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Gastrointestinal Malignancies

2023 estimates:

• ~ 340 k new Cases. ~ 166 k deaths in 
2023 in USA.1

• ~ 12,260 cancer deaths out of 44,140 
cancer deaths in Texas. ( 29%)1

Cancer Facts And Statistics. 2023

4 out of the top 5 cancers in the list of 
the deadliest Cancer coalition are GI 
malignancies



Overview

Disease Recent Update or anticipated developments

Gastric Adenocarcinoma Locoregional management in MSI-H disease
Integration of other biomarkers: CLDN18.2, FGFR2b

Biliary Cancers KEYNOTE966

HCC RTOG1112. LAUNCH trial
Integration of LDT and systemic therapy

Pancreatic Cancer NAPOLI3

Colon Cancer Biomarkers directed therapy
FRESCO 2 trial

Common Theme: 
▪ No one-size- fit-all 

▪ Biology- tailored
▪ Integration of multi disciplinary interventions



Gastric Adenocarcinoma

Management of Locoregional disease

▪ Anticipated trials with ICI 
combination

▪ MSI-H disease

Management Metastatic Disease

Anticipated Advances 
▪ Zolbetuximab 

▪ Bemartuximab



Gastric Adenocarcinoma

Locoregional Gastric Cancer( Western)

▪ Median OS: 50 m
▪ 5 Y survival 45%
▪ DFS: 30 m
▪ pCR: 17%

▪ Median OS 35 m
▪ 5 Y survival 35%
▪ DFS 18 m
▪ pCR: ~ 6%



Gastric Adenocarcinoma

Adding Ramicurumab?

Phase 2 segment enrolled 152 patients. 
Did not meet path response needed to move to phase 3. 

OS : 46m



Gastric Adenocarcinoma

Adding ICI?
Genesis: 

▪ Checkmate 577 showed ICI role after trimodality therapy. 

Trial Phase/ # Agent How is going?

DANTE(Al-Batran ASCO 2022) IIb/295 Atezo Presented interim analysis ASCO 2022. Improved pCR ( 23% vs 15%)

VESTIGE( Smyth ASCO 2023) II/191 IPI/Nivo adj Stopped in June 2022. Inferior DFS( 11.9 vs 23.3)

Keynote 585 III//1007 Pembro MERCK press release 6/20/23: Improved pCR. didn’t meet EFS mark. 

MATTERHORN III/ 958 Durvalumab AstraZeneca press release 6/2/23: Improved pCR. No news about 
EFS,OS

Adding ICI to all comers is NOT standard of care



Gastric Adenocarcinoma

MSI-H : 

Upfront 
surgery 



Gastric Adenocarcinoma
Management of Locoregional in MSI-H disease

Trial Phase/# Regimen Outcomes

NEONIPIGA1 II/32 Perioperative IPI/Nivo 59% pCR + 3 patients with cCR
Zero relapse reported

INFINITY2 II/17 Neoadjuvant T/D 60%pCR+ 2 pts with cCR

André T et al. J Clin Oncol. 2023 Jan 10;41(2):255-265
Pietrantonio et al. J Clin Oncol. 41, no. 4_suppl (February 01, 2023) 358-358.
.



Gastric Adenocarcinoma

NCCN panel made amendment on 8/29/2023



Gastric Adenocarcinoma
Management Metastatic Disease

Current Biomarkers with therapy implications:
▪ HER2+ 1,2

▪ MSI H 3

▪ PD-1 CPS 4

Biomarkers of interest:
▪ CLDN18.2                             Zolbetuximab 

▪ FGFR2b                                 Bemartuximab

1. Bang YJ et al. Lancet. 2010 Aug 28;376(9742):687-97
2. Janjigian YY et al. Nature. 2021 Dec;600(7890):727-730.
3. Chao J et al. JAMA Oncol. 2021;7(6):895–902.
4. Janjigian YY et al. Lancet. 2021 Jul 3;398(10294):27-40. 



Gastric Adenocarcinoma

Zolbetuximab :



Gastric Adenocarcinoma

Zolbetuximab :

OS~ 19 months



Gastric Adenocarcinoma

Zolbetuximab :

The FDA has granted a priority review with a target action date of January 12, 2024.



