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Objetivo de la Charla

Mensajes claros sobre HITOS en el abordaje de
tumores esofago-gastricos “recientes”

¢ Qué mensajes podemos dar de

“nuevos paradigmas”?
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BLOQUE I:

ADENOCARCINOMA GASTRICO
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ESCENARIO PERIOPERATORIO

1.éTendremos que incorporar la 10?




HITOS ,

ONCOLOGICOS: pe™"

Pembrolizumab plus chemotherapy vs chemotherapy as neoadjuvant and adjuvant therapy in locally-advanced
gastric and gastroesophageal junction cancer: The Phase 3 KEYNOTE-585 study

KEYNOTE-585 Study Design

Randomized, Double-Blind, Phase 3 Trial of Neoadjuvant and Adjuvant Pembrolizumab Plus Chemotherapy
Versus Placebo Plus Chemotherapy in G/GEJ Adenocarcinoma (Main Cohort)

Pembrolizumab 200 mg IV Q3W
+

Pembrolizumab IV Q3W

e Pembrolizumab IV Q3W
Py for up to 11 cycles

Key Eligibility Criteria Cisplatin and Capecitabine/XP

i . or
+ Localized G/GEJ adenocarcinoma Cisplatin and 5-FU/FP
defined by T3 or greater primary
lesion or presence of N+ nodes for up to 3 cycles

for up to 3 cycles

No prior therapy

Able to undergo surgery

Placebo IV Q3W
Provision of tumor sample for Cislati d(;' itabine/XP
PD-L1 testinga Ispiatin an D?pe(‘.l apine

ECOG PS 01 Cisplatin and 5-FU/FP

Placebo IV Q3W

+
Chemotherapy

for up to 3 cycles

for up to 3 cycles

Placebo IV Q3W
for up to 11 cycles
E

= Primary: pathCR rate per BICR, EFS per investigator, OS (main cohort), safety (FLOT)
« Key secondary: safety (main cohort), safety, OS, EFS (main plus FLOT cohort)

Stratification factors

= Geographic region (Asia versus non-Asia)
= Tumor staging (Il vs Il vs IVa)

= Chemotherapy backbone (XP/FP vs FLOT)

Shitara K, et al. Ann Oncol 2023;34(suppl):abstr LBA74
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The Phase 3 KEYNOTE-585 study: Primary Objetive pRC

Pathological Complete Response?

Assessed by Blinded, Independent Central Review

Event-Free Survival: Main Cohort

1007 Events Median (95% Cl), mo
25" e z 901 Pembroli b 46% 44.4 (33.0-NR
Main Cohort* %51 Main Plus FLOT Cohort? SEmomt " Simors LIC AN (330NR)
801 -mo rate Placebo group 53% 253 (206-339)
A10.9% (7.5-14.8) - :
20 1 |_ P < 0.0001 20 4 010.6% (7.4-14.0) 2583'2 54%
12.9% . = 607 ;
2 9.8-16.6) z . & 50 ¢
=5 S5 (10.2-16.3) it i
= ® 401 151 J.M'u_-'l'l-”“-.l_l.l.Llu_l.l.LL.'
2 e i 4% HR 0.81 (95% CI, 0.67-0.99)
10 4 & 10 1 kY P=0.0198
2 a 201
104
5 5 4 . i
v T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66
0 0- No.at Risk Months
Pembrolizumab Group Placebo Group Pembrolizumab Group Placebo Group 40 36 276 23 207 182 147 18 n % 3 0
0 W W M 1 1 1% 108 3 2% 3 0

(N =402)

(N = 402)

(N =502)

(N = 505)

Shitara K, et al. Ann Oncol 2023;34(suppl):abstr LBA74
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The Phase 3 KEYNOTE-585 study: Primary Objetive OS

Overall Survival: Main Cohort

100- 54 = . Events Median (95% CI), mo
90- e St Pembrolizumab group 41% 60.7 (51.5-NR)
80 {2004 Placebo group 45% 58.0 (41.5-NR)
70- | 65%
== 60 69% i
g 50 1 60%
40 | i [ HR 0.90 (95% Cl, 0.73-1.12) ]
30 i
20
10
0 - T - T . T T . T - i . T v T . T v T - 1
0 6 12 18 24 30 36 42 48 54 60 66
No. at Risk Months
402 383 339 310 285 250 211 160 117 60 14 0
402 386 352 313 278 242 197 147 96 49 13 o]

Shitara K, et al. Ann Oncol 2023;34(suppl):abstr LBA74
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Pathological Complete Response in Key Subgroups: Main Cohort

<65 years
265 years
Sex
Female
Make
Race
Asian
MNon-Asian
Geographic Region
Asia
Mor-hsia
PD-L1 Status
CPS 21
CPs <t

Events Patients, Percent cifference in iR (35% CI)
50804 - 109 (15148
1428 - 121 19475
31376 HH 9542153
17129 - 114(52401)
43575 - 10868153
w0 B a5
3n HH 1500128
] HH TR0
wan - 15034125
511600 - 12178168
¥ L 42(13418)

st

R

Favors Favors
Placeba Group  Pembrolizumab Group

EventsiPatients, N Percent difference in pCR (95% CI)

WS Status

USH 1310 —a— J11(1538)

[ Non-MSI-H 30585 - 112118 ]

Tumor Stage

I 8161 ! T5(10:158)

] 50607 - 119(78-165)

Va 25 ——— 105(-103-318)
Primary Tumor Location

Stomach 471638 HH 9960142

GEl 131165 e 15.1(90-42)
Backbone Therapy

¥ 48606 ] H2THE)

P 12183 - 112(65-186)
Histological Subtypes

Difuse 201346 HH 8133139

Intestinal 33366 HH 139(87-189)

Mixed 5 H— T8(47-220)

Unknown W5 ————i 143(-226528)
ECOGPS

0 46601 HH 09(7H154)

1 151202 i 043193

—
0 -0 0 3 8

Favors Favors
Placebo Group  Pembrolizumab Group

Event-Free Survival in Key Subgroups: Main Cohort

Events/Patients, N HR (95% CI) Events/Patients, N HR (95% CI)
ST Statu:
Overall 396/804 L | 0.81(067-0.99) MSI-H 192 0.59(0.24-1.47)
‘e Non-MSHH 3120605 0.8 (0.71-1.11)
Tumor Sta
<65 years 213428 H— 069(0.53-0.91) ] o 73162 —— 1.02(064-161)
265 yoars 183376 - 098(0.73-131) :{‘h 3’%};325 - ?gg f{%%g‘ig
Sex Primary Tumor Location e XA
X Stomach HH .78 (0.62-0.98)
Female 1111229 —a—] 0.70(0.46-1.03) = ot =l 09608414
Male 2850575 - 0.86(0.68-1.09) Backbone Therapy
Race XP 2831606 - 0.82 (0.65-1.03)
FP 110193 —a— 0.76 (0.52-1.10
Asian 165/387 - 083(061-1.13) Histological Subtypes ¥ ! )
Non-Asian 210072 el 081(062-1.06) Diffuse 1941348 - 0.75(0.57-1.00)
) Intestinal 1541366 . 0.89 (0.65-1.22)
Geographic Region Mixed 38074 —a 0,84 (0.44-159)
Asia 161/381 = 0.81(060-1.11) Unknown 914 — 1 136(0365.14)
Non-Asia 235423 - 052(063106) Ecoges p— vah 085 087007
PD-L1 Status 1 118202 —a—y 0.75(0.52-1.08
y PD-L1 Status (CPS 210)
CPS 21 284/600 Hay 0.80(063-1.10) ePs 210 98220 - 070 (046104
CPs <1 7141 — 0.82(0.52-1.29) CPS <10 263521 i 0.85 (0.67-1.09
T ] — T
04 Favors L Favers 10 o I Favors B
Pembrolizumab Group Placebo Group Pembrolizumab Group Placebo Group

Pembrolizumab aumenta la “pathological complete response rate” pero no “EFS”

SG inmadura pero no significativa

Shitara K, et al. Ann Oncol 2023;34(suppl):abstr LBA74
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Pathological complete response (pCR) to durvalumab plus 5-fluorouracil, leucovorin, oxaliplatin and docetaxel (FLOT) in
resectable gastric and gastroesophageal junction cancer (GC/GEJC): interim results of the global,
phase 3 MATTERHORN study

MATTERHORN is a global, Phase 3, randomised, double-blind, placebo-controlled study

Pre-operative Post-operative (1-year duration)
' a 2 doses of durvalumab or 2 doses of durvalumab or 10 doses of durvalumab
Study population placebo placebo or placebo
4 doses FLOT 4 doses FLOT

= Gastric and GEJ adenocarcinoma
« Stagell, lll and IVA

Durvalumab Durvalumab’ N

(>T2 NO-3 MO or T0-4 N+ M0) Durvalumab
+  No evidence of metastasis plus FLOT plus FLOT Primary objective:
*  No prior therapy Randomised SRREES

» ECOGPSOQor1
= Global enrolment from Asia, Europe, North

(1:1)
N=948

Key secondary endpoints:

= Central review of pCR¥

| America and South America ) by modified Ryan criteria
Placebo Placebo! »  Overall survival
Stratification factors plus FLOT plus FLOT
= Geographic region: Asia versus non-Asia
= Clinical lymph node status: positive versus
B Durvalumab 1500 mg or placebo Q4W (Day 1) plus FLOT Q2W (Days 1 and 15)

for 4 cycles (2 doses of durvalumab or placebo plus 4 doses of FLOT pre- and
post-operative) followed by durvalumab or placebo Q4W (Day 1) for 10 further cycles

= PD-L1 status: TAP <1% versus TAP 21%*

Al-Batran S-E, et al. Ann Oncol 2023;34(suppl):abstr LBA73
I
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Interim results of the global, phase 3 MATTERHORN study:pRC

Response rate (%)

25

20

15

10

A12%

p<0.00001

Odds ratio: 3.08
(95% Cl, 2.03-4.67)

Durvalumab plus FLOT
(n=474)

Placebo plus FLOT
(n=474)

ete response

Central review

25
20
=
2 15
&
S 10
B3
o
5
0

Al-Batran S-E, et al.

