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Information for Participants 

Target Audience 

Pathologists, medical oncologists, surgical oncologists, nurse practitioners (NPs), physician associates (PAs), nurses, and pharmacists   

Overview 

Upper gastrointestinal (GI) cancers are often undetected until late stages, leading to a poor prognosis. Treatment may be delayed or 

inappropriately assigned due to a lack of robust biomarker testing. To optimize patient outcomes, oncology clinicians must confidently 

possess a comprehensive understanding of predictive biomarkers, current and emerging therapies, clinical findings and implications of 

recent trial data, guideline updates, and the roles and responsibilities of the multidisciplinary team (MDT). It is crucial that this 

knowledge be applied in practice to make informed treatment decisions and reach optimal outcomes. 

In this CE Concepts live webcast, expert faculty will discuss utilizing biomarker tests to select therapeutic approaches for patients with 

upper GI cancers, implementing current guidelines and recent clinical evidence to individualize treatment, and integrating an MDT 

approach to deliver high-quality disease management. 

Learning Objectives 
At the conclusion of this activity, participants should be able to: 

• Utilize pertinent biomarker tests to select therapeutic approaches for patients diagnosed with upper GI cancers  

• Implement current expert guidelines and recent clinical evidence to individualize treatment for upper GI cancers  

• Integrate a multidisciplinary approach to optimize the management of upper GI cancers   

Financial Support 
This educational activity is supported by an independent educational grant from Bristol Myers Squibb. 
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Faculty  

SAMUEL J. KLEMPNER, MD, FASCO (MODERATOR) 

Director, Gastroesophageal Medical Oncology 

Associate Professor, Harvard Medical School 

Mass General Cancer Center 

Boston, MA  
 

Samuel J. Klempner, MD, FASCO, is an Associate Professor at Massachusetts General Hospital and Harvard Medical School and 

leads the gastric and esophageal program. His clinical and translational research is centered on cancer genomics, acquired resistance 

to targeted therapies, and the intersection of genomics and immune-mediated therapies to identify novel therapeutic approaches and 

biomarkers in gastroesophageal cancers. He serves on the NRG Non-Colorectal Cancer Core Committee, co-chairs the National 

Cancer Institute (NCI) Esophagogastric Task Force, and is on the National Comprehensive Cancer Network (NCCN) guideline 

committees for gastric and esophageal cancers. His work is supported by Stand Up 2 Cancer, NCI / National Institutes of Health (NIH), 

American Association for Cancer Research (AACR), the Degregorio Foundation, The Gastric Cancer Foundation, and Gateway for 

Cancer Research. Dr. Klempner is active in gastric and esophageal cancer outreach and patient advocacy. 

 
SAMUEL CYTRYN, MD  

Assistant Attending, Gastrointestinal Oncology Service 

Memorial Sloan Kettering Cancer Center 

New York, NY 
 

Samuel Cytryn, MD, is Assistant Attending in the Gastrointestinal Oncology Service at Memorial Sloan Kettering Cancer Center. He 

graduated from medical school at the Icahn School of Medicine at Mount Sinai, completed his internal medicine training at New York 

University where he served as Chief Resident, and completed his medical oncology training at Memorial Sloan Kettering Cancer Center 

where he served as Chief Fellow. His clinical and research interests involve the use of immune checkpoint blockade and targeted 

therapy in esophageal and gastric cancer. 

 

LESLIE SWANSON, ARNP, AOCNP 

Gastrointestinal (GI) Oncology Fred Hutch Cancer Center 

Seattle, WA  
 

Leslie Swanson, ARNP, AOCNP, is a board-certified and oncology specialized nurse practitioner. She received her undergraduate 

degree from Seattle University and her master's degree in nursing from Duke University. Currently, she works in the gastrointestinal 

oncology group at Fred Hutch Cancer Center in Seattle, Washington. Ms. Swanson is also an active member of the 

Cholangiocarcinoma Foundation’s nursing advisory board and was just elected to serve on the Advanced Practitioner Society for 

Hematology and Oncology (APSHO) Foundation Board of Trustees. Outside of work, she volunteers to bring awareness to funding 

cancer research and spends time with her young daughter and husband. 

 
 
 

  



Emerging Considerations for the Role of Biomarker-Driven Immunotherapy in Upper GI Cancers 

 

Disclosure Declaration 

It is the policy of Creative Educational Concepts, LLC (CEC) to ensure independence, balance, objectivity, and scientific rigor and 

integrity in all their CME/CE activities. Activity planners, faculty, peer reviewers, and CEC staff must disclose to the participants any 

relationships with ineligible entities whose products or devices may be mentioned in this CE activity, or with the commercial supporter of 

this CE activity. An ineligible entity is defined as any entity producing, marketing, re-selling, or distributing healthcare goods or services 

consumed by, or used on, patients. Financial relationships may include research grants, consultant fees, travel, advisory boards, 

consultancy, speakers’ bureaus, other benefits, or having a self-managed equity interest in a company.  

CEC has evaluated, identified, and mitigated any potential conflicts of interest through a rigorous content validation procedure, use of 

evidence-based data/research, and a multidisciplinary peer review process. The following information is for participant information only. 

It is not assumed that these relationships will have a negative impact on the presentations. 

FACULTY 

Samuel J. Klempner, MD, FASCO, reports the following relationships: 

Advisory Board—Amgen Inc.; Astellas Pharma US, Inc.; BeiGene; EsoBiotec; Merck & Co., Inc.; and Sanofi-Aventis 

Consultant—Astellas Pharma US, Inc.; EcoR1; and Jazz Pharmaceuticals, Inc. 

Research Support—Arcus Biosciences, Inc. 

Samuel Cytryn, MD, reports the following relationships: 

Advisory Board—Bristol Myers Squibb Company and Henlius USA Inc. 

Consultant—Amgen Inc.; AstraZeneca; Bristol Myers Squibb Company; Gilead Sciences, Inc.; and Leerink 

Research Support—Stand Up To Cancer 

Leslie Swanson, ARNP, AOCNP, reports the following relationships: 

Advisory Board and Consultant— Astellas Pharma US, Inc. 

