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Learning Objectives

• Assemble existing clinical evidence for systemic therapy of gastroesophageal cancer

• Understand therapeutic indications for immunotherapy and targeted therapy for patients with 
advanced gastroesophageal cancer

• Examine novel therapeutic approaches in advanced gastroesophageal cancer



Overview

• Epidemiology, presentation and diagnostic work up

• Potential therapeutic targets in gastroesophageal cancer

• Targets, evidence, ongoing trials
• PD-L1
• HER2
• CLDN18.2
• VEGF
• FGFR2b

• Novel therapeutic targets and clinical trials
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Global disease burden: major GI cancers

GLOBOCAN 2018



Global disease burden: gastric and esophageal cancers

GLOBOCAN 2022
Arnold et al., Gut 2020
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Incidence of stomach cancer Incidence of esophageal cancer

Histology of esoph ca

Global Squamous ~85%
Adeno  ~15%

West Squamous 30-50%
Adeno 50-70%

Location of gastric ca

Global Cardia ~15%
Non-cardia  ~85%

West Cardia 30-40%
Non-cardia  60 -70%



SEER Database

Gastric Esophagus

Stage and survival
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Potential Therapeutic Targets in GEC

Nat Rev Clin Oncol. 2021 Aug;18(8):473-487.TCGA, Nature 2017 



Work up, staging, and simplified therapeutic strategy

Adenocarcinoma Squamous

PD-L1+

Ipi+nivo

PD-L1-

Chemotherapy + 
ICI Chemotherapy

~30
%

~35%

~50%

~20%

~30%



Clinical practice guidelines
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Immunotherapy in metastatic gastroesophageal cancer: 1st line
CheckMate649

Lancet 2021; Nature 2022; JCO 2024

PDL1 CPS≥ 5 All patients

Nivo+ipi vs chemo

Nivo+chemo vs chemo

Nivo + FOLFOX as standard 1st line

PDL1 CPS≥ 5 All patients

DOR 13.2 vs 6.9mo DOR 13.8 vs 6.8mo



Immunotherapy in metastatic gastroesophageal cancer: 1st line
KN859 and KN590

Lancet Oncol 2023; ASCO GI 2024

Pembro + chemo as 
standard 1st line, CPS ≥1

KN859 KN590
PDL1 CPS≥ 1

PDL1 CPS≥ 10

All patients



Immunotherapy in metastatic gastroesophageal cancer: 1st line

ASCO 2021, Doki et al., NEJM 2022

CheckMate648: ESCC

Nivo + chemo or nivo+ipi as standard 1st line for squamous

Nivo + chemo

Nivo + ipi



Immunotherapy in metastatic gastroesophageal cancer: 1st line

Lancet 2023; NEJM 2024

PFS All patients

PDL1 CPS≥ 1

KN811

All patients

PDL1 CPS≥ 1

PDL1 CPS< 1

Pembro + tras + chemo if 
HER2+ and PDL1 CPS≥ 1

OS



What can we tell our patients?

• The median OS improvement is 2-3 months with the 
addition of PD-1 (ITT)

• The PFS is 6-7 months for most frontline therapies for 
HER2 negative disease

• There are clear differences in outcomes based on PD-L1 
expression

• The addition of anti-PD-1 agents introduces new toxicities 
(~20%) 



Immunotherapy in locally advanced gastroesophageal cancer

CheckMate577: Nivolumab for adjuvant therapy following trimodality therapy

Kelly et al., NEJM 2021, ASCO 2025



Immunotherapy in locally advanced gastroesophageal cancer

NEONIPIGA: MSI-H/dMMR

JCO 2023
pCR=17/29 (58.6%)



