
Meet The Professor
Optimizing the Management of 

Gastroesophageal Cancers

Yelena Y Janjigian, MD
Associate Professor

Chief of Gastrointestinal Oncology Service
Department of Medicine

Memorial Sloan Kettering Cancer Center
New York, New York



Commercial Support

This activity is supported by educational grants from AstraZeneca 
Pharmaceuticals LP, Bristol-Myers Squibb Company, Daiichi Sankyo Inc, Lilly, 
and Merck.



Dr Love — Disclosures
Dr Love is president and CEO of Research To Practice. Research To Practice receives funds in the form of 
educational grants to develop CME activities from the following companies: AbbVie Inc, Adaptive 
Biotechnologies Corporation, ADC Therapeutics, Agios Pharmaceuticals Inc, Alexion Pharmaceuticals, Amgen 
Inc, Array BioPharma Inc, a subsidiary of Pfizer Inc, Astellas, AstraZeneca Pharmaceuticals LP, Aveo 
Pharmaceuticals, Bayer HealthCare Pharmaceuticals, BeiGene Ltd, BeyondSpring Pharmaceuticals Inc, 
Blueprint Medicines, Boehringer Ingelheim Pharmaceuticals Inc, Bristol-Myers Squibb Company, Celgene 
Corporation, Clovis Oncology, Coherus BioSciences, CTI BioPharma Corp, Daiichi Sankyo Inc, Eisai 
Inc, Elevation Oncology Inc, EMD Serono Inc, Epizyme Inc, Exact Sciences, Exelixis Inc, Five Prime 
Therapeutics Inc, Foundation Medicine, G1 Therapeutics Inc, Genentech, a member of the Roche Group, 
Genmab, Gilead Sciences Inc, GlaxoSmithKline, Grail Inc, Halozyme Inc, Helsinn Healthcare SA, ImmunoGen
Inc, Incyte Corporation, Ipsen Biopharmaceuticals Inc, Janssen Biotech Inc, administered by Janssen Scientific 
Affairs LLC, Jazz Pharmaceuticals Inc, Karyopharm Therapeutics, Kite, A Gilead Company, Lilly, Loxo Oncology 
Inc, a wholly owned subsidiary of Eli Lilly & Company, Merck, Mersana Therapeutics Inc, Natera Inc, 
Novartis, Novartis Pharmaceuticals Corporation on behalf of Advanced Accelerator Applications, Novocure
Inc, Oncopeptides, Pfizer Inc, Pharmacyclics LLC, an AbbVie Company, Puma Biotechnology Inc, Regeneron 
Pharmaceuticals Inc, Sanofi Genzyme, Seagen Inc, Servier Pharmaceuticals LLC, Sumitomo Dainippon Pharma 
Oncology Inc, Taiho Oncology Inc, Takeda Pharmaceuticals USA Inc, Tesaro, A GSK Company, TG Therapeutics 
Inc, Turning Point Therapeutics Inc, Verastem Inc and Zymeworks Inc.



Research To Practice CME Planning Committee Members, 
Staff and Reviewers

Planners, scientific staff and independent reviewers for Research To Practice 
have no relevant conflicts of interest to disclose.



Dr Janjigian — Disclosures

Consulting Agreements

AstraZeneca Pharmaceuticals LP, Basilea Pharmaceutica Ltd, Bayer 
HealthCare Pharmaceuticals, Bristol-Myers Squibb Company, 
Daiichi Sankyo Inc, Imugene, Lilly, Merck, Merck Serono, MJH Life 
Sciences, Pfizer Inc, Rgenix, Seagen Inc, Zymeworks Inc

Contracted Research

Bayer HealthCare Pharmaceuticals, Bristol-Myers Squibb 
Company, Cycle for Survival, Fred's Team, Genentech, a member 
of the Roche Group, Lilly, Merck, National Cancer Institute, Rgenix, 
US Department of Defense

Stock Options Rgenix



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

Expand chat submission box

Drag the white line above the submission box up to create 
more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 
You may do this as many times as you need for readability.





Cases from the Community: Urologic Oncology 
Investigators Provide Perspectives on the 
Optimal Management of Prostate Cancer

Friday, May 13, 2022
8:00 AM – 10:00 AM CT (9:00 AM – 11:00 AM ET)

Raoul S Concepcion, MD
Fred Saad, MD

Matthew R Smith, MD, PhD

Moderator
Emmanuel S Antonarakis, MD

Faculty 



Cases from the Community: Urologic Oncology 
Investigators Provide Perspectives on the Optimal 

Management of Urothelial Bladder Cancer
Friday, May 13, 2022

6:00 PM – 8:00 PM CT (7:00 PM – 9:00 PM ET)

Matthew D Galsky, MD
Ashish M Kamat, MD, MBBS
Stephen B Williams, MD, MS

Moderator
Sumanta Kumar Pal, MD

Faculty 



Meet The Professor
Non-Small Cell Lung Cancer with an 

Actionable Target Beyond EGFR
Tuesday, May 17, 2022
5:00 PM – 6:00 PM ET

Justin F Gainor, MD
Faculty 

Special Topics

• ALK+ NSCLC: First-line treatment, 
resistance mutations



What I Tell My Patients: Expert Insights into Patient 
Education on New Treatments and Clinical Trial Participation

Kristen K Ciombor, MD, MSCI
Jessica Mitchell, APRN, CNP, MPH

Moderator
Neil Love, MD

Faculty 

Gastroesophageal Cancers
Wednesday, May 18, 2022

5:00 PM – 6:00 PM ET



What I Tell My Patients: Expert Insights into Patient 
Education on New Treatments and Clinical Trial Participation

To be announced

Moderator
Neil Love, MD

Faculty 

Hodgkin and Non-Hodgkin Lymphomas
Date to be announced



Beyond the Guidelines: Clinical Investigator 
Perspectives on the Management of 

Renal Cell Carcinoma 
Thursday, May 19, 2022
5:00 PM – 6:00 PM ET

Thomas E Hutson, DO, PharmD
Brian I Rini, MD

Moderator
Sumanta Kumar Pal, MD

Faculty 



Meet The Professor
Current and Future Management of 

Chronic Lymphocytic Leukemia
Tuesday, May 24, 2022
5:00 PM – 6:00 PM ET

Susan O’Brien, MD

Moderator
Neil Love, MD

Faculty 



Exciting CME Events in Chicago You Do Not Want to Miss

Acute Myeloid Leukemia and Myelodysplastic 
Syndromes
Friday, June 3, 2022
11:45 AM – 12:45 PM CT (10:45 AM – 11:45 AM ET)
Faculty
Courtney D DiNardo, MD, MSCE
Michael R Savona, MD
Eunice S Wang, MD 

A CME Hybrid Symposium Series Held in Conjunction with the 2022 ASCO Annual Meeting

Lung Cancer
Friday, June 3, 2022
6:30 PM – 9:00 PM CT (5:30 PM – 8:00 PM ET)
Faculty
Justin F Gainor, MD
Corey J Langer, MD
Luis Paz-Ares, MD, PhD
Heather Wakelee, MD
Jared Weiss, MD
Helena Yu, MD

Prostate Cancer
Saturday, June 4, 2022
6:45 AM – 7:45 AM PT (5:45 AM – 6:45 AM ET)
Faculty
Andrew J Armstrong, MD, ScM
Johann de Bono, MBChB, MSc, PhD
Alicia K Morgans, MD, MPH

Gastrointestinal Cancers 
Saturday, June 4, 2022
7:00 PM – 9:30 PM PT (6:00 PM – 8:30 PM ET)
Faculty
Tanios Bekaii-Saab, MD
Kristen K Ciombor, MD, MSCI
Eric Van Cutsem, MD, PhD
Eileen M O’Reilly, MD
Philip A Philip, MD, PhD, FRCP
John Strickler, MD



Exciting CME Events in Chicago You Do Not Want to Miss

Ovarian Cancer
Sunday, June 5, 2022
6:45 AM – 7:45 AM PM CT (5:45 AM – 6:45 AM ET)
Faculty
Antonio González-Martín, MD, PhD
Joyce F Liu, MD, MPH
Kathleen N Moore, MD, MS

A CME Hybrid Symposium Series Held in Conjunction with the 2022 ASCO Annual Meeting

Chronic Lymphocytic Leukemia and Non-Hodgkin 
Lymphoma
Sunday, June 5, 2022
7:00 PM – 9:30 PM CT (6:00 PM – 8:30 PM ET)
Faculty
Ian W Flinn, MD, PhD
John P Leonard, MD
Matthew Lunning, DO
Laurie H Sehn, MD, MPH
Additional faculty to be announced.