PEER REVIEWERS 

Alaa Bawaneh, MD, PhD—no disclosures to report 

Albert Eubanks, Jr., RN—no disclosures to report 

CEC STAFF/PLANNERS 

David Modrak, PhD—no disclosures to report 

Susan Perry—no disclosures to report 

Sandra Caballero, PharmD—no disclosures to report 

Scott J. Hershman, MD, FACEHP, CHCP—no disclosures to report 

Sharon Tordoff—no disclosures to report 

All identified conflicts of interest have been mitigated. 

Faculty of this CME/CE activity may include discussions of products or devices that are not currently labeled for use by the FDA. The 

faculty have been informed of their responsibility to disclose to the audience if they will be discussing off-label or investigational uses 

(any uses not approved by the FDA) of products or devices. CEC, the faculty, and any commercial supporter of this activity do not 

endorse the use of any product outside of the FDA labeled indications. Medical professionals should not utilize the procedures, 

products, or diagnosis techniques discussed during this activity without evaluation of their patient for contraindications or dangers of 

use. 

Post-tests, credit request forms, and activity evaluations must be completed online (requires free account activation), and 

participants can print their certificate or statement of credit immediately (75% pass rate required). This website supports all browsers 

except Internet Explorer for Mac. For complete technical requirements and privacy policy, visit https://www.ceconcepts.com/privacy-

policy/.   

https://www.ceconcepts.com/privacy-policy/
https://www.ceconcepts.com/privacy-policy/
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Credit Information 

Jointly Accredited Provider 

In support of improving patient care, Creative Educational Concepts, LLC, is jointly accredited by the 

Accreditation Council for Continuing Medical Education (ACCME), the Accreditation Council for Pharmacy 

Education (ACPE), and the American Nurses Credentialing Center (ANCC), to provide continuing education 

for the healthcare team.  

ICPE Credit 

This activity was planned by and for the healthcare team, and learners will receive 1.0 Interprofessional 

Continuing Education Credit for learning and change. 

Physicians (ACCME) 

Creative Educational Concepts, LLC, designates this live activity for a maximum of 1.0 AMA PRA Category 1 Credit(s)™. Physicians 

should claim only the credit commensurate with the extent of their participation in the activity. 

Pharmacists (ACPE) 

This application-based activity is approved for 1.00 contact hour (0.1 CEU) of continuing pharmacy credit (JA0007101-0000-25-009-

L01-P). 

Nurses (ANCC) 

This activity is designated for 1.0 contact hour. 

Note to Nurse Practitioners: The content of this CNE activity pertains to Pharmacology. 

Physician Assistants (AAPA): 

Creative Educational Concepts, LLC, has been authorized by the American Academy of PAs (AAPA) to 

award AAPA Category 1 CME credit for activities planned in accordance with AAPA CME Criteria. This 

activity is designated for 1.0 AAPA Category 1 CME credit. PAs should only claim credit commensurate 

with the extent of their participation. 

Royal College of Physicians 

Through an agreement between the Accreditation Council for Continuing Medical Education and the Royal 

College of Physicians and Surgeons of Canada, medical practitioners participating in the Royal College 

MOC Program may record completion of accredited activities registered under the ACCME’s “CME in 

Support of MOC” program in Section 3 of the Royal College’s MOC Program. 

ABIM MOC 

Successful completion of this CME activity, which includes participation in the evaluation component, 

enables the participant to earn up to 1.0 MOC point in the American Board of Internal Medicine's (ABIM) 

Maintenance of Certification (MOC) program. Participants will earn MOC points equivalent to the amount of 

CME credits claimed for the activity. It is the CME activity provider's responsibility to submit participant 

completion information to ACCME for the purpose of granting ABIM MOC credit. 

MIPS 

Completion of this accredited CME activity meets the expectations of an Accredited Safety or Quality 

Improvement Program (IA_PSPA_28) for the Merit-based Incentive Payment Program (MIPS). Clinicians 

should submit their improvement activities by attestation via the CMS Quality Payment Program website. 
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EMERGING 

CONSIDERATIONS 

FOR THE ROLE OF 

BIOMARKER-DRIVEN 

IMMUNOTHERAPY 

IN UPPER GI 

CANCERS

This educational activity is supported by an independent 

educational grant from Bristol Myers Squibb.

In support of improving patient care, Creative 

Educational Concepts LLC (CEC) is jointly 
accredited by the Accreditation Council for 
Continuing Medical Education (ACCME), the 
Accreditation Council for Pharmacy Education 

(ACPE), and the American Nurses Credentialing 
Center (ANCC), to provide continuing education 
for the healthcare team.

Activity Credit Types

Through an agreement between the Accreditation 

Council for Continuing Medical Education and the Royal 

College of Physicians and Surgeons of Canada, medical 

practitioners participating in the Royal College MOC 
Program may record completion of accredited activities 

registered under the ACCME’s “CME in Support of MOC” 

program in Section 3 of the Royal College’s MOC 
Program.

Completion of this accredited CME activity meets the 

expectations of an Accredited Safety or Quality 

Improvement Program (IA_PSPA_28) for the Merit-based 

Incentive Payment Program (MIPS). Clinicians should 
submit their improvement activities by attestation via the 

CMS Quality Payment Program website.

Successful completion of this CME activity, which includes 

participation in the evaluation component, enables the 

participant to earn up to 1.0 MOC points in the American 

Board of Internal Medicine’s (ABIM) Maintenance of 
Certification (MOC) program. It is the CME activity 

provider’s responsibility to submit participant completion 

information to ACCME for the purpose of granting ABIM 
MOC credit.

This activity was planned by and for the healthcare team, and learners 

will receive 1.0 Interprofessional Continuing Education Credit for 

learning and change.

Physicians

(ACCME)

Creative Educational Concepts LLC designates this enduring material for 

a maximum of 1.0 AMA PRA Category 1 Credit(s)TM. Physicians should 

claim only the credit commensurate with the extent of their 

participation in the activity.

Pharmacists

(ACPE)

This application-based activity is approved for 1.0 contact hours (0.1 

CEUs) of continuing pharmacy credit (JA0007101-0000-25-009-L01-P).

Nurses 

(ANCC)

This activity is designated for 1.0 contact hours.

Note to Nurse Practitioners: The content of this CNE activity pertains to 

Pharmacology.

