116 182 171 1 7 2 0
Standard care 243 201 147 64 7 9 0 o Yomiting 22 (14.4) 2 (1.3) B4 (36.2) 9(3.9) 51 (22.3) 5(2.2)
EC 158 137 107 7 4 16 1 0
Neutrophil count decreased 2(13) 1{0.7) 79 (34.1) 44 (19.0) 67 (29.3) 39 (17.0)
B Subgroup Analysis )
Standard Hazard Ratio for Death Arthralgia 53 (34.6) 1{0.7) 73 (31.5) 6 (2.6) 12 (5.2) 1(0.4)
Subgroup EC:mFOLFOX6  Care (95% Cl)
o of deathsfno. o patients Rash 27 (17.6) 1(0.7) 70 (30.2) 3 (1.3) 9 (3.9) 0
All patients (stratified analysis) 94736 145/243 —— 0.49 (0.33-0.63' .
ﬁ.llgitients (unstratified analysi) 94§115 14311:243 —- 0.48 Eo.s;_u_szg Asthenia 28 (18.3) 1{0.7) 68 (29.3) 12 (5.2) 34 (14.3) 3(1.3)
ABE .
s o150 130 0 03102, Pyrexia 26 (17.0) 2(13) 67 (23.9) 5 (2.2) 36 (15.7) 1(0.4)
o 38/86 £3f104 — 034 [036-0.82) Peripheral neuropathy 2 (1.3) 0 64 (27.6) 18 (7.8) 54 (23.6) 8 (3.5)
Male 54/123 71119 — 059 (042-085) Constipation 22 (14.4) 1{0.7) 63 (27.2) 1(0.4) 52 (22.7) 1(0.4)
Female 40/113 77/124 — 038 (0.26-0.56)
EOIE oS Peripheral sensory neuropath 320 0 62 (26.7 16 (6.9 54 (236 8 (3.5
0 42/131 761136 —a— 042 (0.23-062) P y pathy (20) (26.7) (6.9) (23.6) (3-3)
1 52/105 72/107 —a— 054 (0.38-077) Fatigue 33 (21.6) 2(1.3) 6l (26.3) 6 (2.6) 64 (27.9) & (3.5)
Mo. of organs involved
=2 32/119 661127 —a— 039 (0.25-0.59) Meutropenia 3 (2.0) 2(13) 56 (24.1) 35 (15.1) 57 (24.9) 23 (10.0)
=3 £2/117 82116 —. 052 (0.38-0.73)
Location of tumor Alopecia 13 (85) 0 53 (22.8) 0 26 (11.4) 0
Left side of colon 38/%0 6298 —— 048 (0.32-072
Righ side of colon e s —— o s ot Platelet count decreased 3 (2.0) 0 53 (22.8) 3 (13) 32 (14.0) 417)
Liver metastases . .
o A L0410 - 058 (043-07%) Lipase increased 10 (6.5) 5(3.3) 52 (22.4) 40 (17.2) 27 (11.8) 14 (6.1)
Ne e e D T Abdominal pain 25 (16.3) 5(3.3) 47 (20.3) 11 (4.7) 53 (23.1) 3 (1.3)
EC+mFOLFOX6  Standard Care * The safety analysis set included all the patients who received at least one dose of trial drug. The most frequent adverse events during treat-
Batter Better

fment shown here are those reported in more than 20% of the patients in the EC+mFOLFOX6 group.



