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We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface
How to answer poll questions

When a poll question pops up, click your answer choice from the available options. 
Results will be shown after everyone has answered.



Upcoming Webinars

Beyond the Guidelines: Clinical 
Investigator Perspectives on the 
Management of HER2-Positive 
Breast Cancer

Thursday, December 10, 2020
8:30 PM – 10:00 PM ET

Moderator
Neil Love, MD

Faculty
Carey K Anders, MD
Erika Hamilton, MD
Sara Hurvitz, MD
Mark D Pegram, MD
Sara M Tolaney, MD, MPH

Meet The Professor: 
Immunotherapy and Novel 
Agents in Gynecologic Cancers

Wednesday, December 9, 2020
12:30 PM – 1:30 PM ET

Moderator
Neil Love, MD

Faculty
Gottfried E Konecny, MD



Upcoming Webinars

Beyond the Guidelines: Clinical 
Investigator Perspectives on the 
Management of Triple-Negative 
Breast Cancer

Friday, December 11, 2020
8:30 PM – 10:00 PM ET

Moderator
Neil Love, MD

Faculty
P Kelly Marcom, MD
Joyce O’Shaughnessy, MD
Hope S Rugo, MD
Professor Peter Schmid, MD, PhD

Year in Review: Clinical Investigators 
Provide Perspectives on the Most 
Relevant New Publications, Data Sets 
and Advances in Oncology 
Hepatobiliary and Pancreatic 
Cancers

Tuesday, December 15, 2020
5:00 PM – 6:00 PM ET

Moderator
Neil Love, MD

Faculty
Tanios Bekaii-Saab, MD
Lipika Goyal, MD, MPhil



Upcoming Webinars

Meet The Professor: Management 
of Multiple Myeloma

Wednesday, December 16, 2020
12:00 PM – 1:00 PM ET

Moderator
Neil Love, MD

Faculty
Peter Voorhees, MD

Meet The Professor: Management 
of Chronic Lymphocytic 
Leukemia

Wednesday, December 16, 2020
2:00 PM – 3:00 PM ET

Moderator
Neil Love, MD

Faculty
Nitin Jain, MD



Thank you for joining us!

CME and MOC credit information will be emailed to 
each participant within 5 business days.





































































Year in Review: Clinical Investigators Provide 
Perspectives on the Most Relevant New 

Publications, Data Sets and Advances in Oncology 
Colorectal and Gastroesophageal Cancers

Tuesday, December 8, 2020
5:00 PM – 6:00 PM ET

Peter C Enzinger, MD
Zev Wainberg, MD, MSc

Moderator
Neil Love, MD

Faculty 



YiR Colorectal and Gastroesophageal Cancers Faculty

Zev Wainberg, MD, MSc
Co-Director, GI Oncology Program
Director of Early Phase Clinical Research
Jonsson Comprehensive Cancer Center
UCLA School of Medicine
Los Angeles, California

Peter C Enzinger, MD
Director, Center for Esophageal and Gastric Cancer
Dana-Farber/Brigham and Women’s Cancer Center
Institute Physician, Dana-Farber Cancer Institute
Associate Professor, Harvard Medical School
Boston, Massachusetts



We Encourage Clinicians in Practice to Submit Questions 

You may submit questions 
using the Zoom Chat 

option below

Feel free to submit questions now before the 
program begins and throughout the program.



Familiarizing Yourself with the Zoom Interface
How to answer poll questions

When a poll question pops up, click your answer choice
from the available options. Results will be shown after 

everyone has answered.
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What is the preferred approach by clinical 
investigators to…

• MSI-high colorectal, gastric and esophageal cancers? 
• MSS pan-RAS wild-type colorectal cancer?
• Localized gastric and esophageal cancers? 
• MSS HER2-negative gastroesophageal cancer? 
• MSS pan-RAS wild-type, HER2-expressing colorectal cancer? 
• MSS HER2-positive gastric cancer? 
• MSS pan-RAS wild-type, BRAF-mutated colorectal cancer? 
• Metastatic colorectal cancer after chemotherapy and immunotherapy?

Data sets with the potential to change clinical (and research) algorithms



What is the preferred approach by clinical 
investigators to…

• MSI-high colorectal, gastric and esophageal cancers? 
• MSS pan-RAS wild-type colorectal cancer?
• Localized gastric and esophageal cancers? 
• MSS HER2-negative gastroesophageal cancer? 
• MSS pan-RAS wild-type, HER2-expressing colorectal cancer? 
• MSS HER2-positive gastric cancer? 
• MSS pan-RAS wild-type, BRAF-mutated colorectal cancer? 
• Metastatic colorectal cancer after chemotherapy and immunotherapy?