Creative Educational Concepts LLC has been authorized by the American 

Academy of PAs (AAPA) to award AAPA Category 1 CME credit for 

activities planned in accordance with AAPA CME Criteria. This activity is 

designated for 1.0 AAPA Category 1 CME credits. PAs should only claim 
credit commensurate with the extent of their participation.

This activity may include discussions of products or 
devices that are not currently labeled for use by the 

U.S. Food and Drug Administration (FDA).

The faculty have been informed of their 
responsibility to disclose to the audience if they will 

be discussing off-label or investigational uses (any 
uses not approved by the FDA) of products or 

devices.
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To Ask a Question

To submit a question, please go 
to the Ask Question tab at the 
bottom of the screen. 

Samuel J. Klempner, MD, FASCO 
(Moderator)

Director, Gastroesophageal Medical Oncology

Associate Professor, Harvard Medical School
Mass General Cancer Center

Boston, Massachusetts

Samuel Cytryn, MD

Assistant Attending

Gastrointestinal Oncology Service
Memorial Sloan Kettering Cancer Center

New York, NY

Leslie Swanson, ARNP, AOCNP

Nurse Practitioner

Gastrointestinal (GI) Oncology
Fred Hutch Cancer Center
Seattle, Washington
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1
2
3

LEARNING OBJECTIVES
Utilize pertinent biomarker tests to select 

therapeutic approaches for patients diagnosed 
with upper GI cancers

Implement current expert guidelines and recent 

clinical evidence to individualize treatment for 
upper GI cancers

Integrate a multidisciplinary approach to 

optimize the management of upper GI cancers

Biomarker Testing in GECs

• Late-stage diagnosis

• Inadequate screening

• Lack of predictive biomarkers

• Diagnostic delays

• Health disparities

• Low patient health literacy and familiarity with biomarkers

Unmet Needs in Diagnosis of GECs

GECs = gastroesophageal cancers.

Current Biomarkers for Treatment

• HER2 • MET

• MSI/MMR • TMB-H

• PD-L1 • NTRK gene fusions

• CLDN18.2 • RET gene fusions

• FGFR2 • BRAF-V600E mutations

• EGFR

CLDN18.2 = Claudin 18.2; EGFR = epidermal growth factor receptor; FGFR2 = fibroblast growth factor receptor 2; HER2 = human epidermal growth factor 

receptor 2; MMR = mismatch repair; MSI = microsatellite instability; NTRK = neurotrophic tyrosine receptor kinase; PD-L1 = programmed death ligand 1; 

TMB-H = high tumor mutational burden.
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Current State of Biomarker Testing

• Survey of 60 oncologists reported testing for: 

• 67% HER2

• 62% PD-L1

• <50% MSI/MMR, TMB, and BRAF p.V600E 

• <25% NTRK1/2/3, RET, CLDN18.2, and FGFR2

• Top challenges: limited tissue (38%), deciding whether to start treatment 
before receipt of results (35%), and interpreting/applying results (77%)

• Additional challenges included turnaround time for biomarker testing and 
inconsistent or infrequent multidisciplinary tumor boards

• Need to improve test ordering processes, decrease turnaround times, and 
standardize biomarker panels

Strickland M, et al. J Clin Oncol. 2025;43(4_suppl):385.

Biomarker Use by 
Multidisciplinary Care 
Teams in GEC Management

Multidisciplinary Team-Based Approach for the 

Management of Gastroesophageal Cancers

• Cancer care is complex, 
involving numerous health 

care professionals, which can 
lead to communication and 
coordination challenges

• MDTs are formed to improve 

communication, coordination, 
and decision-making among 
care professionals

Radiologist

Pathologist

Medical Oncologist

Oncology Nurse

Patient

Caregivers

Specialists

Surgeon

Occupational 
Therapists

Social 
Worker

Gerontologist
Pharmacist

Silbermann M, et al. Ann Oncol. 2013;24(Suppl 7):vii41.

MDTs

He C. Cancer Network Website. 2024. https://www.cancernetwork.com/view/multidisciplinary-team-meetings-barriers-to-implementation-in-cancer-care. 

• MDTs improve guideline adherence, diagnostic accuracy, clinical 

trial identification, outcomes, and professional relationships

• Barriers:

• Operational: time constraints, inadequate case information, poor 
team dynamics, information technology issues

• Patient: fear of treatment toxicity, personal care goals, social drivers 

of health

• Health care professional: new or overlooked clinical findings not 

discussed, underestimating treatment feasibility
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Evolving Role of Pathologist

Kim J, et al. Enhancing coordination around cancer biomarker and hereditary genetic testing among members of the multidisciplinary care team. American Society 

for Clinical Pathology (ASCP) 2022 Annual Meeting; September 7-9, 2022; Chicago, IL. Association of Community Cancer Centers Website. 2018. 
https://www.accc-cancer.org/docs/projects/landscape-of-pathology/pathology-summit-proceedings-final.pdf?sfvrsn=8e59b849_2&.

• Pathologist roles:

• Initial biomarker testing and interpretation

• Biomarker retesting during therapy and prior to switching therapies at the  
development of resistance

• Determining clinical trial eligibility

• To improve pathologist participation in MDT:

• Streamline and standardize biomarker testing process (ordering, reporting)

• Improve tissue acquisition, handling, and management to reduce 
turnaround time

• Strengthen pathology presence on MDT

Current and 
Emerging Therapies 
for Upper GI Cancers

Case 1: TR 

• TR is a 55-year-old male, married, 1 child

• No history of cancer or smoking

• Complains of vague pain in upper abdomen and frequent indigestion

• Has lost "a few" pounds of weight because of early satiety

• Palpable abdomen mass and visualized by MRI and CT scan

• Biopsy confirms stage III gastric cancer

• TR wants to receive aggressive therapy (i.e., neoadjuvant therapy, 

surgery, and as many lines of additional therapy as he is able to 
tolerate) in order to have as much time as possible with his 
young child

CT = computed tomography; MRI = magnetic resonance imaging.

? Audience Response

At what stage in this patient’s treatment journey should 
you consider sending a tumor biopsy for biomarker 
testing?