Gastric Adenocarcinoma

▪ 30% of prescreening deemed positive
▪ ~ 61% of positive meet high expression > 10% of tumor

Bemartuzumab:

Presented : Dr Weinberg ASCO 2021

Wainberg et al. J Clin Oncol 39, 2021 (suppl 3; abstr 160)



Gastric Adenocarcinoma

Bemartuzumab:

FORTITUDE 101 FORTITUDE 102

Wainberg et al. J Clin Oncol 40, 2022 (suppl 16; abstr TPS4165)Smyth et al. J Clin Oncol 40, 2022 (suppl 16; abstr TPS4164)



Biliary Cancer

FDA has accepted for review a new supplemental Biologics License Application. The FDA has set a target action 
date of February 7, 2024.

TOPAZ-1 trial set the standard of care

Presented : Dr. Yoo ASCO 2023



HCC

Krishnamurthy et al. Cancers 2021, 13, 5180.



HCC

Presented ASCO GI 23 By Dr. Dawson Dawson et al. J Clin Oncol 41, 2023 (suppl 4; abstr 489)



HCC

Similar theme from LAUNCH trial

Awaiting SBRT+ ICI combinations
MVI population could benefit significantly
MDC discussions are key



HCC

Kudo et al. J Clin Oncol 41, 2023 (suppl 16; abstr 4002)



Pancreatic Adenocarcinoma

22

Landmark trials:

Trial Standard of Care

Burris et al. J Clin Oncol. 1997 Jun;15(6):2403-13 Gemcitabine

Moore et al. J Clin Oncol. 2007 May 20;25(15):1960-6 Gemcitabine + Erlotinib

Conroy et  Al. N Engl J Med 2011; 364:1817-1825 FOLFIRINOX

Von Hoff et Al. N Engl J Med 2013; 369:1691-1703 Gemcitabine + nab- paclitaxel

Wang Gillum et al. The lancet. VOLUME 387, ISSUE 10018, P545-557, FEBRUARY 06, 2016 2nd line NALIRI

Golan et al. N Engl J Med 2019; 381:317-327 Maintenance Olaparib 

Wainberg et al. Journal of Clinical Oncology 41, no. 4_suppl (February 01, 2023) LBA661-
LBA661 ??

NALFIRINOX??



NAPOLI 3 Trial- Background

• In Oct 2015, Liposomal irinotecan administered with 5-fluorouracil/leucovorin (5-FU/LV) is approved in the 
USA for metastatic pancreatic ductal adenocarcinoma (mPDAC) following progression with gemcitabine-
based therapy based on NAPOLI-I trial

Pancreatic Adenocarcinoma



NAPOLI 3 Trial- Genesis

▪ Phase I/II study of NALFIRINOX in frontline FFX fit patients.

▪ Presented in 2020 ESMO world congress on GI Cancer.

▪ Initial dose escalation, Nano liposomal Irinotecan at 50 mg/m2 and Oxaliplatin at 60 mg/m2.

▪ Results:
▪ 32 patients. 

▪ Median PFS 9.2-m (PFS; 95% CI, 7.69-11.96)

▪ Median OS 12.6-m (OS; 95% CI, 8.74-18.69). 

▪ ORR: 34.4% (95% CI, 18.6%-53.3%).

Pancreatic Adenocarcinom

Wainberg et al. Ann Oncol 2019;30 Suppl 4: SO-005



NAPOLI 3 Trial

Is it one disease? 
In an unselected population could be SOC
Cost remain significant barrier to adopt the regimen while FOLFIRINOX is available.



CROSS TRIAL comparison is problematic

1 NALFIRINOX GN

OS 11.1 m 9.2

PFS 7.4 m 5.6m

ORR 41% 36%

FFX Prodige 112 FFX in AVENGER 5003

OS 11.1 11.7

PFS 6.4 8.0

ORR 31.6% 34%

HALO3014 RESOLVE5 CanStem111P6 YOSEMITI7

OS 11.5 10.6 11.7 > 13.2

PFS 7.1 6.01 6.1 5.5

ORR 36% 42% 42% 41%

FDA has set a Prescription Drug
User Fee Act action date of 
February 13, 2024.

