
Fred Hutchinson Cancer Center

ASCO 2024 GI Cancers Updates

David B. Zhen, MD

Associate Professor of Medicine

Co-director, Neuroendocrine Tumor Program

Gastrointestinal Medical Oncology

Fred Hutch Cancer Center l University of Washington School of Medicine

September 7, 2024

MLS Seattle



Fred Hutchinson Cancer Center

Outline

• Gastroesophageal Cancer

• ESOPEC: Perioperative FLOT versus neoadjuvant chemoradiotherapy (CROSS) for resectable 

esophageal adenocarcinoma

• Pancreatic Cancer

• RTOG 0848: Adjuvant chemotherapy +/- chemoradiation for patients with resected head of pancreatic 
adenocarcinoma—results of the RT + 5-FU/capecitabine randomization step

• ECOG-ACRIN EA2186/GIANT Study: Randomized phase 2 study of gemcitabine and nab-paclitaxel 

compared with 5-FU/LV + nanoliposomal irinotecan in older patients with treatment-naïve metastatic 

pancreatic cancer

• Hepatobiliary Cancer

• CheckMate 9DW: Nivolumab + ipilimumab vs lenvatinib or sorafenib as first-line treatment for 

unresectable hepatocellular carcinoma

• Colorectal Cancer

• CheckMate 8HW: Nivolumab + ipilimumab vs chemotherapy as first-line treatment of MSI-H/dMMR 

metastatic colorectal cancer: expanded efficacy analysis
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Gastroesophageal Cancer
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Distant Relapses Remain High Despite Neoadjuvant Chemoradiation
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Eyck BM et al. J Clin Oncol 2021; 39: 1995-2004
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Perioperative Chemotherapy (FLOT) versus Neoadjuvant Chemoradiotherapy (CROSS) for Resectable Esophageal Adenocarcinoma 
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ESOPEC Trial Scheme

Enrollment: 2/2016 – 4/2020

Follow-up until 11/2023

Stratification: N stage and trial site
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Main Eligibility Criteria
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Overall Survival - ITT Population
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Pathology Results – Surgery Population

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Take Home Points of ESOPEC Study

• Perioperative FLOT improves OS compared to CROSS and should be 

considered a new standard of care

• Neoadjuvant CROSS + adjuvant nivolumab still option for patients who may 

not be candidates for perioperative FLOT

• Role of neoadjuvant chemo + neoadjuvant chemoRT followed by surgery is 

under active investigation

• Role of immunotherapy with chemo alone in the localized disease setting 

remains unclear

• ESOPEC study focused on adenocarcinoma only---chemoradiation still 

generally preferred for esophageal SCC
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Pancreatic Cancer
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NRG Oncology/RTOG 0848 Trial: Adjuvant Chemotherapy +/- Chemoradiation For Patients With Resected Head of Pancreas Adenocarcinoma ​-<br />Results of the RT + 
5FU/Capecitabine Randomization Step<br /><br /><br /><br /><br />​<br />
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NRG Oncology / RTOG 0848



​Background



SCHEMA



​Results: Adjuvant Systemic Treatment Received



​Results: Patient and Tumor Characteristics



Results: OS and DFS for All Patients mDFS CONKO-001 = 1.1 years
Oettle, JAMA 2013
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Take Home Points of RTOG 0848

• Addition of radiation + 5-FU/capecitabine to adjuvant 

systemic treatment did not improve OS for all patients

• However, there was improvement in DFS for all patients

• Improved OS and DFS for NODE NEGATIVE disease

• More questions about the role of adjuvant chemoradiation in 

resectable pancreatic cancer
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Metastatic Pancreas Cancer

1997
Gemcitabine 

demonstrated clinical benefit over 5FU

2007
Gemcitabine + Erlotinib

demonstrated marginal benefit over gemcitabine

2011

FOLFIRINOX (folinic acid, fluorouracil, irinotecan, 
oxaliplatin)

improved RR, PFS, OS over gemcitabine

2013
Gemcitabine + Nab-Paclitaxel

improved RR, PFS, OS over gemcitabine

2015

Nanoliposomal Irinotecan + fluorouracil + folinic 
acid
Second Line

2023
Nanoliposomal Irinotecan + 5FU/LV + Oxaliplatin

First Line



Background (1)



Background (2)



A randomized phase II study of gemcitabine and nab-paclitaxel compared with 5-fluorouracil, leucovorin, and liposomal irinotecan in older patients with treatment-naive metastatic 
pancreatic cancer (GIANT) <br />ECOG-ACRIN EA2186



GIANT (ECOG-ACRIN EA2186)



EA2186 (GIANT) - Screening Geriatric Assessment

Cumulative Illness Rating Scale-Geriatric



Baseline characteristics



Baseline characteristics – Geriatric screening 
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mOS 8.5 months (GnP NEJM 2013)
mOS 9.2 months (NAPOLI-3)
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Take Home Points of EA2186/GIANT Study