Data sets with the potential to change clinical (and research) algorithms



Assay?

Checkpoint inhibitor? 
(Which ones?)

Data sets with the potential to change clinical (and research) algorithms

Metastatic 3rd line

Metastatic 1st line

Metastatic 2nd line

What is the preferred approach by clinical 
investigators to MSI-high colorectal, 

gastric and esophageal cancers? 



Regulatory and reimbursement issues aside, what would be your 
most likely first-line treatment for a younger patient with MSI-high 
mCRC? 

a. Pembrolizumab
b. Nivolumab
c. Ipilimumab/nivolumab
d. Chemotherapy
e. Chemotherapy + biologic
f. Chemotherapy + immunotherapy
g. Other



Pembrolizumab versus Chemotherapy for 
Microsatellite Instability-High/Mismatch Repair 
Deficient Metastatic Colorectal Cancer: The Phase 3 
KEYNOTE-177 Study 

Andre T et al.
ASCO 2020;Abstract LBA4.



KEYNOTE-177: Dual-Primary Endpoint: Progression-Free Survival

Andre T et al. ASCO 2020;Abstract LBA4. 

Overall survival not yet reported



J Clin Oncol 2020;38(1):11-9. 

in



KEYNOTE-164: Pembrolizumab in MSI-H/MRD Refractory mCRC
Cohort A ≥2 prior lines of standard therapy

Le DT et al. J Clin Oncol 2020;38(1):11-9. 

ORR: 33%
Median PFS: 2.3 months
Median OS: 31.4 months



KEYNOTE-164: Pembrolizumab in MSI-H/MRD Refractory mCRC
Cohort B ≥1 prior lines of standard therapy

ORR: 33%
Median PFS: 4.1 months
Median OS: Not reached

Le DT et al. J Clin Oncol 2020;38(1):11-9. 



Nivolumab plus Low-Dose Ipilimumab as First-Line 
Therapy in Microsatellite Instability-High/DNA 
Mismatch Repair Deficient mCRC: Clinical Update 

Lenz H-J et al.
Gastrointestinal Cancers Symposium 2020;Abstract 11.



CheckMate 142: Nivolumab/Ipilimumab as First-Line 
Therapy in MSI-H/dMMR mCRC

Lenz H-J et al. Gastrointestinal Cancers Symposium 2020;Abstract 11.

ORR: 64%
15-month PFS: 75%
15-month OS: 84%
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PD-L1 Diagnostic Antibodies

Courtesy of Daniel Catenacci, MD



What is the preferred approach by clinical 
investigators to…

• MSI-high colorectal, gastric and esophageal cancers? 
• MSS pan-RAS wild-type colorectal cancer?
• Localized gastric and esophageal cancers? 
• MSS HER2-negative gastroesophageal cancer? 
• MSS pan-RAS wild-type, HER2-expressing colorectal cancer? 
• MSS HER2-positive gastric cancer? 
• MSS pan-RAS wild-type, BRAF-mutated colorectal cancer? 
• Metastatic colorectal cancer after chemotherapy and immunotherapy?

Data sets with the potential to change clinical (and research) algorithms



What is the preferred approach by clinical 
investigators to MSS, pan-RAS wild-type

colorectal cancer? 

Data sets with the potential to change clinical (and research) algorithms

Assay?

Checkpoint inhibitor? 
(Which one?)

Localized (advanced)

Metastatic 3rd line

Metastatic 1st line

Metastatic 2nd line



A recent randomized Phase II/III trial evaluating postoperative 
FOLFOX after resection of liver-only metastases showed… 

a. Improvement in disease-free survival (DFS)
b. Improvement in overall survival (OS)
c. Improvement in DFS and OS
d. No clinical benefit
e. I don’t know



A Randomized Phase II/III Trial Comparing Hepatectomy 
Followed by mFOLFOX6 with Hepatectomy Alone for 
Liver Metastasis from Colorectal Cancer: JCOG0603 Study

Kanemitsu Y et al.
ASCO 2020;Abstract 4005.



Kanemitsu Y et al. ASCO 2020;Abstract 4005.

