
Chemotherapy in metastatic gastric cancer:  

Two vs Three drugs?  

Which one to choose over another?  

How to sequence? 



Advanced Gastroesophageal Cancers 

 ~ 46,000 new gastric and esophageal cancer cases and ~ 27,000 
deaths estimated for 2020; up to 30% of patients with 
gastroesophageal cancers present with metastatic disease[1,2]  

‒ Median OS for patients with advanced gastroesophageal cancer generally < 
12 months[3] 

 First-line treatment for advanced disease is generally selected based 
on patient age/functional status and biomarker findings 

‒ Frequently consists of chemotherapy (singlet/doublet/triplet regimens based 
on patient fitness) ± trastuzumab (if HER2 overexpressed) 
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FDA-Approved Indications for Checkpoint Inhibitors in 
Gastroesophageal Cancers 

Indication Pembrolizumab Nivolumab 

Gastric 

 Recurrent locally advanced or metastatic gastric or GEJ 
adenocarcinoma expressing PD-L1 (CPS ≥ 1) with PD on 
or after ≥ 2 previous therapies including 
fluoropyrimidine- and platinum-containing 
chemotherapy ± HER2-targeted therapy  

 

Esophageal 
 Recurrent locally advanced or metastatic esophageal 

squamous cell carcinoma expressing PD-L1 (CPS ≥ 10) 
with PD after ≥ 1 previous lines of systemic therapy 

 Unresectable advanced, recurrent, or 
metastatic esophageal squamous cell 
carcinoma after previous fluoropyrimidine- 
and platinum-based chemotherapy 

Tumor 
agnostic 

 Unresectable or metastatic MSI-H or MMR deficient 
solid tumors progressing after previous treatment with 
no satisfactory alternative treatment options 
 

 Unresectable or metastatic TMB-H (≥ 10 mut/Mb) solid 
tumors progressing after previous treatment with no 
satisfactory alternative treatment options 

 

Nivolumab PI. Pembrolizumab PI. Slide credit: clinicaloptions.com 
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Molecular Testing in Gastric Cancer 

 Recommended molecular testing 

‒ HER2 (IHC or FISH, NGS for amplification) 

‒ dMMR/MSI (IHC/PCR, other techniques) 

‒ PD-L1 (IHC) 

‒ TMB 

‒ NTRK (RNA fusion) 

 Germline 

‒ CDH-1 and a long list of others (FAP, Lynch, etc) 
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Select Ongoing or Recently Completed Phase III Studies 
of ICIs for Gastroesophageal Cancers 

First-line Treatment for Advanced Disease 

Study Phase Treatment Population 

KEYNOTE-811 
(NCT03615326) 

III 
Pembrolizumab + trastuzumab vs CT 

+ trastuzumab 
Previously untreated locally advanced unresectable or 

metastatic HER2+ gastric/GEJ adenocarcinoma 

KEYNOTE-859 
(NCT03675737) 

III Pembrolizumab + CT vs CT  
Previously untreated locally advanced unresectable or 

metastatic HER2- gastric/GEJ adenocarcinoma 

CheckMate 649 
(NCT02872116) 

III 
Nivolumab + ipilimumab or 

nivolumab + CT vs CT 
Previously untreated advanced or metastatic  gastric/GEJ 

adenocarcinoma 

CheckMate 648 
(NCT03143153) 

III 
Nivolumab + ipilimumab or 

nivolumab + CT vs CT 
Previously untreated advanced, recurrent or metastatic 

esophageal SCC 

KEYNOTE-590 
(NCT03189719) 

III Pembrolizumab + CT vs CT  
Previously untreated locally advanced unresectable or 

metastatic adenocarcinoma or SCC of the esophagus or GEJ 
adenocarcinoma 

KEYNOTE-975 
(NCT04210115) 

III Pembrolizumab + CRT vs CRT  
Previously untreated unresectable esophageal 

adenocarcinoma 
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Select Ongoing or Recently Completed Phase III Studies 
of ICIs for Gastroesophageal Cancers 

Neoadjuvant/Adjuvant Treatment for Resectable Disease 

Study Phase Treatment Population 

KEYNOTE-585 
(NCT03221426)  

III 
Perioperative  

pembrolizumab + CT vs CT  
Previously untreated localized gastric/GEJ 

adenocarcinoma  

CheckMate 577 
(NCT02743494) 

III Adjuvant nivolumab vs placebo  Resected esophageal/GEJ cancer 

ATTRACTION-5 
(NCT03006705)   

III Adjuvant nivolumab + CT vs CT Resected gastric/GEJ adenocarcinoma 

NCT03604991 II/III 
Perioperative nivolumab + 
ipilimumab + CRT vs CRT  

Previously untreated esophageal/GEJ 
adenocarcinoma; surgical candidate 
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First  line studies  



• The addition of epirubicin to a chemotherapy doublet  

has not definitively demonstrated an OS advantage and  

slightly increases toxicity. In contrast, the addition of  

docetaxel offers a small benefit in OS but with consid-  

erable toxicity with the original docetaxel, cisplatin and  

5-FU (DCF) . 

• This latter fact together with the fact that taxanes  

can be given in the second line makes the use of this drug  

in the first-line setting rare . 

•  The original DCF regimen, or better the analogous and less 

toxic FLOT regimen, should only be considered in young/fit 

patients and if a very quick response is needed.  
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