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We Encourage Clinicians in Practice to Submit Questions

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 

more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 

You may do this as many times as you need for readability.



Clinicians in the Audience, Please Complete 
the Pre- and Postmeeting Surveys

Quick Survey Quick Poll
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Thank you for joining us! Please take a moment 
to complete the survey currently up on Zoom. 

Your feedback is very important to us.

Information on how to obtain CME, ABIM MOC and 
ABS credit will be provided at the conclusion 

of the activity in the Zoom chat room. Attendees 
will also receive an email in 1 to 3 business days 

with these instructions.
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Anatomy Involved with Gastroesophageal Cancers





Case Presentation: 73-year-old man with HER2-negative, 
MSS, localized T3N2M0 GEJ adenocarcinoma (somatic BRCA 
mutation) receives neoadjuvant FLOT followed by surgery

Dr Stephen “Fred” Divers (Hot Springs, Arkansas)



Event-Free Survival (EFS) in MATTERHORN: A 
Randomized, Phase 3 Study of Durvalumab plus 
5-Fluorouracil, Leucovorin, Oxaliplatin and Docetaxel 
Chemotherapy (FLOT) in Resectable Gastric/
Gastroesophageal Junction Cancer (GC/GEJC)

Janjigian Y et al. 
ASCO 2025;Abstract LBA5.

June 1, 2025
Hall B1| 3:13 PM CT



MATTERHORN: Phase III Study of FLOT with or without 
Durvalumab for Resectable Gastroesophageal Adenocarcinoma

Janjigian Y et al. Gastrointestinal Cancers Symposium 2024;Abstract LBA246.



Durvalumab-Based Regimen Demonstrated Statistically Significant and 
Clinically Meaningful Improvement in Event-Free Survival in Resectable 
Early-Stage Gastric and Gastroesophageal Junction Cancers
Press Release: March 7, 2025

Positive high-level results from the MATTERHORN Phase III trial showed perioperative treatment with 
durvalumab in combination with standard-of-care FLOT (fluorouracil, leucovorin, oxaliplatin, and docetaxel) 
chemotherapy demonstrated a statistically significant and clinically meaningful improvement in the primary 
endpoint of event-free survival (EFS). 

Patients were treated with neoadjuvant durvalumab in combination with chemotherapy before surgery, 
followed by adjuvant durvalumab in combination with chemotherapy, then durvalumab monotherapy. The 
trial evaluated this regimen versus perioperative chemotherapy alone for patients with resectable, early-
stage and locally advanced (Stages II, III, IVA) gastric and gastroesophageal junction (GEJ) cancers.

For the secondary endpoint of overall survival (OS), a strong trend was observed in favour of the 
durvalumab-based regimen at this interim analysis. The trial will continue to follow OS, which will be 
formally assessed at the final analysis.

https://www.astrazeneca.com/media-centre/press-releases/2025/imfinzi-improved-efs-in-early-stage-gastric-cancer.html



Lenvatinib plus Pembrolizumab and Chemotherapy 
versus Chemotherapy in Advanced, Metastatic 
Gastroesophageal Adenocarcinoma: The Phase 3, 
Randomized LEAP-015 Study

Rha S et al. 
ASCO 2025;Abstract 4001.

May 31, 2025
Hall D1| 3:12 PM CT



Randomized Trial of Standard Chemotherapy Alone or 
Combined with Atezolizumab as Adjuvant Therapy for 
Patients with Stage III Deficient DNA Mismatch Repair 
(dMMR) Colon Cancer (Alliance A021502; ATOMIC)

Sinicrope F et al. 
ASCO 2025;Abstract LBA1.

June 1, 2025
Hall B1| 1:05 PM CT



Trastuzumab Deruxtecan (T-DXd) vs Ramucirumab (RAM) + 
Paclitaxel (PTX) in Second-Line Treatment of Patients (Pts) with 
Human Epidermal Growth Factor Receptor 2-Positive (HER2+) 
Unresectable/Metastatic Gastric Cancer (GC) or 
Gastroesophageal Junction Adenocarcinoma (GEJA): Primary 
Analysis of the Randomized, Phase 3 DESTINY-Gastric04 Study

Shitara K et al. 
ASCO 2025;Abstract LBA4002.