Investigator assessment

A13%
Odds ratio: 3.03
(95% Cl, 2.05-4.48)
- p<0.00001

Durvalumab plus FLOT Placebo plus FLOT
(n=474) (n=474)

Ann Oncol 2023;34(suppl):abstr LBA73
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Pathological complete response (pCR) to durvalumab plus 5-fluorouracil, leucovorin, oxaliplatin and docetaxel (FLOT) in
resectable gastric and gastroesophageal junction cancer (GC/GEJC): interim results of the global,
phase 3 MATTERHORN study

Pathological response subgroup analysis (central review)

plete and near-
Pathological complete response pathological response
rﬂ:;va'_'g.:.ﬁ‘ pm':'?cfc??. N Odds ratio (95% CI) Odds ratio (95% CI)
All participants 474 474 —— 3.08 (2.03-4.67) —— 2.19 (1.68-3.04)
Sex
Male 326 356 = 3.35 (2.07-5.41) —— 222 (154-3.22)
Female 148 118 e 2.53 (1.09-5.89) e 247 (1.18-5.18)
Age group
<65 years 291 265 [ S— 2.71(1.53-4.79) —o— 2.16 (1.39-3.37)
=65 years 183 209 e e ———— 3.70 (2.01-6.84) [ — 229 (1.41-3.73)
Location at screening
GC 324 316 [ — 2.56 (1.50-4.38) ——1 1.69 (1.12-2.55)
GEJC 160 158 —— 4.20 (2.14-8.21) —— 3.50 (2.01-6.07)
TNM classification
T4 17 17 —— 2.81 (1.18-6.67) —®— 2.14 (1.07-4.26)
Non-T4 357 357 i | 3.16 (1.96-5.09) = 2.20 (1.562-3.19)
Clinical lymph node status
Positive 334 333 b 3.23 (1.97-5.30) ——i 2.14 (1.45-3.18)
Negalive 137 140 N 2.62 (1.20-5.74) — — 226 (125-4.08)
PD-L1 expression at baseline
<1% 48 47 —e——— 0.98 (0.19-5.11) H—— 1.94 (0.60-6.29)
21% 426 427 ——1 3.33 (2.16-513) e 221 (157-3.11)
<5% 236 230 — — 225 (1.11-4 57) _ — 2.30 (1.35-3.92)
=5% 238 244 S N | 3.79 (2.25-6.39) —— 2.20 (1.44-3.35)
Region
Asia 90 90 } Y | 3.96 (1.39-11.26) U~ B 2.41 (1.14-5.06)
Non-Asia 384 384 —— 2.92 (1.85-4.61) —— 2.13 (1.48-3.07)
Country
Germany a7 70 | 2.88 (1.13-7.35) | 2.72 (1.21-6.12)
Non-Germany 427 404 ————— 334 (2.08-5 36) ——1 221 (154-3.18)
r T T T T T 1 r T T T T T 1
0 4 6 8 10 12 0 4 6 8 10 12
-— Odds ratio (95% CI) -— Odds ratio (95% ClI)
Favours placebo Favours durvalumab Favours placebo Favours durvalumab

Al-Batran S-E, et al. Ann Oncol 2023;34(suppl):abstr LBA73
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1. La 10 perioperatoria aumenta las pRC, estando
pendiente su impacto en SG vy EFS
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ESCENARIO PERIOPERATORIO

2.¢Qué sabemos de la 10 adyuvante frente a QT?
¢Qué hemos aprendido del tto postoperatorio?
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EORTC 1707 VESTIGE: Adjuvant immunotherapy in patients (pts) with resected gastroesophageal adenocarcinoma
(GEA) following preoperative chemotherapy with high risk for recurrence (ypN+ and/or R1)—an open-label
randomized controlled phase Il study

Main eligibility criteria & design SIORIC L , &EORTC
Statistical desngn R

»  Gastric or EGJ adenocarcinoma stage Ib-IV

+  Completed pre-operative chemotherapy with a fluoropyrimidine/platin-containing regimen followed by surgery within 12 weeks prior to
randomization

The future of cancer therapy

Primary objective: to detect an increase in DFS rate at 1 year from 65% to 74% with nivolumab
plus ipilimumab (HR=0.7) with a one-sided alpha of 10% and 80% power.

Recovered from surgery
+  ypN1-3 status according to current (8th) version of TNM classification system AND/OR
RO or R1 resection according to current (8th) version of TNM

-In the MAGIC trial, of 92 ode p surgery and postoperative
Surgery e ) chemotherapy, PFS (from surgery) rate at 1 year was 58.3% (95% CI: 47.5 - 67.7).
-In ST03, DFS rate at 1 year for node positive patients was 68% (95% CI: 62%-73%)
N=240 a ‘ i o )
Experimental arm: + Using a one-sided log-rank test at a level of significance of 10%, a total of 142 events are required
Nivolumab 3mg/kg Q2W X 1 year to reach 80% power.
Ipilimumab 1mg/kg Q6W X 1 year
i o i T T T ¥ Total sample size : 2.40 patients randomized
" Posop  7daysmax 3 monthly for 2 years, then every 6 months until year ¥ Target accrual: 8 patients/month
recovery period ; hethen ; ¥ Accrual duration: 30 months
raTrec;mz:mc;:r? v Total study duration: 52 months

Obj.12: Aumentar DFS (65% al 74% al afio)

SMYTH ET AL. VOLUME 34, SUPPLEMENT 1, S182-S183, JUNE 2023.ABSR 0-6
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EORTC 1707 VESTIGE: Adjuvant immunotherapy in patients (pts) with resected gastroesophageal adenocarcinoma
(GEA) following preoperative chemotherapy with high risk for recurrence (ypN+ and/or R1)—an open-label
randomized controlled phase Il study

Primary Endpoint &EORTC
Disease free survival - ITT o

GEORIC

Thaf [ "
I'ne tuture of cancer therapy

Secondary Endpoint - OS - ITT

o ;
The future of cancer therapy

i CTam Nivollpi arm [ T—— Hazard Ratio  p.,
* L 5 . Event/Total — Rake
.l Median DFS(m) 23.26 11.93 " *':\"'”L_.b (95% CIy
v 4 L_"x (95% CI) (11.79 - NE) (8.36- 16.82) ) i Nivollpi arm 23/95 1.79(0.89-359) 0.0994*
n K 1 CTarm 12194 Reference
~ W L -
£ B Sy e 12m DFS % (95% 62.2 49.3 » - "1 C:Cox model; *Logrank test
: G | g i cl) (47.8-73.7) 36.0-61.2) z e
- = Y £ @ 1
; . T ey E ) CTam Nivollpi arm
3 & g EveniTotal | 22ard Rafiol " Pvalue " Median 0S(m) NE 213
. (95% CIjcox H - (95% Cl) (1856 - NE) (18.56- 16.NE)
Lo 1.80 . a
B} Nivollpi arm 42195 (0o2gs 0019
CTarm 24194 Reference ® Treatment arm
CoxCox model; *Logrank test Main cause nop
of death Nivollpi
(N=12) (N=23)
y R EREEEEEEEE]
LR PD 9(75.0) 21(913)
e 8 7@ % 4 3 ER womow a5 o Qther 2(16.7) 2(87)

05:59 g 1(63) 0000}

¢Y el biomarcador?

