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Fig. 1| Molecular and clinical characteristics of TCGA subtypes of G/GE] cancer by anatomical distribution.
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Introduccion

Biomarkers in gastroesophageal cancer 2025: an updated consensus
statement by the Spanish Society of Medical Oncology (SEOM)
and the Spanish Society of Pathology (SEAP)

Biomarkers used in GEA

MMR system and/or microsatellite status determination should be performed for all newly diagnosed GEA

IHC is the preferred method for MMR testing, though PCR/NGS can also be used

Biomarker determination for locally advanced unresectable or metastatic GEA include HER?2 status, PD-L1 expression, and CLDN18.2 expres-
sion

HER2 screening should be performed by immunohistochemistry + HER?2 in situ hybridization depending on the algorithm

PD-L1 IHC CPS should be used, expressed as an absolute number. The terms positive/negative should be avoided. TAP is a novel score for
PD-L1 assessment associated with emerging indications

CLDNI18.2 is an emerging therapeutic target evaluated by IHC

GEA, gastroesophageal adenocarcinoma; PD-L1, programmed death ligand 1; CPS, combined positive score; EMA, European Medicine
Agency: dAMMR/MSI, deficient mismatch repair protein/microsatellite instability; CLDN18.2, Claudin-18.2; IHC, immunohistochemistry; PCR,
polymerase chain reaction; NGS, new generation sequencing
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Alsina M, et al. Clin Transl Oncol, 2025
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First-line for HER2-negative QJ:,
PD-L1-negative (CPS <1)

Phase III Study of Docetaxel and Cisplatin Plus Fluorouracil
Compared With Cisplatin and Fluorouracil As First-Line
Therapy for Advanced Gastric Cancer: A Report of the V325
Study Group

@ TFOX versus FOLFOX in first-line treatment of patients with
" advanced HER2- -negative gastric or gastro-oesophageal
junction adenocarcinoma (PRODIGE 51-FFCD-GASTFOX):
an open-label, multicentre, randomised, phase 3 trial
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_ 100 The Geh i test i non p i hazard for PFS analysis (p=0.01)
- . - < i
First-line for HER2-negative Claudin 18.2-, MMR-, S w T T
PD-L1-nega (CPS <1) : 807 Events, n (%) 232(913) 231(91.7)
b Median, months (95% CI) 7.69 (7.06-7.95) 5.98 (5.65-6.97)
.EL 4 RMST at 12 months F/U 7.52 (7.06-7.97) 6.62 (6.16-7.09)
2 P value 0.007
£ w0
3
3 40 -
GASTFOX trial o
ria 0|
5
10 7
;
Randomized, multicenter, academic, phase |l trial L I R R T T R
N at risk Time (Months)
FOLFOX 252 217 173 123 87 61 45 37 34 27 20 18 12 10 8 €

Key eligibility criteria mFLOT/TFOX
_ Previously untreated IocaIIy Stratification factors: 100 The Gehan-Wilcoxon test confirmed proportional hazard for OS analysis
) =
metastatic G/GEJ R Maintenance treatment until unacceptable ~ ECOGPS(0vs 1), > o0 Events, n (%) 195(76.8) 212(841)
adenocarcinoma 11 toxicity or disease progression prior ("eo)adltlxant (vesvs n?)v 3 ol Median, months (95% CI) 1508 (13.70-16.72)  12.65 (10.94-14.00)
HER2-negative tumor stage (‘ vs metastatic), s HR (95% CI) 082(068.0.99)
tumor location (G vs GEJ), g 60 Fvaite 0.04
ECOG PS 0-1 pathological subtype S 504
Docetaxel naive > FOLFOX (signet ring cell : yes vs no) g
5 40
"
= 307
o
Recruitment period : between December 2016 and December 2022 (96 French cancer centers) Prim ary endpoi nt: PFS 3™
Data cutoff date for PFS and OS analysis : June 2023 7
Median follow up : 42.8 months °0C 2 4 6 & 1 1 1 16 18 2 2 24 2 28 30 3% o 36 % 40
N at Risk Time (Months)
FOLFOX 252 240 222 194 171 147 124 100 88 66 56 48 36 30 24 18 17 15 12 1 1
MFLOT/TFOX 254 239 220 206 181 158 137 123 100 83 66 58 47 39 32 27 26 22 18 15 15

@R ioVidal Zaanan A. Lancet Oncol 2025
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OS Events Median HR (95% Cl) p value B OS Events Median HR (95% Cl)
A overall overall
1.0 survival 1.0+ survival
(months) (months)
0-9 0-9-
— Trastuzumab 167 138 074 (0-60-0-91) 0-0046 —— Trastuzumab 120 16.0 0-65 (0-51-0-83)
0-8 plus chemotherapy 0-8 plus chemotherapy
07 —— Chemotherapy alone 182 111 07 —— Chemotherapy alone 136 11.8
2 z
;g 0.6 = 0-64
e 2 IHQ 3+
[ e I s W IHQ 2+ FISH
E o 3 S + FISH+
£ 04 P 5 044 : :
A b A ’ ‘
03 P 03 : :
N -
01 L 01- L
11y 138 1.8} 1 16.0
0 T T T T T T T T T T T T T T T 1 0 T T T T — T t T T T T T T T T T 1
0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
. Time (months) Time (months)
Number at risk Number at risk
Trastuzumab plus 294 277 246 209 173 147 113 90 71 56 43 30 21 13 12 6 4 1 0 Trastuzumab plus 228 218 196 170 142 122 100 84 65 51 39 28 20 12 11 5 4 1 0
chemotherapy chemotherapy
Chemotherapy 290 266 223 185 143 117 90 64 47 32 24 16 14 7 6 5 0 0 0 Chemotherapy 218 198 170 141 112 96 75 53 39 28 20 13 11 4 3 3 0 0 O
alone alone

Patients were eligible if their tumour samples were scored as 3+ on
m @Rosariovidal immunohistochemistry or if they were FISH positive (HER2:CEP17 ratio 22). Bang YJ, et al. Lancet 2010.
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Intervention Results

Clinical Trial First Reported Year Drug HER2 Definition Phase Line of Therapy (Comparison)

ToGA 2009 Trastuzumab THC 3+ P3 First-line Trastuzumab + chemo Improv_ement of
median OS

138mvs. 11.1m,

. . . . No difference in
TyTAN ISH-positive Second-line Lapatinib + chemo median OS

11.0mvs. 89 m,
(Chemotherapy) p=0.1044

TRIO- L. N .. No difference in
013/LOGIC THC 3+ First-line Lapatinib + chemo median OS

and/or ISH-positive (Chemotherapy) 12.2 T;‘:?) 91;)5 m,

: o 12 No difference in
THC 3+ First-line T-DM1 median OS

or IHC
2+ISH-positive

79mvs. 8.6 m,
p=031

(Chemotherapy)

s Pertuzumab + No difference in
Pertuzumab THC 3+ First-line Trastuzumab + chemo median OS

or IHC 175mvs. 142 m,
2+ISH-positive (Trastuzumab + chemo) p=0.057

Ariga S. J Clin Med, 2023
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Pembrolizumab plus trastuzumab and chemotherapy for

HER2-positive gastric or gastro-oesophageal junction w0 1. POBLACION GLOBAL (ITT)

Events, n (%) Median (95% CI), mo

adenocarcinoma: interim analyses from the phase 3 1 Pobrotayaeh grovy M B 207 (5%} DO(142Y
. . 80 o Placebo group 288 (83%) 16.8(14.9-18.7)
KEYNOTE-811 randomised placebo-controlled trial o] e
Yelena Janjigian, Akihito Kawazoe, Yuxian Bai, Jianming Xv, Sara Lonardi, Jean Phillipe Metges, Patricio Yanez, Lucjan S Wyrwicz, Lin Shen, 50 2morate HR 0.80 (95% C1, 0.67-0.94) p=0.0040 (p-value bound 0.0201)
Vuriy Ostapenko, Mehmet Bilici, Hyun Cheol Chung, Kohei Shitara, Shu-Kui Qin, Eric Van Cutsem, Josep Tabernero, Kan Li, Chie-Schin Shih, *® H [ HRemene Metthe pre-speciied ceariafor signiicance at finel snalyss
Pooja Bhagia, Sun Young Rha, on behalfof the KEYNOTE-811 Investigators* 8 %01 H v D
o a s
30 1 H i
2 4 H H i
KEYNOTE-811 Study Desi gy IS SN S
- uay DesIgn (nctoss1s32e) ‘—
. 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
Phase 3 Randomized, Placebo-Controlled Vonths
ok
Key Eli ty Criteria Events/Patients, N HR (95% Cl)
* Advanced, unresectable G/GEJ Pembrolizumab 200 mg IV Q3W + Overall 555698 | 0.80 (0.67-0.94)
adenocarcinoma Trastuzumab and FP or CAPOX? Age, years
«No prior systemic thera in <65 318/397 - 0.72(0.58-0.90)
d : dy tti o for up to 35 cycles 265 237301 0.99 (0.77-1.27)
advanced setting =
+HER2+ by central review (IHC 3+ Femde Jrokioumay | RS i
ale . LI7-1.
+ |SH+
SO 2 ik Placebo IV Q3W + Race
*ECOGPS0Oor1 Trastuzumab and FP or CAPOX? Asian ) 164/240 1.05(0.77-1.43)
Non-Asian 3801456  HH 0.72 (0.59-0.87)
for up to 35 Cycles Geographic Region
Stratification Factors Europe/Noﬂh America/Australia  193/224 0.79 (0.60-1.05)
* Geographic region Asia 1611237 1.05(0.77-1.43)