ASCO 26 : avec le FOLFIRI ? M

BREAKWATER Cohorte 3

Criteres d’inclusion
= Age =16 ans (ou 218 ans selon le pays)

= Pas de fraitement systémique antérieur pour B
la maladie métastatique N=73

= Maladie mesurable (RECIST 1.1)

= BRAF V600OE-mutant mCRC by local
ou test en laboratoire central

= ECOGPS0or]

ECP + FOLFIRI®

Objectif primaire :
= ORR par BICR:
Objectifs secondaires clés :

= Fonction médullaire, hépatique ’ = S3P par BICR
etrenale adequate N=147 Objectifs secondaires :

Exclusion " 3G

= Inhibiteurs BRAF ou EGFR antérieurs Controle

= Métastases cérébrales symptomatiques

= MSI-H/dMMR tumeurs(sauf si les patients N=74
n'etaient pas eligibles aux inhibiteurs de Straffié selon je PS Présentée ici: analyse finale de la
points de contrdle immunitaires en raison ECOG SSP (relecture centralisée), de la SG
d’'une condition médicale préexistante) et de la tolérance

= Présence d'une mutation RAS



ASCO 26 : avec le FOLFIRI ?

Taux de réponse (relecture centralisée): 64.4% vs 39.2%; OR: 2.756 (95% CI 1.420, 5.348); p=0.001
— SG

— SSP
Evanements HE I
N (%) (95% Cl) valeur-p
EC+FOLFIRI (n=73) 32 (43,8) 0,44 0,0002
Control (n=74) 42 (56,8) (0,27-0,70)  unilatéral
100 o
al -
(o
[ %]
[}
5 60 4
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%
E 40 - Control
o }
ﬂ- -
20 | mSi?F - 8,3 Il—l'L_'
mois .
(95% Cl 6.9, 9.8) ms3SP : 15,2 mois
0 (95% Cl 13.6, NE)
a 12 16 20 24 28 32
Durée (maois)

Probabilité de SG

100

80 -

B0 -

40 1

20

EC+FOLFIRI (n=73)

Control (n=74)

Evé&nements
N (%)

25 (34,2)
35 (47.3)

EC+FOLFIRI

HR HR
[25% Cl) (%5% Cl)
NE (0,21-NE) 0.56

20,3 (13,2-Ng) (0.34-0,94)

Probabilité de SG
da 18 mois

72.0%

CoﬁTrolh‘Ll"'—L

54.5%

12
Durée (mois)

18 24




ORIGINAL ARTICLE

Encorafenib, Cetuximab, and mFOLFOX6
in BRAF-Mutated Colorectal Cancer

I. Yoshino,” L. Shen,* S. Lonardi,” E. Van Cutsem,*’ C. Eng,* T.W

* La double thérapie ciblée encorafenib + cetuximab marche aussi bien avec le FOLFIRI
qu’avec le FOLFOX (malgré I'interaction démontrée SN38/encorafénib sur le CytP450)

* La tolérance de ces associations est acceptable

* le risque de rechute apres chimiothérapie adjuvante par FOLFOX étant deux fois
supérieur chez les patients BRAFmutés : alternative du FOLFIRI +++



Adénocarcinome colique
métastatique dMMR/MSI

43 7% des CCRm

L1 : Pembrolizumab en
monothérapie

(étude Keynote 177, André T et
al., NEJM 2020)

30% de « progresseurs rapides »

André, Lancet 2025, actualisation a 5 ans de KEYNOTE 177

Nivolumab plus ipilimumab versus nivolumab in
microsatellite instability-high metastatic colorectal cancer
(CheckMate 8HW): a randomised, open-label, phase 3 trial

Thierry André, ElenaElez, Heinz-Josef Lenz, Lars Henrik Jensen, Yann Touchefeu, Eric Van Cutsem, Rocio Garcia-Carbonero, David Tougeron,
Guillermo Ariel Mendez, Michael Schenker, Christelle de la Fouchardiere, Maria Luisa Limon, Takayuki Yoshino, Jin Li, Jose Luis Manzano Mozo,
Laetitia Dahan, Giampaolo Tortora, Myriam Chalabi, Eray Goekkurt, Maria Ignez Braghiroli, Rohit Joshi, Timucin Cil, Francine Aubin, Elvis Cela,
Tian Chen, Ming Lei, Lixian Jin, Steven | Blum, Sara Lonardi

