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Update of Esophagogastric Cancer

Early Stage:

• Perioperative FLOT vs Chemoradiation

• Perioperative Chemotherapy and Immunotherapy

Advanced:

• First line Chemotherapy and Immunotherapy

• Claudin 18.2 – New Target

• HER2 + Gastric Cancer

• Novel Targets 



Esophagogastric Cancers

• > 22,000 annual cases of esophageal cancer 
(EC) with > 16,000 deaths from the disease in 
the US

• Gastric cancer is the fifth leading cause of 
cancer and fourth leading cause of cancer 
deaths worldwide

• incidence varies worldwide by geographic 
region

GLOBOCAN 2020



Work up and Staging 

NCCN Guidelines  Esophageal and Esophagogastric Junction Cancers Version 4.2024



Molecular Testing in Esophagogastric Cancer

• MMR testing in all Esophagogastric Cancers

• PDL-1 CPS testing in Esophagogastric CA

Pellino, A J. Pers. Med. 2021,11, 1095. 

• Nivolumab + chemo in CPS > 5 HER2 
negative GEA (CM649)

• Pembrolizumab + chemo in CPS > 10 
esophageal CA (KN590)

• Pembrolizumab +chemo in CPS >1 
gastric, GEJ (KN859)

• HER2 testing in all Esophagogastric CA

• Trastuzumab + chemo + pembrolizumab 
in 1L HER2+ GEA (KN-811) in CPS >1

• Trastuzumab deruxtecan (DS-8201) in 
2L+ HER2+ GEA (Destiny-Gastric-01/02)

• CLDN18.2 – emerging treatment option

• Zolbetuximab 1L (GLOW, SPOTLIGHT)



Molecular Classification
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C-S-C 36% at 5Yr

S 23% at 5 Yr

MAGIC Trial FLOT4

FLOT-S-FLOT -45% at 5 Yr

ECF/ECX- S- ECF/ECX – 36% at 5 
Yr

Cunningham et al. NEJM 2012 Al-Batran et al. Lancet 2019
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Hoeppner et al. ASCO 2024

Neo-AEGIS

mOS 39mo; 40.5% at 5 Yr

mOS 66 mo; 51.5% at 5 Yr
ARDS 0.6% vs 4.3%

No significant difference

Reynolds et al. Lancet Gastro& Hep 2023
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Kelly RJ et al. N Engl J Med2021;384:1191-1203

ATTRACTION-5

EORTC 1707 VESTIGE

Terashima et al. ASCO 2023

mDFS: 11.9 vs 23.3 mo (p=0.02)
mOS: 25.1 vs NR mo  (p=0.1)

Enrollment Closed Early

Smyth et al. Annals of Oncol ESMO 2023
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Al-Batran et al. ASCO 2024 
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MATTERHORN

pCR 19% vs 7% CR/nCR: 27% vs 14%
pCR in Asia consistent with global outcomes.

ICONIC Trial

pCR: 15% for 34 pts

The trial closed early 
(pre-specified aim 

25% in 40 pts)

Dante Trial

pCR/TRG1a: 
All: 24% vs 15% 
PD-L1 CPS ≥10: pCR 33 vs 12%
MSI-H: 63% vs 27% 
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GERCOR NEONIPIGA

Andre et al. JCO 2022

Infinity Trial

MSI/dMMR 
resectable cT2-4 Nx 

GAC/GEJAC
Durva/Trem(3)

15 evaluable patients, 14 underwent resection
pCR 60% 

OS

EFS
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Zaanan et al. ASCO 2024

Longitudinal analysis of ctDNA during treatment of locally advanced gastric/GEJ adenocarcinoma  
- Prospective biomarker study



Perioperative Therapy - Summary
• Perioperative FLOT is the new standard for resectable cT2+/N+ esophageal 

adenocarcinoma

• Benefit of adjuvant immunotherapy in Esophageal Adenocarcinoma is unclear 
(CheckMate 577/ATTRACTION-5/ICONIC/VESTIGE) 

• Awaiting OS for Checkmate 577

• Addition of IO improves pCR, but unclear if this leads to improved OS/EFS (KEYNOTE 
585, MATTERHORN) 

• MSI High perioperative therapy – IO only; neonipiga and infinity

• ctDNA is being evaluated as a prognostic biomarker



Update of Esophagogastric Cancer

Advanced:

• First line Chemotherapy and Immunotherapy
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EDGE Gastric 