Breast Cancer
Monday, June 6, 2022
6:45 AM – 7:45 AM PT (5:45 AM – 6:45 AM ET)
Faculty
Yohann Loriot, MD, PhD
Elizabeth R Plimack, MD, MS
Jonathan E Rosenberg, MD

Gastrointestinal Cancers 
Monday, June 6, 2022
7:00 PM – 9:30 PM PT (6:00 PM – 8:30 PM ET)
Faculty
Javier Cortés, MD, PhD
Matthew P Goetz, MD
Erika Hamilton, MD
Ian E Krop, MD, PhD
Hope S Rugo, MD
Sara M Tolaney, MD, MPH



Exciting CME Events in Chicago You Do Not Want to Miss

Multiple Myeloma
Tuesday, June 7, 2022
6:45 AM – 7:45 AM PM CT (5:45 AM – 6:45 AM ET)
Faculty
Elizabeth O’Donnell, MD
Additional faculty to be announced.

A CME Hybrid Symposium Series Held in Conjunction with the 2022 ASCO Annual Meeting



Thank you for joining us!

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





Cases from the Community: Urologic Oncology 
Investigators Provide Perspectives on the 
Optimal Management of Prostate Cancer 

and Urothelial Bladder Cancer

Prostate Cancer
8:00 AM – 10:00 AM CT (9:00 AM – 11:00 AM ET)
Faculty
Raoul S Concepcion, MD
Fred Saad, MD
Matthew R Smith, MD, PhD
Moderator
Emmanuel S Antonarakis, MD

Urothelial Bladder Cancer
6:00 PM – 8:00 PM CT (7:00 PM – 9:00 PM ET)
Faculty
Matthew D Galsky, MD
Ashish M Kamat, MD, MBBS
Stephen B Williams, MD, MS
Moderator
Sumanta Kumar Pal, MD

Friday, May 13, 2022



Meet The Professor
Non-Small Cell Lung Cancer with an 

Actionable Target Beyond EGFR
Tuesday, May 17, 2022
5:00 PM – 6:00 PM ET

Justin F Gainor, MD
Faculty 

Special Topics

• RET inhibitors in NSCLC



What I Tell My Patients: Expert Insights into Patient 
Education on New Treatments and Clinical Trial Participation

Kristen K Ciombor, MD, MSCI
Jessica Mitchell, APRN, CNP, MPH

Moderator
Neil Love, MD

Faculty 

Gastroesophageal Cancers
Wednesday, May 18, 2022

5:00 PM – 6:00 PM ET

A 2-Part Complimentary NCPD Webinar Series



Clinical Investigator Perspectives 
on the Management of 
Renal Cell Carcinoma 

Thursday, May 19, 2022
5:00 PM – 6:00 PM ET

Thomas E Hutson, DO, PharmD
Brian I Rini, MD

Moderator
Neil Love, MD

Faculty 



Meet The Professor
Current and Future Management of 

Chronic Lymphocytic Leukemia
Tuesday, May 24, 2022
5:00 PM – 6:00 PM ET

Susan O’Brien, MD

Moderator
Neil Love, MD

Faculty 



Exciting CME Events in Chicago You Do Not Want to Miss

Acute Myeloid Leukemia and Myelodysplastic 
Syndromes
Friday, June 3, 2022
11:45 AM – 12:45 PM CT (10:45 AM – 11:45 AM ET)
Faculty
Courtney D DiNardo, MD, MSCE
Michael R Savona, MD
Eunice S Wang, MD 

A CME Hybrid Symposium Series Held in Conjunction with the 2022 ASCO Annual Meeting

Lung Cancer
Friday, June 3, 2022
6:30 PM – 9:00 PM CT (5:30 PM – 8:00 PM ET)
Faculty
Justin F Gainor, MD
Corey J Langer, MD
Luis Paz-Ares, MD, PhD
Heather Wakelee, MD
Jared Weiss, MD
Helena Yu, MD

Prostate Cancer
Saturday, June 4, 2022
6:45 AM – 7:45 AM PT (5:45 AM – 6:45 AM ET)
Faculty
Andrew J Armstrong, MD, ScM
Johann de Bono, MBChB, MSc, PhD
Alicia K Morgans, MD, MPH

Gastrointestinal Cancers 
Saturday, June 4, 2022
7:00 PM – 9:30 PM PT (6:00 PM – 8:30 PM ET)
Faculty
Tanios Bekaii-Saab, MD
Kristen K Ciombor, MD, MSCI
Eric Van Cutsem, MD, PhD
Eileen M O’Reilly, MD
Philip A Philip, MD, PhD, FRCP
John Strickler, MD



Exciting CME Events in Chicago You Do Not Want to Miss

Ovarian Cancer
Sunday, June 5, 2022
6:45 AM – 7:45 AM PM CT (5:45 AM – 6:45 AM ET)
Faculty
Antonio González-Martín, MD, PhD
Joyce F Liu, MD, MPH
Kathleen N Moore, MD, MS

A CME Hybrid Symposium Series Held in Conjunction with the 2022 ASCO Annual Meeting

Chronic Lymphocytic Leukemia and Non-Hodgkin 
Lymphoma
Sunday, June 5, 2022
7:00 PM – 9:30 PM CT (6:00 PM – 8:30 PM ET)
Faculty
Ian W Flinn, MD, PhD
John P Leonard, MD
Matthew Lunning, DO
Laurie H Sehn, MD, MPH
Additional faculty to be announced.

Breast Cancer
Monday, June 6, 2022
6:45 AM – 7:45 AM PT (5:45 AM – 6:45 AM ET)
Faculty
Yohann Loriot, MD, PhD
Elizabeth R Plimack, MD, MS
Jonathan E Rosenberg, MD

Gastrointestinal Cancers 
Monday, June 6, 2022
7:00 PM – 9:30 PM PT (6:00 PM – 8:30 PM ET)
Faculty
Javier Cortés, MD, PhD
Matthew P Goetz, MD
Erika Hamilton, MD
Ian E Krop, MD, PhD
Hope S Rugo, MD
Sara M Tolaney, MD, MPH



Exciting CME Events in Chicago You Do Not Want to Miss

Multiple Myeloma
Tuesday, June 7, 2022
6:45 AM – 7:45 AM PM CT (5:45 AM – 6:45 AM ET)
Faculty
Elizabeth O’Donnell, MD
Additional faculty to be announced.