Endpoints
*PD-L1 CPS <1 vs CPS 21

« Chemotherapy choice

PD-L1 Status
PS 21 470/594
CPS <1 85/104

MSI Status

ual primary: OS, PFS
«Secondary: ORR, DOR, safety

0.79(0.66-0.95)
110 (0.72-168

“Trastuzumab: 6 mg/kg IV Q3W following an 8 mglkg loading dose. FP: 5-fluorouracil 800 mgim? IV on D1-5 Q3W + cisplatin 80 mg/m? IV Q3W. CAPOX: capecitabine 1000 mg/m? BID on D1-14 Q3W + oxaliplatin 130 mg/m? IV Q3W. PFS, ORR, DOR per
RECIST by BICR.

Non-MSI-H 5221655 0.83(0.70-0.99)
0_11 Favors Pembwlvzumab; Favors Placebo 1].,
Group Group
*85% PDL1 CPS 21

@RosarioVidal Janjigian Y, et al, ESMO 2023. Janjigian Y, et al. Lancet 2023. Lonardi S, et al, ESMO 2024.
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HER2+
PDL1CPS > 1

0s PFS ORR and DOR

Events, n (%) Median (95% Cl), mo Events, n (%) Median (95% Cl), mo Responders, n Median DOR (range), mo
Pembrolizumab group 226 (76%) 20.1(17.9-22.9) Pembrolizumab group 221 (74%) 10.9 (8.5-12.5) Pembrolizumab group 218 11.3 (1.1+ 0 60.8+)
Placebo group 244 (82%) 16.7 (13.5-18.5) Placebo group 226 (76%) 7.3(6.8-84) Placebo group 173 9.5 (1.4+ t0 60.5+)
1004 1004
%0 [ HR 0.79 (95% Cl, 0.66-0.95) ] oo [ HR 0.72 (95% Cl, 0.60-0.87) ] 100% 7 |—A 14.7% (7.1-22.2)
12-mo rate 12-mo rate
s VAR % 1
699 146% 90
801 [hores 804 1339 2% " 73.2% (67.7-78.1)
" 161% 24-mo rate Y 2:;‘0 rate 80%
. 1439 704 ' +124%
535%‘: 36-mo rate : $14% 36-mo rate 0% A I R 58.4% (52.6-64.1)
60 b : 29% 604 ' H 19% S
= ! : 23% = ; i 1% 2 60% 17.1%
o 501 ! : ‘lf 501 ‘ ! . o
o ' . & Y : = 50% o PR
40 ' ! 40 ' ; N PR
: : : : & 40%
» ! ] » ; s S
: : “um""""'-"‘llu.l.l.u ! : 30%
201 : ! 20 ' :
1 H | 20% A
101 : 1 104 : ; e ST TR
: : ! i 10% |
e T T T ; T T l‘ T T T T T T T T T T T T 1 0. LI ‘ LILEL ‘ LILEL LN I N D B B B B N | o
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 0%
No. at Risk Months No. at Risk Months Pembrolizumab Group Placebo Group
298 265 207 166 127 102 78 59 48 32 5 0 208 200 123 73 6 50 3 28 19 12 2 0 N =298 N =296
296 244 180 135 104 8 63 50 30 13 3 0 206 152 78 45 29 23 19 14 13 6 2 0

Final Analysis: 50.2 months of follow-up

i ’D @RosarioVidal

Janjigian Y, et al, ESMO 2023. Janjigian Y, et al. Lancet 2023. Lonardi S, et al, ESMO 2024.
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HER2+
PD-L1 CPS 21 PD-L1 CPS «1
Pembrolizumab Group Placebo Group Pembrolizumab Group  Placebo Group
N =298 N =296 N =52 N =52
PFS, median (95% CI), mo 10.9 (8.5-12.5) 7.3 (6.8-8.4) 9.5 (8.3-12.6) 9.5 (7.9-13.0)
HR (95% Cl) 0.72 (0.60-0.87) 0.99 (0.62-1.56)
0S, median (95% Cl), mo 20.1 (17.9-22.9) 15.7 (13.5-18.5) 18.2 (13.9-22.9) 20.4 (16.4-24.7)
HR (95% Cl) 0.79 (0.66-0.95) 1.10 (0.72-1.68)

Final Analysis: 50.2 months of follow-up

KEYTRUDA, en combinacién con trastuzumab, y  Resuelto
EUROPEAN MEDICINES AGENCY quimioterapia basada en fluoropirimidina y
SCIENCE MEDICINES HEALTH platino, esta indicado para el tratamiento de
MINISTERIO primera linea del adenocarcinoma géstrico o de
DE SANIDAD la unién gastroesofagica HER-2 positivo
localmente avanzado irresecable o metastasico
en adultos cuyos tumores expresen PD-L1 con

W‘m@

Janjigian Y, et al, ESMO 2023. Janjigian Y, et al. Lancet 2023. Lonardi S, et al, ESMO 2024.
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Zanidatamab plus chemotherapy as first-line treatment for 3% ®
patients with HER2-positive advanced gastro-oesophageal -
adenocarcinoma: primary results of a multicentre, single-

arm, phase 2 study

ADC EG HER2+ (QT+Zanidatamab)
> ORR76,2% (mDR: 18,7m)

> mPFS12,5m

> mO0S 36,5m

I I i' @RosarioVidal

21-day treatment cycles

Arm A:
Trastuzumab +

SIMPOSIO

INTERNACIONAL

INTERNATIONAL
SYMPOSIUM

11 - 12 DE DICIEMBRE DE 2025
OVIEDO

\

chemotherapy (CAPOX or FP) Primary endpoints
* PFS
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* Frequency and
severity of AEs
* Changein
HRQOL from
Arm C: i
Zanidatamab + baseline
chemotherapy (CAPOX or FP) +
tislelizumab
Stratification factors:
* By geographic region, HER2
status, and ECOG performance
status
e |

f Jazz Pharmaceuticals

Agent-of-Choice and Ziihera Combination Regimens as New Standard of Care in First-Line
HER2-Positive Locally Advanced or Metastatic Gastroesophageal Adenocarcinoma

November 17, 2025

| Positive HERIZON-GEA-01 Phase 3 Results Support Ziihera® (zanidatamab-hrii) as HER2-Targeted |

Elimova E, et al. Lancet Oncol 2025. Tabernero J, et al. Future Oncol, 2022
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Antibody-drug conjugate STING activation Bispecific antibody
Trastuzumab deruxtecan ZW25 (HER2 x HER2)
ARX788 KNo026 (HER2 x HER2)
BL-Mo7D1 IMM29o2 (HER2 x CD47)
SHR-A1811 o

XMT-2056 00 © Dual inhibition of HER2

MRGoo2 ° "o extracellular domains

> Phagocytosis
RC48 HZ5
°

»
IKSo14 by/Si &
ZW49 ofo | © Cytokine/chemokine
ol release
o o
HER2 low :
.
.

*
Antibody-drug conjugate

éNuevo concepto en CG?

cancer cell

Treg deletion

- Treg
? Blockade of ‘Don’t eat me’

signal of CD47/SIRPa

. ? Anti-HEdealntibndy sz;z::;ﬁ:i:ﬂjl::ziyb;‘zxicity
H conjugated liposomes
¢Nuevas oportunidades: 2\
R,
4-1BB

4-1BB pathway activated T cell

Bispecific/trispecific
T cell engager
Other agents Co-engagement of CD3 and PRS-343 (HER2 x 4-1BB)
HF158K1 (immunoliposome) CD28 receptors on T cell SAR443216 (HER2 x CD3 x CD28)

Figure 1. Mechanisms of action of therapeutic agents investigated for HER2-low gastric cancer.
HER2, human epidermal growth factor receptor 2; STING, stimulator of interferon genes.