SMYTH ET AL. VOLUME 34, SUPPLEMENT 1, S182-S183, JUNE 2023.ABSR 0-6
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EORTC 1707 VESTIGE: Adjuvant immunotherapy in patients (pts) with resected gastroesophageal adenocarcinoma
(GEA) following preoperative chemotherapy with high risk for recurrence (ypN+ and/or R1)—an open-label
randomized controlled phase Il study

Subgroup analyses DFS -ITT population &EORTC

The future of cancer therapy

Everts / Patisnts Statistics HR & O
Exp. treatment  Sid. treatment {O—E) var (Exp._treatment St treatment) HA_(95% Ci
Tumor location
ic 25/57 0/58 86 BE —.— 271 (138 ; 527)
EG lower or junction 17138 /38 1 7.7 115 (057 ; 232
Heterogenaty Q=301 {df= 1) p=008, I'= 66.6%
Histological subtype
intestinal /50 0747 45 72 - 189 (a8l ; 3902
Mon—inestinal 23145 a7 4 ] 44-7 155 (081300
Hetorogeneity Q=014 (= 1) p=07, "= 0%
RO vs. A1 status
) 20/79 65 Bz 184 (086 ; 283
R1 ETET 4/15 32 31 ‘T 278 (091 ; 8.496)
Hewrogenety Q=069 (=1 p=041 I'= 0%
recperative_chemotheropy
non— FLOT /8 417 18 21 ) = 233 (061 852
FLOT 3687 20/87 78 “ —-— 176 (104 ; 256)
Heterogenety Q=014 {df=1) p=071 I'= &%
N status
YRMNO—1 10726 6/34 09 39 _ 125 (047 ; 343)
yphZ Br20 624 14 28 _ 163 (051 ; 5.25)
ypha 2649 238 4.1 9 __-_ 158 (082 ; 3083
Heterogency Q=016 {F=2) p=083, "= 0% [0% ; 557%)
- Toa a0 e ss  ma — s o 2e)
{4a.2 %) (255 %)
0.2s os 10 20 40
Exp. treatment Std. treatment
better | better

Treatment effect: p=0.02

=055 Cl everywhers

SMYTH ET AL. VOLUME 34, SUPPLEMENT 1, S182-S183, JUNE 2023.ABSR 0-6
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2. La 10 sola frente a QT perioperatoria no aumenta la SLR...
En un escenario perioperatorio la QT postoperatoria aporta
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ESCENARIO METASTASICO

1. éPodemos decir que estamos ante una enfermedad
heterogénea a nivel molecular?
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1. Para la toma de decisiones en 1L necesitamos
saber diferentes biomarcadores: CPS y Her 2




i i

En HER 2 +: ICOS: 5:
Trastuzumab con platino/5Fu es superior a platino /5FU (TOGA Trial)

HITOS ,

Mediana
Eventos SG HR IC 95%

1.0 e PF + T 120 16.0 0.65 0.51,0.83
0.9 — PF 136 11.8
0.8 — o
T 07— RR: 47%
©
= 0.6 — SLP: 6.7 m
E [0 T T S :
e 0.4 — -
o 0.3 -
0.2 — E E
0.1 = 11.8 : £ 16.0
o0 tTTTT T T r T T T T T T T T T 17T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Tiempo (meses)
NO.. — 228 218 196 170 142 122 100 84 65 51 39 28 20 12 11 5 4 10
at risk 218 198 170 141 112 96 75 53 39 28 20 13 11 4 3 3 0 0o

Bang YJ et al. Lancet. 2010;376:687-97.
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En HER 2 +:
Trastuzumab/pembrolizumab con platino/5Fu es superior a trastuzumab/pembrolizumab en

CPS >1 (85%) (KEYNOTE 811)

KEYNOTE-811 Global Cohort Antitumor Response at 1A3

Double-Blind Phase 3 Study of Pembrolizumab + Trastuzumab and Chemotherapy vs Placebo + Trastuzumab and R— Placsbo (V=121
Chemotherapy as First-Line Therapy For HER2-Positive Unresectable or Metastatic GIGEJ Cancer (NCT03615326) '

Eitns Pembrolizumab 200 mg IV Q3W Aee £
+ Dual Primary End Palnts i i
Trastuzumab and FP or CAPOX! 08 = <
forup fo 35 cycles * PRS(RECIT 1.1 pr BCR) ‘-
Secondary End Poinls ‘5 s
« ORR (RECIST v1.1 per BICR)
Placebo IV QIW + DOR (RECIST v1.1 per BICR)
+ + Safety
Trastuzumab and FP or CAPOX?
far up ta 35 cycles Pembro Placebo
Response and Duration N=350 N=348
ORR, % (95% C) T3(§87T) 80 [55-65)
Best response, n (%)
CR 58017 M)
PR 196 (56) 17049)
S0 67(19) %520
DCR. % (35% CI) 92 (88-94) 87 (83-91)
Janjigian YY, Nature. 2021 Dec;600(7890):727-730. DOR, median (range), mo N3(11+1049.7%) 95(1.4+ o487+

Janjigian YY, Lancet. 2023 Oct 19:50140-6736(23)02033-0.
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Trastuzumab/pembrolizumab con platino/5Fu es superior a trastuzumab/pembrolizumab en
CPS >1 (85%) (KEYNOTE 811)

Progression-Free Survival at 1A2: 28.4 months follow-up?

RECIST V1.1, BICR

Overall Survival at I1A3

. All patients PD-L1CPS 212
All patients PD-L1 CPS 21®
Pembro  Placebo Pembro  Placebo - Pembro Placebo - Pembro Placebo
100 100 Median 0S, mo 200 168 Median 0S, mo 200 157
Median PFS, mo 100 81 Median PFS, mo 108 72 A ’

% 95% Ci 86117 7085 % 95% Cl 85125 6884 ) 95% CI 178221 150-187 %0 \\ 95% Cl 179227  135-185

® HR(85%Cl)  072(060087),P=00002 | = HR (85% Cl) 0.70(0.58-0.85) % HR (95% CI) 084 (0.70-1.01) % \ HR (95% CI) 0.81(0.67-0.98)

0 5 1) n

- © 6
: & *
o 5 o 60 ; *
£ £, g g

4
30 k)
30

20 20

10 0 2

0 0 ‘ ; ey — P i

0 03 6 9 121518 2 24 27 0 B ¥ N9 & 003 6 9 121518 2 240 27 0 3N B N & 0+ ——————————r = ;
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54

— Time, months
Pbemep M DI M B W B % @ W B M 5 2 @ Wm0 oW M M M W m B oM S 28
Pasopi 7 W W W W & B O® ® MW 1 3 1 0 Pamagp s Z w0 W B s M M W w2 6 3 1 8 Wo. st Risk Months o st sk Months.
kb o 3 338 310 2 . o . =
Pacstage 4 37 2

oot Rink Time, months

Pemtrolaunabgo 290 28 205 M1 N7 B0 W5 0 N5 M M &4 W @ T 2
WMWK E T NN N w10

Janjigian YY, Nature. 2021 Dec;600(7890):727-730.

Janjigian YY, Lancet. 2023 Oct 19:50140-6736(23)02033-0.
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En HER 2 +:
Trastuzumab/pembrolizumab con platino/5Fu es superior a trastuzumab/pembrolizumab en
CPS >1 (85%) (KEYNOTE 811)

SG para PD-L1 CPS<1

Figure 14.2-22: Kaplan-Meier estimates of overall survival (CPS =1 participants) (global cohort) (ITT population)

100 -—-‘._L
90 1‘—1| —

80 Ve
1
. 1

70 - -

Overall Survival (%)
-
& ©
-

Pembrolizumab ' ¥,

30 -
+ Standard of Care \_,\_'—-l—_—;_ +
20

10 Censored
Pembrolimmab = SOC
—_—— — 50C
Q
o 3 <] 9 12 15 18 21 24 27 30 i3 36 39 42

Number of Subjects at Risk

Pembrolizumab + SOC 52 51 46 40 33 3 18 12 7 4 3 2 1 a L]
S0OC 52 50 48 43 a8 34 27 20 18 11 s 3 3 2 o
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GUIAS CLINICAS

Advanced/metastatic v1.2 - October 2023
unresectable cesophageal,

oesophagogastric junction and
gastric adenocarcinoma

|

1st-line treatment

]

HER2-positive (b) HER2-negative

PD-L1 CPS 21 PD-L1 CPS <1 PD-L1 CPS 21 GC/OGC

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

¥

Addition of Add n of trastuzumab Addition of pembrolizumab (h) Addition of nivolumab (e) Addition of pembrolizumab (h)
pembrolizumab—trastuzumab MCEBS 3; ESCAT I-A] (c, d) [, B; MCES 3 (¢)] [, A; MCBS 4 (c)] [ll, C; MCES 4 (c)] or
I, A; MCBS 2; ESCAT I-A (c, d)] Addition of nivolumab (e)

| | 0, A; MCBS 4 (c)]

https://www.esmo.org/living-guidelines/esmo-gastric-cancer-living-guideline/metastatic-disease/metastatic-disease/first-line
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CPS es un biomarcador predictivo de eficacia a Inmunoterapia
(CheckMate 649)

CheckMate 649 study design

+ CheckMate 649 & a randomized, open-label, global phase 3 study’-*
Key eligibility criteria
- Provicusly untreated, unresectable,
advanced or metastatic
gastric/GE)/esophageal
a cinoma

Dual primary endpoints:
- O and FFSS PO-L1 CFS = 5)

Secondary endpol
=05 (PO-LT CPS =
=05 (PD-L1 CPS 2 10}

= PFS® (PD-L1 CPS £ 10, = 1. all randcenized)
- ORRT

= Mo known HERZ: positive: status
= ECOG PS 0-1

randomized)

