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Networked iPads are available.

For assistance, please raise your hand. Devices will be collected at the conclusion of the activity.

Review Program Slides: Tap the Program Slides button to review speaker 
presentations and other program content.

Answer Survey Questions: Complete the pre- and postmeeting surveys. 

Ask a Question: Tap Ask a Question to submit a challenging case or question for 
discussion. We will aim to address as many questions as possible during the 
program.

Complete Your Evaluation: Tap the CME Evaluation button to complete your 
evaluation electronically to receive credit for your participation. 

Clinicians in the Meeting Room



Review Program Slides: A link to the program slides will be posted in the chat 
room at the start of the program.

Answer Survey Questions: Complete the pre- and postmeeting surveys. 

Ask a Question: Submit a challenging case or question for discussion using the 
Zoom chat room.

Get CME Credit: A CME credit link will be provided in the chat room at the 
conclusion of the program.

Clinicians Attending via Zoom



PREMEETING SURVEY – Available Now

Clinicians in Attendance: If you have not already done 
so, please take a moment to complete the premeeting 
survey on the iPads for attendees in the room and on 
Zoom for those attending virtually. Your input on this 

survey will be integral to the program today.
 

A postmeeting survey will be posted 
toward the end of the session.

 
Thank you for your input.



About the Enduring Program

• The live meeting is being video 
and audio recorded.

• The proceedings from today will 
be edited and developed into 
an enduring web-based 
video/PowerPoint program. 
An email will be sent to all attendees when the activity is 
available. 

• To learn more about our education programs, visit our website, 
www.ResearchToPractice.com
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Agenda
Module 1 – Integration of Immune Checkpoint Inhibitors into the Management of HER2-
Negative Gastroesophageal (GE) Cancers

• Adjuvant immunotherapy for GE cancers
• First-line anti-PD-1/PD-L1 antibody-based regimens for metastatic HER2-negative GE cancer 
• Future role of novel immunotherapies/checkpoint inhibitors

Module 2 – Optimal Management of HER2-Positive GE Cancers
• Selection of first-line therapy for metastatic HER2-positive GE cancer
• Selection of second-line therapy for metastatic HER2-positive GE cancer

Module 3 – Therapeutic Options for Relapsed/Refractory GE Cancers; Novel Investigational 
Approaches

• Selection of second-line therapy for metastatic HER2-negative GE cancer 
• Zolbetuximab/chemotherapy as first-line therapy for CLDN18.2-positive metastatic GE cancer 
• Use of circulating tumor DNA assays in patients with GE cancers
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Selection of second-line therapy for metastatic HER2-
positive gastroesophageal cancer

Selection of first-line therapy for metastatic HER2-positive 
gastroesophageal cancer

Future role of novel immunotherapies/checkpoint inhibitors 
(eg, tislelizumab) in gastroesophageal cancers

Selection of second-line therapy for metastatic HER2-
negative gastroesophageal cancer

First-line anti-PD-1/PD-L1 antibody-based regimens for 
metastatic HER2-negative gastroesophageal cancer

Zolbetuximab/chemotherapy as first-line therapy for 
CLDN18.2-positive metastatic gastroesophageal cancer

Adjuvant immunotherapy for gastroesophageal cancers

Use of circulating tumor DNA assays to inform clinical 
decision-making for patients with gastroesophageal cancers

First Choice Second Choice
Survey of US-based general medical oncologists, May 2023. N = 75



Agenda
Module 1 – Integration of Immune Checkpoint Inhibitors into the Management of HER2-
Negative Gastroesophageal (GE) Cancers

• Adjuvant immunotherapy for GE cancers
• First-line anti-PD-1/PD-L1 antibody-based regimens for metastatic HER2-negative GE cancer 
• Future role of novel immunotherapies/checkpoint inhibitors

Module 2 – Optimal Management of HER2-Positive GE Cancers
• Selection of first-line therapy for metastatic HER2-positive GE cancer
• Selection of second-line therapy for metastatic HER2-positive GE cancer

Module 3 – Therapeutic Options for Relapsed/Refractory GE Cancers; Novel Investigational 
Approaches

• Selection of second-line therapy for metastatic HER2-negative GE cancer 
• Zolbetuximab/chemotherapy as first-line therapy for CLDN18.2-positive metastatic GE cancer 
• Use of circulating tumor DNA assays in patients with GE cancers



How comfortable/familiar are you with the published data sets, 
available guidelines, investigator perspectives and ongoing 
research studies pertaining to adjuvant immunotherapy for 

localized gastroesophageal cancers?