May 31, 2025
Hall D1| 3:24 PM CT



T-DXd Demonstrated Statistically Significant and Clinically Meaningful 
Improvement in OS for Patients with HER2-Positive Metastatic Gastric 
Cancer at Interim Analysis of the DESTINY-Gastric04 Phase III Trial
Press Release: March 3, 2025

“Positive topline results from the DESTINY-Gastric04 phase 3 trial showed trastuzumab deruxtecan (T-DXd) 
demonstrated a statistically significant and clinically meaningful improvement in the primary endpoint of 
overall survival (OS) compared to ramucirumab and paclitaxel in patients with second-line HER2 positive 
(IHC 3+ or IHC 2+/ISH+) unresectable and/or metastatic gastric or gastroesophageal junction (GEJ) 
adenocarcinoma.

The safety profile seen in DESTINY-Gastric04 is consistent with the established safety profile of T-DXd.

Data from DESTINY-Gastric04 will be presented at an upcoming medical meeting and shared with global 
regulatory authorities.”

https://daiichisankyo.us/press-releases/-/article/enhertu-demonstrated-statistically-significant-and-clinically-meaningful-improvement-in-
overall-survival-in-patients-with-her2-positive-metastatic-gas



DESTINY-Gastric04 Phase III Study Design

Janjigian Y et al. Gastrointestinal Cancers Symposium 2025;Abstract 448.
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Case Presentation: 64-year-old man with HER2-positive 
(IHC 3+) and HER2-mutant (exon 20), TP53-mutant 
metastatic GEJ adenocarcinoma (PD-L1 0) receives 
pembrolizumab/trastuzumab/chemotherapy

Dr Brian Mulherin (Indianapolis, Indiana)



Case Presentation: 86-year-old man with HER2-positive (IHC 3+) 
metastatic esophageal cancer (PD-L1 CPS 10) with s/p 
chemotherapy/pembrolizumab/trastuzumab and maintenance 
5-FU/pembrolizumab/trastuzumab, now with brain metastases

Dr Warren S Brenner (Boca Raton, Florida)



FDA Amends Pembrolizumab’s Gastric Cancer Indication
Press Release: November 7, 2023

“On November 7, 2023, the Food and Drug Administration revised the existing indication of 
pembrolizumab with trastuzumab, fluoropyrimidine, and platinum-containing chemotherapy for the 
first-line treatment of patients with locally advanced unresectable or metastatic HER2-positive gastric 
or gastroesophageal junction (GEJ) adenocarcinoma. 

This updated indication, which remains approved under accelerated approval regulations, restricts its 
use to patients whose tumors express PD-L1 (CPS ≥ 1) as determined by an FDA-approved test.

In a recent, prespecified interim analysis of the fully enrolled [KEYNOTE-811] trial (N=698), in a 
subgroup analysis conducted in patients with PD-L1 CPS <1 (N= 104), the hazard ratio (HR) for OS and 
PFS were 1.41 (95% CI 0.90, 2.20) and 1.03 (95% CI 0.65, 1.64), respectively.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-amends-pembrolizumabs-gastric-cancer-indication



FDA Approves Pembrolizumab for HER2-Positive Gastric or 
Gastroesophageal Junction Adenocarcinoma Expressing PD-L1 (CPS ≥1)
Press Release: March 19, 2025

“The Food and Drug Administration granted traditional approval to pembrolizumab with trastuzumab, 
fluoropyrimidine- and platinum-containing chemotherapy for the first-line treatment of adults with locally 
advanced unresectable or metastatic HER2-positive gastric or gastroesophageal junction (GEJ) 
adenocarcinoma whose tumors express PD-L1 (CPS ≥1).

Pembrolizumab previously received accelerated approval for this indication on May 5, 2021.

Efficacy was evaluated in KEYNOTE-811 (NCT03615326), a multicenter, randomized, double-blind, placebo-
controlled trial enrolling 698 patients with HER2-positive advanced gastric or GEJ adenocarcinoma not 
previously treated with systemic therapy for metastatic disease. 