A CME Hybrid Symposium Series Held in Conjunction with the 2022 ASCO Annual Meeting
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Gurveen Kaur, MD
WVU Medicine 
Wheeling Hospital 
Wheeling, West Virginia

Kapisthalam (KS) Kumar, MD 
Florida Cancer Specialists 
Trinity, Florida

Raymond Lobins, DO 
Lake County University 
Hospitals 
Mentor, Ohio

Paul Markowski, MD 
Atlantic Health System 
Summit, New Jersey

G Richard Polkinghorn, MD 
MaineGeneral Medical Center 
Augusta, Maine

Liudmila N Schafer, MD 
University of Missouri-Kansas City 
School of Medicine 
Kansas City, Missouri

Erik J Rupard, MD 
Drexel University College of 
Medicine 
West Reading, Pennsylvania

Neil Morganstein, MD 
Atlantic Health System 
Summit, New Jersey 



Meet The Professor with Dr Janjigian
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MODULE 1: HER2-Negative Gastroesophageal Cancers

MODULE 2: HER2-Positive Gastroesophageal Cancers

MODULE 3: Journal Club with Dr Janjigian

MODULE 4: Appendix of Key Publications
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Meet The Professor with Dr Janjigian

Introduction

MODULE 1: HER2-Negative Gastroesophageal Cancers
• Dr Kumar: A 60-year-old man with HER2-negative metastatic squamous cell carcinoma of the esophagus – PD-L1 70%

• Dr Kaur: A 57-year-old man with a history of GERD diagnosed with localized esophageal adenocarcinoma

• Dr Polkinghorn: A 50-year-old man with localized gastroesophageal-junction adenocarcinoma
• Dr Lobins: An 83-year-old man with localized HER2-negative esophageal adenocarcinoma

• Dr Rupard: A 63-year-old man with metastatic recurrence 1 year after R0 resection for localized squamous cell 
carcinoma of the esophagus 

• Dr Schafer: A 75-year-old man with HER2-negative metastatic gastroesophageal adenocarcinoma – microsatellite stable 
(MSS), EGFR amplification

• Dr Morganstein: An 81-year-old man with HER2-negative metastatic gastric cancer – MSS, PD-L1 CPS 5

MODULE 2: HER2-Positive Gastroesophageal Cancers

MODULE 3: Journal Club with Dr Janjigian

MODULE 4: Appendix of Key Publications



Cancer 2022;[Online ahead of print]. 



Cowzer D, Janjigian YY. Cancer. 2022 Feb 18 [online ahead of print]. 

Timeline of US FDA Approvals and Interventions for 
Esophagogastric Cancer



Fam-Trastuzumab Deruxtecan-nxki approved in the US for 
patients with HER2-positive metastatic breast cancer treated 
with a prior anti-HER2-based regimen
Press Release – May 4, 2022
“The Food and Drug Administration approved fam-trastuzumab deruxtecan-nxki for adult patients with 
unresectable or metastatic HER2-positive breast cancer who have received a prior anti-HER2-based regimen either 
in the metastatic setting, or in the neoadjuvant or adjuvant setting and have developed disease recurrence during 
or within 6 months of completing therapy. 

In December 2019, fam-trastuzumab deruxtecan-nxki received accelerated approval for adult patients with 
unresectable or metastatic HER2-positive breast cancer who have received two or more prior anti-HER2-based 
regimens in the metastatic setting. The following trial was the confirmatory trial for the accelerated approval. 

Efficacy was based on DESTINY-Breast03 (NCT03529110), a multicenter, open-label, randomized trial that enrolled 
524 patients with HER2-positive, unresectable, and/or metastatic breast cancer who received prior trastuzumab 
and taxane therapy for metastatic disease or developed disease recurrence during or within 6 months of 
completing neoadjuvant or adjuvant therapy. Patients were randomized 1:1 to receive either trastuzumab 
deruxtecan or ado-trastuzumab emtansine by intravenous infusion every 3 weeks until unacceptable toxicity or 
disease progression. Randomization was stratified by hormone receptor status, prior treatment with pertuzumab, 
and history of visceral disease.”

www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-regular-approval-fam-trastuzumab-deruxtecan-nxki-breast-cancer



Trastuzumab Deruxtecan (T-DXd) versus Trastuzumab 
Emtansine (T-DM1) in Patients (pts) with HER2-
Positive (HER2+) Unresectable and/or Metastatic 
Breast Cancer (mBC): Safety Follow-Up of the 
Randomized, Phase 3 Study DESTINY-Breast03 
Hamilton EP et al.
ASCO 2022;Abstract 1000.

Oral Breast Cancer – Metastatic Session
June 4, 2022, 2:15 PM



Trastuzumab Deruxtecan Significantly Improved Both Progression-
Free and Overall Survival in the DESTINY-Breast04 Trial for Patients 
with HER2-Low Metastatic Breast Cancer
Press Release – February 22, 2022
Positive high-level results from the pivotal DESTINY-Breast04 Phase III trial showed trastuzumab 
deruxtecan demonstrated a statistically significant and clinically meaningful improvement in both 
progression-free survival (PFS) and overall survival (OS) in patients with HER2-low unresectable 
and/or metastatic breast cancer regardless of hormone receptor (HR) status versus physician’s choice 
of chemotherapy.

All patients in the trial received a HER2 test, and the results were centrally confirmed. HER2-low 
status was defined as an immunohistochemistry (IHC) score of 1+ or IHC 2+ with a negative in-situ 
hybridisation (ISH) score.

DESTINY-Breast04 met its primary endpoint, where trastuzumab deruxtecan demonstrated superior 
PFS in previously treated patients with HR-positive HER2-low metastatic breast cancer compared to 
the standard-of-care chemotherapy. The trial met the key secondary endpoint of PFS in patients with 
HER2-low metastatic breast cancer regardless of HR status (HR-positive or HR-negative). The trial also 
met the key secondary endpoints of OS in patients with HR-positive disease and in patients regardless 
of HR status at interim analysis.”

www.astrazeneca.com/media-centre/press-releases/2022/enhertu-improves-pfs-and-os-in-her2-low-bc.html



Trastuzumab Deruxtecan (T-DXd) versus Treatment of 
Physician’s Choice (TPC) in Patients (pts) with HER2-
Low Unresectable and/or Metastatic Breast Cancer 
(mBC): Results of DESTINY-Breast04, a Randomized, 
Phase 3 Study
Modi S et al.
ASCO 2022;Abstract LBA3.

Plenary Session
June 5, 2022, 3:17 PM



TRIO-US B-12 TALENT: Phase II Neoadjuvant Trial 
Evaluating Trastuzumab Deruxtecan with or without 
Anastrozole for HER2-Low, HR+ Early-Stage Breast Cancer

Hurvitz SA et al.
ASCO 2022;Abstract TPS623

Breast Cancer Poster Session – Local/Regional/Adjuvant
June 6, 2022, 9:00 AM



TRIO-US B-12 TALENT Phase II Study Design

Hurvitz SA et al. ASCO 2021;Abstract TPS603. 



Cancer Cell 2021;39(6):738-42. 



Janjigian YY et al. Cancer Cell 2021;39(6):738-742. 

T-Cell Response and Expansion in Patients with Locally Advanced 
Resectable Esophageal Cancer Who Received Neoadjuvant or 
Adjuvant Immune Checkpoint Blockade



Prior to initiating chemotherapy for a patient with 
gastroesophageal adenocarcinoma, I always evaluate MSI 
(microsatellite instability) status.

1. Agree
2. Disagree
3. In between
4. I haven’t thought much about it



Regulatory and reimbursement issues aside, which first-line 
therapy would you most likely recommend for a 65-year-old 
patient presenting with metastatic HER2-negative, MSI-high
gastric adenocarcinoma? 

1. Chemotherapy
2. Pembrolizumab + chemotherapy
3. Nivolumab + chemotherapy
4. Nivolumab + ipilimumab
5. Pembrolizumab
6. Nivolumab
7. Other



Regulatory and reimbursement issues aside, which first-line 
therapy would you most likely recommend for a 65-year-old 
patient presenting with metastatic HER2-negative, MSI-high
gastric adenocarcinoma? 