Immunotherapy in locally advanced gastroesophageal cancer
MATTERHORN

ASCO GI 2024
Janjigian et al., NEJM 2025



Lancet. 2010

ToGA

*HER2 IHC3+ or FISH positive

HER2 IHC3+ or FISH +

HER2 IHC3+ or IHC2+/FISH+

Trastuzumab+ chemo

~20% of GEC

HER2: 1st line



Lancet. 2023; NEJM. 2024

KN811

PFS

All patients

PDL1 CPS≥ 1

All patients

PDL1 CPS≥ 1

PDL1 CPS< 1

Pembro + trastuzumab + chemo if 
HER2+ and PDL1 CPS ≥1

OS

Median PFS
10.9 vs 7.3 months

ORR 
72.6% vs 59.8%

Median OS
20.1 vs 15.7 months

HER2: 1st line



ASCO 2025; Elimova et al., Lancet Oncol 2025

OS

Median OS
36.5 mo

HER2: 1st line

Investigational

Median PFS
12.5 mo

ORR
76%

Global phase III, HERIZON-GEA-01 ongoing: 
zanidatamab + chemo +/- immunotherapy



HER2: 2nd line

DESTINY-Gastric01

DESTINY-Gastric02

ORR 38%

Int J Mol Sci. 2021; NEJM. 2020; Lancet Oncol. 2023

Median PFS
5.6 vs 3.5 months

Median OS
12.5 vs 8.4 months

ORR
51 vs 14%



HER2: 2nd line

DESTINY-Gastric04

ORR 44%

ASCO 2025; Shitara et al., NEJM 2025

Median PFS
6.7 vs 5.6months

Median OS
14.7 vs 11.4 months

Median DoR
7.4 vs 5.3months



CLDN 18.2

SPOTLIGHT

GLOW

Median PFS
9.2 vs 8.2 months

Median OS
16.4 vs 13.7 months

Nat Rev Clin Oncol. 2024; NEJM. 2024

~35% of GEC



• Change from baseline trends for key PRO domains were similar with zolbetuximab + chemotherapy and placebo + chemotherapy.

• Nausea/vomiting worsened in early cycles but later returned to baseline levels without clinically meaningful deterioration.

ESMO Open 2024; NEJM. 2024

CLDN 18.2: AE’s



Lancet Oncol. 2014;15:1224-35

RAINBOW

Median OS
9.6 vs 7.4 months

Median PFS
4.4 vs 2.9months

ORR
27 vs 16%

VEGF/angiogenesis

• No survival benefit in 1L

• 2L FOLFIRI-Ram: RAMIRIS Phase II/III ongoing



Lancet Oncol. 2022; Gastric Cancer. 2024

Median PFS
9.5 vs 7.4 months

Median OS
19.2 vs 13.5 months

~30% of GEC

Investigational

Awaiting phase III (FORTITUDE 101/102) results

FGFR2b
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Ongoing clinical trials

ESMO 2024, 2021. ASCO GI 2024, 2023, 2022. ASCO AM 2025, 2024, 2022. Nature Med. 2024

HER2

VEGF

CLDN18.2

FGFR2b

Other targets



Can we enhance chemotherapy backbone?

ASCO 2023



Unanswered questions

• Who are the responders?  Cell-free DNA, better chemo and IO biomarkers, expanding the pool (EBV+, 
high PD-L1, MSI, etc)

• Optimal 2nd line + therapy after IO+chemo? Do we continue IO?

• Optimal chemo backbone?

• How do we incorporate additional therapeutic targets: EGFR, FGFR2, CLDN18.2, TMB, HRD, MET, etc



Take-home messages

• Global incidence and mortality rates of gastroesophageal cancers are high

• Incorporation of novel biomarkers have led to advances in therapeutic effectiveness

• Multiple biomarkers of therapeutic implications exist and should be identified before treatment planning
• HER2, PDL1, MMR/MSI, CLDN18.2

• Addition of immune checkpoint inhibitors improve survival in metastatic HER2 positive or negative 
gastroesophageal cancer

• Immune checkpoint inhibitors are beneficial in selected population for treatment of locally advanced 
gastroesophageal cancer

• Future directions: mechanism of resistance, managing toxicities, better combinations
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