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Update of Esophagogastric Cancers

• First line immunotherapy with chemotherapy – Updates
• HER2 + Cancer
• CLDN 18.2 – New target
• Perioperative therapy



Advanced Esophagogastric Cancer



CheckMate 649 study design

Janjigian, Y et al, ASCO Gastrointestinal Symposium 2023, Abstract 291 



Overall survival: 36-month follow-up 

Janjigian, Y et al, ASCO 2023, Abstract 291 



Overall survival by MSI status: 36-month follow-up 

Janjigian, Y et al, ASCO 2023, Abstract 291 



Summary 
• First line immunotherapy in combination with chemotherapy superior 

to chemotherapy alone with longer follow up.
• Pembrolizumab – KEYNOTE 590, KEYNOTE 859

• Similar QofL 
• Nivolumab – CheckMate 659
• *Cross trial comparison similar

• Benefit across subgroups, enriched in higher PDL1 
• MSI High patients benefit
• Other exploratory markers, stroma-related and angiogenesis
• No new safety signals 



New Targets - CLDN 18.2



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

Claudin18.2

►Member of the claudin family
►Major structural component of tight junctions
►Seals intercellular space in epithelial sheets
►Not expressed in any healthy tissues, except: stomach mucosa

CLAUDIN18.2 – A NOVEL TARGET
Mechanism of Action
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SPOTLIGHT: Phase III Study Design

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



Primary End Point: PFS by Independent Review Committeea

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



SPOTLIGHT: Overall Survival (Key Secondary Endpoint)

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



SPOTLIGHT: Response Rates (Key Secondary Endpoint)

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



TEAEsa Occurring in ≥15% of All Treated Patients

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



GLOW: A Phase III Study of First-Line Zolbetuximab and CAPOX for 
Claudin 18.2-Positive, HER2-Negative Advanced Gastric or 
Gastroesophageal Junction Adenocarcinoma 

Shah M et al. ASCO Plenary Series, March 22, 2023;Abstract 405736. 



PFS by Independent Review 
Committee (Primary Endpoint)

Shah M et al. ASCO Plenary Series, March 22, 2023;Abstract 405736. 

OS (Secondary Endpoint)



CLDN 18.2 - Summary

• CLDN 18.2 new target
• Zolbetuximab with mFOLFOX6 and CAPOX with improvement in PFS 

and OS
• Toxicity profile includes GI toxicity – nausea/vomiting
• Awaiting FDA approval

• Target for cell therapy and other trials, antibody-drug conjugate



HER2-Positive



Slide 2

Janjigian YY et al. ESMO World Congress on Gastrointestinal Cancer 2021;Abstract LBA4.

KEYNOTE-811: Pembrolizumab Plus Trastuzumab and 
Chemotherapy for HER2+ Metastatic Gastric or GEJ Cancer



KEYNOTE-811: Confirmed Response at First Interim 
Analysis

ORR: 74.4% ORR: 51.9%

Janjigian YY et al. ESMO World Congress on Gastrointestinal Cancer 2021;Abstract LBA4.

ORR = objective response rate



KEYNOTE 811 Press Release, June 2023

• PD-1 therapy, in combination with trastuzumab and chemotherapy met one of its 
dual primary endpoints of progression-free survival (PFS) … At a pre-specified 
interim analysis conducted by an independent Data Monitoring Committee, 
pembrolizumab in … the intention-to-treat (ITT) study population.

• Based on a pre-specified subgroup analysis by PD-L1 expression, the 
improvement in PFS observed in the ITT population was limited to patients whose 
tumors were PD-L1 positive (Combined Positive Score [CPS] ≥1).



Shitara K, et al. Lancet Oncol. 2018;19:1437-48.
Yamaguchi K et al. J Clin Oncol 2023 February 1;41(4):816-25.



DESTINY-Gastric01: Best Percent Change from Baseline Tumor Size in Patients 
with Treatment-Naïve HER2-Low Advanced Gastric or GEJ Adenocarcinoma

Yamaguchi K et al. J Clin Oncol 2023 February 1;41(4):816-25.



Summary - HER2 Positive Cancer

• Chemotherapy with Trastuzumab and Pembrolizumab improved RR 
and PFS in PDL1>5 patient
• Refractory options – Trastuzumab-deruxtecan

• HER2 low being investigated with Ab-drug conjugates
• Multiple investigational Agents – TKI, Ab-drug, cell therapy



Perioperative Therapy Esophagogastric 
Cancers







Neoadjuvant nivolumab plus ipilimumab and adjuvant nivolumab in 
MSI/dMMR gastric or GEJ adenocarcinoma: NEONIPIGA phase II 
GERCOR Study

Andre, Thierry et al, ASCO GI 2022; Abstract 244



Surgery and TNM and Tumor Regression Grading (TRG)

Andre, Thierry et al, ASCO GI 2022; Abstract 244



ATTRACTION-5: a Phase 3 study of nivolumab plus chemotherapy as 
postoperative adjuvant treatment for stage III gastric or gej cancer

Terashima, Masanori, ASCO 2023



Primary endpoint: RFS per BICR

Terashima, Masanori, ASCO 2023

Secondary endpoint: OS



Perioperative PD-1 antibody toripalimab plux SOX or XELOX vs chemo 
alone; gastric, GEJ, prospective, randomized, open-lapel phase II

Yuan, Shuquiang et al., ASCO 2023



Pathological outcomes-tumor regression grade

Yuan, Shuquiang et al., ASCO 2023



Pathological outcomes-TNM staging



KEYNOTE 585 Press Release, June 2023

“At a pre-specified interim analysis conducted by 
an independent Data Monitoring Committee, the 
study met one of its primary endpoints of 
pathological complete response (pCR) rate and 
demonstrated a statistically significant 
improvement in pCR rates compared with 
chemotherapy alone. For the primary endpoint 
of event-free survival (EFS), there was an 
improvement in the pembrolizumab arm; 
however, results did not meet statistical 
significance per the pre-specified statistical 
analysis plan. The endpoint of overall survival 
(OS) was not formally tested since superiority was 
not reached for EFS.”



Perioperative Therapy - Summary

• Adjuvant immunotherapy in Esophageal Adenocarcinoma/SCC, CheckMate 
577
• Await OS

• Addition of IO did not improve OS/EFS 
• ATTRACTION 5
• KEYNOTE 585 – press release

• Improvement in TRG/path CR 
• MSI High perioperative therapy – IO only
• Awaiting final results of perioperative trials

• KEYNOTE 585  - press release
• Matterhorn FLOT/IO



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

Coexpression of Targets



Molecular Testing in Esophagogastric Cancer

• MMR testing in all Esophagogastric Cancers

• CPS testing in Esophagogastric CA
• Nivolumab + chemo in CPS > 5 HER2 negative GEA (CM649)
• Pembrolizumab + chemo in CPS > 10 HER2 negative esophageal CA (KN590)
• Nivolumab/ipilumumab & Nivo +chemo in CPS>1 (CM 648)

• HER2 testing in all Esophagogastric CA
• Trastuzumab + chemo + pembrolizumab in 1L HER2+ GEA (Keynote-811)
• Trastuzumab deruxtecan (DS-8201) in 2L+ HER2+ GEA (Destiny-Gastric-01/02)

• CLDN18.2 – new treatment option
• Zolbetuximab 1L (GLOW, SPOTLIGHT)