Strassication factors
© Tusmior con #9011 aprevsion [z 1% v « 157}
. v e SEates Canade va BOW)

PD-L1CP5 25
Explosatory endpoints:
- Satety

QoL

Region
- Ecoaes

g

e C T09.3 .89

- Patients were enrolled fram 175 hospitals and cancer centers in 29 countries

g 88

WA (95 0.70 (0.60-0.81)
= At data cutoff (May 31, 2022), the minimum follow-up® was 36.2 months

z
]
4
i ow
£ =
PD-L1CPS 2 5 E
2
I
- -
Padian, G5, &
o
o
= W e
- o
E ® 57
£2 o, i ik
& VG » cheme 473 18 P 3 53 4T 40 35 6 19 13 s o
£ =
o
z ~J1%
- P
3 1 §
®
Sty T T T T T T T T T T T T T T T T T
9 3 & %12 % 8T 3437 30 3 M I AT G435 54K 0
S Monzhs
MIVD = cheess 473440 30315 163 T23-187 161 141 118195 100 34 4

66 53 37 24 17 &

Janjigian YY.et al_ASCO Gl meeting 2023_JClinOncol 41, 2023 (suppl 4; abstr 291)
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CPS es una variable cuantitativa continua

Overall survival

PD-L1 CPS? Number of patients Medlan E6 monthe U"?;’:EZ:&HR Unstratified HR (95% CI)

Overall (N=1581) 13.7 11.6 0.78 —_— i

<1 265 13.1 12.5 0.95 —
21 1297 138 13 0.75 ——

<5 607 124 12.3 0.95 —

25 955 144 11 0.69 — !

<10 794 124 12.5 0.91 —°—:—

210 768 15.0 10.9 0.66 — !

Janjigian YY.et al_ASCO GI meeting 2023_JClinOncol 41, 2023 (suppl 4; abstr 291)
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CPS es un biomarcador predictivo de eficacia a Inmunoterapia
(KEYNOTE -859)

KEYNOTE-859 Study Design

Randomized, Double-Blind, Phase 3 Trial OS, ITT Population pax Mo
. 100 Pembro + Chemo T6.3% 129 (119-14.0)
Criteria . Pemb[;o:::;n::ci?::{_r?;:f}mw 90 Placebo + Chemo B4 4% 1.5 (1006-12.1)
iy confirmed adenocarcinoma of + an- |12-mo rate
- ) 70| |52 7% i
Chemotherapy® (FP or CAPOX) L 601 ig:-f;!o rate HR 0.78 (95% CI, 0.70-0.87)
oF 50 j1Ea% P < 0.0001
=1 i

404 i

30+ i

201 |

Chemotherapy® (FP or CAPOX) 104 |
o T Tt T T T T T T T d
Stratification Factors + Primary End Point: 05 o 5 10 15 20 25 30 35 40 45 50

» Geographic region (EuropesrasiNorth Americal Ho. st risk Months
Australia vs Asia vs rest of world) * Secondary End Points: FFS5 * ORR.® DOR.* and safety 50 £00 343 4 143 55 55 a 1 y
a9 536G 34 74 165 as 4 26 1 a o
vs CAPOX)
SG in ITT, CPS 21 and CPS= 10
Seguimiento de 31 meses
33% Asia Rha SY, Oh Lancet Oncol. 2023 Oct 19:51470-2045(23)00515-6.
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CPS es un biomarcador predictivo de eficacia a Inmunoterapia
(KEYNOTE -859), subgrupos CPS =1y CPS>10

100+
904
80
704
60
50+
404
304
204
10+

Overall survival (%)

CPS 21

> Long term benefits are meaningful
> At 2 years

12 month: Pembrolizumal =
Sz‘m sq 556 Placebo > 9.3% absolute benefit,
46% (35%C142-50) 24 months > —50% relative improvement

i
a
> 1/3 patients are alive at 2 years

> How do we identify these patients?

Numberat risk
(number censored)
Pembrolizumab g18

(0)
Placebo 617
)

511
0
493
5]

10 15 20 25 30 35 40 45 50 0 5
Number at risk
(number censored)
383 269 192 m I3l % 7 3 0 Pembrolizumab 2(7')3 2[3()3
0] 0 249 (66) (88) 7T ) BN | N 7 0 0
339 206 126 66 a 20 7 0 0 Placebo 2(7]2 %O
6) ® e s ® o 8y ) © @

Rha SY, Oh Lancet Oncol. 2023 Oct 19:51470-2045(23)00515-6.

193
(0)
154
]

CPS 210

2months
11% (95% C155-66)
8% (95% C1 42-54)

\‘\—\“M“ijj:u_"
S R TR

Events Median overall survival (95%Cl) HR (95% Cl)

Pembrolizumab 188
Placebo 226

157 months (13-8-193)

11.8 months (103-12.7) 065(053-079)

24 months
38% (95% C132-44)

T T
15 20

5 30 35 40 45 50

Time since randomisation (months)

143 104
(0) (15)
99 67
2) (10)

76 52 30 10 2 0
(31} 47 (65) (81) (89) [E30]
37 2% 12 6 0 0
@) (28) 35 (40) (46) (46)
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CPS es un biomarcador predictivo de eficacia a Inmunoterapia
(KEYNOTE -859), andlisis de subgrupos

Microsatellite instability status
High 14139 25/35 — e 034 (0-18-0-66)
Low or microsatellite stable 4971641 540/639 - 0-79 (0-70-0-89)
PD-L1 CPS at baseline
<1 139/172 140/172 - 0-92 (0-73-1-17)
=1 464/618 526/617 = 0-73 (0-65-0-83)
19 274(337 300/345 = 0-83 (0-70-0-98)
<10 413/509 440/517 - 0-86 (0-75-0-98)
=10 188/279 226/272 - 0-64 (0-52-0-77)
Chemotherapy choice at randomisation
Capecitabine and oxaliplatin 509/682 567/681 » 076 (0-68-0-86)
Fluorouracil and cisplatin 94/108 99/108 - 0-82 (0-62-1-09)
0{1 0!3 1.0 3T0
4+ — —»
Favours pembrolizumab Favours placebo

Figure 2: Overall survival
Rha SY, Oh Lancet Oncol. 2023 Oct 19:51470-2045(23)00515-6.
5 —
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Advanced/metastatic v1.2 - October 2023
unresectable cesophageal,

oesophagogastric junction and
gastric adenocarcinoma

|

1st-line treatment

]

HER2-positive (b) HER2-negative

PD-L1 CPS 21 PD-L1 CPS <1 PD-L1 CPS 21 GC/OGC

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

¥

Addition of Add n of trastuzumab Addition of pembrolizumab (h) Addition of nivolumab (e) Addition of pembrolizumab (h)
pembrolizumab—trastuzumab MCEBS 3; ESCAT I-A] (c, d) [, B; MCES 3 (¢)] [, A; MCBS 4 (c)] [ll, C; MCES 4 (c)] or
I, A; MCBS 2; ESCAT I-A (c, d)] Addition of nivolumab (e)

| | o, A; MCBS 4 (c)]

https://www.esmo.org/living-guidelines/esmo-gastric-cancer-living-guideline/metastatic-disease/metastatic-disease/first-line
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Futuro...
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2.La sobreexpresion de claudina 18.2 es un biomarcador predictivo de beneficio

de zolbetuximab (GLOW y Spotlight)

étendremos que incorporarlo a la toma de decisiones futuras?
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La sobreexpresion de claudina 18.2 es un biomarcador predictivo de beneficio de

ZOIbEtUXImab (G LOW y SpOtIIght) Primary End Point: PFS by Independent Review Committee?

. . T St prres e
- iy T enthe meizen  (aatozm
o8 :D:‘L‘W!\ < sy :m—"lﬂ'l
s -
Study Design: SPOTLIGHT o
Q8- 24-Montn
oo e

Global?, randomized, double-blinded, placebo-controlled, phase 3 trial

Prababllity of PFS.
a

Zolbetuximab 800/%600¢ mg/m? IV Q3IW + Zolbetuximab 600 mgim? IV Q3IW + a1
mFOLFOXE IV Q2w 5-FU + folinic acid IV Q2W

3 IR R R R R R R R N N N F I
Cycles 1-4 (42 daysicycle) Cycles 5+ —— Monthe
Placebo IV Q3W + Placebo IV Q3W + FOLFOX
mFOLFORG B e 5-FU -+ folimic acii IV G « PFS was significantly longer in patients treated with zolbetuximab + mFOLFOXE vs placebo + mFOLFOXE
Cycles 1-4 {42 daysicycle) Cycles 5+
. PES® + OS5~ TTCDIn GHSoOL, - ORR* - Safety Key Secondary End Point: OS
g Zolbetuximab > [IEPlcs
| PF. and 0G25-Pan - DOR* - PROs “mEOLEOXE | mEDLFOXE
Ha, eventano, pathents 149283 1TIze2
»w 12-Month Median OS5, menths 18.23 RLECS
55 rasm. e [EATSRE0 (13473853

o
HR (55% Cl) GT50 (0AI1-S036)
Puyal 00053

Probablity of Gverail Survival
a
4

Shitara K,. Lancet. 2023 May 20;401(10389):1655-1668
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La sobreexpresion de claudina 18.2 es un biomarcador predictivo de beneficio de
zolbetuximab (GLOW y Spotlight), con 9.7 meses adicionales de seguimiento