FOLFOX + nivolumab

Pembrolizumab

FOLFOX + nivolumab

Pembrolizumab

FOLFOX + nivolumab

FOLFOX + nivolumab



Case Presentation: A 60-year-old man with HER2-negative 
metastatic squamous cell carcinoma of the esophagus 
– PD-L1 70%

Dr KS Kumar (Trinity, Florida)



Case Presentation: A 57-year-old man with a history of GERD 
diagnosed with localized esophageal adenocarcinoma

Dr Gurveen Kaur (Wheeling, West Virginia)



Case Presentation: A 50-year-old man with localized 
gastroesophageal-junction adenocarcinoma

Dr Richard Polkinghorn (Augusta, Maine)



Case Presentation: An 83-year-old man with localized 
HER2-negative esophageal adenocarcinoma

Dr Raymond Lobins (Mentor, Ohio)



Case Presentation: A 63-year-old man with metastatic 
recurrence 1 year after R0 resection for localized squamous 
cell carcinoma of the esophagus 

Dr Erik J Rupard (West Reading, Pennsylvania)



Case Presentation: A 75-year-old man with HER2-negative 
metastatic GEJ adenocarcinoma – MSS

Dr Liudmila Schafer (Kansas City, Missouri)



Case Presentation: A 75-year-old man with HER2-
negative metastatic GEJ adenocarcinoma – MSS 
(continued)

Dr Liudmila Schafer 
(Kansas City, Missouri)

Supraclavicular Lymph Node



Case Presentation: A 75-year-old man with HER2-
negative metastatic GEJ adenocarcinoma – MSS 
(continued)

Dr Liudmila Schafer 
(Kansas City, Missouri)

Gastrohepatic Node 
Gastroesophageal Mass



Case Presentation: An 81-year-old man with HER2-negative 
metastatic GEJ adenocarcinoma – MSS, PD-L1 CPS 5 –
received FOLFOX

Dr Neil Morganstein (Summit, New Jersey)



Checkpoint Inhibitor Approvals in Gastric, GEJ and Esophageal Cancers
Regimen/FDA 
approval date/Pivotal 
trial Location Histology Setting PD-L1

Nivolumab
5/20/21 (CM-577)

Esophageal,
GEJ

Adenocarcinoma
and squamous

• Completed resected, with residual pathologic disease 
after neoadjuvant chemoradiation Not required

Pembrolizumab +
cisplatin/5-FU
3/22/2021 (KN-590)

Esophageal,
GEJ

Adenocarcinoma
and squamous

• Recurrent locally advanced or metastatic
• Not amenable to surgical resection or definitive
chemoradiation

Not required

Nivolumab + mFOLFOX6
or CAPOX
4/16/2021 (CM-649)

Gastric, GEJ,
esophageal Adenocarcinoma • Advanced or metastatic gastric, GEJ or esophageal 

adenocarcinoma Not required

Pembrolizumab 
7/30/2019
(KN-181)

Esophageal, 
GEJ Squamous

• Recurrent locally advanced or metastatic
• Not amenable to surgical resection or definitive 
chemoradiation
• After ≥1 prior lines of systemic therapy

CPS ≥10 

Nivolumab
6/10/2020
(ATTRACTION-3)

Esophageal Squamous

• Unresectable advanced, recurrent or metastatic
• After prior fluoropyrimidine- and platinum-based
chemotherapy Not required

Kelly RJ et al. New Engl J Med. 2021; 384(13):1191-1203. Sun J et al. Lancet. 2021; 398(10302):759-771. Janjigian YY et al. Lancet
2021;398(10294):27-40. Kojima T et al. J Clin Oncol. 2020;38(35):4138-4148. Kato K et al. Lancet Oncol. 2019; 20(11):1506-1517.



Recent FDA Approvals in HER2-Positive Gastric, GEJ and Esophageal 
Cancer

Regimen/FDA approval 
date/Pivotal trial Location Histology Setting PD-L1

Pembrolizumab + 
trastuzumab + 
chemotherapy 
5/5/2021 
(KN-811)

Gastric, 
GEJ Adenocarcinoma

• First-line treatment for locally advanced, 
unresectable or metastatic HER2-positive 
gastric or GEJ adenocarcinoma

Not required

Trastuzumab deruxtecan
1/15/2021 
(DESTINY-Gastric01)

Gastric, 
GEJ Adenocarcinoma • Patients who have received a prior 

trastuzumab-based regimen Not required

Janjigian YY et al. Nature 2021; 600: 727–730. www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-fam-trastuzumab-
deruxtecan-nxki-her2-positive-gastric-adenocarcinomas



New Engl J Med 2022;386;449-62. 



CheckMate 648: Progression-Free Survival for PD-L1 ≥1% and 
in the Overall Population – Nivolumab + Chemotherapy

Doki Y et al. N Engl J Med 2022;386(5):449-62.

PD-L1 ≥1%

Overall Population



CheckMate 648: Overall Survival for PD-L1 ≥1% and in the 
Overall Population – Nivolumab + Chemotherapy  

PD-L1 ≥1%

Overall Population

Doki Y et al. N Engl J Med 2022;386(5):449-62.



CheckMate 648: Progression-Free Survival for PD-L1 ≥1% and 
in the Overall Population – Nivolumab + Ipilimumab

Doki Y et al. New Engl J Med 2022;386;449-62. 



CheckMate 648: Overall Survival for PD-L1 ≥1% and in the 
Overall Population – Nivolumab + Ipilimumab

Doki Y et al. New Engl J Med 2022;386;449-62. 





Janjigian YY et al. ESMO 2021;Abstract LBA7. 

CheckMate 649 Study Design



Janjigian YY et al. ESMO 2021;Abstract LBA7.



Janjigian YY et al. ESMO 2021;Abstract LBA7.



Janjigian YY et al. ESMO 2021;Abstract LBA7.



Janjigian YY et al. ESMO 2021;Abstract LBA7.



Janjigian YY et al. ESMO 2021;Abstract LBA7.



Janjigian YY et al. ESMO 2021;Abstract LBA7.



Janjigian YY et al. ESMO 2021;Abstract LBA7.



. 

Take Home Message from CheckMate 649

Lordick F. ESMO 2021;Discussant. 



. 

CheckMate 649 – Nivolumab with Ipilimumab

Lordick F. ESMO 2021;Discussant. 



. Lordick F. ESMO 2021;Discussant. 



. Lordick F. ESMO 2021;Discussant. 



. Lordick F. ESMO 2021;Discussant. 



. Lordick F. ESMO 2021;Discussant. 



. 

Tumor Biology Is Key

Lordick F. ESMO 2021;Discussant. 



Which adjuvant systemic therapy would you currently recommend 
to a patient with HER2-negative, microsatellite-stable (MSS) 
squamous cell carcinoma of the esophagus who receives 
neoadjuvant carboplatin/paclitaxel and concurrent 
radiation therapy and has residual disease at surgery?

Nivolumab

Nivolumab

Nivolumab

Nivolumab

Nivolumab

Nivolumab



For a patient with esophageal/gastroesophageal junction (GEJ) 
cancer to whom you opt to administer adjuvant nivolumab, how 
long do you continue treatment, assuming the patient is 
responding and tolerating it well? 

1 year

1 year

1 year

1 year

1 year

1 year



Outside of a clinical trial, have you or would you attempt to 
access an anti-PD-1/PD-L1 antibody as part of adjuvant therapy 
for a patient with MSS esophageal cancer who receives 
neoadjuvant carboplatin/paclitaxel and concurrent radiation 
therapy and has no evidence of residual disease at surgery?

I have not
and would not

I have not 
and would not

I have not 
and would not

I have not 
and would not

I have not 
and would not

I have not but would 
for the right patient



An older, frail patient with MSS esophageal cancer (PD-L1 CPS = 0)
who is not a candidate for surgical resection has a good response 
to definitive chemoradiation therapy. Regulatory and 
reimbursement issues aside, would you offer an adjuvant 
anti-PD-1/PD-L1 antibody?

No

No

No

No

No

No

CPS = combined positive score



An older, frail patient with MSS esophageal cancer (PD-L1 CPS = 10)
who is not a candidate for surgical resection has a good response to 
definitive chemoradiation therapy. Regulatory and reimbursement 
issues aside, would you offer an adjuvant anti-PD-1/PD-L1 
antibody?