A. Prior to second-line therapy for metastatic disease

B. Prior to first-line therapy for metastatic disease

C. Prior to adjuvant therapy

D. Prior to neoadjuvant therapy

E. I don’t know
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G E GEJ
Biomarker 

Required?
FDA-Approved Indication(s)

Durvalumab X X Not approved for gastric/GEJ

Ipilimumab X No Combination with nivolumab, first-line advanced/metastatic ESCC

Nivolumab X X X Yes

Adjuvant, completely resected esophageal/GEJ after neoadjuvant therapy;
Combination with chemotherapy for first-line PD-L1+ advanced/metastatic ESCC/gastric/GEJ/ 

esophageal adenocarcinoma;
Combination with ipilimumab for first-line PD-L1+ advanced/metastatic ESCC; 
Single-agent after chemotherapy for advanced/metastatic ESCC

Pembrolizumab X X X Yes

Second-line unresectable/metastatic MSI-H, dMMR, or TMB-high solid tumors;
Combination with chemotherapy + trastuzumab for first-line HER2+/PD-L1+ advanced/metastatic 

gastric/GEJ adenocarcinoma;
Combination with chemotherapy for first-line HER2-neg/PD-L1+ advanced/metastatic 

esophageal/GEJ adenocarcinoma;
Combination with chemotherapy for PD-L1+ advanced/metastatic esophageal/GEJ adenocarcinoma;
Single-agent strongly PD-L1+ advanced/metastatic ESCC

Tislelizumab X X X Yes

Combination with chemotherapy for first-line unresectable/metastatic PD-L1+ ESCC;
Single-agent for second-line unresectable/metastatic ESCC [PD-(L)1 inhibitor naïve];
Combination with chemotherapy for first-line unresectable/metastatic HER2-neg, PD-L1+ G/GEJ 

adenocarcinoma

Trastuzumab X X Yes Combination with chemotherapy for first-line HER2+ metastatic gastric/GEJ adenocarcinoma

Trastuzumab 

deruxtecan (T-DXd)
X X Yes Second-line HER2+ gastric/GEJ adenocarcinoma after prior trastuzumab

Zolbetuximab X X Yes Combination with chemotherapy, first-line HER2-neg/CLDN18.2+ gastric/GEJ adenocarcinoma

Immunotherapy Approaches

dMMR = mismatch repair deficient; ESCC = esophageal squamous carcinoma; GEJ = gastroesophageal junction; MSI-H = microsatellite instability-high; 

TMB = tumor mutation burden.

*Not FDA-approved for the treatment of gastric/esophageal/GEJ cancers.
chemo = chemotherapy; ipi = ipilimumab; nivo = nivolumab; pembro = pembrolizumab; tisle = tislelizumab; zolbe = zolbetuximab.

National Comprehensive Cancer Network (NCCN). NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®), Gastric Cancer, Version 2.2025. 

https://www.nccn.org/professionals/physician_gls/pdf/gastric.pdf. National Comprehensive Cancer Network (NCCN). NCCN Clinical Practice Guidelines 
in Oncology (NCCN Guidelines®), Esophageal and Esophagogastric Junction Cancers, Version 3.2025. 

https://www.nccn.org/professionals/physician_gls/pdf/esophageal.pdf. 

NCCN Immunotherapy Recommendations
Esophageal/GEJ Gastric

Adenocarcinoma Squamous

Neoadjuvant/ 

perioperative

Nivo/ipi -> nivo

Pembro

Tremelimumab/durvalumab*

First-line, 

unresectable 

advanced/ 

metastatic

HER2+: chemo + trastuzumab, 

pembro, or trastuzumab/pembro

HER2-: chemo + nivo, pembro, 

tisle, or zolbe

MSI-H/dMMR: pembro, 

dostarlimab, nivo/ipi, or chemo + 

nivo or pembro

Nivo/ipi

Chemo + nivo, pembro, or tisle

MSI-H/dMMR: pembro, 

dostarlimab, nivo/ipi, or 

chemo + nivo or pembro

HER2+: chemo + trastuzumab, 

pembro, or trastuzumab/pembro

HER2-: chemo + nivo, pembro, 

tisle, or zolbe

MSI-H/dMMR: pembro, 

dostarlimab, nivo/ipi, or chemo + 

nivo or pembro

Second-line, 

unresectable 

advanced/ 

metastatic

HER2+: T-DXd

MSI-H/dMMR: pembro, 

dostarlimab, nivo/ipi

TMB-high: pembro

Nivo, pembro, or tisle

MSI-H/dMMR: pembro, 

dostarlimab, nivo/ipi

TMB-high: pembro

HER2+: T-DXd

MSI-H/dMMR: pembro, 

dostarlimab, nivo/ipi

TMB-high: pembro

Guidelines for Biomarker Testing

Esophageal/GEJ

• Universal testing for MSI by PCR/NGS or MMR by IHC is recommended in all newly diagnosed patients

• PD-L1 testing if advanced/metastatic disease is documented/suspected

• HER2 testing if advanced/metastatic adenocarcinoma is documented/suspected

• CLDN18.2 testing if advanced/metastatic adenocarcinoma is document/suspected

• NGS should be considered

• Universal testing for MSI by PCR/NGS or MMR by IHC is recommended in all newly diagnosed patients

• HER2 and PD-L1 testing if advanced/metastatic disease is documented/suspected

• CLDN18.2 testing if advanced/metastatic disease is documented/suspected

• NGS should be considered

Gastric

IHC = immunohistochemistry; ipi = ipilimumab; NGS = next-generation sequencing; nivo = nivolumab; PCR = polymerase chain reaction; pembro = pembrolizumab; 

tisle = tislelizumab; zolbe = zolbetuximab.

National Comprehensive Cancer Network (NCCN). NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®), Gastric Cancer, Version 2.2025. 
https://www.nccn.org/professionals/physician_gls/pdf/gastric.pdf. NCCN. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®),
Esophageal and Esophagogastric Junction Cancers, Version 3.2025. https://www.nccn.org/professionals/physician_gls/pdf/esophageal.pdf.

Perioperative Locally Advanced Gastric/GEJ

Janjigian YY, et al. N Engl J Med. 2025 Jun 1. [Epub ahead of print]. André T, et al. J Clin Oncol. 2022;41(2):255-265. Raimondi A, et al. Ann Oncol. 

2025;36(3):285-296.

