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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

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.
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Thank you for joining us!

NCPD credit information will be emailed to each 
participant within 3 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.





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 



Meet The Professor
Current and Future Management 

of Myelofibrosis
Wednesday, May 25, 2022

5:00 PM – 6:00 PM ET

John Mascarenhas, MD
Faculty 

Moderator
Neil Love, MD



Meet The Professor
Optimizing the Management of 

Gastroesophageal Cancers
Thursday, May 26, 2022
5:00 PM – 6:00 PM ET

Harry H Yoon, 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 (12:45 PM – 1:45 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 (7:30 PM – 10:00 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 CT (7:45 AM – 8:45 AM ET)
Faculty
Andrew J Armstrong, MD, ScM
Alan H Bryce, MD
Alicia K Morgans, MD, MPH

Gastrointestinal Cancers 
Saturday, June 4, 2022
7:00 PM – 9:30 PM CT (8:00 PM – 10:30 PM ET)
Faculty
Tanios Bekaii-Saab, MD
Kristen K Ciombor, MD, MSCI
Eileen M O’Reilly, MD
Philip A Philip, MD, PhD, FRCP
John Strickler, MD
Eric Van Cutsem, MD, PhD



Exciting CME Events in Chicago You Do Not Want to Miss

Ovarian Cancer
Sunday, June 5, 2022
6:45 AM – 7:45 AM CT (7:45 AM – 8:45 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 (8:00 PM – 10:30 PM ET)
Faculty
Ian W Flinn, MD, PhD
Brian T Hill, MD, PhD
John P Leonard, MD
Matthew Lunning, DO
Laurie H Sehn, MD, MPH
Mitchell R Smith, MD, PhD

Bladder Cancer
Monday, June 6, 2022
6:45 AM – 7:45 AM CT (7:45 AM – 8:45 AM ET)
Faculty
Yohann Loriot, MD, PhD
Elizabeth R Plimack, MD, MS
Jonathan E Rosenberg, MD

Breast Cancer
Monday, June 6, 2022
7:00 PM – 9:30 PM CT (8:00 PM – 10:30 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 CT (7:45 AM – 8:45 AM ET)
Faculty
Ajai Chari, MD
Elizabeth O’Donnell, MD
Robert Z Orlowski, MD, PhD

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



Gastroesophageal Cancers
Wednesday, May 18, 2022

5:00 PM – 6:00 PM ET

Moderator
Neil Love, MD

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

Faculty 

An NCPD Program for Oncology Nurses

What I Tell My Patients:
New Treatments and Clinical Trial Options



Commercial Support

This activity is supported by educational grants from Astellas and Lilly.

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 Ciombor — Disclosures

Advisory Committee
Array BioPharma Inc, a subsidiary of Pfizer Inc, Loxo Oncology Inc, a 
wholly owned subsidiary of Eli Lilly & Company, Merck, Personalis Inc, 
Pfizer Inc, Replimune

Consulting Agreements Merck, Pfizer Inc, Seagen Inc

Contracted Research
Bristol-Myers Squibb Company, Calithera Biosciences, Daiichi Sankyo 
Inc, Genentech, a member of the Roche Group, Incyte Corporation, 
Merck, NuCana, Pfizer Inc



Ms Mitchell — Disclosures

No relevant conflicts of interest to disclose.



Faculty

Kristen K Ciombor, MD, MSCI
Associate Professor of Medicine
Division of Hematology/Oncology
Vanderbilt-Ingram Cancer Center
Nashville, Tennessee

Moderator
Neil Love, MD
Research To Practice
Miami, Florida

Jessica Mitchell, APRN, CNP, MPH
Assistant Professor of Oncology
Mayo Clinic College of Medicine and Science
Rochester, Minnesota



The Core Oncology Triad
Developing an Individualized Oncology Strategy



Agenda: 
Management of Gastroesophageal Cancers

Introduction – Overview 

Module 1 – Management of Localized Disease

Module 2 – Management of HER2-Negative Metastatic Disease

Module 3 – Management of HER2-Positive Metastatic Disease









Agenda: 
Management of Gastroesophageal Cancers

Introduction – Overview 

Module 1 – Management of Localized Disease

Module 2 – Management of HER2-Negative Metastatic Disease

Module 3 – Management of HER2-Positive Metastatic Disease



What are the incidence and mortality trends in 
gastrointestinal (GI) cancers, and are more patients 

being diagnosed at an earlier age?

Key Questions in Upper Gastrointestinal Cancers



. 

N Engl J Med 2022;386(16):1547-58.



Trends in Colorectal Cancer Incidence (1995–2016) and Mortality 
(1970–2017) in the United States: 0-49 Years of Age

Sinicrope FA. N Engl J Med 2022;386(16):1547-58.