No

Yes

No

No

No

Yes



Regulatory and reimbursement issues aside, which first-line 
therapy would you most likely recommend for a 65-year-old 
patient presenting with metastatic HER2-negative, MSS gastric 
adenocarcinoma with a PD-L1 CPS of 0? 

FOLFOX

FOLFOX

FOLFOX

FOLFOX

Chemotherapy

FOLFOX + nivolumab



Regulatory and reimbursement issues aside, which first-line 
therapy would you most likely recommend for a 65-year-old 
patient presenting with metastatic HER2-negative, MSS gastric 
adenocarcinoma with a PD-L1 CPS of 1? 

FOLFOX

FOLFOX

FOLFOX

FOLFOX

Chemotherapy

FOLFOX + nivolumab



Regulatory and reimbursement issues aside, which first-line 
therapy would you most likely recommend for a 65-year-old 
patient presenting with metastatic HER2-negative, MSS gastric 
adenocarcinoma with a PD-L1 CPS of 5? 

FOLFOX or FOLFOX + 
pembro

FOLFOX + nivolumab

FOLFOX + nivolumab

FOLFOX + nivolumab

FOLFOX + nivolumab

FOLFOX + nivolumab



Regulatory and reimbursement issues aside, what would you 
currently recommend as second-line therapy for a patient with 
metastatic HER2-negative, MSS adenocarcinoma of the GEJ     
(PD-L1 CPS ≥5) who has experienced disease progression on first-
line FOLFOX/nivolumab or FOLFOX/pembrolizumab? 

Ramucirumab/ 
paclitaxel

Ramucirumab/ 
paclitaxel

Ramucirumab/ 
paclitaxel

Ramucirumab/ 
paclitaxel

Ramucirumab/ 
paclitaxel

Ramucirumab/ 
paclitaxel



Beyond paclitaxel, are there any other chemotherapeutic agents 
that you are comfortable combining with ramucirumab for your 
patients with relapsed gastroesophageal cancer? 

FOLFIRI

FOLFIRI + ramucirumab

No

FOLFIRI

Irinotecan

FOLFIRI



Lancet 2021;398:27-40.



2022



Nature 2022;603(7903):942-8. 



Future Oncol 2021;17(22):2847-55.



A Randomized Phase 3 Study Evaluating the Efficacy 
and Safety of First-Line Pembrolizumab plus 
Lenvatinib plus Chemotherapy versus Chemotherapy 
in Patients with Advanced/Metastatic 
Gastroesophageal Adenocarcinoma: LEAP-015 

Cohen DJ et al.
Gastrointestinal Cancer Symposium 2022;Abstract TPS369





Janjigian YY. ESMO 2021 Discussant for LBA52, LBA53, LBA54 and LBA55.



Janjigian YY. ESMO 2021 Discussant for LBA52, LBA53, LBA54 and LBA55.



2020; 6(10):1571–1580. 



KEYNOTE 062: Pembrolizumab Monotherapy 

Shitara K et al. JAMA Oncol. 2020;6(10):1571-80. 



KEYNOTE 062: Overall Survival in MSI-H, CPS ≥1

Shitara K et al. JAMA Oncol. 2020;6(10):1571-80. 



Phase III RATIONALE 306 Trial of First-Line Tislelizumab with 
Chemotherapy for Advanced Esophageal Cancer Meets Its Primary 
Overall Survival Endpoint 
Press Release – April 27, 2022
"[Positive topline results were announced] from an interim analysis of the Phase III RATIONALE 306 
study, which showed anti-PD-1 immune checkpoint inhibitor tislelizumab plus chemotherapy 
significantly improved overall survival (OS) compared to chemotherapy in patients with previously 
untreated unresectable, locally advanced, recurrent or metastatic esophageal squamous cell 
carcinoma (ESCC), regardless of PD-L1 expression. These data will be submitted to regulatory 
authorities, and will be presented at an upcoming medical meeting.

RATIONALE 306 (NCT03783442) is a multi-regional Phase III, randomized, placebo-controlled, 
double-blind study of tislelizumab in combination with chemotherapy versus chemotherapy alone 
in patients with unresectable, locally advanced recurrent or metastatic ESCC. Approximately 649 
study participants were randomized 1:1 to receive either tislelizumab plus chemotherapy or 
chemotherapy alone. The primary endpoint is OS. Secondary endpoints include progression-free 
survival, objective response rate, duration of response, health-related quality of life measures and 
safety.” 

https://www.novartis.com/news/media-releases/novartis-tislelizumab-plus-chemotherapy-significantly-improved-overall-
survival-first-line-treatment-advanced-esophageal-cancer-phase-iii-study





Phase II RAMIRIS Trial of Second-Line Ramucirumab with FOLFIRI: 
Patients with Advanced or Metastatic Gastroesophageal 
Adenocarcinoma with or without Prior Docetaxel

Lorenzen S et al. Eur J Cancer 2022;165:48-57. 

Paclitaxel:

FOLFIRI (n = 48): Median PFS 4.6 mos
Paclitaxel (n = 24): Median PFS 2.1 mos

FOLFIRI
Paclitaxel

FOLFIRI (n = 72): Median PFS 3.9 mos
Paclitaxel (n = 38): Median PFS 3.7 mos

FOLFIRI
Paclitaxel

FOLFIRI (n = 72): Median PFS 6.8 mos
Paclitaxel (n = 38): Median PFS 7.6 mos

FOLFIRI
Paclitaxel

FOLFIRI (n = 48): Median PFS 7.5 mos
Paclitaxel (n = 24): Median PFS 6.6 mos

FOLFIRI
Paclitaxel



Surgical and Pathological Outcome, and Pathological 
Regression, in Patients Receiving Perioperative 
Atezolizumab in Combination with FLOT Chemotherapy 
versus FLOT Alone for Resectable Esophagogastric 
Adenocarcinoma: Interim Results from DANTE, a 
Randomized, Multicenter, Phase IIb Trial of the FLOT-AIO 
German Gastric Cancer Group and Swiss SAKK
Al-Batran SE et al.
ASCO 2022;Abstract 4003

Primary Track: Gastrointestinal Cancer—Gastroesophageal, Pancreatic, and Hepatobiliary 
Oral Session: June 5, 2022, 9:12 AM



Published online ahead of print 2022; CCR-21-4016. 



Meet The Professor with Dr Janjigian

Introduction

MODULE 1: HER2-Negative Gastroesophageal Cancers

MODULE 2: HER2-Positive Gastroesophageal Cancers

• Dr Kaur: A 66-year-old woman with metastatic esophageal adenocarcinoma – PD-L1 CPS 5, HER2 amplification

• Dr Morganstein: A 62-year-old man with HER2-positive metastatic gastric cancer

• Dr Markowski: A 62-year-old man with diffuse metastatic HER2-positive esophageal adenocarcinoma

MODULE 3: Journal Club with Dr Janjigian

MODULE 4: Appendix of Key Publications



MOUNTAINEER-02: Phase II/III Study of Tucatinib, 
Trastuzumab, Ramucirumab, and Paclitaxel in 
Previously Treated HER2+ Gastric or Gastroesophageal 
Junction Adenocarcinoma (GEC): Trial in Progress 
Catenacci DV et al.
ESMO 2021;Abstract 1434TiP



Tucatinib Proposed Mechanism of Action

Catenacci DV et al. ESMO 2021;Abstract 1434TiP.



MOUNTAINEER-02 Phase II/III Study Design

Catenacci DV et al. ESMO 2021;Abstract 1434TiP.



Regulatory and reimbursement issues aside, what would be your 
preferred first-line treatment for a patient with newly diagnosed 
metastatic HER2-positive, PD-L1-negative (CPS = 0), MSS gastric 
adenocarcinoma? 