9 24 34 6 2

Well-informed Uninformed

Survey of US-based general medical oncologists, May 2023. N = 75



Adjuvant immunotherapy for GE cancers

• Andre T, et al. Neoadjuvant nivolumab plus ipilimumab and adjuvant nivolumab in localized 
deficient mismatch repair/microsatellite instability-high gastric or esophagogastric junction 
adenocarcinoma: The GERCOR NEONIPIGA phase II study. J Clin Oncol 2023;41(2):255-65

• Kelly RJ, et al. Adjuvant nivolumab in resected esophageal or gastroesophageal junction cancer 
following neoadjuvant chemoradiotherapy: Expanded efficacy and safety analyses from 
CheckMate 577. ASCO 2021;Abstract 4003

• Manji GA, et al. Phase II clinical trial of perioperative pembrolizumab and chemotherapy 
followed by adjuvant pembrolizumab for resectable gastric/GEJ adenocarcinoma. AACR 
2022;Abstract CT009

• Terashima M et al. ATTRACTION-5: A Phase 3 Study of Nivolumab plus Chemotherapy as 
Postoperative Adjuvant Treatment for Pathological Stage III (pStage III) Gastric or 
Gastroesophageal Junction (G/GEJ) Cancer. ASCO 2023; Abstract 4000.



• How have you changed your approach to treatment due to 
the recent 5-FU/capecitabine and carboplatin/cisplatin 
shortages?

Questions from General Medical Oncologists

Survey of US-based general medical oncologists, May 2023. N = 75



• 73 yo male with Dx of GEJ adenocarcinoma and past med history of follicular 
lymphoma. Now s/p chemoradiotherapy w/ carboplatin/paclitaxel. Not surgical 
candidate so unsure of response to therapy. What would you do next?

• 72 yo male has CRT for localized esophageal cancer. Pathology from surgery 
shows 2 nodes positive and a positive margin. The tumor is HER2-neg, Claudin 
75%, PD-L1 0. What would be your suggestion for postop treatment?

• 65 yo patient with ypT3N1 GEJ adenoCa, HER2-positive, PD-L1-negative

• Patient with locally advanced esophageal cancer progresses 
     during adjuvant immunotherapy, is immunotherapy 
     doublet an option?

Questions from General Medical Oncologists

Survey of US-based general medical oncologists, May 2023. N = 75



How comfortable/familiar are you with the published data sets, 
available guidelines, investigator perspectives and ongoing 

research studies pertaining to first-line anti-PD-1/PD-L1 
antibody-based regimens for metastatic HER2-negative 

gastroesophageal cancer?

12 32 27 3 1

Well-informed Uninformed

Survey of US-based general medical oncologists, May 2023. N = 75



First-line anti-PD-1/PD-L1 antibody-based regimens for 
metastatic HER2-negative GE cancer 

• Janjigian YY, et al. Nivolumab plus chemotherapy vs chemotherapy as first-line treatment for 
advanced gastric cancer/gastroesophageal adenocarcinoma: 3-year follow-up from CheckMate 
649. ASCO GI 2023;Abstract 291

• Lei M, et al. Nivolumab plus chemotherapy vs chemotherapy as first-line treatment for 
advanced gastric cancer/gastroesophageal junction cancer/esophageal adenocarcinoma: 
CheckMate 649 biomarker analyses. AACR 2022;Abstract CT023