ORR 56% ORR 73%

ORR 46%

Janjigian et al. JCO 2023

6-mo PFS 75%

Keynote-859

Rha et al. Lancet Oncology 2024

ORR 52.1% vs 42.6%
mDOR was 8.3 mo vs 5.6 mo 

PD-L1 CPS ≥10 

mOS 15.7 vs 11.8 mo
mPFS 8.1 vs 5.6 mo
ORR 60.6% vs 43% 
mDOR 10.9 vs 5.8 mo 
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Checkmate 649

Janjigian, Y et al. JCO 2024

Greater benefit in pts with MSI-H 
  MSI-H– mOS 38.7 vs 12.3mo 
  MSS mOS 13.8 vs 11.5 mo

PFS PFS OS OS
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RATIONALE-306

Advanced 
ESCC

Yoon et al JCO 2024

platinum plus 
fluoropyrimidine or 

platinum plus paclitaxel)
+ tislelizumab

platinum plus 
fluoropyrimidine or 

platinum plus paclitaxel)

PDL1 TAP≥10%

All ITT

PDL1 TAP<10%
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Doki et al. NEJM 2022;Chau et al. JCO 2024

CHECKMATE 648



Advanced Esophagogastric – Role of Immunotherapy
• First line immunotherapy in combination with chemotherapy superior to 

chemotherapy alone with longer follow up.

• Benefit across subgroups, enriched in higher PDL1 

• MSI-H patients benefit more

• Chemo + PD-1 Inhibitor + TIGIT Inhibitor promising results in first line 



Update of Esophagogastric Cancer

Advanced:

• HER2 + Gastric cancer 
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KEYNOTE- 411

FDA granted accelerated 
approval to pembro plus 
trastuzumab and chemo

Janjigian et al. Lancet Oncol 2023
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Advanced 
G/GEJ AC

HER2+

DESTINY GASTRIC-02

T-DXd 
6.4mg/kg 

q3w

Ku G et al. ESMO 2022;Abstract 1205MO.

ORR 41.8%

DESTINY GASTRIC-01

HER2 Low

Shitara K, et al. Lancet Oncol. 2018; Yamaguchi K et al. J Clin Oncol 2023

HER2 Positive

Overall Survival

ORR 51.3%



Summary - HER2 Positive Cancer

• Chemotherapy with Trastuzumab and Pembrolizumab improved ORR and 
PFS with PDL-1 > patient

• Refractory options – Trastuzumab-deruxtecan

• HER2 low being investigated with Ab-drug conjugates

• Multiple investigational Agents – TKI, Antibody drugs, cell therapy



Update of Esophagogastric Cancer

Advanced:

• Claudin 18.2 – New Target 



Sahin U et al. Ann Oncol. 2021 May;32(5):609-619

Claudin 18.2

►Claudin 18.2 is a tight junction protein expressed in normal and malignant gastric 

mucosa cells 

►During malignant transformation, CLDN18.2 is exposed on the surface of G/GEJ AC

► Zolbetuximab is a chimeric antibody targeting CLD18.2 and its ADCC/CDC

CLAUDIN18.2 – A NOVEL TARGET

Mechanism of Action
of Zolbetuximab

FcγR+ Effector Cell Complement

CDCADCC

CLDN18.2

Zolbetuximab

CLDN18.2CLDN18.2

Cell Death

Tumor Cell
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SPOTLIGHT

Shitara K et al. Gastrointestinal Cancers Symposium 2023;Abstract LBA292.

ORR 60.7%

ORR 60.7%

Grade ≥3 AEs 86.7% vs 60.7% - Nausea/Vomiting Most common 

ORR 53.8%

ORR 48.8%

ORR 62.1%
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GLOW

ORR 53.8%

ORR 48.8%

Grade ≥3 AEs 72.8 vs 69.9% Xu et al. JCO 2023;Abstract 405736.Stomach more benefit than GEJ

Progression free Survival
Overall Survival
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• Zolbetuximab with mFOLFOX6 and CAPOX with improvement in PFS and 

OS

• Toxicity profile includes GI toxicity – nausea/vomiting – but appears to 
be tolerable and manageable

• Awaiting FDA approval

• Claudin ADC 

• Target for cell therapy, antibody drug conjugates and other trials

CLDN 18.2 Summary
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FRUTIGA 

Improved outcomes in non-diffuse subtypes and with nodal involvement



     
Thank you!
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