In patients with tumors that were PDL1 CPS≥1, median PFS was 10.9 months (95% CI: 8.5, 12.5) in the 
pembrolizumab arm and 7.3 months (95% CI: 6.8, 8.4) in the placebo arm (Hazard ratio [HR] 0.72 [95% CI: 
0.60, 0.87]). Median OS was 20.1 months (95% CI: 17.9, 22.9) and 15.7 months (95% CI: 13.5, 18.5) in the 
respective arms (HR 0.79 [95% CI: 0.66, 0.95].”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-pembrolizumab-her2-positive-gastric-or-gastroesophageal-
junction-adenocarcinoma



Rha S et al. ESMO 2024;Abstract 128MO.

KEYNOTE-811: Phase III Study of First-Line Pembrolizumab 
with Trastuzumab and Chemotherapy for HER2-Positive 
Gastroesophageal Cancers

FP = fluorouracil and cisplatin; CPS = combined positive score; OS = overall survival; PFS = progression-free survival; ORR = objective 
response rate; DOR = duration of response



Rha S et al. ESMO 2024;Abstract 128MO.

KEYNOTE-811: Phase III Study of First-Line Pembrolizumab 
with Trastuzumab and Chemotherapy for HER2-Positive 
Gastroesophageal Cancers – PFS 



Rha S et al. ESMO 2024;Abstract 128MO.

KEYNOTE-811: Phase III Study of First-Line Pembrolizumab 
with Trastuzumab and Chemotherapy for HER2-Positive 
Gastroesophageal Cancers – OS 



Rha S et al. ESMO 2024;Abstract 128MO.

KEYNOTE-811: First-Line Pembrolizumab with Trastuzumab and 
Chemotherapy – Survival by PD-L1 CPS 



Yamaguchi K et al. Gastrointestinal Cancers Symposium 2022;Abstract 242.

DESTINY-Gastric01 Randomized, Phase II Study Design

GEJ = gastroesophageal junction; ILD = interstitial lung disease; T-DXd = trastuzumab deruxtecan; PC = treatment of physician's choice; 
ICR = independent central review; DCR = disease control rate



DESTINY-Gastric01: Antitumor Activity

Yamaguchi K et al. Gastrointestinal Cancers Symposium 2022;Abstract 242.

CR = complete response; PR = partial response; SD = stable disease; PD = disease progression; TTR = time to response



DESTINY-Gastric01: Final Overall Survival (OS)

Yamaguchi K et al. Gastrointestinal Cancers Symposium 2022;Abstract 242.



DESTINY-Gastric01: Select Adverse Events

Adverse Event

T-DXd
(n = 125)

PC Overall
(n = 62)

Any grade Grade ≥3 Any grade Grade ≥3

Neutrophil count decreased 65% 51% 36% 24%

Nausea 63% 6% 47% 2%

Decreased appetite 61% 17% 45% 13%

Anemia 58% 38% 31% 23%

Platelet count decreased 40% 11% 7% 3%

WBC count decreased 38% 21% 36% 11%

Lymphocyte count decreased 23% 12% 3% 2%

16 patients (13%) had T-DXd-related interstitial lung disease/pneumonitis
• 13/16 were Grade 1 or 2
• Median time to first onset: 102.5 days

Yamaguchi K et al. Gastrointestinal Cancers Symposium 2022;Abstract 242.



DESTINY-Gastric02 Phase II Study Design

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



DESTINY-Gastric02: OS and PFS

Ku GY et al. ESMO 2022;Abstract 1205MO. Van Cutsem E et al. Lancet Oncol 2023;24:744-56.



DESTINY-Gastric02: Overall Safety Summary and ILD/Pneumonitis

Ku GY et al. ESMO 2022;Abstract 1205MO. Van Cutsem E et al. Lancet Oncol 2023;24:744-56.



Janjigian Y et al. Gastrointestinal Cancers Symposium 2025;Abstract 448.

DESTINY-Gastric03: Phase Ib/II Study of First-Line T-DXd with 
Pembrolizumab and Fluoropyrimidine for HER2-Positive GEJ 
Cancer (Arms D and F)

GC = gastric cancer; GEJA = gastroesophageal junction adenocarcinoma; 5-FU = 5-fluorouracil



DESTINY-Gastric03: Phase Ib/II Study of First-Line T-DXd with 
Pembrolizumab and Fluoropyrimidine for HER2-Positive GEJ 
Cancer (Arms D and F) – Response 

6.4 mg/kg

ORR: 53.5%

5.4 mg/kg

ORR: 75%

Janjigian Y et al. Gastrointestinal Cancers Symposium 2025;Abstract 448.