• No difference in OS between modified gemcitabine + nab-

paclitaxel vs 5-FU/LV + nanoliposomal irinotecan

• OS is poor for most elderly and frail patient with metastatic 

pancreatic cancer

• Chemo only improves OS in those who can make it through 

at least 1 month of chemo

• Need better geriatric tools in clinic to help stratify patients 

who are most likely to benefit from chemotherapy 
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Hepatobiliary Cancer
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Of note 85% of control arm

Was given lenvatinib
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30% required steroid rescue
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Cross Trial Comparisons: Current 1L HCC Combination Options

Atezo/Bev STRIDE Nivo/Ipi

OS HR 0.58 HR 0.78 HR 0.79*

PFS HR 0.59 HR 0.9 HR 0.87*

ORR 30% (5.5% 

CR)

20% (3.1% 

CR)

36% (7% CR)

Median OS 

TKI

13.2 months 13.8 months 20.6 months

Median OS 

Doublet

NE (updated 

19 months)

16.4 months 23.7 months

* 85% lenvatinib
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Take Home Points of CheckMate 9DW

• Nivolumab + Ipilimumab will likely be approved as another 1L option for 

advanced HCC

• Appealing efficacy but at the expense of increased toxicity

• Might consider in patients who cannot receive atezolizumab/bevacizumab (e.g. 

esophageal varices) who have bulky disease and need for palliation

• Also could be an interesting option in the neoadjuvant setting

• Multiple options exist in the 1L setting for advanced HCC and multiple factors to 

consider when choosing therapy for patients
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Colorectal Cancer (CRC)
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CRC Treatment Paradigm
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Paradigms vary for MSI and MSS CRC

• Test all CRC!

• MSI/dMMR can… 

• Screen for Lynch syndrome

• Prognostic

• Predictive
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Immunotherapy in 1L Metastatic CRC
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• Keynote-177: MSI CRC randomized to pembrolizumab vs. 
chemotherapy (any doublet ± biologic allowed)

• Better PFS, OS, QOL for pembro

30-40% have 
primary 
resistance

Only 60% got 
IO in 2L 

PFS PFS2
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CheckMate 8HW Schema
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85% confirmed

NOT reported yet

Cross-over permitted: 67% 

had subsequent IO
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Progression Free Survival
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15% have 
primary 
resistance

All sub-groups 
favored nivo/ipi, 
including liver 
metastases and 
germline Lynch
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PFS2 (After Change in Therapy)
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• 67% of chemo arm got 
subsequent IO (46% on study)

• Excellent
responses to IO
observed
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Not Without Toxicity

• Most tolerated nivolumab 

+ ipilimumab well

• BUT, 3 deaths from (2 in 

1L, 1 in cross-over)

• 2 were myocarditis 

(no predictive risk 

factors)
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Take Home Points of CheckMate 8HW

• Initial results demonstrate superior PFS and PFS2 (permitting cross-over) from 

combination nivolumab/ipilimumab compared to chemotherapy

• Results from the single-agent nivolumab arm are yet to be reported (so the need 

for ipilimumab remains unclear)

• For stage 4 MSI-H CRC, nivolumab/ipilimumab is a more powerful first-line 

combination compared to chemotherapy (but unknown compared to pembro)
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Summary

• Gastroesophageal Cancer

• ESOPEC: Perioperative FLOT versus neoadjuvant chemoradiotherapy (CROSS) for resectable esophageal 
adenocarcinoma →  Evolving paradigm of perioperative chemotherapy for esophageal adenocarcinoma

• Pancreatic Cancer

• RTOG 0848: Adjuvant chemotherapy +/- chemoradiation for patients with resected head of pancreatic 
adenocarcinoma—results of the RT + 5-FU/capecitabine randomization step → Only node negative patients 
benefit from adjuvant RT but question of the relevance of this study with outdated chemo regimens

• ECOG-ACRIN EA2186/GIANT Study: Randomized phase 2 study of gemcitabine and nab-paclitaxel 
compared with 5-FU/LV + nanoliposomal irinotecan in older patients with treatment-naïve metastatic 
pancreatic cancer  → Need better tools to select elderly and frail patients who would benefit from palliative 
chemo chemo

• Hepatobiliary Cancer

• CheckMate 9DW: Nivolumab + ipilimumab vs lenvatinib or sorafenib as first-line treatment for unresectable 

hepatocellular carcinoma  → Another efficacious 1L therapy for patients with HCC

• Colorectal Cancer

• CheckMate 8HW: Nivolumab + ipilimumab vs chemotherapy as first-line treatment of MSI-H/dMMR 

metastatic colorectal cancer: expanded efficacy analysis  → Another efficacious 1L therapy for patients with 

MSI-H CRC
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