• Kato K, et al. Nivolumab plus chemotherapy or ipilimumab vs chemotherapy as first-line 
treatment for advanced esophageal squamous cell carcinoma: 29-month follow-up from 
CheckMate 648. ASCO GI 2023;Abstract 290

• Rah SY, et al. Pembrolizumab plus chemotherapy as first-line therapy for advanced HER2-
negative gastric or gastroesophageal junction cancer: Phase 3 KEYNOTE-859 study. ESMO 
2023;Abstract VP1-2023

• Metges JP, et al. First-line pembrolizumab plus chemotherapy versus chemotherapy in advanced 
esophageal cancer: Longer-term efficacy, safety, and quality-of-life results from the phase 3 
KEYNOTE-590 study. ASCO GI 2022;Abstract 241



• A 67 yo with advanced gastric cancer and a PD-L1 CPS of 3%, HER2-negative, 
treatment recommended

• 65 yo patient with HER2-negative, PD-L1-negative metastatic GEJ adenoCa

• In someone with MMR deficiency, how much does chemotherapy add to IO alone?  

• What is your "threshold" for omission in patients with autoimmune disorders/post-
transplant on immunosuppressive meds?

• Could you comment on PD-L1 testing? Are all PD-L1 assays 
     interchangeable amongst each other?

Questions from General Medical Oncologists

Survey of US-based general medical oncologists, May 2023. N = 75



How comfortable/familiar are you with the published data sets, 
available guidelines, investigator perspectives and ongoing 

research studies pertaining to the future role of novel 
immunotherapies/checkpoint inhibitors (eg, tislelizumab) 

in gastroesophageal cancers?

1 12 17 30 15

Well-informed Uninformed

Survey of US-based general medical oncologists, May 2023. N = 75



Future role of novel immunotherapies/checkpoint inhibitors

• Moehler M, et al. RATIONALE-305: Phase 3 study of tislelizumab + chemotherapy vs placebo + 
chemotherapy as first-line treatment of advanced gastric or gastroesophageal junction 
adenocarcinoma. ASCO GI 2023;Abstract 286

• BeiGene Announces Positive Phase 3 Tislelizumab Trial in Advanced Gastric or 
Gastroesophageal Junction Adenocarcinoma. [Press Release] April 20, 2023. Available at 
https://ir.beigene.com/news/beigene-announces-positive-phase-3-tislelizumab-trial-in-
advanced-gastric-or-gastroesophageal-junction-adenocarcinoma/dc7ae8df-dbbb-4de2-834f-
0f74feaaa519/ 

• Xu J, et al. Tislelizumab plus chemotherapy versus placebo plus chemotherapy as first-line 
treatment for advanced or metastatic oesophageal squamous cell carcinoma (RATIONALE-306): 
A global, randomised, placebo-controlled, phase 3 study. Lancet Oncol 2023;24(5):483-95

https://ir.beigene.com/news/beigene-announces-positive-phase-3-tislelizumab-trial-in-advanced-gastric-or-gastroesophageal-junction-adenocarcinoma/dc7ae8df-dbbb-4de2-834f-0f74feaaa519/
https://ir.beigene.com/news/beigene-announces-positive-phase-3-tislelizumab-trial-in-advanced-gastric-or-gastroesophageal-junction-adenocarcinoma/dc7ae8df-dbbb-4de2-834f-0f74feaaa519/
https://ir.beigene.com/news/beigene-announces-positive-phase-3-tislelizumab-trial-in-advanced-gastric-or-gastroesophageal-junction-adenocarcinoma/dc7ae8df-dbbb-4de2-834f-0f74feaaa519/


Tislelizumab: Mechanism of Action 

https://www.hcp.novartis.com/virtual-congress/disease-areas/gastrointestinal-gi-cancers/



Positive Phase 3 Tislelizumab Trial in Advanced Gastric or 
Gastroesophageal Junction Adenocarcinoma 
Press Release: April 20, 2023

“Today the manufacturer announced the global RATIONALE 305 trial met its primary endpoint of overall 
survival, with tislelizumab in combination with chemotherapy demonstrating superior overall survival (OS) 
compared with chemotherapy in patients with advanced unresectable or metastatic gastric or 
gastroesophageal junction (G/GEJ) adenocarcinoma, regardless of PD-L1 status. No new safety signals 
were identified for tislelizumab. 