Phase II/III JCOG0603 Study: Disease-Free Survival

Years after randomization
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HR (95% CI) = 0.67 (0.50-0.92)
One-sided p = 0.006



J Clin Oncol 2020;38(18):2053-61. 



REGONIVO: Regorafenib plus Nivolumab in Advanced Gastric or CRC

Fukuoka S et al. J Clin Oncol 2020;38(18):2053-61.

• Three DLTs (grade 3 colonic perforation, maculopapular rash, and proteinuria) were observed with 
regorafenib 160 mg; none were observed with 80 or 120 mg

• During the dose-expansion part, regorafenib dose was reduced from 120 to 80 mg because of frequent 
maculopapular rash



What is the preferred approach by clinical 
investigators to…

• MSI-high colorectal, gastric and esophageal cancers? 
• MSS pan-RAS wild-type colorectal cancer?
• Localized gastric and esophageal cancers? 
• MSS HER2-negative gastroesophageal cancer? 
• MSS pan-RAS wild-type, HER2-expressing colorectal cancer? 
• MSS HER2-positive gastric cancer? 
• MSS pan-RAS wild-type, BRAF-mutated colorectal cancer? 
• Metastatic colorectal cancer after chemotherapy and immunotherapy?

Data sets with the potential to change clinical (and research) algorithms



Data sets with the potential to change clinical (and research) algorithms

Localized (advanced)

What is the preferred approach by clinical 
investigators to localized gastric and 

esophageal cancers? 

Assay?

Checkpoint inhibitor? 
(Which ones?)
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CM 577(Adj EsoSCC/EsoAC/GEJAC)

Courtesy of Daniel Catenacci, MD



CheckMate 577

Treatment-related adverse events with potential immunologic etiology

• The majority of select TRAEs were grade 1 or 2

• Grade 3–4 select TRAEs occurred in ≤ 1% of patients in the nivolumab arm and there were no grade 5 select TRAEs 

• The most common grade 3–4 select TRAEs in the nivolumab arm were pneumonitis (n = 4) and rash (n = 4) (0.8% each); 
in the placebo arm, these events occurred in 1 patient each (0.4%)

Select TRAEs,b,c n (%)

Nivolumaba

n = 532
Placeboa

n = 260

Any grade Grade 3–4 Any grade Grade 3–4
Endocrine 93 (17) 5 (< 1) 6 (2) 0
Gastrointestinal 91 (17) 4 (< 1) 40 (15) 3 (1)
Hepatic 49 (9) 6 (1) 18 (7) 4 (2)
Pulmonary 23 (4) 6 (1) 4 (2) 1 (< 1)
Renal 7 (1) 1 (< 1) 2 (< 1) 0
Skin 130 (24) 7 (1) 28 (11) 1 (< 1)

aPatients who received ≥ 1 dose of study treatment; bSelect TRAEs are those with potential immunologic etiology that require frequent monitoring/intervention; cEvents reported 
between first dose and 30 days after last dose of study drug.

Courtesy of Daniel Catenacci, MD
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What is the preferred approach by clinical 
investigators to…

• MSI-high colorectal, gastric and esophageal cancers? 
• MSS pan-RAS wild-type colorectal cancer?
• Localized gastric and esophageal cancers? 
• MSS HER2-negative gastroesophageal cancer? 
• MSS pan-RAS wild-type, HER2-expressing colorectal cancer? 
• MSS HER2-positive gastric cancer? 
• MSS pan-RAS wild-type, BRAF-mutated colorectal cancer? 
• Metastatic colorectal cancer after chemotherapy and immunotherapy?

Data sets with the potential to change clinical (and research) algorithms



What is the preferred approach by clinical 
investigators to MSS, HER2-negative
gastroesophageal adenocarcinoma? 

Assay?

Checkpoint inhibitor? 
(Which ones?)

Metastatic 3rd line

Metastatic 1st line

Metastatic 2nd line

Data sets with the potential to change clinical (and research) algorithms

Chemotherapy; Other 
agents



A 65-year-old patient with locally advanced HER2-negative 
microsatellite-stable gastric cancer has a complete response to 
carboplatin/paclitaxel and radiation therapy but then develops 
recurrent disease 3 months later. CPS = 10. What treatment 
would you recommend? 

a. FOLFOX
b. Other chemotherapy
c. Pembrolizumab
d. Nivolumab
e. Other



What is your usual next treatment for a younger patient (PS 0) 
with metastatic HER2-negative, microsatellite-stable gastric 
cancer who has experienced disease progression on FOLFOX, 
paclitaxel/ramucirumab and an anti-PD-1/PD-L1 antibody?

a. TAS-102
b. Palliative care
c. Other chemotherapy
d. Other



Key First-Line Studies of Checkpoint Inhibitors for Gastric, GEJ and 
Esophageal Cancers

Shitara K et al.  JAMA Oncol 2020; Kato et al. ESMO 2020; Kelly et al. ESMO 2020; Moehler et al. ESMO 2020; Boku et al. ESMO 2020.