Primary Endpoint: PFS by Independent Review Committee? Kev Secondarv Endpoint: 0S
Updated Anals's Wi 8.7 Monfhs Adciional Folow-Up U e Al Wi 6.1 Moniv Addioral FlowUp

PFS continued to be statsticall signficantlyonger in patiens reated with zobetuximab + mFOLFOXE v placebo + mFOLFOXG 0S continued to be stafistically significantly longer in patients treated with zolbetuximab + mFOLFOX8 vs placebo + mFOLFOX6

RS ETILEA D e T Ry T OS continued to be longer across most subgroups

107
12-honth Zolbetuximab + 107 i
0o PES rate mFOLFOXE 0 oony Folbelimah +
48%vs 38% : &
67% vs 61%
06 Ho-events/ac paiiens Sl IR o No. events/no. patients 1891283 211282
Wedian PFS, months 11.04 b ! | Median 08, months 1823 1557
o 0 ) , ‘ : !
g (95% C) (061252 (821-1041) 2 o (95%CI) (16.13-2070)  (1367-16.52)
5 087 24-Month  HR(85% CI) 0.730 (0.587-0.907) 2 o6 HR (85% CI) 0,778 (0.637-0.849)
T Pvalue 0.0022 o = : y ’
2 5 > Pvalue 0.0067
£ 0 28% vs 14% 05
.3 a
3 041 FRRTS
- Zolbetuximab + 2

&0 mFOLFOXS b Zolbetuximab +

02 024 mFOLFOX8

0.14 Placebo + 0.14 Placebo +

mFOLFOXE mFOLFOX6
——

0 T T LA L L L L L L L VL L L L L LN L L L L L L L B L L U0 o e S S S L N N B G B B /4 S O S e e B
0 2 4 6 8 10 12 14 18 18 2 M % 8/30 332 M ¥ B 4 92 «4 4 48 ' D2 4 6 8 10 12 14 16 B8N0 2 4 2/ 3 2 34 % % 40 42 44 45 48 50 5
No. at Risk Menths No. at Risk o

Shitara K,. Lancet. 2023 May 20;401(10389):1655-1668
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La sobreexpresion de claudina 18.2 es un biomarcador predictivo de beneficio de
zolbetuximab (GLOW vy Spotlight)

Primary End Point: PFS by Independent Review Committee?
Ty R

Eventsipatients®, nih 1477254 1720253
e [ Median PFS, months 8.1 680
3 {95% C1} (7 46-8:84) (6.14-8.08)
°7q - Fr— HR (85% CI) 0887 (05440 866)
- - 08 foail Pyalue 0.0007
Study Design: GLOW JFrS

Global?, randomized, double-blinded, placebo-controlled, phase 3 trial

Probabllity of PES
n
H

Kay Eigikility Criteria 0z ) I\" !

+ Prevously untesied LA m Zolbetuximab B00/600% mg/m? IV Q3W + Zolbetuximahb 600 mg/m? IV Q3W + >
L R J CAPOX™ capecitabine® |
adenocarcnona

= CLDN18:2+ (275% of fumar - Cycles 1-8 (21 daysicycle) Cycles 3+ (21 daysfcycle) W77+ 1
cells wih moderate-to-siong o 2 4 [ 8 0 12
membrancus CLON1E stanng No. at Risk

- pER2 Placebo IV Q3W + Placeba IV QW + i 4

- ECOBPSO-1 CAPOX capecitabine®

e A PFS was significantly longer in patients treated with

< g (R AN Cychs -5 {1 S, Cyche 3+ (ERSESETER [ 2olbetuximab + CAPOX vs placebo + CAPOX
Nearrber of organs wi
netasiacns [0-2 15 23

* Priorgatrecomy (s 1) Primary End Point Key Secondary End Points " Secondary End Points*
- PFs# - 05 -« TTCDin GHSQoL, « ORR3  Salety
PF, and 0G25-Pain « DOR? * PROs -
Key Secondary End Point: OS
10

Zolbstuxima Zolbetuximab + | Placebo =
CAPOX CAPOX CAPOX

[H: B
Events/patients®, N 148254 174253
0s Median 08, months 14.38 1216
. Plac (95% C1) {1228-16.49) (10.28-13.67}
o7 = HR (95% C1} 0771 {0.615-0.965)
8 el Pyalue s.oi1e
; 24-Month
E os4 OF rate
e
H
8 04
&
03 ‘j_\‘—g
e
oz R ———
01 —

Shah MA, Nat Med. 2023 Aug;29(8):2133-2141 B ETETETEITATRTATR LD ATATATATRTATATE A
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La sobreexpresion de claudina 18.2 es un biomarcador predictivo de beneficio de
zolbetuximab (GLOW y Spotlight), 8.7 meses mas de seguimiento

Primary Endpoint: PFS as Assessed by Independent Review Committee? Keﬂ¥ Secondary Endpoint; 08

Updated analysis with 8.7 months aditional follow-up Updated analysis with 8.7 months additional follow-up
+ PFS continued to be statistically significantly longer in patients treated with zolbetuximab + CAPOX vs placebo + CAPOX * OS continued to be statistically significantly longer in patients treated with zolbetuximab + CAPOX vs placebo + GAPOX
- PFS benefit of zolbetuximab was maintained across most of the prespecified subgroups in this updated analysis ~ 08 remained longer in the zolbetuximab arm across most of the prespecified subgroups in the updated analysis
084 12-Month Eventslpatients, N 1451254 1781253 047 12-Month Events/pationts, N 1687254 1907253
084 PFS rate Median PFS, months 8.28 6.80 084 QS rate Median OS, months 14.32 1216
35% vs 19% (85% CI) (7.46-8.00) (6.14-8.11) 57% vs 50% (95% CI) (1209-16.48)  (10.28-13867)
07 | HR (85% CI) 0.682 (: :;g:lwﬁ o ! HR (5% C1) 0.7 (0.624-0.052)
P valty . 1

Pvalue 0.0079

24-Month Alonth

Probability of PFS
I
Probability of OS
=
T

08 rate
PFS ralsf‘ ! 28% s 19
17% vs 9% i b ¥5 19%
04 047 !
i
034 037 !
Zolbetuximab + ! Zolbetuximab +
024 CAPOX o |
1
'
i Placebo + 011 H Placebo +
CAPOX 1 CAPOX
w+--rrrr—r—rrrrr-rrrrrrrrr- T T
1

T T T T T 117 e e e
0012 3 4567 8 91011 121314151617 1819202\ 2 23 2425 2% 28 29 30 31 32 33 34 35 36 I7 3B 012345678 91011121314151617
No. at Risk Months No. at Risk

Shah MA, Nat Med. 2023 Aug;29(8):2133-2141




HITOS |,
ONCOLOGICOS: pe'™®

GUIAS CLINICAS: Futuro

v1.2 - October 2023

Advanced/metastatic
unresectable cesophageal,

oesophagogastric junction and
gastric adenocarcinoma

1st-line treatment Claudin 18.2 pOSitive

@
|

Platinum—fluoropyr
doublet ChT (a)

| 1 Add Zolbetuximab [I,A]

HER2-positive (b) HER2-negative

PD-L1 CPS =21 GC/OGC PD-L1 CPS 25 GC/OGC/Oes PD-L1 CPS 210 Oes

PD-L1 CPS 21 PD-L1 CPS <1

-

Addition of Addition of trastuzumab Addition of pembrolizumab (h) Addition of nivolumab (e) Addition of pembrolizumab (h)
pembrolizumab—trastuzumab [1. A; MCBS 3; ESCAT I-A] (¢, d) [I. B; MCBS 3 (c)] [, A; MCBS 4 (c)] C; MCBS 4 (c)] or
Add n of nivolumab (e)

[, A; MCBS 2; ESCAT I-A (c, d)]
I I I I, A; MCBS 4 (c)]

https://www.esmo.org/living-guidelines/esmo-gastric-cancer-living-guideline/metastatic-disease/metastatic-disease/first-line
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ESCENARIO METASTASICO

1. éPodemos decir que estamos ante una enfermedad
heterogénea a nivel molecular?
Sil
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ESCENARIO METASTASICO

2. ¢Estamos incorporando la heterogeneidad molecular a
la segunda linea?
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Dos subgrupos de pacientes son candidatos a terapias dirigidas en 2L:
Her 2 amplificado y MSI-H/dMMR




Dos subgrupos de pacientes son candidatos a terapias dirigidas en 2L:
Her 2 amplificado y MSI-H/dMMR

Advanced/metastatic unresectable gastric cancer

N
2m-line treatment

{

J
i) 1

N

No contraindications for
ChT or antiangiogenic tx

Contraindications
for ChT

Contraindications for
antiangiogenic tx MSTRLURTMEL

!