@Rosariovidal Shimozaki K, et al. ESMO Open, 2024
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Immune checkpoint inhibits T-cell activation 4 Anti-PD-1 antibodies permit T cell activation

Immune attack
Teell Tumor cell

Anti-PD-1
antibody

Fig. 1 Immune Checkpoint Inhibitor against Tumor Cell. Through the interaction between PD-1 expressed on the surface of T cells and PD-L1
expressed on the surface of tumor cells, the immunological checkpoint prevents T-cell activation. Through contact between PD-1 on the surface of
T cells and anti-PD-1 antibodies, T cell activation and immunological attack are enabled

/ High sp \
i sample sites
i sample type 1
x biopsy timing u\smorhtpmmlon
| Sample quality: |
i storage time too long or too short i
[ i

- J
Sample Biopay  interpretationand Reporting

@RosarioVidal Marei HE, et al. Cancer Cell Int. 2023 Apr 10;23(1):64. Zeng Z et al. Front Oncol 2021;11:650481.

Activated T cell Tumor cell death T——
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Scoring name

Area occupied by PD-L1
stained TCs and ICs

Visual representation®®
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Cell types included
in PD-L1 score

TCs, ICs (including
lymphocytes, macrophages,
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Score method

Visual estimation of tumor

TAP score x100% o histiocytes. reticular area that is occupied by

Tumor area yt i PD-L1—-expressing cells
dendritic cells, plasma
O@ cells, and neutrophils)

Number of PD-L1 O . . . o
stained TCs and ICs Q TCs, ICs (including Counting of individual
CPS x100% lymphocytes and PD-L1—-expressing cells
Total number of viable TCs macrophages) and TCs

Moehler M, et al. Mod Pathol, 2025.
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PDL1

First-line nivolumab plus chemotherapy versus
chemotherapy alone for advanced gastric, gastro-
oesophageal junction, and oesophageal adenocarcinoma
(CheckMate 649): a randomised, open-label, phase 3 trial

Yelena Y Janjigian*, Kohei Shitara*, Markus Moehler, Marcelo Garrido, Pamela Salman, Lin Shen, Lugjan Wyrwicz, Kensei Yamaguchi, 100 NIVO + chemo
Tomasz Skoczylas, Arinilda Campos Bragagnoli, Tianshu Liu, Michael Schenker, Patricio Yanez, Mustapha Tehfe, Ruben Kowalyszyn, n = 4 -

PD-L1 CPS 2 5

Michalis V Karamouzis, Ricardo Bruges, Thomas Zander, Roberto Pazo-Cid, Erika Hitre, Kynan Feeney, James M Cleary, Valerie Poulart,
Dana Cullen, Ming Lei, Hong Xiao, Kaoru Kondo, Mingshun Li, Jaffer A Ajani 90 | Median 05,2 mo 14.4 11.1
80 95% CI 13.1-16.2 10.0-12.1
Dual primary endpoints - HR (95% ClI) 0.70 (0.61-0.81)
NIVO 360 mg + ® 70
n=789 XELOX Q3W or NIVO + chemo vs chemo =
S NIVO 240 mg + + 0Sand PFS per BICR (PD-L1 CPS > 5) > 60+ 57%
Key eligibility criteria FOLFOX Q2Wde S
’ =
* Previously untreated, unresectable, a 50
BRVEITESH @ e S L 2 =, 8% ML er Hierarchically tested secondary efficacy endpoints =
esophageal adenocarcinoma FOLFOX Q2W¢e v 4 Y endp 40
* No known HER2-positive status g 30
« ECOG PS 0-1 N=2051 NIVO (1 mg/kg) + NIVO + chemo vs chemo NIVO + IPI vs chemo
=209 IPI (3 mg/kg) Q3W x 4 then * 0S (PD-!.l CPS 21, all * OS(PD-L1 (.:PS 25, 20 -
Stratification factors L NIVO 240 mg Q2We randomized) all randomized)
+ Tumour cell PD-L1 expression 10 4
(21% vs. <1%9) ; ‘
* Region (Asia vs. US/Canada vs. ROW) 0 T T T T T T | T T T | T T T T T T T T ]
+ ECOGPS (0vs. 1) 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
+ Chemo (XELOX vs. FOLFOX) h
o o o , o No. at risk Months
100% ADC (GC 70%; UGE 17%; Esofago 13%) NIVO + chemo 473 440 380 315 263 223 187 161 141 118 105100 94 81 66 53 37 24 17 6 2 0
Chemo 482 424 353 275 215154125 97 83 69 60 51 44 35 28 18 14 10 5 0 0 O
PDL1 CPS = 5: 60%

@RosarioVidal Janjigian YY, et al. Lancet 2021;398:27-40. Moehler M. ESM02020, LBA6




Pembrolizumab plus chemotherapy versus placebo plus
chemotherapy for HER2-negative advanced gastric cancer
(KEYNOTE-859): a multicentre, randomised, double-blind,
phase 3 trial

Sun Young Rha, Do-Youn Oh, Patricio Yafiez, Yuxian Bai, Min-Hee Ryu, Jeeyun Lee, Fernando Rivera, Gustavo Vasconcelos Alves, Marcelo Garrido,

Kai-Keen Shiu, Manuel Gonzdlez Ferndndez, Jin Li, Maeve A Lowery, Timugin Gil, Felipe Melo Cruz, Shukui Qin, Suxia Luo, Hongming Pan,
Zev AWainberg, Lina Yin, Sonal Bordia, Pooja Bhagia, Lucjan S Wyrwicz, on behalf of the KEYNOTE-859 investigators*

Kev Eligibility Criteria Pembrolizumab 200 mg IV Q3W

, - for <35 cycles (~2 yr)
* Histologically or cytologically conﬁrmedf +

LE SRS Chemotherapy® (FP or CAPOX)
* Locally advanced unresectable or metastatic disease

* No prior treatment

* Known PD-L1 status (assessed centrally using PD-L1 IHC 22C3) Placebo IV Q3W

* HER2-negative status (assessed locally) for <35 cycles (~2 yr)
* ECOGPS 0 or1 +

Chemotherapy? (FP or CAPOX)

Stratification Factors * Primary End Point: OS
* Geographic region (Europe/Israel/North America/
Australia vs Asia vs rest of world) * Secondary End Points: PFS° ORR ° DOR ° and safety

* PD-L1 CPS (<1 vs 21)
* Choice of chemotherapy? (FP vs CAPOX)

100% ADC (GC 79%; UGE 21%)
PDL1 CPS 2 1: 78%

I I i’ @RosarioVidal

Overall survival (%)
wur
=]
I
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OS,PDL1CPS 21

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

12 months Pembrolizumab 464  13.0 months (11-6-14-2)
52% (95% (1 48-56) Placebo 526 114 months (10.5-120)
46% (95% C142-50) 24 months

30% (95% (126-33)

18% (95% C115-21)

074(065-084)

Number at risk
(number censored)
Pembrolizumab 18

(0)
Placebo 617
(0)

5 10 15 20 25 30 35 40 45 50
511 383 269 192 vl 81 4% 7 3 0
] ) ©) (24) (66) (88) (114) (137) (151) (154)
493 339 206 126 66 4 2 7 0 0
©) (6) ©) @) (51) (62) (74) (84) (91) (91)

Rha SY, et al. Lancet Oncol 2023;24:1181-95.
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Tislelizumab plus chemotherapy versus placebo plus chemotherapy
as first line treatment for advanced gastric or gastro-oesophageal
junction adenocarcinoma: RATIONALE-305 randomised, double
blind, phase 3 trial
Miao-Zhen Qiu," Do-Youn Oh,* Ken Kato,” Tobias Arkenau," Josep Tabernero, OS, PDL]. TAP 2 5% evg:tgi%) Mszcgj;a;} (():\Il)e(rrzrall(l) ZL:rr]vsl)vaI Str:;tlggsr}azc?ird
- ~ Pvalue
RATIONALE 305 Diseno —— Tislelizumab plus chemotherapy 130(47.4) 17.2(139t0213)  0.74(0.59t0 0.94)
Placebo plus chemotherapy 161(59.2) 12.6(12.0to 14.4) P=0.006

o PD-L1 TAP score =5% population

Key Eligibility Primary
Criteria TIS 200 mg IV Q3W Endpoint
¥ + CT (oxaliplatin + ~ 80
- Histologically e TabinaTe - Osin 8
confirmed cisplatin + PD-L1—positive = 50.8%
GC/GEJC s-fluorouracil)® (PD-L1 TAP 2 60 -
Excluded score >5%) g 2%
patients with Maint treatment and ITT 2 : 38.3%
HER2-positive unn?‘:nzr::ire‘;?abfeatoxl::‘ny analysisisets d 40 : H
tumours or disease progression 3 : i
No previous Seconqary © 20 H H
therapy for PBO IV Q3W S i :
unresectable, + CT (oxaliplatin + =S BESE 0 I L L I 1 L 1 1 L I 1 I I 1 |
locally advanced capecitabine or - ORR® 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
or metastatic cisplatin + . . .
GCI/GEJC 5-fluorouracil)* 2 No at risk Time (months)
- Safety Tislelizumab plus chemotherapy
274 262 246 227 196 167 122 93 70 52 38 30 19 11 9 3 0
Stratification Factors: Placebo plus chemotherapy
- Regions of enrolment: China (including Taiwan) vs Japan and 272 261 237 215 189 156 118 80 57 44 26 16 12 6 2 0 0