Zanidatamab: Mechanism of Action

Pant S et al. ASCO 2023;Abstract 4008. 



Zanidatamab Clinical Development Across Multiple Tumor Types

Kanwal W et al. BMC Cancer 2025;25(1):382.



Zanidatamab Ongoing Studies

Kanwal W et al. BMC Cancer 2025;25(1):382.



Zanidatamab Ongoing Studies (Continued)

Kanwal W et al. BMC Cancer 2025;25(1):382.



Phase II Study of First-Line Zanidatamab and Chemotherapy 
for HER2-Positive Advanced GEJ Cancers

Elimova E et al. ESMO 2024;Abstract 3212.

GEA = gastroesophageal adenocarcinoma



Phase II Study of First-Line Zanidatamab and Chemotherapy 
for HER2-Positive Advanced GEJ Cancers – ORR 

Elimova E et al. ESMO 2024;Abstract 3212.



Phase II Study of First-Line Zanidatamab and Chemotherapy 
for HER2-Positive Advanced GEJ Cancers – DoR 

Elimova E et al. ESMO 2024;Abstract 3212.



Phase II Study of First-Line Zanidatamab and Chemotherapy 
for HER2-Positive Advanced GEJ Cancers – PFS

Elimova E et al. ESMO 2024;Abstract 3212.

ccHER2+ = centrally confirmed HER2-positive



Phase II Study of First-Line Zanidatamab and Chemotherapy 
for HER2-Positive Advanced GEJ Cancers – OS

Elimova E et al. ESMO 2024;Abstract 3212.



Phase II Study of First-Line Zanidatamab and Chemotherapy – Safety

Elimova E et al. ESMO 2024;Abstract 3212.

TRAE = treatment-related adverse event; 
IRR = infusion-related reaction; 
AESI = adverse event of special interest



HERIZON-GEA-01: Phase III Study of Zanidatamab with 
Chemotherapy with or without Tislelizumab for First-Line 
Treatment of HER2-Positive GEJ Cancer

Tabernero J et al. Future Oncol 2022;18(29):3255-66.



Tucatinib Proposed Mechanism of Action

Catenacci DV et al. ESMO 2021;Abstract 1434TiP.



MOUNTAINEER-02: A Phase II/III Study of Second-Line Tucatinib,  
Trastuzumab, Ramucirumab, and Paclitaxel for HER2-Positive 
Gastroesophageal Cancers

Catenacci D et al. Gastrointestinal Cancers Symposium 2022;Abstract TPS371.

ctDNA = circulating tumor DNA



Agenda

Introduction: ASCO Preview 

Module 1: HER2-Positive Gastroesophageal Cancers

Module 2: Immunotherapy in HER2-Negative Advanced 
Gastroesophageal Cancers

Module 3: Immunotherapy in Microsatellite Instability-High 
Gastroesophageal Cancers

Module 4: CLDN18.2-Positive Advanced Gastroesophageal Cancers



Case Presentation: 75-year-old man with HER2-negative 
metastatic esophageal adenocarcinoma (PD-L1 5%) receives 
mFOLFOX/nivolumab followed by nivolumab maintenance 
with CR for 3.5 years

Dr Victoria Giffi (Hagerstown, Maryland)



CheckMate 648: Phase III Study of First-Line Nivolumab/
Chemotherapy or Nivolumab/Ipilimumab for Esophageal 
Squamous Cell Carcinoma (ESCC)

Chau I et al. ASCO 2024;Abstract 4034.



CheckMate 648: Phase III Study of First-Line 
Nivolumab and Chemotherapy for ESCC – PFS 

Chau I et al. ASCO 2024;Abstract 4034.



CheckMate 648: Phase III Study of First-Line 
Nivolumab and Chemotherapy for ESCC – OS 

Chau I et al. ASCO 2024;Abstract 4034.



CheckMate 648: Phase III Study of First-Line 
Nivolumab and Ipilimumab for ESCC – PFS 

Chau I et al. ASCO 2024;Abstract 4034.



CheckMate 648: Phase III Study of First-Line 
Nivolumab and Ipilimumab for ESCC – OS 

Chau I et al. ASCO 2024;Abstract 4034.