Ramucirumab—paclitaxel
[I, A; MCBS 2]*

Ramucirumab monotherapy
[I, B; MCBS 1]*

-

I

Taxane or irinotecan Pembrolizumab monotherapy
[I, A] [Il, A; MCBS 3; ESCAT I-B]**

Lordick F, Ann Oncol. 2022 Oct;33(10):1005-1020.




Immunotherapy and Targeted Therapy for Advanced Gastroesophageal
Cancer: ASCO Guideline

Fluoropyrimidine- and platinum-
m— based chemotherapy, without the
addition of nivalumab

ation with I

! Nivolum:
! fluoropyrimidine- and platinum-
_"I based chemotherapy on a case-

om

Patients with gastric
adenocarcinoma

= —

Nivolumab in combination with
—3 fluoropyrimidine- an: tinum-
based chemotherapy

Patients with advanced
gastroesophagesal or GEJ

———3m based chamotharapy, without the adenocarcinoma whose disease —3»  Ramucirumab plus paclitaxel
addition of PD-1 inhibitors has progressed following first-line
therapy

| Rivoiumab|

1
idine- and plati -1
= ey S e e e :

Pationts with i
[3=  esophageal or GEJ e

adenocarcinoma

with fluoropyrimidine- and
=1 ,|atinum-based chemotherapy nn:
a ca:

1 ca
ST miame: enane: toeleg 2B

Nivolumab in combination with
tati

based chemotherapy

Patiants with advanced
stroesophageal =
cancer

i in cot
with flucropyrimidine- and
platinum-based chemotherapy

Patiants with
L csophageal squamous
cell carcinoma

Nivolumab plus
fluoropyrimidine-
and platinum-based
chemotherapy

Nivolumab plus ipilimumab

Trastuzumab plus
in

Patients with gastric or P Lilzes —_—— hL deruxtecan

— GEJ adenomcarcinoma wwith fl and

Shah MA. J Clin Oncol. 2023 Jan 5:JC02202331.



Efficacy of Pembrolizumab in Patients With Noncolorectal High Microsatellite
Instability/Mismatch Repair-Deficient Cancer: Results From the Phase Il

KEYNOTE-158 Study
(n:42)

Gastric n = 42

ORR, % (95% Cl) T——31.0 (17.6-42.1) —
Best objective response, n (%)
CR 4 (9.5)
PR 9 (21.4)
SD 7 (16.7)
PD 15 (35.7)
Not evaluable 1 (2.4)
No assessment 6 (14.3)
DOR, median (range), months NR (6.3 to 51.1+)
Median PFS, months (95% CI) 3.2 (2.1-12.9)
PFS rate >3 years®, %
Median OS, months (95% Cl) <ﬁ(ﬁ?3-®
OS rate >3 years”, % E 34.5 .

Marabelle A,. J Clin Oncol. 2020 Jan 1;38(1):1-10.
Maio M. Ann Oncol. 2022 Sep;33(9):929-938.
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Trastuzumab deruxtecan in patients in the USA and Europe with HER2-positive advanced gastric or gastroesophageal junction cancer
with disease progression on or after a trastuzumab-containing regimen (DESTINY-Gastric02):
primary and updated analyses from a single-arm, phase 2 study

DESTINY-Gastric02 Study Design

rimary endpoint
+ Confirmed ORR by
ICR

Key eligibility criteria

» Pathologically documented,
unresectable or metastatic

T-DXd Secondary endpoints®
* Centrally confirmed HER2 6.4 mg/kg Q3W « PFS by ICR

positive disease (defined as IHC N = 792 « OS

3+ or IHC 2+/ISH+) on biopsy < DOR by ICR

after progression on f rst- Ilne « Safety and tolerability

« ECOGPSOor1

Van Cutsem et al.Lancet Oncol. 2023 Jul;24(7):744-756
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Trastuzumab deruxtecan in patients in the USA and Europe with HER2-positive advanced gastric or gastroesophageal junction cancer
with disease progression on or after a trastuzumab-containing regimen (DESTINY-Gastric02):
primary and updated analyses from a single-arm, phase 2 study

April 9,2021, data cutoff; Nov 8, 2021, data cutoff;

patients(N=79) ______patients(N=79)

Confirmed objective response w
Confirmed best overall response A

Complete response 3 (4%) 4 (5%) 0-

Partial response 27 (34%) 29(37%) g

Stable disease 34 (43%) 31(39%) ; o

Progressive disease 13 (16%) 13 (16%) E

Not evaluable 2% 3¢ R
Median progression-free survival, months 55 (4-2-7-2)* 56 (4-2-8-3)t ?

Patients with events 4475 é L s

Progressive disease 37 (47%) 44 (56%) g 20

Death 7(9% (9%) z
Median overall survival, months 12-1 (8-6-NE)t 121(9-4-15-4)§ é 40

Patients with events 2 E

Patients without events (censored) 53 (67%) 33 (42%) E 04

Alive 46 (58%) 26 (33%) s 5

Lost to follow-up 7 (9%) 7 (9%) ;
Confirmed disease control 64 (81%;70-6-89.0) 64 (81%;70-6-89.0) g'lm\\IIIIII\\\\\IIIIIIII\IIIII\\\\\IIIIIIII\\\\IIII\!IIIIIII\\\\\IIIIIII\\\\WI
Median time to response, months 1.4 (1-4-2-6) 14 (1-4-2-7) 12345678 9000YK516718192011 0324252627 282930313233 343536 3738394041 4243444546 47484950 51 52 53 54 5556 57 5850 6061 6263646566 67 68697071 72 73 1 7576
Median duration of response, months 81 (4-1-NE)q 8.1 (5-9-NE)|| Patients

Van Cutsem et al.Lancet Oncol. 2023 Jul;24(7):744-756
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Trastuzumab deruxtecan in patients in the USA and Europe with HER2-positive advanced gastric or gastroesophageal junction cancer
with disease progression on or after a trastuzumab-containing regimen (DESTINY-Gastric02):
primary and updated analyses from a single-arm, phase 2 study

Progression-free survival (%)

Median 5.6 months (5% C1 4-2-8-3)
o T T T T T T T T T T T T T T T T T T T T T T J
o 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 2
Numberatrisk 79 77 60 49 44 35 27 2% 2 19 1 § 5 5 4 3 3 3 3 3 1 1 o0
(number censored) (0) (1) (5) (8) (10) (12) (16) (16) (16) (17) (22) (23) (25) (25) (25) (26) (26) (26) (26) (26) (28) (28) (28)

Qverall survival (%)

Median 12-1 months (95% C1 9.-4-15-4) i ST
0 T T T T T

1 2 3 4 5 6 7 6 9 10 1 12 13 14 15 16 17 18 19 20 21 2 2
Time (months)

Numberatrisk 79 78 74 73 66 62 59 53 50 47 41 37 26 19 14 13 11 10 9 7 5 3 1 0

(numbercensored) (0) (0) (2) () (3} (3) B3) @ B B) 7 (9 (17) (21) (25 (26) (26) (27) (28) (29) (30) (30) (32) (33)

Van Cutsem et al.Lancet Oncol. 2023 Jul;24(7):744-756
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ESCENARIO METASTASICO

2. ¢Estamos incorporando la heterogeneidad molecular a
la segunda linea?

Si, claro
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BLOQUE II:

UNION ESOFAGO-GASTRICA
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Unidn Esofago-Gastrica

1. éQué "hitos” tenemos?
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1. Disponemos de multiples definiciones de la UEG

‘ — Qesophagus

Adenocarcinomas with

\\ \ g //“ \\\ epicenters no more than 2
e RN cm into the gastric cardia ™
= e are staged as esophageal
. 5 adenocarcinomas
(TNM 8t ed)

) Staging criteria for stomach —

cancers

Duodenum

TNM:
Tumores que afectan la UEG con epicentro no mas alld 2 cms estdmago proximal esofagos
Tumores cuyo epicentro >2 cm UEG :estdmago
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Trimodality therapy versus perioperative chemotherapy in the management of locally advanced adenocarcinoma of the oesophagus
and oesophagogastric junction (Neo-AEGIS): an open-label, randomised, phase 3 trial