South Korea vs US and Europe and other regions

PD-L1 expression (PD-L1 score 25% vs PD-L1 score <5%)
Presence of peritoneal metastasis (yes vs no)
Investigator-chosen CT (oxaliplatin + capecitabine or cisplatin +

5-fluorouracil)

100% ADC. (GC 80%; UGE 20%)

@RosarioVidal PDL1 TAP = 5%: 55% Qui MZ, et al. BMJ 2024. Correa MC, et al. ESMO 2024 #1437P




-

PD-L1 CPS at baseline, cutpoint of 1

21

<1

990/1235
279/344

PD-L1 CPS at baseline, cutpoint of 10

210
<10

os

Selected
PD-L1 score
cutoff*

Sample size,
n (%)

4141551
85311026

0.1

Median OS (95% Cl),

0.73 (0.647-0.831)
— 0.92 (0.729-1.167)

1
1
1
—- 064 (0523-0.772)
1
- 0.86 (0.751-0.983)
. 1 .
03 1 3
—_—
Pembro + Chemo Placebo + Chemo
Better Better

Unstratified OS HR (95% CI)

TAP

evaluable 997 (1000)

TAP 21% 885 (88.8)

TAP 25% 546 (54.8)

TAP 210%  281(28.2)

TIS +ICC
15.0 (13.6-16.5)
PBO +ICC:
12,9 (12.1-14.1)

TIS +ICC
15.0 (13.3-16.7)
PBO + ICC
12.8 (12.1-14.1)

TIS +ICC
16.4 (13.6-19.1)
PBO + ICC:
12.8 (12.0-14.5)
TIS +ICC
225(16.4-26.4)
PBO +ICC
12.3 (11.3-14.9)

i ’ @RosarioVidal

0.80 (0.69-0.92) =

0.78 (0.67-0.90) —e—

0.72 (0.59-0.88) ——

0.57 (0.43-0.76) ——

—————
0.0 02 04 06 0.8 1.0 1.2 1.4

TIS+ICC TIS +ICC
favorable unfavorable

0.50

025

0.00

Median overall survival,
months

P lation* Unstratified hazard ratio Interaction test
opulation Nivolumab plus for death (95% Cl) p value
Chemotherapy
chemotherapy
Overall (N=1581) 138 116 - 0-79 (0-70-0-89)
PD-L1 CPS <1 (n=265) 131 126 —_— 0-92 (0-70-1-23)
PD-L1 CPS 21 (n=1296) 14-0 13 —— 0-76 (0-67-0-87) 0-2041
PD-L1 CPS <5 (n=606) 12-4 123 —h— 094 (0-78-1-13)
PD-L1 CPS 25 (n=955) 14:4 1141 —_ 0:70 (0-60-0-81) 0-0107
T T T
05 1 2 4
Nivolumab plus chemotherapy «—> Chemotherapy
better better
Checkmate-649 Keynote-859 Rationale-305
CPS <1 | CcPs <1 TAP<1

1.00 1.00

0.75 0.76

0.50 0.50{ ---------

0.25 0.25 :

0.00 0.00 H

0 5 10 15 20 25 30 35 40
Time from randomization (months)

0

5

10
Time from randomization (months)

15 20 25 30 35 40

0 5 10 15 20 25 30 35 40 45 50
Time from randomization (months)
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Janjigian YY, et al. Lancet 2021. Rha SY, et al. Lancet Oncol 2023. Moehler M, et al. Mod Pathol, 2025. September, 2024 FDA Meeting of the ODAC
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KEYTRUDA, en combinacién con quimioterapia  Resuelto Si, con restriccién a la

basada en fluoropirimidina y platino, esta indicacion autorizada: Se

indicado para el tratamiento de primera linea restringe a pacientes cuyos

del adenocarcinoma gastrico o de la unién tumores expresen PD-L1 con
DINIBIERIS) gastroesofagica HER-2 negativo localmente una CPS>=10

DE SANIDAD

avanzado irresecable o metastasico en adultos (ﬂs‘“‘“‘,b““‘as
cuyos tumores expresen PD-L1 con una CPS iﬂj nas

mayor o igual a 1

OPDIVO en combinacién con quimioterapia de Resuelto Si, financiada indicacién
combinacién basada en fluoropirimidina y platino autorizada

estd indicado para el tratamiento de primera

linea de pacientes adultos con adenocarcinoma

gastrico, de la unién gastroesofagica o de eséfago

avanzado o metastasico HER2 negativo cuyos

tumores expresan PD-L1 con una puntuacién

positiva combinada (CPS, por sus siglas en inglés)

>=5,

Tevimbra, en combinacién con quimioterapia basada en Resuelto Si, financiada
platino y fluoropirimidina, estd indicado para el tratamiento indicaciéon
de primera linea del adenocarcinoma gastrico o de la unién autorizada

gastroesofagica (UGE) HER-2 negativo localmente avanzado
irresecable o metastasico en pacientes adultos cuyos tumores

expresen PD-L1 con una puntuacién de positividad del area BIFIMED:https://www.sanidad.gob.es/profesion
tumoral (TAP, por sus siglas en inglés) >5 % (ver seccién 5.1). ales/medicamentos.do

I I i’ @RosarioVidal




PDL1

Overall survival according to time-of-day of combined
immuno-chemotherapy for advanced non-small cell lung
cancer: a bicentric bicontinental study

ToDA group umberat isk

11:30 68
Before 11:30 45

Survival probability

After

After  11:30
Before 11:30

i ’) @RosarioVidal

After 11:30 19.5[18.0 - 22.5]
Before 11:30 33.0[27.7-41.0]
Log rank, P < 0.0001

ToDA group _Median OS [95% Cl]. months

[

0
0

3

310
292

Cumulative number of events

51 113

36

12

226
223

73

B 24 30
Time (months)

1“3 73 3% 1 6
174 12 70 32 10

ao

153 182 189 195 197 199
92 110 123 131 136 136
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nalisis continuo del PD-L1 CPS para seleccion precisa de quimioinmunoterapia en pacientes con

ancer gastroesofagico avanzado: datos del registro AGAMENON/SEOM

HR (Inmunoterapia vs no)
= = N N w w IS IS o
o @ ©o @ o &w o «w o

o
o«

o
o

HR de inmunoterapia para OS segun hora (no lineal)

08:00

10:00

Interaccién: p = 0.001

12:00 14:00
Hora del dia (desde 08:00)

16:00

18:00

Huang Z et al. EBioMedicine, 2025. Marin G, et al. SEOM2025
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MSI

5% GC Stage IV
20% GC Stage I-llI
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Figure 4. Variables Potentially Associated With Benefit From ICl in Phase 3 Randomized Clinical Trials of AC Histology

[] Benefit from IC1 by variable

Variable HR (95% C1)

Msi
High 0.35 (0.22-0.55)
Low 0.82(0.74-0.91)

PUSLICPS
High 0.73(0.66-0.81)
Low 0.95 (0.84-1.07)

Sex
Male 0.80 (0.74-0.87)
Female 0.90 (0.79-1.04)

Region
Asia 0.79(0.69-0.89)

Non-Asia  0.89(0.81-0.97)
PD-L1TPS

High 0.78 (0.57-1.09)

Low 0.88 (0.72-1.08)
No. metastases

Low 0.76 (0.66-0.87)

High 0.83 (0.72-0.96)
Prior surgery

Yes 0.76 (0.64-0.91)

No 0.83 (0.76-0.91)
Liver metastasis

Yes 0.72(0.62-0.84)

No 0.75 (0.63-0.90)

Lauren classification
Intestinal  0.78 (0.68-0.90)
Diffuse 0.82 (0.74-0.90)
ECOG PS

1 0.82(0.74-0.90)
0 0.84 (0.70-0.99)
Chemotherapy

FOLFOX  0.81(0.71-0.93)
CAPOX  0.83(0.73-0.94)
Location

GEJ 0.81(0.69-0.95)
Gastric 083 (0.73-0.94)
Age,y
<65 0.82(0.76-0.89)
265 0.83(0.74-0.94)

il
favorable

(<]
unfavorable

i

0

05

08
HR (95% C1)

[B] Predictive value of each variable by study design

Overall (primary)

53 | 101+ chemo vs chemo
T IC1 vs chemo
Head to head

Overall (primary)

§ 5 | 101+ chemovs chemo
B 1C1 vs chemo
- Head to head

@ Overall (primary)

= E €1+ chemo vs chemo
231 IClvs chemo
2 Head to head

Overall (primary)

IC1 + chemo vs chemo
IC1 vs chemo

Head to head

Asia vs.
non-Asia

Overall (primary)

€1 + chemo vs chemo
1C1 vs chemo

Head to head

High
vs low

Overall (primary)
ICI + chema vs chemo
IC1 vs chemo
Head to head

Low

Vs high

Overall (primary)

IC1 + chemo vs chemo
IC1 vs chemo

Head to head

Yesvs o

Overall (primary)

1C1 + chemo vs chemo
1C1 vs chemo

Head to head

Ves
vsno

Overall (primary)
ICI + chemo vs chemo
IC1vs chemo
Head to head

Intestinal
vs diffuse

Overall (primary)

€1 + chemo vs chemo
IC1 vs chemo

Head to head

Overall (primary)
§ | 1C1+ chemo vs chemo
2 Cl vs chemo
e Head to head

FOLFOXvs

Overall (primary)
& | 11+ chemo vs chemo
£ IC1 vs chemo

Head to head

GEJvs.