1. FOLFOX/trastuzumab
2. Trastuzumab/chemotherapy/anti-PD-1/PD-L1 antibody
3. Trastuzumab/nivolumab + ipilimumab
4. Trastuzumab deruxtecan
5. Anti-PD-1/PD-L1 antibody/chemotherapy
6. Nivolumab + ipilimumab
7. Anti-PD-1/PD-L1 antibody monotherapy
8. Other



Regulatory and reimbursement issues aside, what would be your 
preferred first-line treatment for a patient with newly diagnosed 
metastatic HER2-positive, MSS gastric adenocarcinoma with a 
PD-L1 CPS of 0? 

Trastuzumab/FOLFOX/ 
pembro

FOLFOX/trastuzumab

FOLFOX/trastuzumab

Trastuzumab/chemo*/ 
pembro

Trastuzumab/FOLFOX/ 
pembro

Trastuzumab/CAPOX/
pembro

* FOLFOX or CAPOX



Regulatory and reimbursement issues aside, what would be your 
preferred first-line treatment for a patient with newly diagnosed 
metastatic HER2-positive, PD-L1-positive (CPS >1), MSS gastric 
adenocarcinoma? 

1. FOLFOX/trastuzumab
2. Trastuzumab/chemotherapy/anti-PD-1/PD-L1 antibody
3. Trastuzumab/nivolumab + ipilimumab
4. Trastuzumab deruxtecan
5. Anti-PD-1/PD-L1 antibody/chemotherapy
6. Nivolumab + ipilimumab
7. Anti-PD-1/PD-L1 antibody monotherapy
8. Other



Regulatory and reimbursement issues aside, what would be your 
preferred first-line treatment for a patient with newly diagnosed 
metastatic HER2-positive, MSS gastric adenocarcinoma with a 
PD-L1 CPS ≥1?

Trastuzumab/FOLFOX/ 
pembro

Trastuzumab/FOLFOX/ 
pembro

FOLFOX/trastuzumab

Trastuzumab/CAPOX/ 
pembro

Trastuzumab/FOLFOX/ 
pembro

Trastuzumab/CAPOX/ 
pembro



Case Presentation: A 66-year-old woman with metastatic 
esophageal adenocarcinoma – PD-L1 CPS 5, HER2 
amplification

Dr Gurveen Kaur (Wheeling, West Virginia)



Case Presentation: A 62-year-old man with HER2-positive 
metastatic gastric cancer

Dr Neil Morganstein (Summit, New Jersey)



Case Presentation: A 62-year-old man with diffuse 
metastatic HER2-positive esophageal adenocarcinoma and 
high PD-L1 CPS

Dr Paul Markowski (Summit, New Jersey)



Have you or would you administer HER2-targeted therapy as a 
component of (neo)adjuvant therapy to a patient with HER2-
positive gastric/GEJ adenocarcinoma outside of a clinical trial?

I have not and 
would not

I have not and 
would not

I have but would not 
any longer

I have not and 
would not

I have not and 
would not

I have not but would for 
the right patient



Regulatory and reimbursement issues aside, what would you 
currently recommend as second-line therapy for a patient with 
metastatic HER2-positive, MSS gastric adenocarcinoma (PD-L1 
CPS ≥1) with disease progression on FOLFOX/trastuzumab?

Ramucirumab/ 
paclitaxel

Trastuzumab 
deruxtecan if HER2+ on 

re-biopsy

Trastuzumab 
deruxtecan

Ramucirumab/ 
paclitaxel

Ramucirumab/ 
paclitaxel

CAPOX + 
pembrolizumab



Regulatory and reimbursement issues aside, what would you 
currently recommend as second-line therapy for a patient with 
metastatic HER2-positive, MSS gastric adenocarcinoma (PD-L1 CPS ≥1) 
with disease progression on FOLFOX/trastuzumab/pembrolizumab?

Ramucirumab/ 
paclitaxel

Trastuzumab 
deruxtecan if HER2+ on 

re-biopsy

Trastuzumab 
deruxtecan

Ramucirumab/ 
paclitaxel

Ramucirumab/ 
paclitaxel

Trastuzumab 
deruxtecan



Have any of your patients receiving trastuzumab deruxtecan for 
advanced gastric/GEJ adenocarcinoma developed interstitial lung 
disease (ILD)?

No

Yes

No

No

No

Yes



Future Oncol 2021;17(5):491-501. 



Nature 2021;600(7890):727-30. 



Janjigian YY et al. Nature 2021;600(7890):727-30.

KEYNOTE-811: Overall Response Rate (ORR)

Pembrolizumab Placebo

ORR: 74%
CR: 11%

ORR: 52%
CR: 3%





Janjigian YY. ESMO 2021 Discussant for LBA52, LBA53, LBA54 and LBA55.



Janjigian YY. ESMO 2021 Discussant for LBA52, LBA53, LBA54 and LBA55.

LBA54



Janjigian YY. ESMO 2021 Discussant for LBA52, LBA53, LBA54 and LBA55.



LBA55

Janjigian YY. ESMO 2021 Discussant for LBA52, LBA53, LBA54 and LBA55.



Janjigian YY. ESMO 2021 Discussant for LBA52, LBA53, LBA54 and LBA55.



Dose-Escalation and Dose-Expansion Study of 
Trastuzumab Deruxtecan (T-DXd) Monotherapy and 
Combinations in Patients (pts) with 
Advanced/Metastatic HER2+ Gastric Cancer 
(GC)/Gastroesophageal Junction Adenocarcinoma 
(GEJA): DESTINY-Gastric03 

Janjigian YY et al.
Gastrointestinal Cancer Symposium 2022;Abstract 295



The First Report of K-Umbrella Gastric Cancer Study: An 
Open Label, Multi-Center, Randomized, Biomarker-
Integrated Trial for Second-Line Treatment of Advanced 
Gastric Cancer (AGC)

Rha SY et al.
ASCO 2022;Abstract 4001

Primary Track: Gastrointestinal Cancer—Gastroesophageal, Pancreatic, and Hepatobiliary 
Oral Session: June 5, 2022, 9:00 AM
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Introduction

MODULE 1: HER2-Negative Gastroesophageal Cancers

MODULE 2: HER2-Positive Gastroesophageal Cancers

MODULE 3: Journal Club with Dr Janjigian

MODULE 4: Appendix of Key Publications





Ann Thorac Surg 2021;112(6):1775-81. 



JCO Clin Cancer Inform 2021;5:221-30. 



Meet The Professor with Dr Janjigian

Introduction

MODULE 1: HER2-Negative Gastroesophageal Cancers

MODULE 2: HER2-Positive Gastroesophageal Cancers

MODULE 3: Journal Club with Dr Janjigian

MODULE 4: Appendix of Key Publications



HER2-Negative Gastroesophageal Cancers



Nature 2022;[Online ahead of print].



Shitara K et al. Nature 2022;[Online ahead of print].

CheckMate 649: Overall Survival
PD-L1 CPS ≥5 All randomly assigned patients

CPS = combined positive score



CheckMate 649: Efficacy Subgroup Analysis by PD-L1 CPS 
Excluding Patients with MSI-High Tumors

Shitara K et al. Nature 2022;[Online ahead of print].



N Engl J Med 2022;386(5):449-62.



CheckMate 648: Progression-Free Survival for PD-L1 ≥1% and 
in the Overall Population

Doki Y et al. N Engl J Med 2022;386(5):449-62.

PD-L1 ≥1%

Overall Population



CheckMate 648: Overall Survival for PD-L1 ≥1% and in the 
Overall Population  

PD-L1 ≥1%

Overall Population

Doki Y et al. N Engl J Med 2022;386(5):449-62.