The manufacturer previously announced superior OS for the combination compared with chemotherapy in 
the PD-L1 high group at a planned interim analysis1 and the trial continued according to pre-specified 
statistical hierarchy testing. At the final analysis, tislelizumab, in combination with chemotherapy, 
demonstrated superior OS compared with chemotherapy in the intent-to-treat (ITT) population. Results 
will be submitted for presentation at an upcoming medical conference.” 

https://ir.beigene.com/news/beigene-announces-positive-phase-3-tislelizumab-trial-in-advanced-gastric-or-gastroesophageal-
junction-adenocarcinoma/dc7ae8df-dbbb-4de2-834f-0f74feaaa519/



Xu J et al. Lancet Oncol, 2023; 24(5):483-495. 



RATIONALE-306: Overall Survival in Patients with PD-L1 TAP ≥10%

Xu J et al. Lancet Oncol, 2023; 24(5):483-495. 



RATIONALE-306: Overall Survival in Patients with PD-L1 TAP <10%

Xu J et al. Lancet Oncol, 2023; 24(5):483-495. 



RATIONALE-306: Safety

Xu J et al. Lancet Oncol, 2023; 24(5):483-495. 



• In absence of comparative data, how will we decide between checkpoint pathway 
inhibitor classes? 

• Does this antibody with its alternative mechanism of action have greater efficacy 
than currently approved antibodies in conjunction with chemotherapy? 

• I wonder about response rate of tislelizumab after having used IOs before. 

• I have a 53 yo man who has been on FOLFOX/nivo followed by capecitabine/nivo 
for 15 months. He is now slowly progressing. Should I continue his IO and switch 
the chemo backbone or stop the IO altogether?

• What do alternative immune response inhibitors such as 
     for LAG3 and TIM show in GE ca?

Questions from General Medical Oncologists

Survey of US-based general medical oncologists, May 2023. N = 75



Agenda
Module 1 – Integration of Immune Checkpoint Inhibitors into the Management of HER2-
Negative Gastroesophageal (GE) Cancers

• Adjuvant immunotherapy for GE cancers
• First-line anti-PD-1/PD-L1 antibody-based regimens for metastatic HER2-negative GE cancer 
• Future role of novel immunotherapies/checkpoint inhibitors

Module 2 – Optimal Management of HER2-Positive GE Cancers
• Selection of first-line therapy for metastatic HER2-positive GE cancer
• Selection of second-line therapy for metastatic HER2-positive GE cancer

Module 3 – Therapeutic Options for Relapsed/Refractory GE Cancers; Novel Investigational 
Approaches

• Selection of second-line therapy for metastatic HER2-negative GE cancer 
• Zolbetuximab/chemotherapy as first-line therapy for CLDN18.2-positive metastatic GE cancer 
• Use of circulating tumor DNA assays in patients with GE cancers



How comfortable/familiar are you with the published data sets, 
available guidelines, investigator perspectives and ongoing 

research studies pertaining to selection of first-line therapy for 
metastatic HER2-positive gastroesophageal cancer?

13 34 25 3 0

Well-informed Uninformed

Survey of US-based general medical oncologists, May 2023. N = 75



Selection of first-line therapy for metastatic HER2-positive 
GE cancer

• Janjigian YY, et al. Pembrolizumab plus trastuzumab and chemotherapy for HER2+ metastatic 
gastric or gastroesophageal junction cancer: Initial findings of the global phase 3 KEYNOTE-811 
study. ESMO GI 2021;Abstract LBA4

• Yamaguchi K, et al. Trastuzumab Deruxtecan in anti-human epidermal growth factor receptor 2 
treatment-naïve patients with human epidermal growth factor receptor 2-low gastric or 
gastroesophageal junction adenocarcinoma: Exploratory cohort results in a phase II trial. J Clin 
Oncol 2023;41(4):816-25