MATTERHORN: perioperative chemotherapy ± durvalumab

NEONIPIGA: perioperative nivolumab + ipilimumab à nivolumab

INFINITY: neoadjuvant durvalumab + tremelimumab
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MATTERHORN: EFS

1° = primary endpoint; 2° = secondary endpoint; EFS = event-free survival; FLOT = 5-fluorouracil, leucovorin, oxaliplatin, and docetaxel; pCR = pathological complete response.
Janjigian YY, et al. N Engl J Med. 2025 Jun 1. [Epub ahead of print]. Janjigian YY, et al. J Clin Oncol. 2025;43(17_suppl):LBA5.

Gastric/GEJ adenocarcinoma

Stage II-IVa (no metastases)

No prior therapy

Durvalumab + FLOT
1:1

N = 948
Placebo + FLOT

Surgery

Durvalumab + FLOT

Placebo + FLOT

Durvalumab

Placebo

1°: EFS

2°: OS, pCR
2 cycles               2 cycles               10 cycles

Time Since Randomization, Months

P
ro

b
a

b
il

it
y

 o
f 

E
F

S

No. of Participants at Risk Total Events

Durvalumab + 
FLOT (n = 474)

Placebo + FLOT 
(n = 474)

Median EFS (95% CI), Months NR (40.7–NR) 32.8 (27.9–NR)

HR (95% CI) 0.71 (0.58–0.86)

Stratified Log-Rank P Value <.001

Median (Range) Duration of Follow-up, Months

• Durvalumab + FLOT: 31.6 (0.0–48.1)

• Placebo + FLOT: 31.4 (0.0–48.1)

Durvalumab + FLOT

Placebo + FLOT

Durvalumab + FLOT
Placebo + FLOT

OS = overall survival.
Janjigian YY, et al. N Engl J Med. 2025 Jun 1. [Epub ahead of print]. Janjigian YY, et al. J Clin Oncol. 2025;43(17_suppl):LBA5.

New standard of care for perioperative treatment

Time Since Randomization, Months

P
ro

b
a

b
il

it
y

 o
f 

O
S

No. of Participants at Risk Total Events

Durvalumab + FLOT

Placebo + FLOT

Median (Range) Duration of Follow-up, Months
• Durvalumab + FLOT: 34.6 (3.5–48.6)

• Placebo + FLOT: 34.6 (0.0–48.1)

Durvalumab + FLOT

Placebo + FLOT

Durvalumab + 
FLOT (n = 474)

Placebo + FLOT 
(n = 474)

Median OS (95% CI), Months NR (NR–NR) 47.2 (45.1–NR)

HR (95% CI) 0.78 (0.62–0.97)

Stratified Log-Rank P Value
.025

(significance threshold .0001)

MATTERHORN: OS

NEONIPIGA: Treatment Course

Underscores the importance 

of biomarker-driven, 

personalized 

immunotherapy approaches 
Time Since Neoadjuvant Treatment, Months

P
a

ti
e

n
t 

Stage Nonmetastatic 
Patient

Metastatic 
Patient

End of Treatment

Death

Treatment of the study received entirely

Adverse event

Investigator’s decision

Still on treatment

Second tumor discovered

†

<5

≥5

CPS

TRG 1a

TRG 1b

TRG 2

TRG 3

Surgery

Treatment

Neoadjuvant

  Adjuvant

GEJ adenocarcinoma

Stage II-IVa (no 

metastases)

No prior therapy

dMMR/MSI-H

ICI-eligible

Nivo
(Q2W)

+
Ipi

(Q6W)

12 wks

1°: pCR

2°: OS,

    DFS,

   

safety

S
U
R
G
E
R
Y

Nivo
(Q4W)

9 cycles

CPS = combined positive score; ICI = immune checkpoint inhibitor; Q2W = every 2 weeks; Q4W = every 4 weeks; 
Q6W = every 6 weeks; TRG = tumor regression grade; wks = weeks.

André T, et al. J Clin Oncol. 2022;41(2):255-265.

CPS

INFINITY

cCR = clinical complete response; Durva = durvalumab; NOM = non-operative management; PFS = progression-free survival; Treme = tremelimumab.
Raimondi A, et al. Ann Oncol. 2025;36(3):285-296.

Cohort 1

Cohort 2

Time, Months

P
a

th
o

lo
g

ic
 T

u
m

o
r 

R
e

g
re

ss
io

n
. 

%

Resectable gastric/GEJ

Stage II-IVa (no metastases)

No prior therapy

dMMR/MSI-H

ICI-eligible

Durva
(Q4W)

+
Treme
(day 1)

10 wks

Incomplete 
response SURGERY

Intensive follow-up

1° pCR
 2° OS, PFS

Cohort 1

n = 15 SURGERY

1° 2-yr cCR

2° PFS, OS

n = 4

n = 13

Cohort 2

n = 17

Standard follow-up

Standard 
follow-up

Complete 
response
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Summary of Perioperative Locally Advanced 
Gastric/GEJ

• Combinations of immunotherapies and targeted therapies, 
guided by biomarkers, are central to the management of 
both early and advanced gastric/GEJ cancers and improve 
survival and quality of life for patients

• These studies reinforce the need for biomarker testing 
(e.g., HER2, PD-L1, MSI, CLDN18.2) to guide therapy 
selection

Case 2: ML 

• ML is a 65-year-old female

• Complains of difficulty swallowing, upper abdominal discomfort, 

and frequent heartburn

• Upper endoscopy exam reveals a tumor at the GEJ, and CT scan 

reveals involvement of multiple regional lymph nodes

• She is diagnosed with locally-advanced, non-resectable GEJ 

adenocarcinoma 

• Biopsy indicates that it is HER2-negative, PD-L1 CPS 4, 

CLDN18.2-negative, and proficient MMR

• No comorbidities that would prevent treatment

? Audience Response

Which of the following approaches is likely to provide the 
greatest clinical benefit?

A. Systemic fluorouracil, leucovorin, oxaliplatin, and docetaxel 
(FLOT)

B. Systemic chemotherapy + immune checkpoint inhibitor

C. Pembrolizumab + trastuzumab + chemotherapy

D. Nivolumab + ipilimumab

E. I don’t know

Overview Metastatic Gastric/GEJ

• HER2-negative

• CheckMate-649 (chemotherapy ± nivolumab)

• KEYNOTE-859 (chemotherapy ± pembrolizumab)

• RATIONALE-305 (chemotherapy ± tislelizumab)

• HER2-positive

• DESTINY-Gastric04 (T-DXd vs ramucirumab + chemotherapy)

• KEYNOTE-811 (trastuzumab/chemotherapy ± pembrolizumab)

• CLDN+ (HER2-negative)

• GLOW (chemotherapy ± zolbetuximab)

• SPOTLIGHT (chemotherapy ± zolbetuximab)
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CI = confidence interval; HR = hazard ratio; mDOR = median duration of response; mOS = median OS; mPFS = median PFS; ORR = overall response rate.