. Overall (primary)
3 | 101+ chemo vs chemo
g% IC1 vs chemo

2 Head to head

Predictive value, %
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dMMR/MSI-H es el
predictor de respuesta a
inmunoterapia mas
potente

Harry H. Yoon et al. JAMA Oncol 2022.
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Nivolumab plus chemotherapy or ipilimumab vs
chemotherapy as first-line treatment for advanced
gastric cancer/gastroesophageal junction cancer/
esophageal adenocarcinoma: CheckMate 649 study
T

Efficacy by MSI status: NIVO + chemo vs chemo

JAMA Oncology | Original Investigation MSI-H MSS

. . . g 1 g e
Efficacy and Safety of Pembrolizumab or Pembrolizumab Plus o s R w e
. w e e e i e
Chemotherapy vs Chemotherapy Alone for Patients o & e euwwdes : ameman,
. . . . £ 7 sy crm (1764 € o) ey wwasn)
With First-line, Advanced Gastric Cancer Fa N oo E 0
H H . H 2 50 T 2 50
The KEYNOTE-062 Phase 3 Randomized Clinical Trial I i
é 3 ‘ L & 3
2 »
o 0
o o
Figure 3. Overall Survivalin Patients With MSI-H Tumors and PD-L1 CPS of 1 or Greater crerRBRANT DD BD RS CresuBUNUTNDRD QS LS
o
E Pembrolizumab m Pembrolizumab and chemotherapy + Longer median OS and higher ORR were observed in all randomized patients with MSI-H and MSS tumors with
100 100 NIVO + chemo vs chemo
& & Pembrolizumab and chemotheray
umabandche .
2 embrolizimab ) " Efficacy by MSI status: NIVO + IPI vs chemo
® ®
2 60 - 2 60
5 5 MSI-H MSS
o Zw e [
H Chemotherapy g Tedian 05, mo R 100 Pedian 05, mo e 120
o = (os%Cn 2.7-NR) 2.028.2) (95% C) (9.4-13.5) (11.0-12.9)
S 100 Unstrasified ik (3% 1 0.28 0.08.0.92 100 [ s
» » [l fesesmome__asmcoron, ] S e e
HR, 0.2 (95%C1, 0.11-0.81) HR, 037 (95%C1,0.14-0.97) P e o o 0 \ Lrch etn Lz
0o 6 D 18 2 N % & 0o 6 L 18 2 30 3% & N o1 £
Time, mo Time, mo Ew ‘ iw
No. atrisk (No. censored) No. atrisk (No. censored) T i
Pembrolizumab 14(0) 13(0) 11(0) 10(0) 9(0) 4(3) 2(6) 0(9 Pembrolizumab 17(0) 12(0) 12(0) 12(0) 9(0) 4(3) 1(10) 0(1) é % o
Chemotherapy 19(0) 13(0) 9(0) 7(0) 4(0) 3(1) 0(4) 0(4 andct » Chemo o NIVO + 1P
Chemotherapy  190) 13(0) 9(0) 7(0) 4(© 3(1) 0(4) 04 0 ©
uD 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 no 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
No. st risk Honths Honths
N T O I O S R T N R mmemmmwn na e g2
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- Longer median OS and higher ORR observed in all randomized patients with MSI-H tumors with NIVO + IPI vs chemo,
although sample size was small

Shitara JAMA Oncol 2020, Janjigian ESMO 2021, Meta-analysis Pietrantonio ESMO Open 2021
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Advanced/metastatic
unresectable oesophageal,
oesophagogastric junction or
gastric adenocarcinoma in
HER2-negative

|

'@ 1st-line treatment l

"

Platin-fluoroprimidine doublet
ChT (a) I, A]

v1.4 - September 2024 ORIGINAL ARTICLE

Pembrolizumab in microsatellite instability high or mismatch repair deficient
cancers: updated analysis from the phase || KEYNOTE-158 study

M. Maio*", P. A. Ascierto?, L. Manzyuk®, D. Motola-Kuba®, N. Penel’, P. A. Cassier®, G. M. Bariani’, A. De Jesus Acosta’,
T. Doi’, F. Longo’’, W. H. Miller, Jr'"'2, D.-Y. Oh**'*'5, M. Gottfried’’, L. Xu'/, F. Jin”, K. Norwood"” & A. Marabelle’®

LEMA

PD-L1-positive CPS 21 Claudin18.2 positive 275%
[ESCAT I-A (b)] IHC 2+ or 3+ [ESCAT I-A (b)]

dMMR/MS!-high
[ESCAT I-A (b)]

For CPS 25, add PD-1 ICI (c,d)
[I, A; MCBS 4]
For CPS 1-4, consider adding
PD-1ICI (c,d) [B]

Addition of PD-1ICI (f)
, A; MCBS 3]

1 APPROVED

Claudin 18.2-, MMR-,
PD-L1-negative (CPS <1)

MINISTERIO
DE SANIDAD
KEYTRUDA en monoterapia estd indicado para el Resuelto Si, financiada indicacion
_ Addition of docetaxel tratamiento de los siguientes tumores con MSI- autorizada
in selected patients (g) [, C] H o dMMR en adultos con cancer gastrico, de

intestino delgado o biliar, irresecable o
metastasico que ha progresado durante o
después de al menos un tratamiento previo

Radical resection to be

considered in highly selected
cases (h,i)

@RosarioVidal

¢En 1L dMMR/MSI-H PDL1 negativo?

ESMO Gastric Cancer Living Guidelines. Maio, M., et al.Annals of Oncology, 2022. FT Europea Pembrolizumab
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Claudina o e,

Proteina de membrana: componente estructural 2 gl Gropiboll B a2y e

) | E  lpasess o obouinad

importante de las proteinas de unidn estrecha. s\ )L e | Y s

Funcién de valla: regula la permeabilidad del tejido, el RN

transporte paracelular y la transduccién de sefiales. » ‘

molecules wde ] ;! |L s
Oceludin Y | :;:;:: Zlgila)ii:ding
Expresada s6lo en mucosa gastrica. o

binding site

Se mantiene y se expone durante la trasformacion L
maligna. Por tanto, se expresa en cancer gastrico y L
UGE (ectépicamente expresada en otros tumores — 531Ny ey cpresed e o G s It e s permamity s appo e o

’ . itislocated at the most apical side of the pacewhereit gastric epithelial cells. This figure i inding sites for
p a n C re a S C N M P Ova rl O ) the tight-junction complex. b, Claudin 18.2is atransmembrane protein with antibody imab plus the vari i icantibodies used
4 ’ ot loops that bind to claudin 18 onthe to determine claudin18.2 ion. Z01, zonula 1

m @RosarioVidal Nakayama |, et al. Nat Rev 2023.
osariovida
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18.2

ADCs

« Bystander activity of payload
« Good single-agent activity
» Excessive toxicities when combined with chemotherapy

Novel antibodies, CAR T cells, bispecific T cell engagers

Zolbetuximab

« High affinity
o T cell reaction and cytokine release « ADCC/CDC
« Need CRS management for bispecific T cell  Limited single-agent activity/
exchanger—CAlR T cell need combination
|
I I 11 |
Zero Low 1% Moderate >40%
. 2% ! 15% , SE% Expresion Claudina 18.2:
= SPOTLIGHT and GLOW study (n = 4,507) a 738}2"{;07) - High: tinciéon moderada o intensa
< 25 ! . oS ;
S | | Claudin 18.2 positive (2+/3+) en 275% de las células.
5 20+ | |
E ! 1
@ | i 16
S 154 ! |
e : !
2 i i
5 10 ! !
S 18 : 6 7 6
=l a
0! !
O_ 1 1
o ™

S > @ P P oo D gk
©

> (o) Q)b( o) > ) ™ ) D Q
% 7 b & N\ N\
NS W S 5 % & Pp P

/v/// e
WS E YL S

Claudin 18.2 expression >2+ (% of cells)

I I i , @RosarioVidal Nakayama |, et al. Nat Rev 2023.
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Zolbetuximab: (first in class)
Ac IgG1 quimérico

Citotoxicidad celular dependiente de anticuerpo (ADCC) y
citotoxicidad dependiente de complemento (CDC).