• Elimova E, et al. Zanidatamab + chemotherapy as first line treatment for HER2-expressing 
metastatic gastroesophageal adenocarcinoma (mGEA). ASCO GI 2023;Abstract 347



Zanidatamab: Mechanism of Action

Tabernero J et al. Future Oncol 2022;18(29):3255-66. 



a. Based on a baseline scan and a confirmatory scan obtained >4 weeks following initial documentation of objective response.
CI = confidence interval; DOR = duration of response; NE = not estimable. 

Zanidatamab + Chemotherapy as First-Line Treatment for 
HER2-Expressing mGEA: Response

Elimova E et al. Gastrointestinal Cancers Symposium 2023;Abstract 347.

FP = 5-FU/cisplatin

Table 2: Response Rates and DOR 
in Patients with HER2-Expressing 
mGEA (Response-evaluable) 



• Should all HER2+ patients receive pembrolizumab in addition to 
chemotherapy/trastuzumab?

• Use of HER2 agents in neoadjuvant setting

• I have a 76 yo man with COPD with HER2+ adenoCa of GE junction. He is not on 
oxygen, but he can only walk one block. Is trastuzumab deruxtecan 
contraindicated?  Would you defer it to third line?

• 78 yo PS 2, advanced gastric cancer HER2+, PD-L1 14%, refuses chemotherapy

• Any role for T-DXd in 1st line?

• Do you avoid HER2-directed therapies in patients with 
     underlying heart failure? If not, how do you manage such 
     patients?

Questions from General Medical Oncologists

Survey of US-based general medical oncologists, May 2023. N = 75



How comfortable/familiar are you with the published data sets, 
available guidelines, investigator perspectives and ongoing 

research studies pertaining to selection of second-line therapy 
for metastatic HER2-positive gastroesophageal cancer?

7 31 29 7 1

Well-informed Uninformed

Survey of US-based general medical oncologists, May 2023. N = 75



Selection of second-line therapy for metastatic HER2-
positive GE cancer

• Ku G, et al. Updated analysis of DESINTY-Gastric02: A phase 2 single-arm trial of trastuzumab 
deruxtecan (T-DXd) in Western patients with HER2-positive unresectable/metastatic 
gastric/gastroesophageal junction (GEJ) cancer who progressed on or after trastuzumab-
containing regimen. ESMO 2023;Abstract 1205MO

• Yamaguachi K, et al. Trastuzumab Deruxtecan (T-DXd; DS-8201) in patients with HER2-positive 
advanced gastric or gastroesophgeal junction (GEJ) adenocarcinoma: Final Overall Survival (OS) 
results from a randomized, multicenter, open-label, phase 2 study (DESTINY-Gastric01). ASCO GI 
2022;Abstract 242



• 72 yo advanced gastric cancer, 28 mo post FOLFOX/trastuzumab/pembro with lung 
mets, rebiopsy HER2 Fish 2, IHC 1+, history of bypass 7 months ago

• For 2L HER2-positive adenocarcinoma, do you prefer trastuzumab deruxtecan or 
ramucirumab and paclitaxel?

• Role of T-DXd in HER2-low GI cancers? What about HER2-mutated pts?

• Do you repeat HER2neu testing on new biopsy? If so, how often?

• Your experience with cardiotoxicity and pneumonitis 
     for deruxtecan

Questions from General Medical Oncologists

Survey of US-based general medical oncologists, May 2023. N = 75



• What would be your second line for patients who developed autoimmune 
pneumonitis on FOLFOX + nivo + trastuzumab and progressed after 10 months 
from starting the above therapy?

• How and how often are you monitoring pulmonary function in patients receiving 
trastuzumab deruxtecan?

• What would be your go-to regimen for recurrence of HER2 GE cancer with brain 
mets? 

• Any clinical trials looking at other combination options 
     with tucatinib?