Study Setting Randomization Primary endpoints Hazard ratio (p-value)

KN-062 Metastatic gastric/
GEJ ADC

Pembro vs 
Pembro/chemo vs 

Placebo/chemo
OS (CPS ≥1)

Pembro vs chemo: 0.91 (NR)
Pembro + chemo vs chemo: 

0.85 (0.046) 

KN-590 Metastatic 
gastric/GEJ/esophageal

Pembro + chemo vs 
Placebo + chemo

OS in ESCC CPS ≥10  
OS in ESCC

OS in CPS ≥10
OS in all patients

0.57 (<0.0001)
0.72 (0.0006)

0.62 (<0.0001)
0.73 (<0.0001)

CM-649 Metastatic 
gastric/GEJ/esophageal Nivo + chemo vs Chemo OS (CPS ≥5) 0.71 (<0.0001)

ATTRACTION-4 Metastatic gastric/GEJ Nivo + chemo vs 
Placebo + chemo

PFS (all comers)
OS (all comers)

0.68 (0.0007)
0.90 (0.257)

Pembro = pembrolizumab; nivo = nivolumab; ESCC = esophageal squamous cell carcinoma; CPS = combined positive score



Key Second-Line Studies of Checkpoint Inhibitors for Gastric, 
GEJ and Esophageal Cancers

Fuchs CS et al. ASCO 2020;Abstract 4503; Kojima T et al. JCO 2020

Study Setting (second line) Randomization Primary endpoints
Hazard 

ratio (p-value)

KN-061 Metastatic G/GEJ ADC Pembrolizumab vs 
Paclitaxel OS (CPS ≥1) 0.81 (0.03)

KN-181 Metastatic esophageal/EGJ Pembrolizumab vs 
Chemo

OS (CPS ≥10)
OS (all SCC)

0.69 (0.0074)
0.78 (0.0095)



TAGS: TAS-102 Gastric Studya

• Treatment until progression, intolerable toxicity, or patient withdrawal
•Multicenter, randomized, double-blind, placebo-controlled, phase III study

• Stratification: ECOG PS (0 vs 1), region (Japan vs ROW), prior ramucirumab (yes vs no)
• Sites: 18 countries, 110 sites; enrollment: February 2016 – January 2018 
• Data cutoff date: March 31, 2018
• Target 384 events allowed detection of HR for death of 0.70 with 90% power at 1-sided type 1 error of 0.025

BID, twice daily; BSC, best supportive care; ECOG PS, Eastern Cooperative Oncology Group performance status; GEJ, gastroesophageal junction; HER2, human epidermal growth factor receptor 
2; ORR, overall response rate; PFS, progression-free survival; QOL, quality of life; ROW, rest of world; aNCT02500043

End points
• Primary:

– OS
• Key secondary:

– PFS, safety
• Other secondary:

– ORR
– DCR
– QOL
– Time to ECOG 

PS ≥2

R
2:1

Patients with mGC
(including GEJ cancer)
• ≥2 prior regimens:

– Fluoropyrimidine 
– Platinum
– Taxane and/or irinotecan
– HER2 inhibitor, if available, for 

HER2+ disease
– Refractory to/intolerant

of last prior therapy
• ECOG PS of 0 or 1
• Age ≥18 y (≥20 y in Japan) 
Target sample size: 500

FTD/TPI (TAS-102) + BSC
(n=337)

35 mg/m2 BID orally on days 1–5 
and 8–12 of each 28-day cycle

Placebo + BSC
(n=170) 

BID orally on days 1–5 
and 8–12 of each 28-day cycle 

Shitara K et al.  Lancet Oncol. 2018 Nov;19(11):1437-1448. Courtesy of Peter C Enzinger, MD