Janjigian YY, et al. J Clin Oncol. 2025;43(4_suppl):398.

HER2-Negative Metastatic Gastric/GEJ: CheckMate-649

Efficacy

PD-L1 CPS ≥5 PD-L1 CPS ≥1 All Randomized

NIVO + Chemo

(n = 473)

Chemo

(n = 482)

NIVO + Chemo

(n = 641)

Chemo

(n = 656)

NIVO + Chemo

(n = 789)

Chemo

(n = 792)

mOS (95% CI), months
14.4 

(13.1-16.2)
11.1 

(10.1-12.1)
13.8 

(12.4-14.8)
11.4 

(10.7-12.3)
13.7 

(12.4-14.5)
11.6 

(10.9-12.5)

HR (95% CI) 0.71 (0.61-0.81) 0.76 (0.67-0.85) 0.79 (0.71-0.88)

mPFS (95% CI), months
8.3 

(7.0-9.4)
6.1 

(5.6-6.9)
7.5 

(7.0-8.5)
6.9 

(6.2-7.1)
7.8 

(7.1-8.6)
6.9 

(6.7-7.2)

HR (95% CI) 0.71 (0.61-0.82) 0.77 (0.68-0.87) 0.79 (0.71-0.89)

ORR (95% CI), % 60 (55-65) 45 (40-50) 60 (55-64) 46 (42-51) 58 (54-62) 46 (42-50)

mDOR (95% CI), months 9.6 (8.3-12.4) 7.0 (5.7-8.0) 8.6 (7.9-10.5) 6.9 (5.8-7.6) 8.5 (7.7-9.9) 6.9 (5.9-7.6)

Nivo + chemotherapy

1° OS, PFS

2° ORR
Nivo + ipi

Chemotherapy

Gastric/esophageal/GEJ adenocarcinoma

No prior therapy

Non-HER2+ (any PD-L1)

• HER2-negative: CheckMate-649, 5-year follow-up

HER2-Negative Metastatic Gastric/GEJ: KEYNOTE-859

ITT = intent to treat; mo = months.
Rha SY, et al. J Clin Oncol. 2025;43(16_suppl):4036.

Pembro + chemotherapy 1° OS

2° PFS, ORRPlacebo + chemotherapy 

Gastric/GEJ adenocarcinoma
No prior therapy
HER2-neg

100

90

60

80

70

50

20

40

30

10

0

O
S

, 
%

Months

0 5 10 15 20 25 30 35 40 45 50 55 60 65 70

Events, 
n (%)

OS, Median (95% 
CI), Months 

HR
(95% CI)

Pembro + 
 Chemo

529 
  (85.6)

13.0 
(11.6-14.2) 0.74

Placebo +
 Chemo

569 
  (92.2)

11.4
(10.5-12.0)

(0.66-0.84)

12-mo 24-mo
29%52%

46% 18%

100

90

60

80

70

50

20

40

30

10

0

O
S

, 
%

Months

0 5 10 15 20 25 30 35 40 45 50 55 60 65 70

Events, 
n (%)

OS, Median (95% 
CI), Months 

HR
(95% CI)

Pembro + 
 Chemo

218
  (77.9)

15.8 
(14.0-19.3) 0.64

Placebo +
 Chemo

247 
  (90.5)

11.8
(10.3-12.7)

(0.53-0.77)

12-mo 24-mo
38%61%

48% 22%

No. of         OS, Median              HR
 Events      (95% CI),            (95% CI)
    (%)       Months   

ITT                                                                                    PPD-L1,              PPD-L1, 
                 CCPS ≥1               CPS ≥10

100

90

60

80

70

50

20

40

30

10

0

O
S

, 
%

Months

0 5 10 15 20 25 30 35 40 45 50 55 60 65 70

Events, 
n (%)

OS, Median (95% 
CI), Months 

HR
(95% CI)

Pembro + 
 Chemo

688 
    (87.1)

12.9 
   (11.9-14.0) 0.78

Placebo +
 Chemo

729 
    (92.4)

11.5 
   (10.6-12.1)

(0.70-0.86)

12-mo 24-mo
28%53%

47% 19%

No. of          OS, Median            HR
 Events       (95% CI),           (95% CI)
    (%)        Months   

No. of          OS, Median             HR
 Events       (95% CI),            (95% CI)
    (%)        Months   

All Patients PD-L1 CPS ≥1 PD-L1 CPS ≥10

Pembro +

Chemotherapy

n = 790

Placebo +

Chemotherapy

n = 789

Pembro +

Chemotherapy

n = 618

Placebo +

Chemotherapy

n = 617

Pembro +

Chemotherapy

n = 280

Placebo +

Chemotherapy

n = 273

Median OS, Months 12.9 11.5 13.0 11.4 15.8 11.8

HR (95% CI) 0.78 (0.70–0.86) 0.74 (0.66–0.84) 0.64 (0.53–0.77)

0.78
(0.70–0.86)

0.74
(0.66–0.84)

0.64
(0.53–0.77)

Rha SY, et al. J Clin Oncol. 2025;43(16_suppl):4036.

