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Outline

* Non-metastatic/Locally Advanced Disease
* Metastatic Disease — Current Options

* Metastatic Disease — Future Landscape



Non-Metastatic GEJ Cancers

e Until June 2024/ASCQO, neoadjuvant chemoRT followed by surgery
(CROSS) was widely accepted as a standard approach for locally
advanced, resectable GEJ cancers

* ESOPEC Trial: Phase 3 randomized trial in patients with
esophagus and GEJ adenocarcinoma — neoadjuvant chemoRT
(CROSS) vs. perioperative chemotherapy (FLOT)



Non-Metastatic GEJ Cancers — ASCO 2024



Non-Metastatic GEJ Cancers — ASCO 2024



Non-Metastatic GEJ Cancers - ESMO 2024
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Non-Metastatic GEJ Cancers- ESMO 2024



Non-Metastatic GEJ cancer

* Perioperative FLOT chemotherapy is the new standard for
resectable GEJ cancers

* ChemoRT remains a standard approach for patients with
esophageal SCC, who would not tolerate periop chemo and those
unlikely to undergo resection.

* Role of adjuvant immunotherapy? CheckMate 577 evaluated
adjuvant Nivolumab following neoadjuvant chemoRT and surgery



Non-Metastatic GEJ Cancers



Non-Metastatic GEJ Cancers



Non-Metastatic GEJ Cancers — Adjuvant Immunotherapy



Metastatic Disease — Standard Therapy

* 15tline - FOLFOX/CAPOX + PDL-1 inhibitor (CPS score)

» 2"d line and beyond - Paclitaxel + Ramucirumab
Irinotecan
Trifluridine/Tipiracil PO



Metastatic Disease



Metastatic Disease



Metastatic Disease — MSI-High



MSI-High



Metastatic Disease — Her2



Metastatic Disease — Her2



Metastatic Disease — Her2



Metastatic Disease — Her2



Metastatic Disease



Metastatic Disease — Claudin 18.2



Metastatic Disease — Claudin 18.2



Metastatic Disease — Open Questions

* Co-expression biomarkers — synergy vs antagonism
* Spatial and temporal heterogeneity
* Treatment sequencing

* Move into operable GEJ cancers



Metastatic Disease: Coming Soon
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Metastatic Disease: Coming Soon



Conclusions

* Establish goals

* Tailor approach to each patient

* Balance efficacy and toxicity

* Right biomarker testing can guide therapy

e Refer for clinical trial



Thank You!
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