CheckMate 648: Antitumor Activity (BICR)

Endpoint

PD-L1 ≥1% Overall population

Nivo/chemo
(n = 158)

Nivo/ipi
(n = 158)

Chemotherapy
(n =  157)

Nivo/chemo
(n = 321)

Nivo/ipi
(n = 325)

Chemotherapy
(n = 324)

ORR 53% 35% 20% 47% 28% 27%

Best overall response

CR 16% 18% 5% 13% 11% 6%

PR 37% 18% 15% 34% 17% 21%

SD 25% 27% 46% 32% 32% 46%

PD 14% 30% 15% 13% 32% 12%

Median DoR 8.4 mo 11.8 mo 5.7 mo 8.2 mo 11.1 mo 7.1 mo

Pts with 
ongoing 
response

13% 25% 3% 17% 22% 6%

Doki Y et al. N Engl J Med 2022;386(5):449-62.

BICR = blinded independent central review



CheckMate 648: Select Treatment-Related Adverse Events

Endpoint

Nivolumab/chemotherapy
(N = 310)

Nivolumab/ipilimumab
(N = 322)

Chemotherapy
(N = 304)

Any grade Grade 3 or 4 Any grade Grade 3 or 4 Any grade Grade 3 or 4

Serious AEs 53% 35% 20% 47% 28% 27%

AEs leading to 
discontinuation

16% 18% 5% 13% 11% 6%

Nausea 59% 4% 8% <1% 52% 3%

Stomatitis 32% 6% 4% 0 23% 2%

Anemia 30% 10% 4% 1% 22% 6%

Decreased 
neutrophils

21% 8% 1% 0 17% 8%

Decreased white 
cells

14% 4% 1% 0 9% 2%

Doki Y et al. N Engl J Med 2022;386(5):449-62.





CheckMate 577: Disease-Free Survival (DFS) 

Kelly RJ et al. ASCO 2021;Abstract 4003.



Gastrointestinal Cancers Symposium 2022;Abstract 241.



KEYNOTE-590: Survival Analyses (All Patients) 

Metges JP et al. Gastrointestinal Cancers Symposium 2022;Abstract 241.

OS = overall survival; PFS = progression-free survival



KEYNOTE-590: Overall Survival (OS) in Prespecified Subgroups 

Metges JP et al. Gastrointestinal Cancers Symposium 2022;Abstract 241.

ESCC = esophageal squamous cell carcinoma



KEYNOTE-590: Overall Survival in Select Subgroups 

Metges JP et al. Gastrointestinal Cancers Symposium 2022;Abstract 241.



KEYNOTE-590: Antitumor Response 

Metges JP et al. Gastrointestinal Cancers Symposium 2022;Abstract 241.



KEYNOTE-590: Adverse Events Summary 

Metges JP et al. Gastrointestinal Cancers Symposium 2022;Abstract 241.



Abstract LBA53



ORIENT-16: Phase III Trial Design

Xu J et al. ESMO 2021;Abstract LBA53.



ORIENT-16: Overall Survival (OS) with Sintilimab and Chemotherapy 
for Advanced Gastric or GEJ Adenocarcinoma

Xu J et al. ESMO 2021;Abstract LBA53.

All patientsPD-L1 CPS ≥5



ESMO 2021;Abstract LBA52.



ORIENT-15: Overall Survival with Sintilimab and Chemotherapy for 
Advanced or Metastatic Esophageal Squamous Cell Carcinoma

Shen L et al. ESMO 2021;Abstract LBA52.

All patientsPD-L1 CPS ≥10



et al

2022;40(3):277-88.e3



JUPITER-06: Progression-Free Survival (BICR, ITT Population) 

Wang ZX et al. Cancer Cell 2022;40(3):277-88.e3



JUPITER-06: Overall Survival (ITT Population) 

Wang ZX et al. Cancer Cell 2022;40(3):277-88.e3



JUPITER-06: Tumor Response 

Wang ZX et al. Cancer Cell 2022;40(3):277-88.e3



JUPITER-06: Select Treatment-Emergent Adverse Events (TEAEs) 

Wang ZX et al. Cancer Cell 2022;40(3):277-88.e3



JAMA 2021;326(10):916-25.

Luo H et al. JAMA 2021;326(10):916-25. 



ESCORT-1st: Overall Survival (Coprimary Endpoint)

Median OS: 15.3 mo

Median OS: 12.0 mo

Luo H et al. JAMA 2021;326(10):916-25. 



ESCORT-1st: Progression-Free Survival (Coprimary Endpoint)

Median PFS: 6.9 mo

Median PFS: 5.6 mo

Luo H et al. JAMA 2021;326(10):916-25. 



ESCORT-1st: Select Adverse Events

Luo H et al. JAMA 2021;326(10):916-25. 



ESCORT-1st: Immune-Related Adverse Events

Luo H et al. JAMA 2021;326(10):916-25. 



Lancet Oncol 2014;15(11):1224-35.

Lancet 2014;383(9911):31-9.



Pivotal Phase III Studies of Ramucirumab for Advanced Gastric 
or GEJ Adenocarcinoma

Study N Setting Treatment Median OS
Hazard ratio

(p-value)

REGARD 355 PD after first-line therapy Ramucirumab
Placebo

5.2 mo
3.8 mo

HR: 0.776
(p = 0.047)

RAINBOW 665 PD after first-line therapy Ramucirumab/paclitaxel
Placebo/paclitaxel

9.6 mo
7.4 mo

HR: 0.807
(p = 0.017)

Fuchs CS et al. Lancet 2014;383(9911):31-9. Wilke H et al. Lancet Oncol 2014;15(11):1224-35. 





Phase II RAMIRIS Trial of Second-Line Ramucirumab with FOLFIRI: 
Patients with Advanced or Metastatic Gastroesophageal 
Adenocarcinoma with or without Prior Docetaxel

Lorenzen S et al. Eur J Cancer 2022;165:48-57. 

Paclitaxel:

FOLFIRI (n = 48): Median PFS 4.6 mos
Paclitaxel (n = 24): Median PFS 2.1 mos

FOLFIRI
Paclitaxel

FOLFIRI (n = 72): Median PFS 3.9 mos
Paclitaxel (n = 38): Median PFS 3.7 mos

FOLFIRI
Paclitaxel

FOLFIRI (n = 72): Median PFS 6.8 mos
Paclitaxel (n = 38): Median PFS 7.6 mos

FOLFIRI
Paclitaxel

FOLFIRI (n = 48): Median PFS 7.5 mos
Paclitaxel (n = 24): Median PFS 6.6 mos

FOLFIRI
Paclitaxel



Lancet Oncol 2018;19(11):1437-48.



TAGS: Overall Survival (Intent-to-Treat Population) 

Shitara K et al. Lancet Oncol 2018;19(11):1437-48.

TAS-102
(n = 337)

Placebo
(n = 170)

Hazard 
ratio p-value

Median OS 5.7 mo 3.6 mo 0.69 0.00029



HER2-Positive Gastroesophageal Cancers



Nature 2021;600(7890):727-30.



Janjigian YY et al. Nature 2021;600(7890):727-30.

KEYNOTE-811: Overall Response Rate (ORR)

Pembrolizumab Placebo

ORR: 74%
CR: 11%

ORR: 52%
CR: 3%



Janjigian YY et al. Nature 2021;600(7890):727-30.

KEYNOTE-811: Summary of Adverse Events



2022



Yamaguchi K et al. Gastrointestinal Cancers Symposium 2022;Abstract 242.

DESTINY-Gastric01 Randomized, Phase II Study Design

PC = physician's choice



DESTINY-Gastric01: Antitumor Activity

Yamaguchi K et al. Gastrointestinal Cancers Symposium 2022;Abstract 242.



DESTINY-Gastric01: Final Overall Survival (OS)

Yamaguchi K et al. Gastrointestinal Cancers Symposium 2022;Abstract 242.



