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Current management strategies
Treatment 

options
Esophageal
SCC (ESCC)

Esophageal
Adeno (AC) 

GEJ
AC

Gastric
AC

Definitive 
ChemoXRT

X

Neoadjuvant 
ChemoXRT + 
Surgery

X X X

Chemo + Surgery 
+ Chemo

X X X

Surgery + Chemo X

Leichman LP et al. J Clin Oncol. 2011 Dec 1;29(34):4555-60

Tepper J et al. J Clin Oncol. 2008 Mar 1;26(7):1086-92

Conroy T et al. Lancet Oncol. 2014 Mar;15(3):305-14

Cunningham D et al. N Engl J Med. 2006 Jul 6;355(1):11-20

Can we challenge the treatment paradigm? 
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Neoadjuvant and Perioperative 
Strategies 

FLOT4 CROSS

ESCC 23%, ADC 75%

Eyck BM et al J Clin Oncol. 2021 Jun 20;39(18):1995-2004

Al-Batran SE et al Lancet. 2019 May 11;393(10184):1948-1957

FLOT4 (GEJ I-III 56% / Ga Ca 44%)  mOS 50 
mo
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Neo-AEGIS 

Slide Courtesy - Reynolds JV et al. J Clin Onc 2021 39:15_suppl, 4004-4004

362 evaluable patients, 178 CROSS, 184 MAGIC/FLOT (157/27)

Slide Courtesy - Reynolds JV et al. J Clin Onc 2021 39:15_suppl, 4004-4004
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Slide Courtesy - Reynolds JV et al. J Clin Onc 2021 39:15_suppl, 4004-4004
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Slide 40

Radiation free regimen?

Slide Courtesy - Reynolds JV et al. J Clin Onc 2021 39:15_suppl, 4004-4004
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A randomized controlled phase III trial <br />comparing two chemotherapy regimen and chemoradiotherapy regimen as neoadjuvant treatment for locally advanced esophageal 
cancer, <br />JCOG1109 NExT study
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JCOG1109 NExT: Study Design
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Slide 9
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Slide 10
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Slide 19

Radiation free regimen?
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Surgical and pathological outcome in patients receiving perioperative atezolizumab in combination with FLOT chemotherapy vs. FLOT alone for resectable esophagogastric 
adenocarcinoma: interim results from DANTE, a randomized, multicenter, phase IIb trial of the FLOT-AIO German Gastric Cancer Group and Swiss SAKK. 
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Study Flow Chart<br />DANTE is an investigator-initiated phase-II trial with the potential to transition into a phase-III trial 
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Dosing Scheme
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Pathological regression (local assessment)
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Pathological response (local vs. central assessment) 
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Conclusion
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Adjuvant nivolumab in resected esophageal or gastroesophageal junction cancer following neoadjuvant chemoradiotherapy: expanded efficacy and safety analyses from 
CheckMate 577

Slides Courtesy - Reynolds JV et al. J Clin Onc 2021 39:15_suppl, 4004-4004
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CheckMate-577

Slides Courtesy - Reynolds JV et al. J Clin Onc 2021 39:15_suppl, 4004-4004



20

CheckMate-577

Slides Courtesy - Reynolds JV et al. J Clin Onc 2021 39:15_suppl, 4004-4004
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Disease-free survival subgroup analysis 

Slides Courtesy - Reynolds JV et al. J Clin Onc 2021 39:15_suppl, 4004-4004



22

Other novel therapies for early stage or 
locally advanced

Ongoing trials

NEONIPIGA Trial (Phase II) - Ipi/Nivo - Neoadjuvant for MSI/dMMR

RATIONALE 311 Trial (Phase III) - Tislelizumab - Definitive chemoradiation for ESCC

KUNLUN Trial (Phase III) - Durvalumab - Definitive chemoradiation for ESCC

NCT02844075  Trial (Phase II) - Pembrolizumab - Neoadjuvant chemoradiation for ESCC



23
Slides Courtesy - Andre T et al. ASCO GI 2022
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Slides Courtesy - Andre T et al. ASCO GI 2022
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RATIONALE 311

Tislelizumab Q3W + paclitaxel 
on Day 1, for a total of 2 cycles + 
cisplatin on Day 1 to 3 of every 
cycle, for a total of 2 cycles + 
Radiotherapy

Yu R et al. Future Oncol. 2021 Nov;17(31):4081-4089
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KUNLUN Trial

Wang L et al. ASCO GI 22
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Novel therapies for advanced stage,  
unresectable disease

KEYNOTE-590 (Phase III) - Pembrolizumab + chemo - Metastatic ESCC/GEJ AC

CheckMate-649 Trial (Phase III) - Nivolumab + chemo - Metastatic GEJ or Gastric AC

RATIONALE-302 Trial (Phase III) - Tislelizumab - 2L Metastatic ESCC

KEYNOTE-811 (Phase III) - Pembrolizumab + Transtuzumab + Chemo - Metastatic GEJ or Gastric AC 

DESTINY-Gastric01 (Phase II) - Transtuzumab Deruxtecan - 2L Metastatic Gastric

JUPITER06 Trial (Phase III) - Toripalimab + chemo - Metastatic ESCC
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KEYNOTE-590 Study Design (NCT03189719)

Slide Courtesy – Metges et al. ASCO GI 22
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Survival: All Patients

Slide Courtesy – Metges et al. ASCO GI 22
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OS: Pre-specified Subgroups

Slide Courtesy – Metges et al. ASCO GI 22
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PFS: Pre-specified Subgroups<br />(RECIST v1.1, investigator)

Slide Courtesy – Metges et al. ASCO GI 22
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Survival: Adenocarcinoma

Slide Courtesy – Metges et al. ASCO GI 22
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Summary and Conclusions

Slide Courtesy – Metges et al. ASCO GI 22
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Nivolumab plus chemotherapy versus chemotherapy <br />as first-line treatment for advanced gastric cancer/gastroesophageal junction cancer/esophageal adenocarcinoma: 
expanded analyses from <br />24-month follow-up of CheckMate 649
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CheckMate 649 study design

Slide Courtesy – Shitara et al. ASCO GI 22
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Overall survival and progression-free survival

Slide Courtesy – Shitara et al. ASCO GI 22
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Progression-free survival 2 (PFS2)

Slide Courtesy – Shitara et al. ASCO GI 22
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Efficacy subgroup analysis by PD-L1 CPS

Slide Courtesy – Shitara et al. ASCO GI 22
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Efficacy subgroup analysis by PD-L1 CPS excluding MSI-H

Slide Courtesy – Shitara et al. ASCO GI 22
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Summary

Slide Courtesy – Shitara et al. ASCO GI 22
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What did the update tell us more about Keynote-590?
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What did the update tell use more about Checkmate 649?
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Does PD-L1 CPS matter?<br />
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Pembrolizumab Plus Trastuzumab and Chemotherapy for HER2+ Metastatic <br />Gastric or Gastroesophageal Junction Cancer: Initial Findings of the Global Phase 3 KEYNOTE-
811 Study
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Slide 2
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Slide 4



47

Slide 6
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Trastuzumab Deruxtecan (T-DXd; DS-8201) in Patients With HER2–Positive Advanced Gastric or Gastroesophageal Junction (GEJ) Adenocarcinoma: Final Overall Survival (OS) 
Results From a Randomized, Multicenter, Open-Label, Phase 2 Study (DESTINY-Gastric01)



49

DESTINY-Gastric01 Study Design
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Overall Survival