TAGS:  TAS-102 vs Placebo in 3rd line Gastric Cancer

AE FTD/TPI Placebo

Any Grade 3-4 Any Grade 3-4

ANC 38% 0%

Diarrhea 23% 3% 14% 2%

Fatigue 27% 7% 21% 6%

Vomiting 25% 4% 20% 2%

Shitara K et al.  Lancet Oncol. 2018 Nov;19(11):1437-1448. Courtesy of Peter C Enzinger, MD



Phase II FIGHT Trial Design

Bema = bemarituzumab (a first-in-class therapeutic antibody targeting FGFR2b)

Courtesy of Peter C Enzinger, MD



What is the preferred approach by clinical 
investigators to…

• MSI-high colorectal, gastric and esophageal cancers? 
• MSS pan-RAS wild-type colorectal cancer?
• Localized gastric and esophageal cancers? 
• MSS HER2-negative gastroesophageal cancer? 
• MSS pan-RAS wild-type, HER2-expressing colorectal cancer? 
• MSS HER2-positive gastric cancer? 
• MSS pan-RAS wild-type, BRAF-mutated colorectal cancer? 
• Metastatic colorectal cancer after chemotherapy and immunotherapy?

Data sets with the potential to change clinical (and research) algorithms



What is the preferred approach by clinical 
investigators to MSS, pan-RAS wild-type, 

HER2-expressing colorectal cancer? 

Assay

Targeted treatment

Localized (advanced)

Metastatic 3rd line

Metastatic 1st line

Metastatic 2nd line

Data sets with the potential to change clinical (and research) algorithms



A Phase II, Multicenter, Open-Label Study of 
Trastuzumab Deruxtecan (T-DXd; DS-8201) in Patients 
(pts) with HER2-Expressing Metastatic Colorectal 
Cancer (mCRC): DESTINY-CRC01 

Siena S et al.
ASCO 2020;Abstract 4000.



DESTINY-CRC01 Phase II Study Design 

Siena S et al. ASCO 2020;Abstract 4000.



DESTINY-CRC01: Best Change in Tumor Size Over Time

ORR: 45.3%
mPFS: 6.9 mo
OS: Not reached

Siena S et al. ASCO 2020;Abstract 4000.



Lancet Oncol 2019;20:518-30



MyPathway: Pertuzumab with Trastuzumab for HER2-Amplified mCRC

Meric-Bernstam F et al. Lancet Oncol 2019;20:518-30.

ORR: 18/57 (32%)

Best change in target lesion size by patient



MyPathway: Pertuzumab with Trastuzumab for HER2-Amplified mCRC

Meric-Bernstam F et al. Lancet Oncol 2019;20:518-30.

Duration of Treatment



Trastuzumab and Tucatinib for the Treatment of HER2 
Amplified Metastatic Colorectal Cancer: Initial Results 
from the MOUNTAINEER Trial

Strickler JH et al.
ESMO 2019;Abstract 527PD.



MOUNTAINEER: Response and Survival

Strickler JH et al. ESMO 2019;Abstract 527PD.

ORR: 12/23 (52.2%)
Median PFS: 8.1 mos
Median OS: 18.7 mos



What is the preferred approach by clinical 
investigators to…

• MSI-high colorectal, gastric and esophageal cancers? 
• MSS pan-RAS wild-type colorectal cancer?
• Localized gastric and esophageal cancers? 
• MSS HER2-negative gastroesophageal cancer? 
• MSS pan-RAS wild-type, HER2-expressing colorectal cancer? 
• MSS HER2-positive gastric cancer? 
• MSS pan-RAS wild-type, BRAF-mutated colorectal cancer? 
• Metastatic colorectal cancer after chemotherapy and immunotherapy?

Data sets with the potential to change clinical (and research) algorithms



Assay

Targeted treatment

Localized (advanced)

Metastatic 3rd line

Metastatic 1st line

Metastatic 2nd line

What is the preferred approach by clinical 
investigators to MSS, HER2-positive

gastric cancer? 

Data sets with the potential to change clinical (and research) algorithms



Regulatory and reimbursement issues aside, what third-line treatment 
would you recommend for a younger patient (PS 0) with metastatic 
HER2-positive, microsatellite-stable gastric cancer (CPS < 1) with 
progression on FOLFOX/trastuzumab and then paclitaxel/ramucirumab?

a. TAS-102
b. Pembrolizumab 
c. Nivolumab
d. Trastuzumab deruxtecan
e. Pertuzumab/trastuzumab
f. Tucatinib-based regimen
g. Other



DESTINY-Gastric01: Randomized Phase 2 Study of Trastuzumab Deruxtecan vs 
Chemotherapy in Patients With Trastuzumab Refractory Gastric and GEJ 
Adenocarcinoma

Shitara K et al. N Engl J Med 2020; 382:2419-2430.

