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Setting the stage
MATTERHORN: FLOT + durvalumab



FLOT + durvalumab : gold standard (G, GEJ)



FLOT + durvalumab : gold standard (G, GEJ)



Some assumptions are needed
• Initial diagnosis: localized gastroesophageal adenocarcinoma. 
• Treatment: FLOT + durvalumab administered more or less per 

protocol. 
• There is a metastatic recurrence at some point
• When did the recurrence occur? “early” or “late”

• Janjigian et al.  NEJM 2025;393:217-30 was published 7/17/25. 
• FDA approved durvalumab in combination with FLOT 11/25/2025
• Assumption is that the patient experienced metastatic recurrence on the 

earlier side (e.g. within 6 months of treatment start and that this would 
have been during receipt of durvalumab monotherapy). 



Other things that might change next line of therapy

• Depends on:
• HER2/neu
• MSI/MMR status 
• CLDN18.2 
• NGS for actionable alterations (e.g., FGFR2 amplification, NTRK fusion, 

BRAF V600E, etc.)
• Any trial options
• Performance status



Chemo + VEGF



Ramucirumab
• Monoclonal antibody (IgG1) vs VEGFR2
• VEGF and VEGFR-2-mediated signalling

and angiogenesis contribute to the 
pathogenesis of gastric cancer

• Reduces tumor growth and vascularity



Rainbow trial (2014) - PFS



Rainbow trial (2014) - OS



What about continuing the ICI?

• Some support from retrospective analyses:
• Front Immunol 2025. Dec 10; 16:1697712. n=83, Qingdao University 

Affiliated Yantai Yuhuangding Hospital
• Hum Vaccin Immunother. 2024 Nov 4;20 (1):2423479. n=85 Jiangsu 

Cancer Hospital
• Clinical Oncol 2026 Jul 55; 104180. n=96. Nanjing Drum Tower Hospital of 

Nanjing University Medical School

. 2025 Dec 10;16:1697712 



Ongoing trial – PARAMUNE (SWOG S2303)
• NCT06203600
• Adding Nivolumab to Usual Treatment for People With 

Advanced Stomach or Esophageal Cancer, PARAMUNE Trial

• Phase III nivolumab + paclitaxel + ramucirumab versus 
randomized to paclitaxel + ramucirumab.

• Site PI: Dr. Oluwadunni Emiloju MD



Should another checkpoint inhibitor be 
given/continued?
• No evidence
• No evidence
• No evidence
• Why give up VEGF therapy?
• $$$$$

• Need additional data



Thank you!


