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ACS 2024: Esophageal Cancer

• American Cancer Society. Cancer Facts & Figures 2024. Atlanta: American Cancer Society; 2024; Journal of the National Comprehensive Cancer Network 20, 10;10.6004/jnccn.2022.7056 

https://www.cancer.org/content/dam/cancer-org/research/cancer-facts-and-statistics/annual-cancer-facts-and-figures/2024/2024-cancer-facts-and-figures-acs.pdf
https://doi.org/10.6004/jnccn.2022.7056


Learning Objectives
• Metastatic Esophageal carcinoma 

• Squamous cell carcinoma: CM-648, KN-590
• Adenocarcinoma 

• Biomarkers: PDL1, HER2, CLDN18.2, MMR 
• CM-649, Rationale-305

• Adjuvant Esophageal carcinoma 
• CheckMate - 577

• Neoadjuvant Esophageal carcinoma 
• Esopec, Topgear, Matterhorn, Neonipiga



Frontline ICI Studies in ESCC 

Li, N., Sohal, D. Current state of the art: immunotherapy in esophageal cancer and gastroesophageal junction cancer. Cancer Immunol Immunother72, 3939–3952 (2023). https://doi.org/10.1007/s00262-
023-03566-5

Doki Y et al (2022) Nivolumab combination therapy in advanced esophageal squamous-cell carcinoma. N Engl J Med 386(5):449–462

https://doi.org/10.1007/s00262-023-03566-5
https://doi.org/10.1007/s00262-023-03566-5


OS: Nivolumab + Chemo vs Chemo

OS: Nivolumab + Ipilimumab vs Chemo

DOI: 10.1056/NEJMoa2111380



PFS: Nivolumab + Chemo vs Chemo

PFS: Nivolumab + Ipilimumab vs Chemo

DOI: 10.1056/NEJMoa2111380



Sun JM et al (2021) Pembrolizumab plus chemotherapy vs chemotherapy alone for first-line treatment of advanced oesophageal cancer (KEYNOTE-590): a randomised, placebo-controlled, phase 3 study. 
Lancet 398(10302):759–771

ESCC: KN-590 5-Year Survival Outcomes 



NCCN 5.2024



Biomarkers in Upper GI Cancers 

Cancer Genomic Atlas Research Network, Analysis Working Group, et al. Nature. 2017;541(7636):169–175. 
Malla M, Fuqua J, et al. Optimal First-Line Therapy for Metastatic Adenocarcinoma of the Esophagus. Curr Treat Options 

Oncol. 2022 Dec;23(12):1748-1760. 

Pihlak R, et al. Cancers (Basel). 2023;15(12):3248



Frontline Chemo-IO Studies 
Study CM-649 ATTRACTION 4 ORIENT 16 KN-859 KN-590 RATIONALE-

305

ICI Agent Nivolumab Nivolumab Sintilimab Pembrolizum
ab 

Pembrolizum
ab 

Tislelizumab

Location G/GEJ G/GEJ G/GEJ G/GEJ Esophageal G/GEJ

Chemotherapy CAPOX/FOLFO
X

CAPOX/SOX CAPOX CAPOX/CF CF CAPOX/CF

PDL-1 Test 28-8 Dako 28-8 Dako NA 22C3 22C3 SP263 (TAP 
score) 

CPS >=5: 60% >=1: 16% >=5: 61% >=10: 35% >=10: 50% >=5: 55%

Primary 
endpoint

OS, PFS OS, PFS OS OS,PFS OS,PFS OS

Median OS (M) 13.7 vs 11.6
14.4 vs 11.1 
(CPS >=5)

17.5 vs 17.1 15.2 vs 12.3 12.9 vs 11.5 11.6 vs 9.9 15 vs 12.9
17.2 vs 12.6 
(TAP>=5)

Malla M, et al. Curr Treat Options Oncol. 2022 Dec;23(12):1748-1760. 



Rha, Sun YoungMendez, Guillermo et al. The Lancet Oncology, Volume 24, Issue 11, 1181 - 1195

CHECKMATE -649

Janjigian, Yelena Y et al. The Lancet, Volume 398, Issue 10294, 27 - 40

KN-859



RATIONALE -305 



PDL1 –Positive GC/GEJC

https://doi.org/10.1200/JCO.2023.41.4_suppl.286; Qiu M et al. Poster Presentation at ASCO-GI 2025; 414.

https://doi.org/10.1200/JCO.2023.41.4_suppl.286


HER-2 GEJ/Gastric Cancers

• HER2 incidence: 20% 
• Testing is indicated for locally advanced, metastatic tumors 
• Expression can change over time 
• Lack of data in early-stage tumors 

• TOGA trial: Chemo + Trastuzumab 
• Median OS: 13.8 M vs 11 M

Experimental arm (N-124) Placebo arm (N-122) 

ORR 74% 52%

Janjigan Nature, 2021 



https://ascopost.com/issues/october-25-2024/keynote-811-pembrolizumab-combination-in-first-line-setting-improves-overall-
survival-in-gastric-cancer