HER2-Negative Metastatic Gastric/GEJ: KEYNOTE-859

Months

100

90

60

80

70

50

20

40

30

10

0

P
F

S
, 

%
  
  
  

0 5 10 15 20 25 30 35 40 45 50 55 60 65 70

12-mo 24-mo
17%29%

19% 9%

Events, 
n (%)

PFS, Median (95% CI), 
Months 

HR
(95% CI)

Pembro + 
 Chemo

584 
     (73.9)

6.9 
(6.3–7.2) 0.76

Placebo +
 Chemo

615 
     (77.9)

5.6 
(5.5–5.7)

(0.68–0.85)

No. of          PFS, Median               HR
 Events       (95% CI),              (95% CI)
    (%)        Months   

Months

100

90

60

80

70

50

20

40

30

10

0

P
F

S
, 

%
  
  

0 5 10 15 20 25 30 35 40 45 50 55 60 65 70

12-mo 24-mo
19%29%

18% 8%

Events, 
n (%)

PFS, Median (95% CI), 
Months 

HR
(95% CI)

Pembro + 
 Chemo

452 
  (73.1)

6.9 
(6.0–7.2) 0.72

Placebo +
 Chemo

487 
  (78.9)

5.6 
(5.4–5.7)

(0.64–0.82)

No. of          PFS, Median                HR
 Events       (95% CI),               (95% CI)
    (%)        Months   

Months

100

90

60

80

70

50

20

40

30

10

0

P
F

S
, 

%
  
  

0 5 10 15 20 25 30 35 40 45 50 55 60 65 70

12-mo 24-mo
25%36%

20% 8%

Events, 
n (%)

PFS, Median (95% 
CI), Months 

HR
(95% CI)

Pembro + 
 Chemo

196 
(70.0)

7.8 
 (6.8–8.5) 0.62

Placebo +
 Chemo

213 
(78.0)

5.6 
 (5.4–6.7)

(0.51–0.76)

No. of          PFS, Median               HR
 Events       (95% CI),              (95% CI)
    (%)        Months   

All Patients PD-L1 CPS ≥1 PD-L1 CPS ≥10

Pembro +

Chemo

n = 790

Placebo +

Chemo

n = 789

Pembro +

Chemo

n = 618

Placebo +

Chemo

n = 617

Pembro +

Chemo

n = 280

Placebo +

Chemo

n = 273

Median PFS, Months 6.9 5.6 6.9 5.6 7.8 5.6

HR (95% CI) 0.76 (0.68–0.85) 0.72 (0.64–0.82) 0.62 (0.51–0.76)

ITT                                                                                    PD-L1,              PD-L1, 
                 CPS ≥1              CPS ≥10

TAP = tumor area positivity.
Qiu MZ, et al. BMJ. 2024;385:e078876.

HER2-Negative Metastatic Gastric/GEJ: RATIONALE-305
Tislelizumab + chemotherapy 1° OS

2° PFS, ORRPlacebo + chemotherapy 

Gastric/GEJ adenocarcinoma

No prior therapy

HER2-neg

Tislelizumab + Chemo   130 (47.4)   17.2 (13.9–21.3)   0.74 (0.59–0.94)
Placebo + Chemo       161 (59.2)   12.6 (12.0–14.4)          P = .006

No. of               mOS                Stratified HR
 Events        (95% CI)                  (95% CI)
    (%)       (months)           Log-Rank Test
                       P Value

Time, Months

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

100

80

60

40

20

0

O
S

, 
%

  

PD-L1 TAP Score 
≥5% Population

24.9%

59.8%

47.2%

38.3%

56.7%

36.3%

24.9%

No. of               mOS                 Stratified HR
 Events        (95% CI)                  (95% CI)
    (%)       (months)            Log-Rank Test
                        P Value

Time, Months

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50

57.9%

42.4%

32.7%

23.4%

32.9%

55.3%

All Randomized 

Patients
100

80

60

40

20

0

O
S

, 
%

Tislelizumab + Chemo    370 (73.9)   15.0 (13.6–16.5)   0.80 (0.70–0.92)
Placebo + Chemo      406 (81.9)    12.9 (12.1–14.1)           P = .001

All Randomized 
Patients
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HER2-Negative Metastatic Gastric/GEJ: 
RATIONALE-305

Qiu MZ, et al. BMJ. 2024;385:e078876.

Time, Months

100

80

60

40

20

0

P
F

S
, 

%

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46

30.7%

21.8%
17.6%

21.5%

13.9%
9.1%

All Randomized Patients

No. of               mPFS               Stratified HR
      Events            (95% CI)                (95% CI)
          (%)            (months)           Log-Rank Test
                           P Value

Tislelizumab + Chemo    169 (61.7)     7.2 (5.8–8.4)    0.67 (0.55–0.83)

Placebo + Chemo          206 (75.7)     5.9 (5.6–7.0)            P < 0.001

Tislelizumab + Chemo   361 (72.1)     6.9 (5.7–7.2)     0.80 (0.67–0.90)

Placebo + Chemo         391 (78.8)     6.2 (5.6–6.9)           

No. of              mPFS              Stratified HR
    Events            (95% CI)                 (95% CI)
        (%)             (months)

Time, Months

100

80

60

40

20

0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

P
F

S
, 

%

PD-L1 TAP Score ≥5% Population

33.8%

18.9%

12.7%

8.7%

26.0%
22.3%

48

HER2+ Metastatic Gastric/GEJ: KEYNOTE-811

Janjigian YY, et al. N Engl J Med. 2024;391(14):1360-1362.

Trastuzumab + chemotherapy + pembro 1° PFS, OS

2° ORR, safetyTrastuzumab + chemotherapy

Gastric/GEJ adenocarcinoma

No prior therapy

HER2+ (any PD-L1)

ITT                                                 PD-L1 CPS ≥1 Tumors 

Median PFS (mo)

Pembro 10.0

Placebo 8.4

HR 0.73

95% CI 0.61-0.87

O
S

, 
%

HR 0.80 (95% CI 0.67–0.94); p = .0040

          No. of        Median, Months

        Events (%)          (95% CI)

Pembro          267 (76%)    20.0 (17.8–22.1)

Placebo          288 (83%)    16.8 (14.9–18.7)

100

80

60

40

90

70

50

30

20

10

0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66

HR 0.79 (95% CI 0.66–0.95)

O
S

, 
%

          No. of       Median, Months

       Events (%)           (95% CI)

Pembro          226 (76%)    20.1 (17.9–22.9)

Placebo 244 (82%)    15.7 (13.5–18.5)

100

80

60

40

90

70

50

30

20

10

0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66

350Pembro

Placebo 348

No. at Risk

311
292 220

243
165
192 144

125
116
102

84

74

62
59

49
37

32

16

5
6

0
0

Pembro

Placebo

No. at Risk

298

296

265
244

207

180

166

135

127

104

102
85

78

63

59
50

48

30

32

13

5

3

0

0

Months Months

HER2+ Metastatic Gastric/GEJ: DESTINY-Gastric04

PTX = paclitaxel; RAM = ramucirumab.
Shitara K, et al. J Clin Oncol. 2025;43(17_suppl):LBA4002.