Key eligibility criteria:
•Centrally confirmed HER-2 
pos advanced GC or GJC 
adenocarcinoma
•Prior treatment with ≥2 
regimens , including 
trastuzumab
•ECOG PS of 0 or 1

Trastuzumab Deruxtecan
6.4 mg/kg IV Q3W

R

2:1 Irinotecan (N=55)
Paclitaxel (N=7)

N = 187
Primary endpoint
• Objective Response

Secondary endpoints
• Progression-Free Survival
• Overall Survival
• Duration of Response
• Safety

Courtesy of Peter C Enzinger, MD



DESTINY-Gastric01: Randomized Phase 2 Study of Trastuzumab Deruxtecan vs 
Chemotherapy in Patients With Trastuzumab Refractory Gastric and GEJ 
Adenocarcinoma

Shitara K et al. N Engl J Med 2020; 382:2419-2430. Courtesy of Peter C Enzinger, MD



MAHOGANY - Schema

Margetuximab + Chemo + Immune Checkpoint Inhibitor

Courtesy of Peter C Enzinger, MD



MOUNTAINEER-02 Schema

Courtesy of Peter C Enzinger, MD



What is the preferred approach by clinical 
investigators to…

• MSI-high colorectal, gastric and esophageal cancers? 
• MSS pan-RAS wild-type colorectal cancer?
• Localized gastric and esophageal cancers? 
• MSS HER2-negative gastroesophageal cancer? 
• MSS pan-RAS wild-type, HER2-expressing colorectal cancer? 
• MSS HER2-positive gastric cancer? 
• MSS pan-RAS wild-type, BRAF-mutated colorectal cancer? 
• Metastatic colorectal cancer after chemotherapy and immunotherapy?

Data sets with the potential to change clinical (and research) algorithms



What is the preferred approach by clinical 
investigators to MSS, pan-RAS wild-type, 

BRAF-mutated colorectal cancer? 

Choice of chemo

Targeted treatment

Localized (advanced)

Metastatic 3rd line

Metastatic 1st line

Metastatic 2nd line

Data sets with the potential to change clinical (and research) algorithms



Regulatory and reimbursement issues aside, what would be your 
preferred second-line treatment for a 65-year-old patient with 
asymptomatic pan-RAS wild-type, MSS mCRC and a BRAF V600E 
mutation who experienced disease progression after 
FOLFIRINOX/bevacizumab?

a. Chemotherapy
b. Chemotherapy/bevacizumab
c. Irinotecan + vemurafenib + EGFR antibody
d. Dabrafenib + trametinib + EGFR antibody 
e. Encorafenib + binimetinib + EGFR antibody 
f. Encorafenib + EGFR antibody 
g. Other



Encorafenib plus Cetuximab with or without 
Binimetinib for BRAF V600E Metastatic Colorectal 
Cancer: Updated Survival Results from a 
Randomized, Three-Arm, Phase III Study versus 
Choice of Either Irinotecan or FOLFIRI plus 
Cetuximab (BEACON CRC)

Kopetz S et al.
ASCO 2020;Abstract 4001. 



BEACON CRC: Updated Overall Survival Analysis

Kopetz S et al. ASCO 2020;Abstract 4001. 



What is the preferred approach by clinical 
investigators to…

• MSI-high colorectal, gastric and esophageal cancers? 
• MSS pan-RAS wild-type colorectal cancer?
• Localized gastric and esophageal cancers? 
• MSS HER2-negative gastroesophageal cancer? 
• MSS pan-RAS wild-type, HER2-expressing colorectal cancer? 
• MSS HER2-positive gastric cancer? 
• MSS pan-RAS wild-type, BRAF-mutated colorectal cancer? 
• Metastatic colorectal cancer after chemotherapy and immunotherapy?

Data sets with the potential to change clinical (and research) algorithms



What is the preferred approach by clinical 
investigators to metastatic colorectal cancer 
after chemotherapy and immunotherapy?