Trends in Colorectal Cancer Incidence (1995–2016) and Mortality 
(1970–2017) in the United States: 50-64 Years of Age

Sinicrope FA. N Engl J Med 2022;386(16):1547-58.



Trends in Colorectal Cancer Incidence (1995–2016) and Mortality 
(1970–2017) in the United States: 65 Years of Age or Older

Sinicrope FA. N Engl J Med 2022;386(16):1547-58.



. 

JAMA Netw Open 2021;4(7):e2118457.



Global Incidence of Gastric Cancer

Wong MCS et al. JAMA Netw Open 2021;4(7):e2118457.



Average Annual Percent Change (AAPC) of the Incidence of 
Gastric Cancer in Individuals 40 Years or Older

Wong MCS et al. JAMA Netw Open 2021;4(7):e2118457.



Average Annual Percent Change (AAPC) of the Incidence of 
Gastric Cancer in Individuals Younger than 40 Years

Wong MCS et al. JAMA Netw Open 2021;4(7):e2118457.



What are some of the biopsychosocial factors that 
affect younger patients with cancer, including the 

impact on minor children?

Key Questions in Upper Gastrointestinal Cancers



Agenda: 
Management of Gastroesophageal Cancers

Introduction – Overview 

Module 1 – Management of Localized Disease

Module 2 – Management of HER2-Negative Metastatic Disease

Module 3 – Management of HER2-Positive Metastatic Disease



Where do upper GI cancers occur anatomically?

How are these cancers usually detected?

How does the tumor stage and histology 
affect treatment selection?

Key Questions in Upper Gastrointestinal Cancers



. 

Tumor Biology Is Key

Lordick F. ESMO 2021;Discussant. 

amplifications



What are Phase I, II and III clinical trials?

Key Questions in Upper Gastrointestinal Cancers



Cowzer D, Janjigian YY. Cancer 2022;128(10):1894-99.

Timeline of US FDA Approvals and Interventions for 
Esophagogastric Cancer



What are the trial design and key findings of the 
CheckMate 577 study evaluating adjuvant 

nivolumab for esophageal or gastroesophageal 
junction cancer?

In what clinical situations is this treatment used?

Key Questions in Upper Gastrointestinal Cancers





CheckMate 577: Phase III Study Design 

Kelly RJ et al. ASCO 2021;Abstract 4003.



CheckMate 577: Disease-Free Survival (DFS) 

Kelly RJ et al. ASCO 2021;Abstract 4003.



In which situations is neoadjuvant systemic 
therapy used?

What typically occurs in terms of toxicity and 
tumor response?

What are the CROSS and FLOT regimens, and 
when are they generally used?

Key Questions in Upper Gastrointestinal Cancers



What do you say to patients with upper GI cancers 
who are about to begin a neoadjuvant treatment 

regimen in terms of what to expect before 
and after surgery? 

Key Questions in Upper Gastrointestinal Cancers



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



What clinical trials are being conducted in 
localized gastroesophageal cancers?

What can we expect from the future?

Key Questions in Upper Gastrointestinal Cancers



Agenda: 
Management of Gastroesophageal Cancers

Introduction – Overview 

Module 1 – Management of Localized Disease

Module 2 – Management of HER2-Negative Metastatic Disease

Module 3 – Management of HER2-Positive Metastatic Disease



What is the usual first-line treatment for 
metastatic HER2-negative metastatic 

gastroesophageal cancer?

How does first-line treatment vary based 
on PD-L1 level?

Key Questions in Upper Gastrointestinal Cancers



In general, what do you say to patients
who are about to receive immunotherapy, and 

how do you explain the common toxicities?

What specific autoimmune issues arise in patients 
receiving checkpoint inhibitors – including endocrine 

abnormalities and dermatologic toxicities?

Key Questions in Upper Gastrointestinal Cancers



Anti-PD-1/PD-L1 Antibodies: Mechanism of Action

• PD-1 expression on tumor-infiltrating lymphocytes is 
associated with decreased cytokine production and effector 
function

MHC

PD-L1

PD-1 PD-1

PD-1 PD-1

T-cell
receptorT-cell

receptor

PD-L1PD-L2

PD-L2

MHC

CD28 B7

T cell

NFκB
Other

PI3K
Dendritic

cellTumor cell

IFNγ

IFNγR

Shp-2
Shp-2

Nivolumab/pembrolizumab: PD-1 receptor blocking Ab
Atezolizumab: PD-L1 receptor blocking Ab



Nature 2022;[Online ahead of print].



Janjigian YY et al. ESMO 2021;Abstract LBA7. 

CheckMate 649: Study Design



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

CheckMate 649: Overall Survival with Nivolumab/Chemotherapy 
versus Chemotherapy

PD-L1 CPS ≥5 All randomly assigned patients

CPS = combined positive score



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



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: 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. 



2020;6(10):1571-80. 