Trastuzumab deruxtecan 1° OS

2° PFS, ORRRamucirumab + chemotherapy

Gastric/GEJ adenocarcinoma

No prior therapy

HER2+

Patients Still at Risk Time, Months

HR 0.70

95% CI 0.55–0.90

P = .0044

O
S

 P
ro

b
a

b
il

it
y

, 
%

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

0

20

40

60

80

100

T-DXd

mOS:

14.7 months

RAM + PTX

mOS:

11.4 months

83.5%

57.6%

29.0%

13.9%

48.9%

74.4%

Patients Still at Risk

T-DXd

RAM + PTX

219246

248 204

185

150

134

109

94

76

65

52

45

36

30

18

21

9

12

4

2

3

1

3

1

0

1 0

3.3 months

HER2+ Metastatic Gastric/GEJ: DESTINY-Gastric04

Shitara K, et al. J Clin Oncol. 2025;43(17_suppl):LBA4002.

HR 0.74

95% CI 0.59–0.92

P = .0074

P
F
S

 P
ro

b
a

b
il

it
y,

 %

Time, MonthsPatients Still at Risk

0 3 6 9 12 15 18 21 24 27 30 33 36

0

0

124710173051102173246

248

T-DXd

RAM + PTX 144 68 25 14 6 5 3 1 1 1 1 0

0

20

40

60

80

100

52.6%

22.9%

13.6%

T-DXd

mPFS:

6.7 months

41.5%

RAM + PTX

mPFS:

5.6 months
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CLDN+ Metastatic Gastric/GEJ: 

SPOTLIGHT and GLOW

• SPOTLIGHT and GLOW

SPOTLIGHT

Zol Placebo

Median PFS, mo 10.6 8.7

HR (95% CI) 0.75 (0.60–0.94)

P = .0066

Zolbe = zolbetuximab.

Shitara K, et al. Lancet. 2023;401(10389):1655-1668. Shah MA, et al. Nat Med. 2023;29(8):2133-2141.

P
F
S

Months

1.0

0.8

0.6

0.4

0.0

0.2

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Months

SPOTLIGHT

Zolbe Placebo

Median PFS, Months 10.6 8.7

HR (95% CI) 0.75 (0.60–0.94)

P = .0066

1.0

0.8

0.6

0.4

0.0

0.2

Months   

18 21 24 27 30 330 3 6 9 12 15

P
F
S

GLOW

Zolbe Placebo

Median PFS, Months 8.2 6.8

HR (95% CI) 0.69 (0.54–0.87)

P = .0007

Months

Zolbetuximab + chemotherapy 1° PFS

2° OS, ORRPlacebo + chemotherapy

Gastric/GEJ adenocarcinoma

No prior therapy

CLDN18.2+, HER2-neg

CLDN+ Metastatic Gastric/GEJ: 

SPOTLIGHT and GLOW

• SPOTLIGHT and GLOW

Shitara K, et al. Lancet. 2023;401(10389):1655-1668. Shah MA, et al. Nat Med. 2023;29(8):2133-2141.

SPOTLIGHT

Zol Placebo

Median PFS, mo 18.2 15.5

HR (95% CI) 0.75 (0.60–0.94)

P = .0053

GLOW

Zol Placebo

Median PFS, mo 14.4 12.2

HR (95% CI) 0.77 (0.62–0.97)

P = .012
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Median PFS, Months 18.2 15.5

HR (95% CI) 0.75 (0.60–0.94)

P = .0053

GLOW

Zolbe Placebo

Median PFS, Months 14.4 12.2

HR (95% CI) 0.77 (0.62–0.97)

P = .012

Summary of Metastatic Gastric/GEJ Studies

• Immunotherapy integration: adding immune checkpoint 

inhibitors to chemotherapy, especially in advanced disease, 

confers survival benefit

• Targeted therapy advances: expanding treatment options 

and improving outcomes with new agents and biomarker-

driven strategies 

• Personalized medicine: increasingly tailored therapies based 

on molecular profiling and biomarker status

Thank you for joining us.

Don’t forget to collect your credit.

&
QUESTIONS

ANSWERS
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Put information into action! 

Takeaways from this program can be 
implemented into your practice to improve 
patient care.

• Biomarkers should be assessed at the earliest opportunity and again after 

metastasis.

• Guidelines are important resources that provide state-of-the-art care and 

should be utilized as much as possible.

• Members of a high-functioning MDT support one another and utilize the 

unique expertise of each member to bring the highest quality of care to the 

patient.

Additional Resources

Visit www.ceconcepts.com
for clinical information and 
certified educational activities

• Registered Participants

• To receive CME/CE credit for this activity, participants must complete 
the post-test and evaluation online.
• Click on the Request Credit tab to complete the process and print your 

certificate. 

• Other Participants

•

Request and Collect Credit

Scan the QR code to create or log in to a CEC learner account. 
Complete the necessary requirements (e.g., pre-test, post-test, 
evaluation) and then claim your credit.*

*To receive credit, participants must register an account and apply for credit within 10 days of the live activity. For questions or technical difficulties, 

please contact info@ceconcepts.com. 

3 Steps to Complete

1. Actively participate in the discussion 
today by responding to questions 
and/or asking the faculty questions 

(MOC credit can be claimed even if a 
question goes unanswered or an 
incorrect response is entered)

2. Complete the post-test and evaluation 
at the conclusion of the webcast

3. Enter your ABIM ID number and DOB 
(MM/DD) on the evaluation, so credit 
can be submitted to ABIM

Claim ABIM 
MOC Credit

How to Claim This Activity as a CME for MIPS 
Improvement Activity

• Actively participate today by responding to ARS 
questions and/or asking the faculty questions 

• Complete the post-test and activity evaluation 
at the link provided 

• Over the next 3 months, actively work to 
incorporate improvements from this 

presentation into your clinical practice 

• In approximately 3 months, complete the 
follow-up survey from Creative Educational 
Concepts

CME for MIPS 
Improvement Activity

CEC will send you confirmation of your 

participation to submit to CMS attesting to your 
completion of a CME for MIPS Improvement 
Activity.
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