1. Wainberg et al. Lancet. 9/11/23 online 
2. Conroy T et al. N Engl J Med. 2011 May 

12;364(19):1817-25. 
3. Philip et al. J Clin Oncol 40, 2022 (suppl 16; abstr 

4023)
4. Van Cutsem et. al. J Clin Oncol. 2020 Sep 

20;38(27):3185-3194. 
5. Tempero M et al. Ann Oncol. 2021 May;32(5):600-

608. 
6. Bekaii-Saab T et al. EClinicalMedicine. 2023 Mar 

16;58:101897. 
7. Cubillo Gracian A et al. Ann Oncol. 2017;28:v209-

v268.
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• KRAS mutations: 95%1

• G12D: 41%1

• G12V34%1

• G12R16%1

• Q61H: 4%1

…

• G12C: 1-2%1

…

• KRAS wild type: 1,3

• DDR defects: Platinum, PARPi4

• MSI-H : ICI3

• Basal like transcriptional phenotype?

Pancreatic Adenocarcinoma

NRG1, FGFR,ALK,ROS,BRAF,HER2,NTRK

1.Bryant KL et al. Trends Biochem Sci. 2014 Feb;39(2):91-100.
2.Luchini Cet al. J Exp Clin Cancer Res. 2020 Oct 28;39(1):227. 
3.Yao W et al. EBioMedicine. 2020 Mar;53:102655.
4.O'Reilly EM et al. J Clin Oncol. 2020;38(13):1378-1388



Not too long ago, Unresectable metastatic colorectal cancer was considered one 
disease

Colon Cancer

TRIBE and TRIBE 2:
➢ 1187 pts
➢ Right( 35%) and left( 65%)
➢ ~55% RAS mutated
➢  8% BRAF mutated 

Cremolini C et al. Lancet Oncol. 2015 Oct;16(13):1306-15. 
Cremolini C et al. BMC Cancer. 2017 Jun 9;17(1):408



Colon Cancer

MSI-H

MSS CRC
Tejpar S. et al Oncologist. 2010;15:390–404.



Colon Cancer

Left Colon MSS CRC Wild type RAS/RAF

The common recent trials question: What is the best 1st line regimen?

▪ EGFR vs VGEF targeting ?
▪ Doublet vs Triplet chemotherapy backbone?



Colon Cancer

Left Colon MSS CRC Wild type RAS/RAF



Colon Cancer

Watanabe J et al. JAMA. 2023;329(15):1271–1282. 

Left Colon MSS CRC Wild type RAS/RAF

OS: 37.9 
PFS: 13.1
ORR: 80%



Colon Cancer

Left Colon MSS CRC Wild type RAS/RAF

Q1: is it applicable in a western patient population? 
Q2: is it better than FOLFOXIRI + Bev? 
No randomized data. CROSS TRIAL COMPARISION ALERT

Q3: How about FOLFOXIRI + Panitumumab? 
Likely not better based on initial read out of TRIPLETE trial

PARADIAGM (n=312) Unplanned analysis for TRIBE looking at WT Left side FFX BEV ( n=47) 1

OS 37.9 40.0

PFS 13.1 14.1

ORR 80% 64%

FOLFOX P ( N 217)2 FOLFOXIRI P ( N 218)2

PFS 12.7 12.3

ORR 76% 73%

1. Cremolini et al. Annals of Oncology, Volume 29, Issue 7, 2018, 
Pages 1528-1534.
2. Cremolini et al. Journal of Clinical Oncology 40, no. 17_suppl (June 
10, 2022) LBA3505-LBA3505.



Colon Cancer

Left Colon MSS CRC Wild type RAS/RAF

Q4: So can I just give FOLFOX Pmab for any left side  wild type CRC???
 

ORR and PFS lower in HER2 amplified

FOLFOX + Panitumumab appears to be a superior 1st line regimen for CRC if:

• MSS
• Left side
• RAS/ RAF wild Type
• NOT HER2 amplified.