CheckMate 648: Phase III Study of First-Line Nivolumab/
Chemotherapy or Nivolumab/Ipilimumab for ESCC – Overall Safety 

Chau I et al. ASCO 2024;Abstract 4034.



CheckMate 649: Phase III Study of First-Line Nivolumab and 
Chemotherapy for Gastroesophageal Adenocarcinomas

Janjigian Y et al. Gastrointestinal Cancers Symposium 2025;Abstract 398.



CheckMate 649: Phase III Study of First-Line Nivolumab 
and Chemotherapy for Gastroesophageal Adenocarcinomas – 
Response

Janjigian Y et al. Gastrointestinal Cancers Symposium 2025;Abstract 398.



CheckMate 649: Phase III Study of First-Line Nivolumab and 
Chemotherapy for Gastroesophageal Adenocarcinomas – PFS 

Janjigian Y et al. Gastrointestinal Cancers Symposium 2025;Abstract 398.



CheckMate 649: Phase III Study of First-Line Nivolumab and 
Chemotherapy for Gastroesophageal Adenocarcinomas – OS 

Janjigian Y et al. Gastrointestinal Cancers Symposium 2025;Abstract 398.



KEYNOTE-590: Phase III Study of First-Line Pembrolizumab and 
Chemotherapy for Gastroesophageal Cancers

Shah M et al. Gastrointestinal Cancers Symposium 2024;Abstract 250.

PROs = patient-reported outcomes



KEYNOTE-590: Phase III Study of First-Line Pembrolizumab and 
Chemotherapy for Gastroesophageal Cancers – Response

Shah M et al. Gastrointestinal Cancers Symposium 2024;Abstract 250.



KEYNOTE-590: Phase III Study of First-Line Pembrolizumab 
and Chemotherapy for Gastroesophageal Cancers – PFS in 
Intent-to-Treat Population

Shah M et al. Gastrointestinal Cancers Symposium 2024;Abstract 250.



KEYNOTE-590: Phase III Study of First-Line Pembrolizumab 
and Chemotherapy for Gastroesophageal Cancers – OS in 
Intent-to-Treat Population

Shah M et al. Gastrointestinal Cancers Symposium 2024;Abstract 250.



Tislelizumab Combined with Chemotherapy Approved in US for 
First-Line Treatment of Gastric and Gastroesophageal Junction Cancers
Press Release: December 27, 2024

”[The manufacturer] today announced the US Food and Drug Administration (FDA) has approved 
tislelizumab-jsgr, in combination with platinum and fluoropyrimidine-based chemotherapy, for the first-
line treatment of unresectable or metastatic HER2-negative gastric or gastroesophageal junction 
adenocarcinoma (G/GEJ) in adults whose tumors express PD-L1 (≥1).

The  indication for first-line G/GEJ cancers is based on results from RATIONALE-305 (NCT03777657), a 
randomized, double-blind, placebo-controlled, global Phase 3 trial to evaluate the efficacy and safety of 
tislelizumab in combination with chemotherapy as a first-line treatment for adult patients with advanced 
unresectable or metastatic G/GEJ cancer. 

The study met its primary endpoint and demonstrated a statistically significant and clinically meaningful 
overall survival (OS) benefit with a median OS of 15.0 months for patients treated with tislelizumab in 
combination with the investigator’s choice of chemotherapy compared to 12.9 months for patients 
treated with placebo plus chemotherapy (n = 997; HR: 0.80 [95% CI: 0.70, 0.92]; P = 0.0011), resulting in 
a 20% reduction in the risk of death.”

https://ir.beigene.com/news/tevimbra-approved-in-u-s-for-first-line-treatment-of-gastric-and-gastroesophageal-junction-cancers-in-
combination/cedb475b-fcfe-47a4-8afe-8a501d9cf849/



RATIONALE-305: Phase III Study of First-Line Tislelizumab 
and Chemotherapy for Gastroesophageal Adenocarcinomas

Fornaro L et al. Presented at Italian Medical Oncology Association Meeting 2024.

PBO= placebo; CBR = clinical benefit rate



Tislelizumab Combined with Chemotherapy Approved in US for 
First-Line Treatment of Advanced ESCC
Press Release: March 4, 2025

“[The manufacturer] today announced the US Food and Drug Administration (FDA) has approved 
tislelizumab-jsgr, in combination with platinum-containing chemotherapy, for the first-line treatment of 
adults with unresectable or metastatic esophageal squamous cell carcinoma (ESCC) whose tumors express 
PD-L1 (≥1).