Regorafenib

TAS-102 +/- bevacizumab

Younger, good 
performance status

Older, compromised 
performance status

Data sets with the potential to change clinical (and research) algorithms

Clinical trials with 
novel agents



A 65-year-old patient with right-sided, pan-RAS wild-type, BRAF wild-type, 
microsatellite-stable mCRC receives first-line FOLFOX/bevacizumab and 
second-line FOLFIRI/bevacizumab and is now experiencing disease 
progression with a PS of 0. What would be your most likely third-line 
treatment recommendation?

a. Cetuximab
b. Cetuximab + irinotecan
c. Panitumumab
d. Panitumumab + irinotecan
e. Regorafenib
f. TAS-102
g. Regorafenib or TAS-102 — coin flip



Have you or would you use TAS-102 in combination with 
bevacizumab outside of a clinical trial setting for a patient 
with mCRC?

a. I have 
b. I have not but would for the right patient
c. I have not and would not



Lancet Oncol 2019;20(8):1070-82. 



ReDOS: Summary of Outcomes

Bekaii-Saab TS et al. Lancet Oncol 2019;20(8):1070-82. 

Dose escalation (n = 54) Standard dosing (n = 62)

Primary endpoint

Proportion completing 2 cycles, initiating cycle 3 23/54 (43%) 16/62 (26%)

Select Grade 3/4 adverse events

Fatigue 13% 18%

Hand-foot skin reaction 15% 16%

Hypertension 7% 15%

Efficacy

Median OS 9.8 mo 6.0 mo

HR: 0.72, p = 0.12

Median PFS 2.8 mo 2.0 mo

HR: 0.84, p = 0.38



Lancet Oncol 2020;21(3):412-20. 



TAS-102 with or without Bevacizumab in Refractory mCRC
Progression-Free Survival and Overall Survival

Pfeiffer P et al. Lancet Oncol 2020;21(3):412-20. 

Time since randomization (months) Time since randomization (months)

TAS-102
(n = 47)

TAS-102/Bev
(n = 46)

mPFS 2.6 mo 4.6 mo

HR: 0.45, p = 0.0015

TAS-102
(n = 47)

TAS-102/Bev
(n = 46)

mOS 6.7 mo 9.4 mo

HR: 0.55, p = 0.0028



Lancet Oncol 2020;21(3):412-20. 



Ann Oncol 2020;31(9):1160-8.



TASCO1: TAS-102 plus Bevacizumab for Untreated mCRC 
Ineligible for Intensive Therapy 

Van Cutsem E et al. Ann Oncol 2020;31(9):1160-8.

Cape/Bev
(n = 76)

TAS-102/Bev
(n = 77)

mPFS 7.8 mo 9.2 mo

HR: 0.71

Cape/Bev
(n = 76)

TAS-102/Bev
(n = 77)

mOS 16.2 mo 18.0 mo

HR: 0.56



Factors Associated with Effectiveness of 
Trifluridine/Tipiracil versus Regorafenib in Patients 
with Pretreated mCRC 

Grell P et al.
Gastrointestinal Cancers Symposium 2020;Abstract 137.



Factors Significantly Associated with Longer OS in Patients with 
Previously Treated mCRC Who Received TAS-102 or Regorafenib

Factors significantly associated with longer OS:
• Time ≥24 months from diagnosis of mCRC 
• Time ≥3 months from 5FU or capecitabine in TAS-102, 

anti-VEGF in regorafenib
• ECOG PS 0 versus 1
• Normal baseline CRP level
• Baseline WBC <8 x 109/L

Grell P et al. Gastrointestinal Cancers Symposium 2020;Abstract 137.

TASREG prognostic scoring system (1 point each)
• High risk (0 to 1)
• Intermediate risk (2 to 3)
• Favorable risk (≥4)



Factors Significantly Associated with Longer OS in Patients with 
Previously Treated mCRC Who Received TAS-102 or Regorafenib

Factors significantly associated with longer OS in TAS-102-treated patients
• Grade ≥2 neutropenia (HR: 0.34)

Factors significantly associated with longer OS in regorafenib-treated patients
• Normal baseline LDH (HR: 0.40)
• No liver metastases (HR: 0.45)
• Nonsynchronous disease (HR: 0.40)

Grell P et al. Gastrointestinal Cancers Symposium 2020;Abstract 137.



Clin Cancer Res 2019;25(23):7162-74 



Proposed Mechanism of Action of Napabucasin

Froeling FEM et al. Clin Cancer Res 2019;25(23):7162-74.
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