PMID: 37871604



Zanidatamab
Activity Across Tumor Types 



Zanidatamab + Chemo: Phase II HER2+
HERIZON-GEA-01: Phase III



CLDN 18.2

Nakayama, I., Qi, C., Chen, Y. et al. Claudin 18.2 as a novel therapeutic target. Nat Rev Clin Oncol 21, 354–369 (2024)



GLOW: CLDN 18.2 

Shah, M. A., Shitara, K., Ajani, J. A., Bang, Y. J., Enzinger, P., Ilson, D., ... & Xu, R. H. (2023). Zolbetuximab plus CAPOX in CLDN18. 2-positive gastric or gastroesophageal junction adenocarcinoma: the 

randomized, phase 3 GLOW trial. Nature medicine, 29(8), 2133-2141.



GLOW: Overall Survival 

Shah, M. A., Shitara, K., Ajani, J. A., Bang, Y. J., Enzinger, P., Ilson, D., ... & Xu, R. H. (2023). Zolbetuximab plus CAPOX in CLDN18. 2-positive gastric or gastroesophageal junction adenocarcinoma: the 

randomized, phase 3 GLOW trial. Nature medicine, 29(8), 2133-2141.



SPOTLIGHT

Shitara K, et al. Zolbetuximab plus mFOLFOX6 in patients with CLDN18.2-positive, HER2-negative, untreated, locally advanced unresectable or metastatic gastric or gastro-oesophageal junction adenocarcinoma (SPOTLIGHT): a multicentre, randomised, double-
blind, phase 3 trial. Lancet. 2023 May 20;401(10389):1655-1668. doi: 10.1016/S0140-6736(23)00620-7.



Shitara K, et al. 



TRAEs

J Clin Oncol 42, 2024 (suppl 16; abstr 4036), Shitara et al, ASCO GI 2024





Biomarker Negative 

• Her 2 Negative 
• PDL1 Negative 
• CLDN 18.2 Negative

• Frontline: Chemotherapy alone
• Median OS: <12 months 
• % of patients receiving II-line therapy: 40%  
• Ramucirumab + Paclitaxel: II-line SOC



SWITCH MAINTENANCE: ARMANI 



SWITCH MAINTENANCE: ARMANI 



DESTINY-GASTRIC 01: Japan, S.Korea 

10.1200/JCO.2022.40.4_suppl.322

https://doi.org/10.1200/JCO.2022.40.4_suppl.322


DESTINY-GASTRIC 02: USA, Europe

Van Cutsem, Eric et al. The Lancet Oncology, Volume 24, Issue 7, 744 - 756



DESTINY-Gastric03



DESTINY-Gastric03: PFS Results



Adjuvant 



CheckMate 577



CheckMate-577 



Neoadjuvant : ESOPEC Study Design



TOPGEAR
Does CRT Offer Additional Benefit to Peri-op Chemo? 



TOPGEAR

• No Additional benefit with 
CRT to peri-operative 
Chemo

• Increased pCR with XRT 
didn’t lead to improved OS 

• Peri-operative chemo: SOC 
for Es/GJ/G 
Adenocarcinoma 



J Clin Oncol 42, 2024 (suppl 3; abstr 247)



MATTERHORN



MATTERHORN
Path CR

pCR + nCR



MSI-H

• Pathologic Complete Response rate: 59% 
• ~94% patients: DFS @ 12months 
• 25%: >=Gr ¾ AE 



Conclusions 
• Esophageal, GEJ, Gastric Cancers: Heterogenous 

• Biomarkers: Personalized management (PDL1, CLDN 18.2, HER2, MMR)
• PDL1 Positive (CPS >=1): 

• PDL1 + SCC: Chemo + ICI, Doublet ICI, Chemo alone 
• PDL1 + Adeno: Chemo + ICI, Chemo alone 

• CLDN 18.2 Positive: 
• GEJ/Gastric: Chemo + Zolbetuximab 

• GI-toxicities 

• HER2 Positive: Chemo + Trastuzumab + ICI
• Biomarker negative: 

• Chemotherapy alone 
• Switch maintenance 



Conclusions Contd.
• Neoadjuvant: 

• ESOPEC: Peri-op Chemo (FLOT) is superior to CRT in EC/GEJ 
adenocarcinoma 

• TOPGEAR: No benefit of additional CRT to peri-op CRT 
• Non-surgical candidates: CRT 
• FLOT + ICI: Improved pCR, Pending mature OS results 
• MSI-H: Nivolumab + Ipilimumab 

• Adjuvant 
• Nivolumab: EC, GEJ adenocarcinoma 
• Neoadjuvant CRT with CROSS 
• CRT → Surgery → Nivo: Option for patients who can’t tolerate peri-op 

FLOT 



Thank you

• Email: midhunmalla@uabmc.edu
• Twitter: @mallamidhun 

mailto:midhunmalla@uabmc.edu
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