The additional indication is based on results from RATIONALE-306 (NCT03783442), a randomized, placebo-
controlled, double-blind, global Phase 3 study to evaluate the efficacy and safety of tislelizumab in 
combination with platinum-containing chemotherapy as a first-line treatment in adult patients (n = 649) 
with unresectable, locally advanced recurrent or metastatic ESCC. The study met its primary endpoint and 
demonstrated a statistically significant improvement in overall survival (OS) for adult patients randomized to 
tislelizumab in combination with chemotherapy compared to placebo in combination with chemotherapy. 

Analysis of OS in the PD-L1 positive (≥1) population (n = 481) showed a median OS of 16.8 months for 
patients treated with TEVIMBRA plus chemotherapy compared to 9.6 months for patients treated with 
placebo plus chemotherapy (HR: 0.66, [95% CI: 0.53, 0.82]), resulting in a 34% reduction in the risk of 
death.” 

https://ir.beigene.com/news/tevimbra-approved-in-us-for-first-line-treatment-of-advanced-esophageal-squamous-cell-carcinoma-in-
combination/8379a7c3-35ce-45af-82d3-164c64ecf37c



RATIONALE-306: Phase III Study of First-Line Tislelizumab 
and Chemotherapy for ESCC 

Yoon H et al. ASCO 2024;Abstract 4032.
ICC = investigator-chosen chemotherapy



IDeate-Esophageal01 Phase III Trial of Ifinatamab Deruxtecan 
Initiated in Certain Patients with Pretreated Advanced or 
Metastatic ESCC
Press Release: May 19, 2025

“The first patient has been dosed in the IDeate-Esophageal01 Phase 3 trial evaluating the efficacy 
and safety of investigational ifinatamab deruxtecan (I-DXd) versus investigator’s choice of 
chemotherapy in patients with unresectable advanced or metastatic esophageal squamous cell 
carcinoma (ESCC) with disease progression following treatment with a platinum-containing 
systemic therapy and an immune checkpoint inhibitor.

Ifinatamab deruxtecan is a specifically engineered, potential first-in-class B7-H3 directed DXd 
antibody drug conjugate.”

https://www.merck.com/news/ideate-esophageal01-phase-3-trial-of-ifinatamab-deruxtecan-initiated-in-certain-patients-with-pretreated-
advanced-or-metastatic-esophageal-squamous-cell-carcinoma/



Agenda

Introduction: ASCO Preview 

Module 1: HER2-Positive Gastroesophageal Cancers

Module 2: Immunotherapy in HER2-Negative Advanced 
Gastroesophageal Cancers

Module 3: Immunotherapy in Microsatellite Instability-High 
Gastroesophageal Cancers

Module 4: CLDN18.2-Positive Advanced Gastroesophageal Cancers



Case Presentation: 63-year-old man with surgically 
unresectable MSI-high, TMB-high HER2-negative gastric 
adenocarcinoma (PD-L1 2%) receives FOLFOX/nivolumab

Dr Shachar Peles (Lake Worth, Florida)



Nivolumab for Microsatellite Instability-High (MSI-H) 
Gastroesophageal Cancers in CheckMate 649: OS Analysis

Elimova E et al. ASCO 2024;Abstract 4040.



2021;7(6):895-902.



Pembrolizumab for MSI-H Gastroesophageal Cancers in the 
KEYNOTE-059, KEYNOTE-061 and KEYNOTE-062 Studies

Chao J et al. JAMA Oncol 2021;7(6):895-902.



Pembrolizumab for MSI-H Gastroesophageal Cancers in KEYNOTE-061

Chao J et al. JAMA Oncol 2021;7(6):895-902.



Pembrolizumab for MSI-H Gastroesophageal Cancers in KEYNOTE-062

Chao J et al. JAMA Oncol 2021;7(6):895-902.



