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Outlines

 Perioperative Therapies

 Metastatic Therapies

• 1st line (non-HER2 overexpression)

• 1st line (HER2 overexpression)

• 2nd line

• 3rd line



Comprehensive Molecular Characterization of Esophageal 
Carcinoma - The Cancer Genome Atlas (TCGA)

TCGA. Nature 2017; 541: 169-175
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TWO RULES OF 
THUMB

1.Add IO to every line 
of therapy

2.Add later line 
therapies to earlier 
settings

AIO

KN 062/059
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Perioperative Therapies

Surgery

Surgery

Surgery

I
O

IO

I
O

IO

I
O

IO

I
O

IO

I
O

IO

I
O

IO

I
O

IO



Perioperative Therapies
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CHECKMATE 577

• Can adjuvant PD-1 inhibition improve outcomes for esophageal/GEJ cancer 

patients that do not achieve a path CR after neoadjuvant chemoRT?

Kelly, R. et al., ASCO 2017



ATTRACTION-05

• Can the addition of adjuvant PD-1 inhibition improve outcomes for patients 

treated with upfront gastrectomy and D2 lymph node dissection?

Terashima, M., ESMO 2017



Perioperative Therapies
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Current AIO Gastroesophageal Cancer Research Program for Resectable Stage 

Presented By Salah-Eddin Al-Batran at 2019 ASCO Annual Meeting

Arbeitsgemeinschaft 
Internistische 
Onkologie



A pilot study of FOLFIRINOX followed by 
neoadjuvant chemoradiation for gastric and 
gastroesophageal cancer:

Wo, J. et al., ASCO 2019



HER 2 -
FOLFOX or Xelox

1. Adding IO to chemo vs IO alone
2. Claudin
3. Adding anti VEGF and IO



KEYNOTE-062 Study Design (NCT02494583)

Presented By Josep Tabernero at 2019 ASCO Annual Meeting



Statistical Considerations

Presented By Josep Tabernero at 2019 ASCO Annual Meeting



Presented By Josep Tabernero at 2019 ASCO Annual Meeting



Presented By Josep Tabernero at 2019 ASCO Annual Meeting



KEYNOTE-590 – Phase III Trial of Pembrolizumab in First-Line Therapy in 
SCC of Esophagus and  Siewert type 1 adenocarcinoma of GEJ

Kato K et al. World Congress on GI Cancer. 2018



CheckMate 649- Phase III Trial of Nivolumab in First-Line Therapy (Gastric 
and GEJ) 

Janjigian, Y. et al., ASCO 2017



CheckMate 648 – Phase III Trial of Nivolumab/Ipilimumab in First-Line Therapy (SCC 
Esophagus)

Ajani J et al. GI ASCO. 2018



Feeney et al., ASCO 2019

CA224-060: A randomized, Open-Label, Phase 2 Trial of Relatlimab (Anti-LAG-3) and Nivolumab With 
Chemotherapy vs Nivolumab with Chemotherapy as First-Line Treatment in Patients With Gastric or 
Gastroesophageal Junction Adenocarcinoma



Presented By Ian Chau at 2019 ASCO Annual Meeting



Presented By Ian Chau at 2019 ASCO Annual Meeting



HER 2 -

RAM + Paclitaxel

FOLFOX or Xelox



Shen, L. et al., ASCO 2019

Camrelizumab Combined With Capecitabine And Oxaplatin Followed By Camarelizumab And 
Apatinib As First-line Therapy For Advanced Or Metastatic Gastric Or Gastroesophageal Junction  
Cancer: Updates Results From A Multicenter, Open-label Phase 2 Trial



Morano, J et al., ASCO 2019



HER 2 +



Janjigian Y., ASCO 2019



KEYNOTE-811 Phase III study of pembrolizumab plus trastuzumab and 
chemotherapy for HER2+ metastatic gastric or gastroesophageal junction cancer 
(mG/GEJC)

Janjigian, Y. et al., ASCO 2019



RAM + Paclitaxel



2nd-line Pembrolizumab for Esophageal Cancer –
KEYNOTE-181 Trial (SCC)

Kojima T, et al. GI ASCO. 2019



KEYNOTE 181 Trial – Overall Survival in Key Subgroups

Kojima T, et al. GI ASCO. 2019
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Key Eligibility Criteria