A
100 —— Perioperative chemotherapy group
— Trimodality therapy group
4
= 754
g
E
2
Esophageal and GEJ adenocarcinoma: 2 25
AEG LI
HR 1.03 (95% Cl 0-77-1-38); log-rank p=0-82
cT2-3N0-3M0 o T T T T T T T T T
0 12 24 36 48 60 72 84 96 108
EC(O)F(X)x 3 Surgery EC(O)F(X) x 3 Number at risk
| (number censored)
Perioperative 184(0) 151(5) 114(11) 85(20) 60(39) 38(54) 23(67) 10(79) 8(81) 5(84)
chemotherapy group
c0/ . Trimodality th 178(0) 153(2) 116(7) 89(15) 59(36) 37(54) 18(70) 8(79) 7(80) 4(83
Arm B 15% superior to A (n=366) i ;{35; . @ e e e e
2 N B
Arm B 10% superior to A (n= 628
nEup 28 Neo CRT (CROSS) T 100
wCP-RT(41.4Gy)+Surgery : .
/ £ 754
E
g
Secondary end points: Disease free survival; o 504
Primary endpoint: Overall survival Time to treatment failure: TRG: R0: Toxicity: Postoperative %
complications; HR-QL 5
z 25
HR 0-89 (95% CI 0-68-1-17); log-rank p=0-41
o T T T T T T T T T
o 12 24 36 48 60 72 84 96 108
Number at risk Time since randomisation (months)
(number censored)
Perioperative 184 (0) 136(4) 97(8) 76(17) 50(35) 34(50) 19(63) 8(74) 7(75) 5(77)
chemotherapy group
Trimodality therapy 178 (0) 131(1) 86(5) 70(11) 44(29) 27(45) 13(58) 7(64) 6(65) 3(68)
group

Reynolds JV. Lancet Gastroenterol Hepatol. 2023 Nov;8(11):1015-1027
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1. No se puede asumir la no inferioridad, es preciso esperar e
ESOPEC que va a comparar CROSS vs FLOT

Study Design

Randomlisation (1: 1)

n=438

+

Perloperative
C hemotherapy
(FLOT > Surgery = FLOT)

| MNeocad]Juvant FLOT (B8wk)

I Surgery

| Adjuvant FLOT (8wWK)

Neocad]uvant
C hemoradlation
(CROSS = Surgery)

| Neocadjuvant CROSS (5 wk) I

| Surgery |

Follow-up
{min. 3 years afier end of recruitnent phase)

| To be analyzed n=438

ESOPRPEC

Adenocarcinoma of the esophagus / GEJ
Prospective RCT / Phase Il

Multicenter (18 sites)

438 randomized patients

Primary endpoint: Overall survival

Secondary endpoints:
- PFS / RFS
- postoperative M&M

- Quality of life
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Adjuvant Nivolumab in Resected Esophageal or Gastroesophageal Junction Cancer

Key eligibility criteria
» Stage Il/lll EC/GEJC n=532

enocarcinoma or squamous
carcinoma

Nivolumab
’ 240 mg Q2W x 16 weeks Primary endpoint:
N =794 then 480 mg Q4W e DFSe

Neoadju Tcal resection (RO,?

performed within 4-16 weeks prior to Secondary endpoints:

randomization) o OSf
* Residual pathologic disease Placeb e OSrateatl,2,and3
- 2ypTlor2ypN1l acebo
yp P S Q2W x 16 weeks years

* ECOGPSO0-1 n =262 then Q4W

Stratification factors

¢ Histology (squamous vs adenocarcinoma)
»  Pathologic lymph node status (> ypN1 vs ypNO) Total treatment duration of

*  Tumor cell PD-L1 expression (> 1% vs < 1%°) uptol year“

Kelly RJ.N Engl J Med. 2021 Apr 1;384(13):1191-1203.
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Adjuvant Nivolumab in Resected Esophageal or Gastroesophageal Junction Cancer

B Disease-free Survival According to Histologic Type
A Disease-free Survival in the Overall Population

m«..k\! lBDﬂ»_g!‘x
s ] 904
w Y k
g 3, o] M
£ 2 o= .
= (i
£ o RN § ™ ‘}h
H L NN g @ P | Nivolumab, SCC No.of  Median Diseasefree
‘”’ R t 7 - i i
% ° \“‘BN*’“{ ..M. No.of - Median Diseasefre 5 A = _hi* - Farts Surival
H ooy Patients Su;\;\:ln $ 501 ‘“‘.‘ F,. —+ Nivolumab, AC mo (95% Cl)
£ ¥ R ol £ ol & Nivolmeb, AC 376 134 (153-204)
0] PR Nivomab 532 224 (166-340) ] . e T T L T
Pacsbo 262 1LO(33-143) g g B ey A, 1(83-163)
104 Hazard ratio for disease recurrence of death, g i m; . . Hazard ratio for disease recurrence or death,
066 (96.4% C1, 0.56-036) St i
5 — T ram 20 o 0.75 (855 C1,0.59-096)
306 9 1215 18 0 M W 0B ¥ W L & Nivoumab,SCC 155 297 (I44-NE)
Months 104 Placebo, SCC 75 110(76-17§)
No. at Risk 4
Nivolmab 532 430 364 305 M9 212 181 147 @ & 4L 2 8 4 3 0 71T+ Haandntiolordiease recurrence or death,
Placebo 262 214 163 126 95 80 65 53 38 8 17 12 5 2 1 0 0 3 6 § 12 15 18 21 24 27 30 33 3% 39 42 45 0.61 (95% CI, 0.42-0.88)

Months

Kelly RJ.N EnglJ Med. 2021 Apr 1;384(13):1191-1203.



HITOS ,

ONCOLOGICOS: pe™"

Adjuvant Nivolumab in Resected Esophageal or Gastroesophageal Junction Cancer

Age
<65 yr
=65 yr

Sex
Male
Female

Race
White
Asian
Black
Other

Region
Asia
Other

ECOG performance-status score
0
1

Disease stage at initial diagnosis
1l
1]

Tumor location at trial entry
Esophagus
Gastroesophageal junction

Histologic type
Adenocarcinoma
Squamous-cell carcinoma

Tumor-cell PD-L1 expression
=1%
<1%

Indeterminate or could not be evaluated

507
287

671
123

648
117
9
20

106
688

464
330

278
514

462
332

563
230

129
570
95

244
17.0

214
Not reached

213

24.0

14.4
Not reached

24.0
214

29.4
17.0

34.0
19.4

24.0
22.4

19.4
29.7

19.7
213
Not reached

103
139

111
11.0

109
10.2

83
141

143
11.0

111
109

13.9
85

83
20.6

111
11.0

141
111
9.5

0.65 (0.51-0.84)
— 0.80 (0.57-1.12)

M

0.73 (0.59-0.91)
0.59 (0.35-1.00)

0.71 (057-0.88)
0.70 (0.41-1.22)

L 4

0.43 (0.06-3.06)

0.48 (0.11-2.02)

0.78 (0.43-1.41)
0.69 (0.56-0.86)

0.73 (0.56-0.96)
0.6 (0.48-0.89)

0.72 (051-1.02)
0.68 (0.53-0.88)

0.61 (0.47-0.78)
0.87 (0.63-1.21)

0.75 (0.59-0.96)
0.61 (0.42-0.88)

0.75 (0.45-1.24)
0.73 (057-0.92)
0.54 (0.27-1.05)

Mh  G1N:R §

Pathological lymph-node status
ypNO
=ypN1
Pathological tumor status
ypT0
ypTlorypT2
ypT3 or ypT4
Histologic grade
lor2
3ord
Not assessed

Time from complete resection
to randomization

<10 wk
210wk
HER? status
Positive
Negative
Not reported

Kelly RJ.N EnglJ Med. 2021 Apr 1;384(13):1191-1203.

336
457

47
308
436

438
253
101

256
538

63
207
522

Not reached
148

34.0
283
189

294
141
Not reached

240
214

19.6
214
240

270 : 0.74 (0.51-1.06)
76 - 067 (0.53-086)
52 —_ 0.35 (0.15-082)
93 —— 0.60 (0.44-083)
141 —— 0.84 (0.64-111)
139 —— 068 (0.51-01)
92 —— 073 (052-102)
111 — 0.65 (0.37-1.16)
:
i
141 — 0.84 (057-1.22)
108 - 0.66 (0.52-0.84)
i
76 ——— 0.78 (0.40-1.55)
94 — 0.69 (0.46-1.03)
11 —— 0.70 (0.5-0.90)
T T T T T 1
000 025 050 100 200 400
Nivolumab Better Placebo Better
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2. Si estamos ante ausencia de respuesta patologica hay que
considerar Nivolumab adyuvante

3. NEOAEGIS me genera muchas dudas ¢ESOPEC?
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BLOQUE llI:

CANCER ESCAMOSO ESOFAGO
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ESCENARIO METASTASICO

1.éTiene algun papel la 10 en 1L?
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S , Monoterapia
Combinacion Monoterapia

Quimioterapia

KEYNOTE-590 KEYNOTE-181 |rm§22§n
Pembrolizumab + chemo vs chemo Pembrolizumab vs chemo VNR
SCC v ADC SCCy ADC
CHECKMATE 648
NIVO + chemo vg g&emo vs NIVO/IPI ATTRACTION-3
Nivolumab vs chemo
SCC y Adenoescamosos
ESCORT
Camrelizumab + chemo vs chemo
SCCyADC
! RATIONALE 302
Tislelizumab vs chemo
ORIENT-15 SCC
SINTILIMAB + chemo vs chemo
SCC
JUPITER-06 .
Asiaticos

TORIPALIMAB+ chemo vs chemo
SCC
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ESCENARIO METASTASICO

1.Varios estudios Fase Il han constatado el papel de la 10 en 1L (Asia),
empleando diferentes biomarcadores




En pacientes asiaticos Camrelizumab, Torpalimab y Sintilimab asociados a quimoterapia
son superiores a quimioterapia sola.