I I i’ @RosarioVidal
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Mechanism of action

of zolbetuximab
zolbetuximab
A /’}ﬁ\‘\“
FcyR+ Effector Cell CLDN182 Cémplement

ADCC\‘>'/' oC

CLDN182 CLDN182

Cell Death

Adapted from Singh P et al. J Hematol Oncol. 2017; 10(1):105.
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Zolbetuximab: (first in class)

Ac IgG1 quimérico

Citotoxicidad celular dependiente de anticuerpo (ADCC) y
citotoxicidad dependiente de complemento (CDC).

Study Design: SPOTLIGHT Study Design: GLOW

A ; i _ .
Global*, Randomized, Double-blinded, Placebo-controlled, Phase 3 Trial Global2, Randomized, Double-blinded, Placebo-controlled, Phase 3 Trial

Key Eligibility Criteria
*+ Previously untreated LA
unresectable or mG/GEJ

adenocarcinoma Planned
+ CLDN18.2+ (2 75% of ((U=ta)

tumor cells demonstrating

Key Eligibility Criteria

« Previously untreated LA
unresectable or MG/GEJ Planned
adenocarcinoma (N =500)

Zolbetuximab 800/600¢ mg/m? IV Q3W +
mFOLFOX6 IV Q2w

Cycles 1-4 (42 days/cycle)

Zolbetuximab 600 mg/m? IV Q3W +
5-FU + folinic acid IV Q2We

Cycles 5+ (42 days/cycle)

Zolbetuximab 800/600¢ mg/m? IV Q3W
+ CAPOXef

Zolbetuximab 600 mg/m? IV Q3W
+ capecitabine®9

moderate-to-strong CLDN18 T + CLDN18.2+ (2 75% of tumor Cycles 1-8 (21 days/cycle) Cycles 9+ (21 days/cycle)

membranous staining)® cells with moderate-to-strong e
« HER2- — membranous CLDN18 = 2

taining)®
+ ECOGPS 0-1 Placebo IV Q3W + Placebo IV Q3W + o
= p  HER2-¢ Placebo IV Q3W + Placebo IV Q3W +
ificati mFOLFOX6 IV Q2W 5-FU + folinic acid IV Q2We o,

Stratification Factors 2 Q « ECOGPS 0-1 CAPOXef capecitabine®s
+ Region (Asia vs non-Asia) ) Cycles 1-4 (42 days/cycle) Cycles 5+ (42 days/cycle) Stratification Factors =253

+ Number of organs w/ Cycles 1-8 (21 days/cycle) Cycles 9+ (21 days/cycle)
metastases (0-2 vs  3) + Region (Asia vs non-Asia)
+ Prior gastrectomy (yes vs no) e :;so(rg_a;sv :/l)lha ,

N ————

— —_——— o ) —_————
Primary Endpoint Key Secondary Endpoints Secondary Endpoints Prior gasirectomy (yes vs no) Primary Endpoint Key Secondary Endpoints Secondary Endpoints’
©0S + TTCD in GHS/QoL, S ORR - Safety ©0S -+ TTCDin GHS/QoL, ©ORRI - Safety
PF, and 0G25-Pain .DOR" - PROs PF, and 0G25-Pain ©DORY - PROs

m @RosarioVidal Ajani JA, et al. ESMO 2023 (#LBA82). Lordick F, et al. ESMO 2023 (#LBA81)
osarioVida
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Claudina

Opciones de tratamiento guiadas por biomarcador mlll e

18.2

Primary Endpoint: PFS

Zolbetuximab+FOLFOX Zolbetuximab+CapeOX
Zolbetuximab + |  Placebo +
10
107 12-Month Zolbetuximab + | Placebo
" PFS ale MFOLFOX6 | MFOLFOXS 091 12:Month Bvenka/paionts W 148254 [T ATHSY
: 49.3% vs 38.5% No. eventsino. patients 1577283 184282 081 PFS rate Waden FFS, monthe 4 680
- : Lo (9% ) (746900) (614811
08 Median PFS, months 11.04 894 348% s 10.3% HR (95% ) 0682 0545-0854)
" o7 (95% C) (069-1252)  (821-1041) o ord : e 205640
o HR (95% CI) 0730 (0.587-0.907) Yy :
% 067 itgmt‘: Pvalue 00022 o : 24-Month
2 o5 e 1408 £ 051 ! PFS rate
;e \\ 21.8% vs 14.0% § y : i
047 . 141 | :
2 031 Zolbetuximab + g 034 i |
‘ MFOLFOKS ' i E Zolbetuximab +
027 N 02 : i CAPOX
] Placebo + 014 i | Placebo +
mFOLFOX6
O A R A S A AN A A L A A A A AR AR A S S | S—
0012345678 91011121314 151617181920 21 222 242526 27 28 29 30 31 32 33 34 35 36 37 38

Months Months

ﬁ Ajani JA, et al. ESMO 2023 (#LBA82). Lordick F, et al. ESMO 2023 (#LBA81) Shitara K, et al. Lancet 2023; Shah M, et al. Nature Med 2023.
I I @RosarioVidal
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18.2

Overall Survival

SPOTLIGHT
Zolbetuximab+FOLFOX

Zolbetuximab + |  Placebo +
mFOLFOX6 | mFOLFOX6
107 12-Month No. eventsino. patients 140083 177282
09- 08 rate Median 0S, months 1823 1554
3 95%Cl) (1643-2290)  (1347-1653)
2> 18-
;6 HR (65% CI 0.750 0.601-0.93%6)
a oA P-value 0.0053
'g 06+ 24Month
5 . OSrate
%
> 04- % 36-Month
E 034 el 056 Zolbetuximab +
2 Wh o 2% mFOLFOXE
[J
£ 0 g S
014 o s Placebo +
) mFOLFOX6
f— T T . —
0 2 4 6 8 10 12 1 6 f 2 % % B W R U ¥ B L &
Months
961781 1 3 83 70 67 62 58 42 % 0278320151513139 8 7 0

No. at Risk

Probabllity of OS

Zolbetuimad + CAPOX

Opciones de tratamiento guiadas por biomarcador

GLOW
Zolbetuximab+CapeOX

10+
Zolbetuximab + Events/patients, n/N
09 CAPOX
Median OS, months
12-Month (95% ClI)
08 5 4 05 rate HR (85% CI)
lacebo + 58% vs 51% Avake
07 CAPOX
064
24-Month
05 0S rate
29% vs 17%
044
034
024
014
00 L B B A D N SN A B B BN SN S NN BN SN B B B NN BN S N B B |
0 2 4 6 8 10 12 14 16 8 2 2 24 %
Months

254 243 233 226 211 203 193 187 171 150 138 125 108 100 87 80 88 &

I I i’ @RosarioVidal

Zolbetuximab +|  Placebo +
CAPOX CAPOX
1447254 1741263

14.39 1216
(1229-16.49)  (10.28-13.67)
0.771 (0.615-0.965)
0.0118

8N T 2201013129 864222210

SIMPOSIO
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SYMPOSIUM

\

Ajani JA, et al. ESMO 2023 (#LBA82). Lordick F, et al. ESMO 2023 (#LBA81) Shitara K, et al. Lancet 2023; Shah M, et al. Nature Med 2023.
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Claudina

18.2

Zolbetuximab in Gastric or Gastroesophageal
Junction Adenocarcinoma

A Progression-free Survival B Overall Survival
Median Median
100+ Progression-free 100~ Overall
904 No.of  No. of Survival % No.of  No. of Survival
Patients  Events (95% ClI) g Patients Deaths (95% Cl)
80+ mo 80 mo
704 Zolbetuximab + Chemotherapy 537 312 9.2 (8.4-10.4) 704 Zolbetuximab + Chemotherapy 537 377 16.4 (15.0-17.9)
Placebo + Chemotherapy 535 369 8.2 (7.6-8.4) Placebo + Chemotherapy 535 424 137 (12.3-15.3)

Hazard ratio for disease progression or death, Hazard ratio for death, 0.77 (95% Cl, 0.67-0.89)

0.71 (95% Cl, 0.61-0.83)

