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Phase 3 studies with ICIs in pretreated GC

1Kang YK et al. Lancet 2017
2Shitara K et al. Lancet 2018

3Bang YJ et al. Ann Oncol 2018

ATTRACTION-21

n=330 vs. 163

KEYNOTE-0612

n=296 vs. 296

JAVELIN Gastric 3003

n=185 vs. 186

Setting
Ó3L 

unselected

2L

CPSÓ1 (n=395)

3L

unselected

Treatment arms Nivolumab vs. Placebo Pembrolizumab vs. Paclitaxel Avelumab vs. CT (invôs choice)

Response rate 11% vs. 0% 15.8% vs. 13.6% 2.2% vs. 4.3%

Median PFS, mos 1.61 vs. 1.45 1.5 vs. 4.1 1.4 vs. 2.7

Median OS, mos 5.26 vs. 4.14 9.1 vs. 8.3 4.6 vs. 5.0

HR (95%CI)

P-value

0.63 (0.51-0.78) 

p<0.0001 

0.82 (0.66-1.03)

p=0.0421*

1.1 (0.9-1.4)

p=0.81

* significance threshold for OS set at p=0.0135 (one-sided)



ATTRACTION-2: OS

Kang YK et al. Lancet 2017



ATTRACTION-2: RR

Kang YK et al. Lancet 2017
Kang YK et al. ASCO GI 2017 (#2)



KEYNOTE-059: RR

Fuchs CS et al. JAMA Oncol 2018



KEYNOTE-059: RR

Fuchs CS et al. JAMA Oncol 2018



KEYNOTE-061: OS

Shitara K et al. Lancet 2018

Median OS

Pembrolizumab 9.1 months

Paclitaxel 8.3 months
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KEYNOTE-062

Tabernero J et al. ASCO 2019 (#LBA4007)



KEYNOTE-062: Statistics

Tabernero J et al. ASCO 2019 (#LBA4007)



KEYNOTE-062: Patients

Tabernero J et al. ASCO 2019 (#LBA4007)



Pembrolizumab vs. CT: OS

Tabernero J et al. ASCO 2019 (#LBA4007)



Pembrolizumab vs. CT: OS (subgroups)

Tabernero J et al. ASCO 2019 (#LBA4007)



Pembrolizumab vs. CT: OS

Tabernero J et al. ASCO 2019 (#LBA4007)



Pembrolizumab vs. CT: DoR

Tabernero J et al. ASCO 2019 (#LBA4007)



CT vs. CT + Pembrolizumab: OS

Tabernero J et al. ASCO 2019 (#LBA4007)



CT vs. CT + Pembrolizumab: OS

Tabernero J et al. ASCO 2019 (#LBA4007)



CT vs. CT + Pembrolizumab: DoR

Tabernero J et al. ASCO 2019 (#LBA4007)
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PD-L1 in gastric cancer: Tumour vs. immune cells

Yamashita K et al. Gastric Cancer 2019



PD-L1 assessment: Biopsy vs. resection specimen

Yamashita K et al. Br J Cancer 2019



PD-L1: A reliable biomarker?

Kang YK et al. Lancet 2017
Bang YJ et al. Ann Oncol 2018

JAVELIN Gastric 300

ATTRACTION-2

PD-L1 status assessed on tumour cells, 
ǿƛǘƘ ŀ ŎǳǘƻŦŦ ƻŦ җм҈ ŜȄǇǊŜǎǎƛƻƴ. 

Comparable results were obtained 
when PD-L1 expression was measured 

in both tumour and immune cells 

PD-L1 positivity defined as staining
in 1% or more of tumour cells 



PD-L1: A reliable biomarker?

Shitara K et al. Lancet 2018



TCGA: Gastric cancer molecular subgroups

9%

22%

20% 50%

CancerGenomeAtlasResearch Network. Nature 2014 



Does TCGA help in molecular selection for ICIs?

Kim ST et al. Nat Med 2018

Response to Pembrolizumab according to TCGA subtype



Naseem M et al. Cancer Treat Rev 2018

EBV carcinogenesis



1 MSI-high tumour had marked 
heterogeneity in MSH1 expression

Response rate: 
85.7% MSI-high
100% EBV+

Kim ST et al. Nat Med 2018

Predictive role of MSI and EBV status



Shitara K et al. ASCO 2018

KEYNOTE-061: MSI-high subgroup



KEYNOTE-062: MSI-high (OS)

Shitara K et al. ESMO 2019 (#LBA44)



KEYNOTE-062: non-MSI-high (OS)

Shitara K et al. ESMO 2019 (#LBA44)



KEYNOTE-062: MSI-high (OS)

Shitara K et al. ESMO 2019 (#LBA44)



MSI-high (OS): Do we really need CT?

Shitara K et al. ESMO 2019 (#LBA44)



MSI-high (RR and DoR): Do we really need CT?

Shitara K et al. ESMO 2019 (#LBA44)



Is TMB a potential predictive biomarker?

Kim ST et al. Nat Med 2018
Janjigian YY et al. Cancer Discovery 2018



Epigenomic promoter alterations and IO in GC

Sundar R et al. Ann Oncol 2019

MSIhigh



Nutritional status and response to ICIs

Turner DC et al. Clin Cancer Res 2018



Nutritional status: From 1982 to 2018

Van Eys J. Cancer Res 1982
Coss CC et al. Clin Cancer Res 2018