KEYNOTE-062: Pembrolizumab Monotherapy 

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



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

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



What is the long-term prognosis for patients 
with metastatic upper GI cancers?

Are some patients cured with systemic 
therapy alone?

Key Questions in Upper Gastrointestinal Cancers



In what situations is local therapy used to treat 
oligometastases in upper GI cancers?

Key Questions in Upper Gastrointestinal Cancers



What is the usual second-line treatment for 
patients with HER2-negative metastatic 

gastroesophageal cancer?

What are the risks and potential benefits of 
chemotherapy/ramucirumab?

Which forms of chemotherapy can be combined 
with ramucirumab?

Key Questions in Upper Gastrointestinal Cancers



What do you say to patients with metastatic 
upper GI cancers who are about to begin 

treatment with chemotherapy/ramucirumab 
in terms of what to expect? 

Key Questions in Upper Gastrointestinal Cancers



Mechanism of Action of Ramucirumab

• Ramucirumab is a monoclonal antibody that 
binds to the extracellular binding domain of the 
VEGFR-2 receptor, preventing the binding of 
VEGF ligands

• By blocking the activation of VEGFR-2 by VEGF 
ligands, ramucirumab inhibits the angiogenesis 
pathways involved in the development and 
progression of cancer

VEGF ligands

VEGFR-2

RAS

RAF

MEK

ERK

Angiogenesis

Ramucirumab

PI3K/AKT

Survival



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. 

PD = progressive disease





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



What are some of the obstacles you encounter 
in having patients participate in clinical trials?

How do you dispel common misperceptions 
of clinical trial participation?

What are some of the psychosocial issues that 
arise in this situation?

Key Questions in Upper Gastrointestinal Cancers



What are some of the novel systemic therapies 
being evaluated in clinical trials?

What is currently known about zolbetuximab?

What is currently known about bemarituzumab?

Key Questions in Upper Gastrointestinal Cancers



Zolbetuximab Mechanism of Action

.

Nucleus

Adapted from Siddiqui A, K Almhanna. 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)



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: A 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.



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.



What are some of the palliative care issues 
that arise for patients with metastatic 

upper GI cancers?

Key Questions in Upper Gastrointestinal Cancers
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What percent of patients with upper GI cancers 
are considered HER2-positive, and how 

is this determined? 

In general, what are the PD-L1 levels in these patients?

Key Questions in Upper Gastrointestinal Cancers



What is the usual first-line treatment for patients 
with HER2-positive metastatic upper GI cancers? 

How has the treatment approach changed in the 
last year?

Key Questions in Upper Gastrointestinal Cancers



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



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

KEYNOTE-811: Overall Response Rate

Pembrolizumab Placebo

ORR: 74% ORR: 52%



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

KEYNOTE-811: Summary of Adverse Events



What is trastuzumab deruxtecan and how 
does it work? 

How do you generally explain the risks and 
benefits of this agent to patients?

Key Questions in Upper Gastrointestinal Cancers



What do you say to patients with HER2-positive 
metastatic upper GI cancers who are about to 
begin treatment with trastuzumab deruxtecan

in terms of what to expect?

How do you monitor cardiopulmonary toxicity 
in these patients?  

Key Questions in Upper Gastrointestinal Cancers
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Trastuzumab Deruxtecan (T-DXd) Is a Novel Antibody-Drug 
Conjugate (ADC) Designed to Deliver an Antitumor Effect

Siena S et al. ASCO 2020;Abstract 4000.



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

DESTINY-Gastric01 Randomized, Phase II Study Design

ILD = interstitial lung disease; PC = physician's choice of therapy



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.



Appendix of Recent Data Sets



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



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



Nature 2022;[Online ahead of print].



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

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



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

Complete response 16% 18% 5% 13% 11% 6%

Partial response 37% 18% 15% 34% 17% 21%

Stable disease 25% 27% 46% 32% 32% 46%

Progressive disease 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; DoR = duration of response



CheckMate 648: Select Treatment-Related Adverse Events (AEs)

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 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



Gastrointestinal Cancers Symposium 2022;Abstract 241.



KEYNOTE-590: Survival Analyses (All Patients) 

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



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

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



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



Abstract LBA52



ORIENT-15: OS with Sintilimab and Chemotherapy for Advanced 
or Metastatic Esophageal Squamous Cell Cancer

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

TP = paclitaxel/cisplatin



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



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



ESMO World Congress on Gastrointestinal Cancer 2021;Abstract LBA4.



KEYNOTE-811: Confirmed Response at First Interim Analysis

ORR: 74.4% ORR: 51.9%

Janjigian YY et al. ESMO World Congress on Gastrointestinal Cancer 2021;Abstract LBA4.
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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 of Tumor Size from 
Baseline

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

ORR = objective response rate



DESTINY-Gastric02: Safety Summary

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

TEAE = treatment-emergent adverse event



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.
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