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Outline (20 minutes) 

• Introduction

• Overview of role of immunotherapy in different tumour types  

– Gastroesophageal cancer 

– Hepatobiliary cancer 

– Colorectal cancer

• Conclusions 
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Introduction 
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GI Cancers – a heterogeneous collection  

• Colorectal cancers 

• Non-colorectal cancers 

– Gastro-esophageal cancers 

– Pancreatic cancers

– Hepatobiliary cancers 

– Small bowel tumors 

– Neuroendocrine tumors 
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MSI-H/d-MMR: tissue agnostic therapy 

Andre T et al. NEJM. 2020; 383:2207-2218Latham A et al. J Clin Oncol. 2019; 37: 286-295. 
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Gastroesophageal cancer 
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Anti-PD1 + Chemotherapy as 1stline (GE adenocarcinoma) 

• Benefits were mostly observed in PDL1 CPS ≥5
• ? Similar benefits in PDL1 CPS ≥1-<5 

Janjigian Y et al. Lancet 2021. 398: 27-40. Xu J et al. Ann Onco. 2021; 32 (suppl_5): S1283-1346.  
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Monotherapy anti-PD1 (GE adenocarcinoma) 

KN062: Pembro + chemo vs. Placebo + chemo vs. Pembro alone 

• Initial inferior survival with pembrolizumab 
• Anti-PD1 + chemotherapy also works in this group of patient. 

Shitara K et al. JAMA Oncol. 2020; 6: 1571-1580 
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Anti-CTLA4 + anti-PD1 in GE adenocarcinoma  

• Nivolumab + Ipilimumab does not improve mOS than chemotherapy. 
• ? Due to toxicity in the N+I arm (G3-4 hepatitis: 12%; G3-4 GI: 6%) 

Janjigian Y et al. ESMO 2021; LBA 7 
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HER2-overpressing GE adenocarcinoma 

Keynote 811 

• Accelerated approval by FDA for HER2 overexpression GEC 
• Await full set of data on PFS and OS 

Janjigian Y et al. J Clin Oncol. 39, no. 15_suppl (May 20, 2021) 4013-4013.
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Anti-PD1 + Chemo as 1st line in ESCC 

• Standard treatment for esophageal squamous cell carcinoma. 
• Benefits were also observed in all/lower PDL1 cut-off. 

Nivolumab + Chemo 

Pembrolizumab + Chemo

Camrelizumab + Chemo

Sintilimab + Chemo Toripalimab + Chemo 
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CAR-T cells against Claudin 18.2

• A multicenter, open-label, phase I ongoing study.

Qi C et al. ESMO 2021

CAR-T cells: proof of concept
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Hepatobiliary cancers
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HCC – initial ‘immunotherapy’ 

• Generalized use limited by unclear component of ‘killer cells’ 
• Proof-of-concept: immune mediated clearance is effective in HCC 

Lee JH et al. Gastroenterology. 2015; 148: 1383-91. 
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Monotherapy of anti-CTLA4 or anti-PD1 in HCC

El-Khoueiry AB et al. Lancet 2017
Zhu AX et al. Lancet Oncology 2018 Sangro B et al. J Hepatology. 2013; 59: 81-8
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HCC: Disappointment of monotherapy Anti-PD1 in Phase III 

clinical trial 

Keynote 240
Checkmate 459

Finn R et al. J Clin Oncol 2020; 38: 193-20. Sangro B et al. ESMO World GI. 2020 LBA3.
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Immuno-combination in HCC as 1st line treatment  

Clinical trial Treatment arm Status 

HIMALAYA STRIDE 
Durvalumab
Sorafenib  

To be presented 

COSMIC-312 Atezolizumab + Cabozantinib
Cabozantinib
Sorafenib 

To be presented 
in ESMO Asia 
week 

LEAP002 Pembrolizumab + Lenvatinib 
Lenvatinib 

Completed 
accrual 

CM9DW Ipilimumab + Nivolumab 
Sorafenib 

Completed 
accrual 

NCT03764293 Camrelizumab + Apatinib
Sorafenib 

Completed 
accrual 

Finn R et al. NEJM. 2020. 382: 2894-1905. 
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Biliary tract cancer: Monotherapy anti-PD1 

Kim R et al. JAMA Oncol. 2020; 6: 888-894.  Piha-Paul SA et al. Int J Cancer. 2020; 147: 2190-2198. 
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Biliary tract cancer: Anti-PD1/PDL1 + chemo  

TOPAZ1: Durvalumab/Placebo + 
Gem-cisplatin

KN966: Pembrolizumab/Placebo 
+ Gem-cisplatin 

Phase III clinical trials

Sun D et al. Cancer Immuno 2019; 68: 1527-1535
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Colorectal cancers 
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Immune checkpoint inhibitors in CRC 

MSI-H/d-MMR

MSS/MSI-L/pMMR
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Conclusions 

• Immune checkpoint inhibitors play an increasingly important role in the 
treatment of GI cancers, as monotherapy or combination with conventional 
treatment/targeted therapy. 

• Current status (late 2021) 
– GE adenocarcinoma: Chemotherapy + anti-PD1 is the standard; cut-off of PDL1 to be 

defined 

– ESCC: Chemotherapy + anti-PD1; PDL1 less important 

– HCC: Atezolizumab + Bevacizumab; more new regimens are expected 2022 

– BTC: Anti-PD1/PDL1 + chemo expected to be standard; await phase III data 

– CRC: Anti-PD1 +/- anti-CTLA4 in MSI-H/d-MMR subtype 



Copyright © 2017. All Rights Reserved. Faculty of Medicine, The Chinese University of Hong Kong

@StephenLChan1Email:chanlam_Stephen@cuhk.edu.hk

Thank you!
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