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Learning Objectives:

- Novel targeted therapies / immunotherapies in Metastatic Disease
- Changes in Standard of Care for Locoregional Disease

= Practice Changing !
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Evolution of first-line therapy in gastric cancer
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HERIZON-GEA-01: Her-2 +

Zanidatamab > Trastuzumab



Zolbetuximab: anti-Cldn18.2



Tislelizumab: anti-PD1 (Rationale 305 and 306)

• Binds to PD-1, 
blocking its 
interaction with PD-
(L)1 and PD-(L)2

• Designed to 
minimize binding to 
Fc-gamma (Fcγ) 
receptors on 
macrophages

ESCC

GEA



Locoregional Disease
The Beginning of the End (for XRT)
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Overall Survival - ITT Population
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Pathology Results – Surgery Population
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What about immune checkpoint 
inhibitors?





Longer Neoadjuvant Treatment?
All Neoadjuvant Treatment?

Total Neoadjuvant Treatment?



Surgery

Chemo

Chemo

“Standard”

Reality:

Surgery

Chemo

Chemo

Surgery

Chemo

Surgery

Chemo

Chemo

The Origin of Perioperative Therapy for Gastric Cancer





Conclusions
- Gastric or esophageal adenocarcinoma: perioperative FLOT > CROSS

- neoadjuvant antiPDL1 + FLOT: EFS, OS, pCR improved
- next Frontier in LAGEC: ? TNT (RANT-GC Trial UCI)
- Targets for Stage IV:
 - Established: MMR, Her-2, PDL1 (CPS), Cldn18.2
- Advanced Esophageal SCC: Tislelizumab+Chemo = 17 months mOS



Thank you

fdayyani@hs.uci.edu
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