Percentage of Patients
@
3
1
Percentage of Patients
@
3
1

|
|
|
I
|
|
|
7 Zolbetuximab + chemotherapy H
|
|
i
1
|
'
t

204 1l 204 i \
1 | } Zolbetuximab +
104 11 : 104 ! I : chemott
: 3! Placebo + chemotherapy ! ' Tl P
o S N S — T T T T T T T T T T T T T T T T 1 o ——— ———— i S i N i Pllacebo + chemotherapy
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
Months Months
No. at Risk No. at Risk
Zolbetuximab 537 459 397 321 249 183 145 120 100 82 72 58 42 39 31 28 21 19 16 11 10 8 5 1 1 1 0 S
Zolbetuximab 537 497 462 427 387 343 303 273 249 213 174 159 140 109 96 75 60 47 39 30 25 20 14 10 7 6 3 0
Placebo 535 474 400 300 220 148 101 82 59 46 37 30 22 20 1510 7 5 5 4 4 2 1 0 0 0 O Placebo 535 506 463 409 362 317 278 239 204 169 135 119102 85 65 50 38 28 21 17 17 11 6 3 3 0 0 0

Vyloy, en combinacién con quimioterapia basada en plati @
y fluoropirimidina, esta indicado para el tratamiento de

EUROPEAN MEDICINES AGENCY IIISTERS primera linea de pacientes adultos con adenocarcinoma

SCIENCE MEDICINES HEALTH DE SANIDAD gastrico o de la union gastroesofagica (UGE) HER2 negativo
localmente avanzado irresecable o metastdsico cuyos
%\\““ tumores son positivos para Claudina (CLDN) 18.2 (ver
seccion 4.2).

e

@Rosariovidal Shitara K, et al. N Engl J Med 2024
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18.2

Developmental Claudin 18.2-targeted therapies

Monoclonal antibodies g
« Zolbetuximab e LM-102 Macrophage
e Osemitamab e« ZL-1211 Y Complement ) § o
« ASKB589 « TORL-2-307-MAB 9 ( s?;,?;l eatme
* ABO11 * SPX-101 “'@"’ b -
* MIL93 « FL-301 (NBL-015) Il @ Q i (

« DR30303

‘Eat me’ signal

ﬁgg%i ) SIRPa~~
- A Anti-claudin 18.2/
Claudin 18.2 beﬁ\ g ICD47 bispecific antibody
=
4

\
\ T cell

M‘crophage )

ADC

* SYSA1801 * JS107

* CMG901 * LM-302

* RC118 (TPX-4589)

Cancer cell

« TORL-2-307-ADC « EO-3021 o @ Teell
« SOT102 - 1BI-343 N ——_ 7 cp3
« SKB315 ’

W:E:trir-claudin 18.2 scFv \
+—CD8a hinge region
~——CD28 transmembrane region

i —CD28 co-stimulatory domain
CD3C intracellular signal region

CART
CARTeell  “Groa «imcoo2

¢ IBI345 « LB1908
¢ RDO7 < KD496
* CTO48

i ,D @RosarioVidal

Opciones de tratamiento guiadas por biomarcador

Bispecific antibodies
or T cell engagers
 Gresonitamab

* QLS31905

* ASP2138

* AZD5863

Anti-CD3
Fc

ml I I e
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Claudin 18.2-targeting antibody-drug conjugate CMG901 in
patients with advanced gastric or gastro-oesophageal
junction cancer (KYM901): a multicentre, open-label,
single-arm, phase 1 trial

+~(Q

Claudin-18 isoform 2-specific CAR T-cell therapy (satri-cel)
versus treatment of physician'’s choice for previously treated
advanced gastric or gastro-oesophageal junction cancer
(CT041-ST-01): a randomised, open-label, phase 2 trial

@ ®

Nakayama I, et al. Nat Rev 2023. Ruan DY, et al. Lancet Oncol 2025. Qi C, et al. Lancet 2025.
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Natural killer cell
Enhanced ADCC to

mm J FGF7, 10, 22
. e @D Bemarituzumab in patients with FGFR2b-selected gastric
- or gastro-oesophageal junction adenocarcinoma (FIGHT):

e \{ arandomised, double-blind, placebo-controlled, phase 2 study

FGFR2b splice variant

Zev A Wainberg, Peter C Enzinger, Yoon-Koo Kang, Shukui Qin, Kensei Yamaguchi, In-Ho Kim, Anwaar Saeed, Sang Cheul Oh, Jin Li,

20-30% GC
Mal prondstico Pt

—> FORTITUDE-102 (NCT05052801)

PHASE 3: Bemarituzumab + Chemotherapy + Nivolumab Vs Chemotherapy +
Nivolumab for FGFR2b Overexpressed untreated advanced GC/GOJC.

—> FORTITUDE-101 (NCT05111626)

PHASE 3: Bemarituzumab + Chemotherapy Vs Chemotherapy for FGFR2b
Overexpressed untreated advanced GC/GOJC.

Wainberg ZA, et al. Lancet Oncol 2022

I I i’ @RosarioVidal
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Bemarituzumab was designed to recruit tumor killing NK cells into the tumor microenvironment

Natural killer cell
Enhanced ADCC to
increase NK cell

recruitment FGF7, 10, 22
2 Bemarituzumab in patients with FGFR2b-selected gastric
s or gastro-oesophageal junction adenocarcinoma (FIGHT):
Frrah s v arandomised, double-blind, placebo-controlled, phase 2 study
2 O_ 3 0% G C Zev A Wainberg, Peter C Enzinger, Yoon-Koo Kang, Shukui Qin, Kensei Yamaguchi, In-Ho Kim, Anwaar Saeed, Sang Cheul Oh, Jin Li,
Mal prondstico A

‘:> FO RTlTU D E- 102 ( N CTOS 052 801) > A global phase 3, randomized, double blind trial

PHASE 3: Bemarituzumab + Chemotherapy + Nivolumab Vs Chemotherapy +
Nivolumab for FGFR2b Overexpressed untreated advanced GC/GOJC.

Key Eligibility Criteria

A Bemarituzumab + mFOLFOX6* Primary Endpoint
« No prior therapy for locally unresectable or FGFR2b > 10% (N = 159) .
metastatic gastric or GEJ adenocarcinoma Safety Analysis (N = 275) * 0Sin FGFR2b > 10% 2+/3+ TC
y Y Key Secondary Endpoints

+ One cycle of mFOLFOX6 permitted

I:> FO RTITU D E' 10 1 ( N CTOS 1 1 1 626) « FGFR2b overexpression (2+/3+) at any % of

tumor cells (TC) by central IHC, later
PHASE 3: Bemarituzumab + Chemotherapy Vs Chemotherapy for FGFR2b amended to = 10% 2+/3+ TC staining*

Overexpressed untreated advanced GC/GOJC.

* PFSin FGFR2b 2 10% 2+/3+ TC
* ORRin FGFR2b > 10% 2+/3+ TC
« Safety in all randomized patients

Placebo + mFOLFOX6*
FGFR2b = 10% (N = 165)
Safety Analysis (N = 267)

« Not known to be HER2-positive

Treatment on bemarituzumab
ificati graphy (US/EU vs Korea vs ROW), (15 mglkg Q2W + 7.5 mg/kg on cycle 1 day 8)
ECOG (0vs 1), PD-L1 status (CPS 2 5vs < 5 or indeterminate)!

m @RosarioVidal Wainberg ZA, et al. Lancet Oncol 2022. Rha SY, et al. ESMO 2025.




Otros

Patients with FGFR2b overexpression in = 10% of tumor cells
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2025

Bemarituzumab (BEMA) plus chemotherapy for
advanced or metastatic FGFR2b-overexpressing
gastric or gastroesophageal junction cancer
(GIGEJC): FORTITUDE-101 phase 3 study results

Patients with FGFR2b overexpression in = 10% of tumor cells

1.0
104 Bemarituzumab Placebo
: (N =159) (N = 165) o Bemarituzumab Placebo
mOS (95% CI) 17.9 (13.0-20.8) 125 (10.5-14.7) £ 08 (N=159) (N =165)
%‘ 0.8 HR (95% CI) 0.61 (0.43-0.86) g mOS (95% Cl) 145 (13.0-17.9) 132 (10.9-14.7)
3 p-value 0.005 (2-sided) & 064 HR (95% CI) 0.82 (0.62-1.08)
& 06 B i .
3 Median follow-up 1.8 months s Median follow-up 19.4 months
< » 04+
B 04+ =
= S
g S 02
© 02+ Bemarituzumab
Bemarituzumab a Placebo
e Placebo 0.0 T T T T T T T T T T T T T
: T T T T T T T T T T T 0 3 6 9 12 15 18 21 24 27 30 33 36
0 3 6 9 12 15 18 2 24 27 30 Months from Randomization
No. of Patients at Risk: Months from Randomization No. of Patients at Risk:
Bemarituzumab 159 154 137 89 53 35 25 15 9 5 0 Bemarituzumab 159 154 140 120 101 61 39 24 16 " 7 3 0
Placebo 165 146 127 79 45 27 19 9 5 5 0 Placebo 165 146 131 105 88 49 30 18 14 8 5 4 0

The OS primary objective was met at the prespecified interim analysis favoring bemarituzumab

I I i’ @RosarioVidal

Attenuation of the treatment effect was observed at a descriptive analysis after longer follow-up

Rha SY, et al. ESMO 2025.
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Retos y Limitaciones mlll Sl

1- Retos en el diagndstico y captura de la heterogeneidad tumoral

Muestra (adecuada, cantidad, localizacidn, discordancias...)
Re-biopsia (heterogeneidad temporal, mecanismos resistencia...)
Nuevas tecnologias (BL, NGS...)