NCCN CRC Panel recommend at least RAS, RAF, HER2, MSI 
testing for all patients upfront



Colon Cancer

▪5-10%

▪Bad prognosis

▪~25% has MSI-H

BRAFV600E mutation:



Colon Cancer

Trial FIRE-3 CALGB 80405 TRIBE FIRE-4.5

Regimen
FOLFIRI+ BEV FOLFIRI+ CET FOLFIRI+ BEV FOLFIRI +CET FOLFIRI+ BEV FOLFOXIRI+ BEV FOLFOXIRI +BEV FOLFIXIRI+ CET

N 25 23 41 33 12 16 35 72

PFS 6.6 6.6 7.6 6.2 5.5 7.5 8.3 6

OS 13.7 12.3 15 11.7 10.7 19 16.8 14.6

❑ Median OS 10.7- 19 months
❑ Doublet + Bev > doublet + Cetuximab
❑ Triplet + Bev > triplet + cetuximab
❑ Triplet + Bev > doublet + Bev



BEACON trial

Colon Cancer



BEACON trial



BREAKWATER trial

Kopetz et al. JCO.2022.40.4_suppl.TPS211

870 patients



Colon Cancer

G12C:

Sotarasib 

▪ CodeBreak 100: Modest activity in CRC ORR 9.7% PFS 4m,  OS 10.2
Fakih et al. Lancet Oncol. 2022 Jan;23(1):115-124. 

▪ CodeBreak 101: Sotorasib + Pmab: ORR 30% .
Annals of Oncology (2022) 33 (suppl_7): S136-S196. 10.1016/annonc/annonc1048

▪ CodeBreak 300: Phase 3 of the combination vs Lonsurf or Regorafenib. Primary end point is PFS

KRAS Mutated

8/3/2023: Amgen announced it met its primary end point



Colon Cancer

G12C:

Adagarsib 

KRYSTAL-1 trial: Monotherapy:

ORR 19%, combination with cetuximab 46%
Yaeger et al. N Engl J Med. 2023 Jan 5;388(1):44-54. 

KRYSTAL 10



Colon Cancer

G12C:

Divarasib : more potent and selective than the other 2.

Phase 1 monotherapy in CRC: ORR 31%. Desai et. Al . ESMO 2022

Combination with Cetuximab : ORR 62%.

Ongoing INTRINSIC trial, some arms with combination+/- doublet



Colon Cancer

G12D:

MRTX 1133 trial nationally started late Macrh 2023.



Colon Cancer

• 2-4%. Higher among RAS RAF wild type*.
• RAS/RAF Wild type HER2+

• RAS mutated HER2 +

*

EGFR targeting?

Role for HER2 targeting 

HER 2 Amplification



Colon Cancer
HER 2 Amplification



Colon Cancer
HER 2 Amplification



Colon Cancer



Colon Cancer

DESTINY CRC01



Colon Cancer

MOUNTINEER01
85 on combination
30 monotherapy

Strickler et al. J Clin Oncol 39, 2021 (suppl 3; abstr TPS153) 



Colon Cancer

MOUNTINEER01
Primary endpoint: 
ORR 38%



Colon Cancer



MOUNTINEER03

Bekaii-Saab et al. J Clin Oncol 41, 2023 
(suppl 4; abstr TPS261)



MSI-H: Preferred 1st line Immunotherapy

Right colon+ Left colon RAS mutated MSS: Preferred 1st line FOLFOXIRI+ Bev or doublet + Bev

BRAF mutated: Preferred FOLFOXIRI + Bev or BREAKWATER trial

Left side wild type HER2 amplified: Doublet / triplet + Bev or MOUNTINEER 3 trial

Left side Wild type HER2 non amplified: FOLFOX + EGFRi

Colon Cancer

➢ 1187 pts
➢ Right( 35%) and left( 65%)
➢ ~55% RAS mutated
➢  8% BRAF mutated 



Possible new approval for refractory disease

The FDA has accepted and granted priority review to a new 
drug application (NDA) for fruquintinib with anticipated action 
date of 11/15/2023.



Thank you
Thank you
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