Lancet 2025, 405 : 383-95

N=353 q NIVO 240 mg/2sem (6 doses),
suivi de NIVO 480 mg/4 sem

Durée max de traitement : 2 ans

N=354

NIVO 240 mg + IPI 1 mg/kg ttes
les 3 sem (4 doses),

suivi de NIVO 480 mg/ 4 sem

Chimiothérapie + thérapie ciblée
N=132 av choix de l'investigateur
(MFOLFOXé ou FOLFIRI £ BEV ou CET)




Prog ression-free sumival (%)

B0

60+

40

20

Centrally confirmed microsatellite instability-high Nivolumab plus Nivolumab
or mismatch repair-deficient status ipilimumab (n=296) (n=286)
Median progression-free survival (months) NE 393

95% Cl 53-8-NE 22.1-NE

HR (95% CI) 0-62 (0-48-0-81)

— Nivolumab plus ipilimumak
— Nivolumab

0-0003

Number at risk
(number censored)

Mivolumab plusipilimumab 296 248 334 235 214
(0)
MNivolumab 286
(0)

207 200 180 164
(5) (7} () (12) (13) (18) (34) (49)
20 191 179 169 164 158 141 124
(5) (8) Q1) (12) (13) (18) (25) (39)

146
(62)
109
(50)

136 134 121 102 100 61 54 29 23 0 0
(72) (74) (85} (98) (100) (138) (144) (169) (173) (195) (195)
98 95 B 72 69 39 31 15 12 1 0
(58) (60) (73) (B1) (B3) (111) (119) (135) (138) (149) (150)

Nivolumab plus  Nivolumab p value
ipilimumab group (n=286)
group (n=296)
Objective response rate 209 (71%) 165 (58%) 0-0011
(95% CI) [65-76] [52-64]
Best overall response
Complete response Q0 (30%) 80 (28%)
Partial response 119 (40%) 85 (30%)
Stable disease 40 (14%) C3(10%)
Progressive disease 30 (10%) 54 (19%)
Unevaluable 17 (6%) 14 (5%)
Median time to response, 2.8(1-4-4-2) 2.8 (1-.5-4.2)
months (IQR)
Median duration of MR (ME) MR (NE)

response, months (95% CI)

Data are n (%), unless otherwise indicated. NE-not estimable. NR-not reached.

Table 2: Best overall response by blinded review in patients with centrally
confirmed microsatellite instability-high or mismatch repair-deficient

status
Nivolumab plus Nivolumab group
ipilimumab group (n=351)
(n=352)
Any grade Grade3  Anygrade Grade3
ord ord
Any treatment-related 285 (81%) 78 (22%) 249(71%) 50 (14%)
adverse event
Treatment-related 65 (18%) GL(16%)  29(8%) 24 (7%)
serious adverse event
Treatment-related 48 (14%) 33(9%) 21(6%) 14 (4%)
adverse event leading
to discontinuation of
any drug in the regimen
Treatment-related 2(1%) 1(<1%)

deaths®




Nivolumab plus ipilimumab versus nivolumab in
microsatellite instability-high metastatic colorectal cancer
(CheckMate 8HW): a randomised, open-label, phase 3 trial

Thierry André, Elena Elez, Heinz-Josef Lenz, Lars Henrik Jensen, Yann Touchefeu, Eric Van Cutsem, Rocio Garcia-Carbonero, David Tougeron,
Guillermo Ariel Mendez, Michael Schenker, Christelle de la Fouchardiere, Maria Luisa Limon, Takayuki Yoshino, Jin Li, Jose Luis Manzano Mozo,
Laetitia Dahan, Giampaolo Tortora, Myriam Chalabi, Eray Goekkurt, Maria Ignez Braghiroli, Rohit Joshi, Timucin Cil, Francine Aubin, Elvis Cela,
Tian Chen, Ming Lei, Lixian Jin, Steven | Blum, Sara Lonardi

Remboursement de I'association Nivolumab + ipilimumab en 1¢ ligne de CCRM dMMR /MSI
MAIS toxicité non négligeable a réserver aux patients OMS 0-1
Résultats de survie globale en attente




Merci de votre attention