2- Co-expresion de biomarcadores

3- Regulatorios (acceso a la terapia innovadora)

I I i’ @RosarioVidal
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Superposicion, Co-expresion de BK

INF217
COK6

All-negative (MMR-P, EBV-, HER2-)

H -0 rll‘ [

emaien - || | h || " || { Il ||||| HIIHII

== = ||||I|H|I||||H||||||||||||||||||||||l|||||||||||||||||| (I |||l||||||||||||I|||||I|||l|||||||||||| |||||l|\|l|||||||| || |||||\|||||||||1||||||I\|l||||||||||I||||||||||||||||||||||| ||l|||||H|||||||| ||||||||||llll|l|||| IIIIIII(IIIIIIIIIIH|||||I|||||||||I|||||l]|||||| |||||||||| |||||IIIHI||||||HI]IIII|||||||||||||||||||| ||||||||||||I||||H|Ilhll\llll\

--m- TN 'l ||| |I|I N RN E ]
e T TEWT T e 1 || | || (1 AN O (| R

“|I||||“FIIIIIIII [ IIIIIII IlI e IIII | I II Ml 1 IIIIIIIIIIIII I IHII”I"""II i IIIII IIIII |

Gene alteration® |mutation  Jamplification | fusion | mutasion & ampiification
A avallable and negative not avallable

I I i ' @RosarioVidal
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Kubota Y, et al. ESMO Open 2023




Retos y Limitaciones

A n=408 B n =386
CLDN+ 106

= CLDN+
22
CPS 25 /2;\
7

MMRD cLoN. EBV+

118
MMR-D EBV+ HER2 All-negative
n=24 n=14 n=52 n=296
(6.2%) (3.6%) (13.5%) (76.7%)
CLDN+ 25.0% 28.6% 231% 24.3%
CPS 25 83.3% 85.7% 50.0% 44.6%

Figure 2. Relationship between CLDN and other biomarkers (A) and PD-L1 CPS (B). All-negative: negative for neither MMR-D, EBV nor HER2.
CLDN, claudin; CPS, combined positive score; EBV, Epstein—Barr virus; HER2, human epidermal growth factor receptor 2; MMR-D, mismatch repair deficient; MMR-P,

mismatch repair proficient.
?Patients with available CPS results.

i ’D @RosarioVidal
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Superposicion, Co-expresion de BK

N=563 N=387

(patients with CPS data)

CLDN18.2+

HER2+ dMMR EBV+ All-negative

Nn=55(14.2%)  n=29(7.8%) n=4 n=301
CLDN18.2+ 2;(40%) 12:11.4%) 1(25%) 148 (49.2%)
cPs21 45(81.8%) 25(86.2%)  4(100%) 204 (67.8%)
CPS25 25(45.5%) 19(65.5%) 4 (100%) 130 (43.2%)
CPS210 11(20%)  14(48.3%)  3(75%) 87(28.9%)

CLDNI8-2 y PD-LI (CPS) cut-offs

Se observé el estado CLDN 18.2-high en:
26/276 (45,7%) con CPS 21,
83/176(47,2%) con CPS 25

52/113 (46,0%) con CPS 210

Kubota Y, et al. ESMO Open 2023. Teran E, et al. SEOM 2025




INTERNATIONAL
SYMPOSIUM

Retos y Limitaciones mlll Sl

Superposicion, Co-expresion de BK

HER2- CLDN 18.2+ metastatic gastric cancer
|

MMR HER2 CLDN18 PD-11 Recommended regimen % of patients

¥ (cps)

¥
MSI-H/dMMR non-MSI-H/pMMR
|

¥ } m Immunotherapy + Chemo 5%
CPS+ CPS-

¢ Chemo + Trastuzumab + Pembrolizumab 13%
Nivolumab or n
Pembrolizumab ZOIbet:X'mab
* Chemothera i
Chemotherapy py <5 Chemo + Zolbetuximab 22%
D et e am s t | m Chemo + Zolbetuximab, or 8%
[fe) SEIeIN PEEETR] CIU UEEUTE: ekl Chemo + Nivolumab/Pembrolizumab/Tislelizumab 3%
PMMR [ 210 |
+ Conversion surgery 5%
Negative <1 Chemotherapy alone
. - . + Improvement of HRQoL ~ L <2 |
* Maintenance of HRQoL Shared decision making « Palliation of t
alliation of tumor Chemotherapy +/- 3%
associated symptoms Nivolumab/Pembrolizumab/Tislelizumab
Negative
Zolbetuximab P,:x?)lrl:;w:fn?arb Chemotherapy + 20%
+ + Nivolumab/Pembrolizumab/Tislelizumab
izl Chemotherapy

Mijiyama Y, Cancers, 2025. Alsina M, et al. Clin Transl Oncol, 2025
I I i ’ @RosarioVidal
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3- Regulacion

ol ¥ GOBIERNO
DE ESPANA
2 =

First-line for HER2-positive

Advanced/metastatic
unresectable oesophageal,
oesophagogastric junction

or gastric adenocarcinoma
in HER2-positive (a)
[ESCAT I-A (b)]

|

1st-line treatment

Platin-fluoropri
doublet ChT (c)
0, Al

13

PD-L1-negative CPS <1

l

PD-L1-positive CPS 21

Addit.  oftrastu. .aband Addition of trastuzumab
PD-1 CI (d) [I, A; MCBS 3] [1, A; MCBS 3]

|

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

@

@RosarioVidal

MINISTERIO
DE SANIDAD

agencia espafola de
medicamentos y
‘ productos sanitarios

First-line for HER2-negative

MI I I e
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v1.4 - September 2024

Advanced/metastatic
unresectable cesophageal,

oesophagogastric junction
or gastric adenocarcinoma
in HER2-negative

|

1st-line treatment

®

|

Platin-fluoroprimidine
doublet ChT (a) [I, A]

PD-L1-positive CPS 21
[ESCAT I-A (b)]

!

Claudin18.2 positive 275%
IHC 2+ or 3+ [ESCAT I-A (b)]

For CPS 25, add PD-1 ICI (c,d)
[, A; MCBS 4]
For CPS 1-4, consider adding
PD-1 ICI (c,d) [B]

B) )

Add zolbetuximab (e) Addition of PD-1 ICI (f)
[, A; MCBS 2] [, A; MCBS 3]

| | I1, C]

l °
Radical resection to be considered B
in highly selected cases (h,i) -

ESMO Gastric Cancer Living Guidelines, v1.4 — September 2024
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Mensajes para llevar a casa

v' Biomarcadores obligatorios 1L (validados con aplicabilidad clinica):
MMR/MSI, HER2, PDL1, Claudina 18.2

v' QT basada en FP y platino continta siendo el pilar del tto ADC EG avanzado
v Afadir Docetaxel: opcién en ADC EG sin BK, pacientes seleccionados

v' QT + antiPD1: 1L ADC EG avanzado PDL1+. (CPS = 10, Pembrol; CPS =5, Nivo; TAP > 5%, Tisle )
v' QT + Trastuzumab + Pembrolizumab?: 1L ADC EG avanzado HER2+/PDL1+

v' QT+ Zolbetuximab3: 1L ADC EG avanzado Claudina 18.2 +

IFinanciado Espafia (CPS 21: aprobacién EMA). 2No financiado en Espafia. 3Pendiente financiacién Espafia.

I I i’ @RosarioVidal




mlll s
INTERNA(
INTERNATIONAL
SYMPOSIUM
11 - 12 DE DICIEMBRE DE 2025
OVIEDO

Reflexiones finales

Nuevas estrategias para BK conocidos,
nuevos BK como potenciales dianas

Sintilimab

s diagnostico y a la terapia)

CJ\EL:L“.:}Z‘LM m . Garantizar la equidad y accesibilidad (al
\

Q

D

L Raghav S, et al. Lancet 2025.
I I @RosarioVidal
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