• Adenocarcinoma of the stomach or GEJ 
that was metastatic or locally advanced 
but unresectable

• PD per RECIST v1.1 after first-line 
platinum- and fluoropyrimidine-
containing therapy

• ECOG PS 0 or 1
• Provision of a sample for PD-L1 

assessment
• First 489 patients: any PD-L1 CPS
• Final 103 patients: PD-L1 CPS ≥1

Pembrolizumab 200 mg 
Q3W

for 35 cycles or until confirmed PD, 
intolerable toxicity, patient 

withdrawal, 
or investigator decision

Endpoints
• Primary: OS and PFS in the CPS ≥1 

population
• Secondary: ORR and DOR in the 

CPS ≥1 population; safety in all 
treated patients

Stratification Factors

• Region (Eur/Israel/N America/Australia 
vs Asia vs rest of the world)

• ECOG PS (0 vs 1)
• TTP on first-line therapy (<6 mo vs ≥6 mo)
• PD-L1 CS (<1 vs ≥1) 

Paclitaxel 80 mg/m2 on 
days 1, 8, and 15 of 4-week 

cycles
until confirmed PD, intolerable 

toxicity, patient withdrawal, 
or investigator decision

2nd-line Pembrolizumab vs. Chemotherapy – KEYNOTE-061

Shitara K, et al. ASCO. 2018



KEYNOTE-061 – Outcomes in MSI-H Subgroup

Shitara K, et al. ASCO. 2018



KEYNOTE-061 – Overall Survival by PD-L1 CPS

Shitara K, et al. ASCO. 2018



Recall the RAINBOW Trial

Wilke H, et al. GI ASCO. 2014

OS PFS



RAP: A phase II trial with Ramucirumab, Avelumab and Paclitaxel as second line 
treatment in gastro-esophageal adenocarcinoma of the Arbeitsgemeinschaft
Internistische Onkologie (AIO)

Högner, A. et al., 
ASCO 2019



RAM + Paclitaxel



Lorenzer, P et al., ASCO 2019

FOLFORI plus ramucirumab vs paclitaxel plus ramucirumab for patients with advanced or metastatic 
adenocarcinoma of the stomach or gastroesophageal junction as second line therapy – interim safety and 
efficacy results from the phase II RAMIRIS Study (AIO-STO-0415) of the German Gastric Group at AIO



Lorenzer, P et al., ASCO 2019



TAS102Pembrolizumab
All comersPDL1 CPS score>1



Regorafenib plus nivolumab in patients with advanced gastric (GC) or colorectal cancer (CRC): open-label, dose-expansion phase 1b trial (REGONIVO, EPOC1603) 

Presented By Geraldine O''Sullivan Coyne at 2019 ASCO Annual Meeting



REGONIVO: Safety and Activity

Presented By Geraldine O''Sullivan Coyne at 2019 ASCO Annual Meeting



REGONIVO: PD Correlatives

Presented By Geraldine O'Sullivan Coyne at 2019 ASCO Annual Meeting



Phase 2 Study of cabozantinib combined with pembrolizumab in metastatic or 
recurrent gastric and gastroesophageal Adenocarcinoma 

OPENING NOW at UCI and UCD

Cabozantinib 40mg po daily day 1-21 
Pembrolizumab 200mg iv over 60 minutes day 1

q 21 days 

CR, PR, or SD
Continue protocol treatment

PD
Discontinue protocol treatment



A Phase Ib study of TAS-102 (FTD/TPI) in combination with irinotecan in 
advanced, refractory gastric or gastroesophageal (GEJ) adenocarcinoma

OPENING NOW at UCI and UCD



A Phase II study of TAS-102 (FTD/TPI) in combination with ramucirumab in 
advanced, refractory gastric or gastroesophageal (GEJ) adenocarcinoma

Metha, R. et al., ASCO 2019



Summary

 Perioperative Therapies

 Metastatic Therapies

• 1st line (non-HER2 overexpression)- 1st line IO was not impressive

• 1st line (HER2 overexpression)

• 2nd line- Pembrolizumab for 2nd SCC and CP>10

• 3rd line
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