Agenda

Introduction: ASCO Preview 

Module 1: HER2-Positive Gastroesophageal Cancers

Module 2: Immunotherapy in HER2-Negative Advanced 
Gastroesophageal Cancers

Module 3: Immunotherapy in Microsatellite Instability-High 
Gastroesophageal Cancers

Module 4: CLDN18.2-Positive Advanced Gastroesophageal Cancers



Case Presentation: 82-year-old man with recurrent HER2-
negative (HER2 IHC 2+/FISH-negative) metastatic esophageal 
adenocarcinoma (PD-L1 CPS 20, CLDN 18.2-positive) receives 
zolbetuximab with chemotherapy

Dr Henna Malik (Houston, Texas)



Mechanism of Action of Zolbetuximab

Lordick F et al. ESMO 2024;Abstract 134MO.



SPOTLIGHT: Phase III Study of First-Line Zolbetuximab and mFOLFOX6 
for CLDN18.2-Positive Gastroesophageal Adenocarcinoma

Shitara K et al. ASCO 2024;Abstract 4036.

TTCD = time to confirmed deterioration; GHS/QoL = global health status/quality of life; PF = physical functioning; 
OG25-Pain = Oesophago-gastric Questionnaire on Abdominal Pain and Discomfort



SPOTLIGHT: Phase III Study of First-Line Zolbetuximab and mFOLFOX6 
for CLDN18.2-Positive Gastroesophageal Adenocarcinoma – PFS 

Shitara K et al. ASCO 2024;Abstract 4036.



SPOTLIGHT: Phase III Study of First-Line Zolbetuximab and mFOLFOX6 
for CLDN18.2-Positive Gastroesophageal Adenocarcinoma – OS 

Shitara K et al. ASCO 2024;Abstract 4036.



SPOTLIGHT: Phase III Study of First-Line Zolbetuximab and mFOLFOX6 
for CLDN18.2-Positive Gastroesophageal Adenocarcinoma – Safety 

Shitara K et al. ASCO 2024;Abstract 4036.



GLOW: Phase III Study of First-Line Zolbetuximab and CAPOX
for CLDN18.2-Positive Gastroesophageal Adenocarcinoma

Lordick F et al. ESMO 2024;Abstract 134MO.



GLOW: Phase III Study of First-Line Zolbetuximab and CAPOX
for CLDN18.2-Positive Gastroesophageal Adenocarcinoma – PFS 

Lordick F et al. ESMO 2024;Abstract 134MO.



GLOW: Phase III Study of First-Line Zolbetuximab and CAPOX
for CLDN18.2-Positive Gastroesophageal Adenocarcinoma – OS 

Lordick F et al. ESMO 2024;Abstract 134MO.



GLOW: Phase III Study of First-Line Zolbetuximab and CAPOX for 
CLDN18.2-Positive Gastroesophageal Adenocarcinoma – Safety

Lordick F et al. ESMO 2024;Abstract 134MO.



AZD0901: Anti-CLDN18.2 Antibody-Drug Conjugate

Janjigian Y et al. Gastrointestinal Cancers Symposium 2025;Abstract TPS507.



Phase I Study of AZD0901 for CLDN18.2-Positive 
Gastroesophageal Cancers: ORR 

Xu R-H et al. ASCO 2024;Abstract 434420.



Phase I Study of AZD0901 for CLDN18.2-Positive 
Gastroesophageal Cancers: Safety 

Xu R-H et al. ASCO 2024;Abstract 434420.



CLARITY Gastric 01: A Randomized Phase III Study of AZD0901 
for Second-Line or Later Therapy for CLDN18.2-Positive 
Gastroesophageal Cancers

Janjigian Y et al. Gastrointestinal Cancers Symposium 2025;Abstract TPS507.



Data + Perspectives: Clinical Investigators Discuss 
the Current and Future Role of Immunotherapy 
and Antibody-Drug Conjugates in Lung Cancer

Friday, May 30, 2025
11:15 AM – 12:45 PM CT (12:15 PM – 1:45 PM ET)

A CME Symposium Held in Conjunction with the 2025 ASCO® Annual Meeting

Moderator
Jacob Sands, MD

Faculty 
Marina Chiara Garassino, MBBS

John V Heymach, MD, PhD
Professor Solange Peters, MD, PhD



Thank you for joining us! 

Please take a moment to complete the survey currently 
up on Zoom. Your feedback is very important to us. 

The survey will remain open for 
5 minutes after the meeting ends. 

Information on how to obtain CME, ABIM MOC and 
ABS credit is provided in the Zoom chat room. 

Attendees will also receive an email in 1 to 3 business 
days with these instructions.
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