DESTINY-Gastric01: Select Adverse Events

Adverse event

T-DXd
(n = 125)

PC overall
(n = 62)

Any grade Grade ≥3 Any grade Grade ≥3

Neutrophil count decrease 65% 51% 36% 24%

Nausea 63% 6% 47% 2%

Decreased appetite 61% 17% 45% 13%

Anemia 58% 38% 31% 23%

Platelet count decrease 40% 11% 7% 3%

WBC count decrease 38% 21% 36% 11%

Lymphocyte count decrease 23% 12% 3% 2%

16 patients (13%) had T-DXd-related interstitial lung disease/pneumonitis
• 13/16 were Grade 1 or 2
• Median time to first onset: 102.5 days

Yamaguchi K et al. Gastrointestinal Cancers Symposium 2022;Abstract 242.



DESTINY-Gastric01: Exploratory Biomarker Analysis of OS in 
HER2-Positive or HER2-Low Advanced Gastric or GEJ Cancer

Exploratory biomarker in primary HER2-positive cohort Median OS
Plasma HER2 amplification

Not amplified
Amplified

12.1 mo
13.0 mo

Plasma HER2 copy number*
Above 6.0
Below 6.0

21.2 mo
12.0 mo

Exploratory biomarker in exploratory HER2-low cohort
Plasma HER2 extracellular domain†

Above 11.6 ng/mL
Below 11.6 ng/mL

10.1 mo
4.3 mo

*An exploratory cutoff (copy number = 6.0) value was determined, which minimized p-value, estimated by 
log-rank test. Below 6.0 includes patients without amplification; † An exploratory cutoff value of 11.6 ng/mL 
in exploratory cohorts was determined, which minimized p-value, estimated by log-rank test.

Shitari K et al. ESMO World Congress on Gastrointestinal Cancer 2021;Abstract O-14.



Abstract LBA55



DESTINY-Gastric02 Phase II Study Design

Van Cutsem E et al. ESMO 2021;Abstract LBA55.



DESTINY-Gastric02: Best Percent Change in Tumor Size from 
Baseline

Van Cutsem E et al. ESMO 2021;Abstract LBA55.



DESTINY-Gastric02: Safety Summary

Van Cutsem E et al. ESMO 2021;Abstract LBA55.



DESTINY-Gastric02: Treatment-Emergent Adverse Events (TEAEs)

Van Cutsem E et al. ESMO 2021;Abstract LBA55.



DESTINY-Gastric02: Adjudicated Drug-Related Interstitial Lung 
Disease (ILD)/Pneumonitis

Van Cutsem E et al. ESMO 2021;Abstract LBA55.



Novel Targeted Agents



FDA Grants Bemarituzumab Breakthrough Therapy Designation as 
First-Line Treatment for Gastric and Gastroesophageal Cancers that 
Overexpress FGFR2b
Press Release – April 19, 2021

“The US Food and Drug Administration (FDA) granted Breakthrough Therapy 
Designation for investigational bemarituzumab as first-line treatment for patients 
with fibroblast growth factor receptor 2b (FGFR2b) overexpressing and human 
epidermal growth factor receptor 2 (HER2)-negative metastatic and locally advanced 
gastric and gastroesophageal (GEJ) adenocarcinoma in combination with modified 
FOLFOX6 (fluoropyrimidine, leucovorin, and oxaliplatin), based on an FDA-
approved companion diagnostic assay showing at least 10% of tumor cells 
overexpressing FGFR2b.”

This designation is supported by results from the Phase 2 FIGHT trial.

https://www.amgen.com/newsroom/press-releases/2021/04/amgens-investigational-targeted-treatment-bemarituzumab-
granted-breakthrough-therapy-designation



Abstract 4010



Bemarituzumab Mechanism of Action

Catenacci DV et al. ASCO 2021;Abstract 4010.



FIGHT: Efficacy of First-Line Bemarituzumab with Modified 
FOLFOX6 for Gastric/GEJ Adenocarcinoma

Catenacci DV et al. ASCO 2021;Abstract 4010.

• Median OS was reached in the overall population with longer follow-up – 5.7-mo improvement



FIGHT: Selected Treatment-Related Adverse Event Summary

Catenacci DV et al. ASCO 2021;Abstract 4010.



Zolbetuximab Mechanism of Action

.

Nucleus

Adapted from Siddiqui A, Almhanna K. Cancers 2021;13(17):4322.



Ann Oncol 2021;32(5):609-19.



FAST: Overall Survival with Zolbetuximab in Combination with
Chemotherapy for Advanced CLDN18.2-Positive Gastric and 
Gastroesophageal Adenocarcinoma

Sahin U et al. Ann Oncol 2021;32(5):609-19.

Overall population
Patients with ≥70% 

CLDN18.2-positive tumor cells

Median OS
EOX (n = 84): 8.3 months
EOX + zolbetuximab (n = 77): 13.0 months
HR (p-value): 0.55 (<0.0005)

Median OS
EOX (n = 59): 8.9 months
EOX + zolbetuximab (n = 57): 16.5 months
HR (p-value): 0.50 (<0.0005)

EOX = epirubicin/oxaliplatin/capecitabine



FAST: Select Treatment-Emergent Adverse Events

Sahin U et al. Ann Oncol 2021;32(5):609-19.

Adverse event

EOX (n = 84) EOX + zolbetuximab (n = 77)

Any grade Grade ≥3 Any grade Grade ≥3 

Nausea 76.2% 4.8% 81.8% 6.5%

Vomiting 54.8% 3.6% 67.5% 10.4%

Anemia 35.7% 7.1% 45.5% 11.7%

Neutropenia 34.5% 21.4% 44.2% 32.5%

Weight loss 31.0% 3.6% 32.5% 11.7%

Fatigue 20.2% 3.6% 31.2% 6.5%

Leukopenia 16.7% 6.0% 15.6% 7.8%



Ongoing Phase III Trials of Zolbetuximab in Combination 
with Chemotherapy as First-Line Therapy for Gastric or GEJ 
Adenocarcinoma 

Trial identifier N Setting Study arms

GLOW
(NCT03653507) 507

• Locally advanced 
unresectable or 
metastatic

• CLDN18.2-positive
• HER2-negative

• Zolbetuximab + CAPOX
• Placebo + CAPOX

SPOTLIGHT
(NCT03504397) 550

• Locally advanced 
unresectable or 
metastatic

• CLDN18.2-positive
• HER2-negative

• Zolbetuximab + mFOLFOX6
• Placebo + mFOLFOX6

www.clinicaltrials.gov. Accessed March 2022.



ILUSTRO: Phase II Study of Zolbetuximab Alone or in Combination 
with Chemotherapy, Immunotherapy or Both for Metastatic or 
Locally Advanced Unresectable Gastric or GEJ Adenocarcinoma

Trial Identifier: NCT03505320 (Open)

R
Histologically confirmed gastric or GEJ 
adenocarcinoma
Locally advanced, unresectable or metastatic 
disease

Positivity for CLDN18.2 expression

Cohort 1A
Zolbetuximab

Cohort 2
Zolbetuximab + mFOLFOX6

Cohort 3A
Zolbetuximab + pembrolizumab

Cohort 4A/4B
Zolbetuximab + mFOLFOX6

+/- nivolumab

Primary endpoint: Objective response rate with 
zolbetuximab monotherapy
Secondary endpoints include PFS, pharmacokinetics, safety 
and tolerability

www.clinicaltrials.gov; Accessed March 2022.



Cases from the Community: Urologic Oncology 
Investigators Provide Perspectives on the 
Optimal Management of Prostate Cancer 

and Urothelial Bladder Cancer

Prostate Cancer
8:00 AM – 10:00 AM CT (9:00 AM – 11:00 AM ET)
Faculty
Raoul S Concepcion, MD
Fred Saad, MD
Matthew R Smith, MD, PhD
Moderator
Emmanuel S Antonarakis, MD

Urothelial Bladder Cancer
6:00 PM – 8:00 PM CT (7:00 PM – 9:00 PM ET)
Faculty
Matthew D Galsky, MD
Ashish M Kamat, MD, MBBS
Stephen B Williams, MD, MS
Moderator
Sumanta Kumar Pal, MD

Friday, May 13, 2022



Thank you for joining us!

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