ESCORT-1

Luo H.JAMA. 2021 14;326(10):916-925

JUPITER 06

Wang ZX et al. Cancer Cell. 2022 14;40(3):277-

ORIENT-15
LuZetal BMJ. 2022 Apr 19;377:e068714

288.e3.

Esquema Camrelizumab /QT vs QT Toripalimab/QTvs QT Sintilimab/QT vsQT

(paclitaxel/cisplatino) (cisplatino/paclitaxel) (cisplatino/5FU o paclitaxel)

N 596 SCC 5245sCC 6595SCC
Region China China China
ECOG 76% PS 1 74%PS1 76%PS 1
Edad Media 62 63 63
PD-L1 PD-L1IHC 6E8 ab TPS>1% 57% CPS>176% PDL1 TPS>10% 36%
CPS>10 % 45% CPS>10% 57%
Obj.12 SG y SLP SGy SLP SG (CPS>10 y toda la poblacién)

SG 16.7 vs 12.5 ms (HR 0.63,p<0.001)

SG 15.2 vs 12 ms (HR 0.70;p:0.001)
SLP 6.9 vs 5.6 ms (HR:0.56; p<0.001)

SG 17 ms vs 12 ms (HR 0.58;p=0.0004)
SLP 5.7 vs 5.5 ms (HR 0.58;p<0.0001)

SG CPS2 10 17.2 vs 13.6 ms (HR 0.64;
p=0.002)
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2.Dos estudios KN 590 y Checkmate 648 han
supuesto un cambio de paradigma en poblacion
“global” positiva para PD-L1




Pembrolizumab plus chemotherapy versus chemotherapy as first-line therapy in
patients with advanced esophageal cancer: The phase 3 KEYNOTE-590 study

HITOS .
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ADC o SCC localmente avanzados
IRRESECABLE o M1 Sw |
- LA 7%
- 1IV,93%
- ADC, 27%
- SCC,73%

Naives de tto (52% Asiaticos)
ECOG 0-1
Enfermedad medible

Independencia expresion de PD-L1
(CPS 210: 49%)

QT (CDDP 80 x 6
ciclos-5Fu 1000 1¢2-
5 <35 ciclos)

Placebo

QT (CDDP 80 x 6 ciclos-5Fu 1000
12-5 < 35 ciclos)

Pembrolizumab

* Dual-Primary endpoints: O5 and PFS (RECIST v1.1, investigator)
* Secondary endpoint: ORR (RECIST v1.1, investigator)

* Tumor response assessed at week 3 then QW (RECIST v1.1, investigator)

73% SCCy 52% Asiaticos
49% CPS210

Sun JM,. Lancet. 2021 Aug 28;398(10302):759-771




Hay un mayor beneficio de la combinacion Pembrolizumab/QT en HITOS
Escamosos y CPS 210

SLP Escamoso
6.3vs 5.8 ms
(n:548, 73%)

1004 — Pembrolizumab plus chemotherapy group
90 — Placebo plus chemotherapy group

80 HR 065 (95% C1 054-0.78)
704 p<0-0001

Progression-free survival (%)
w
=
1

0 — T T T T T T T T T T 1
003 6 9 1215 18 21 24 7 30 B 36
mberat risk Time since randomisation (months)

SG Escamoso
12.6 vs 9.8 ms
(n:548, 73%)

HR 072 (95% Cl 0-60-0-88)
p=0-0006

T T T T T T T T 1
3 6 9 12 15 18 21 24 27 30 33 36

Time since randomisation (months)

ONCOLOGICOS: pe™"

SG Escamoso CPS 210
13.9 vs 8.8 ms
(n:286, 38%)

—— Pembrolizumab plus chemotherapy group
— Placebo plus chemotherapy group

HR 057 (95% C1 0-43-0-75)
p<0-0001

Overall survival (%)
(¥,]
o
1

— T T T T T T T 1 T 1
0 3 6 9 12 15 18 21 24 27 30 33 36
: Time since randomisation (months)

lumber at risk

ber censored)

Significativo en todos obj.22, destacando:

TR (todos) 45% vs 29.3% (p<0.001)

SG (todos) 12.4 ms vs 9.8 ms

SG CPS 210 (n:383, 51% muestra): 13.5vs 9.4 ms

Sun JM,. Lancet. 2021 Aug 28;398(10302):759-771



V|
w Checkmate 648.Nivolumab Combination Therapy in Advanced Esophageal HITOS

: . MEJOR
Squamous-Cell Carcinoma SNESELLIE0S te

QT (CDDP/5Fu) cada 4 semanas
(n:324)

SCC localmente avanzados

IRRESECABLE 0 M1 Sw | QT (CDDP/5FU Nivolumab 3 mg/kg cada 2 semanas

cada 4 semanas Ipilimumab 1 mg/kg cada 6 semanas

- lrresecables, 14%
Nivolumab 240

(n:325)
cada 2 semanas

Naives de tto (70% Asiaticos) (n:321)

ECOG 0-1

Obj.12: SG y SLP en TPS >1%

Enfermedad medible

Independencia de TPS

Doki Y, N Engl J Med. 2022 Feb 3;386(5):449-462.



-V

1.Brazo de Nivo/QT vs QT positivo en TPS21 %y en todos

Primary endpoint (tumor cell PD-L1 2 1%)?

100
NIVO + chemo Chemo
90 (n=158)  (n=157)
Median OS, mo 15.4 9.1
50 12-mo (95% CI) (11.9-19.5)  (7.7-10.0)
g 70 rate HR (99.5%Cl) 0.54 (0.37-0.80)
; 60 P value < 0.0001
E 50 —
%]
o 40 -
e
@
3 30
/ NIVO + chemo
20 | x,um R
1
10 .
: Chemo
0 T | T f | T — T | T |
2

También beneficio en SLP
 TPS21% 6.9 vs 4.4 ms (p:0.0023)
* Todos 5.8vs 5.6 ms (p:0.0355)

90
80 —
70 <
60 —
50 —
40 —
30

20

All randomized?

P value

NIVO + chemo Chemo
(n=321) (n=324)
Median OS, mo 13.2 10.7
(95% ClI) (11.1-15.7) (9.4-11.9)
HR (99.1%Cl) 0.74 (0.58-0.96)

0.0021

“Mas respuesta”
* RR53%vs20% en TPS21%
* RR 47 vs 27% en todos

Doki Y, N Engl J Med. 2022 Feb 3;386(5):449-462.
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HITOS ,

2.Brazo de Nivo/ipilimumab superior a QT en TPS 21% y en todos

Primary endpoint (tumor cell PD-L1 2 1%)?

100 NIVO + IPI Chemo
of - (n=158)  (n=157)
Median 0S, mo 13.7 9.1
&Y (95% CI) (11.2-17.0)  (7.7-10.0)
g 70 13;"90 HR (98.6%Cl) 0.64 (0.46-0.90)
] P value 0.0010
2 60
& 50 :
©@ ]
T 40 |
= 7
2 30 -
(o] ! NIVO + IPI
20 : e
! x\_hﬁsv—‘
10 : -
! Chemo
0 T T T I T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. atrisk Months
NIVO + IPI 158 136 116 98 89 63 50 40 31 20 11 9 4 0
Chemo 157 135 105 72 52 36 21 2 8 4 2 1 1 0

50 |
40
30 -
20

10 H

All randomized?

NIVO + IPI Chemo
(n=325) (n=324)
Median 0S, mo 12.8 10.7
(95% ClI) (11.3-15.5) (9.4-11.9)
HR (98.2%Cl) 0.78 (0.62-0.98)
P value 0.0110

NIVO + IPI

325
324

274

281

232
229

191
171

166
131

15 18 21 4 27

Months
129 97 77 55 33
93 56 41 23 9

La SLP no es significativa ni en TPS 21% ni en toda la poblaciéon

Doki Y, N Engl J Med. 2022 Feb 3;386(5):449-462.
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ESCENARIO METASTASICO

2.La 10 habia demostrado beneficio en
2L




CONCLUSIONES -

ADENOCARCINOMA GASTRICO

1. ESCENARIO PERIOPERATORIO (inmunoterapia)

- La 10 asociada a QT aumenta pRC
- La 10 adyuvante no aumenta la SLR frente a QT

2. ESCENARIO METASTASICO: Enfermedad Heterogénea a nivel molecular

Primera Linea

- CPS define subgrupos de pacientes candidatos a 10

- Nuevo estandar en Her 2, CPS 1:.TOGA+Pembrolizumab

- Claudina 18.2 biomarcador predictivo respuesta a zolbetuzimab

Segunda Linea
- Dos subgrupos Her 2 y MSI-H candidatos a ttos dirigidos (trastuzumab deruxtecan y
pembrolizumab)
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CONCLUSIONES

CANCER ESCAMOSO DE ESOFAGO

1. ESCENARIO METASTASICO:
CPS>10 (pembrolizumab) y TPS >1% (nivolumab) definen beneficios en 1La 10 en 1L

Muchas gracias!!!!
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