Questions from General Medical Oncologists (con’t)

Survey of US-based general medical oncologists, May 2023. N = 75



Agenda
Module 1 – Integration of Immune Checkpoint Inhibitors into the Management of HER2-
Negative Gastroesophageal (GE) Cancers

• Adjuvant immunotherapy for GE cancers
• First-line anti-PD-1/PD-L1 antibody-based regimens for metastatic HER2-negative GE cancer 
• Future role of novel immunotherapies/checkpoint inhibitors

Module 2 – Optimal Management of HER2-Positive GE Cancers
• Selection of first-line therapy for metastatic HER2-positive GE cancer
• Selection of second-line therapy for metastatic HER2-positive GE cancer

Module 3 – Therapeutic Options for Relapsed/Refractory GE Cancers; Novel Investigational 
Approaches

• Selection of second-line therapy for metastatic HER2-negative GE cancer 
• Zolbetuximab/chemotherapy as first-line therapy for CLDN18.2-positive metastatic GE cancer 
• Use of circulating tumor DNA assays in patients with GE cancers



How comfortable/familiar are you with the published data sets, 
available guidelines, investigator perspectives and ongoing 

research studies pertaining to selection of second-line therapy 
for metastatic HER2-negative gastroesophageal cancer?

8 36 26 4 1

Well-informed Uninformed

Survey of US-based general medical oncologists, May 2023. N = 75



Selection of second-line therapy for metastatic HER2-
negative GE cancer 

• Lorenzen S, et al. FOLFIRI plus ramucirumab versus paclitaxel plus ramucirumab as second-line 
therapy for patients with advanced or metastatic gastroesophageal adenocarcinoma with or 
without prior docetaxel – Results from the phase II RAMIRIS study of the German Gastric 
Cancer Study Group at AIO. Eur J Cancer 2022;165:48-57

• Goetze TO et al. Ramucirumab beyond progression plus TAS 102 in patients with advanced or 
metastatic adenocarcinoma of the stomach or the gastroesophageal junction, after treatment 
failure on a ramucirumab-based therapy: Final results of the phase II RE-ExPEL study. ASCO GI 
2023;Abstract 359



• How would you treat a 69 yo, no comorbidities, ECOG 0, HER2-negative GE cancer 
patient, who had received preoperative chemotherapy for a locally advanced 
resectable tumor and underwent surgery, and progressed 4 months post-surgery 
while on adjuvant immunotherapy?

• How do you select patients to receive taxane alone vs taxane + ramucirumab?

• For patients who have progressed within six months after chemoradiotherapy, 
curative intent surgery and adjuvant immunotherapy, is there a role for re-
challenge with immunotherapy?

• For a patient with Grade 2 neuropathy or higher, which 
     second-line regimen?

Questions from General Medical Oncologists

Survey of US-based general medical oncologists, May 2023. N = 75



How comfortable/familiar are you with the published data sets, 
investigator perspectives and ongoing research studies 

pertaining to zolbetuximab/chemotherapy as first-line therapy 
for CLDN18.2-positive metastatic gastroesophageal cancer?

3 11 17 18 26

Well-informed Uninformed

Survey of US-based general medical oncologists, May 2023. N = 75



Zolbetuximab/chemotherapy as first-line therapy for 
CLDN18.2-positive metastatic GE cancer 

• Shitara K, et al. Zolbetuximab + mFOLFOX6 as 1L treatment for patients with CLDN18.2+/HER2- 
locally advanced (LA) unresectable or metastatic gastric or gastroesophageal junction (mG/GEJ) 
adenocarcinoma: Primary phase 3 results from SPOTLIGHT. ASCO GI 2023;Abstract LBA292

• Shah M et al. Zolbetuximab + CAPOX in 1L claudin-18.2+ (CLDN18.2+)/HER2− locally advanced 
(LA) or metastatic gastric or gastroesophageal junction (mG/GEJ) adenocarcinoma: Primary 
phase 3 results from GLOW. ASCO Plenary Series 2023;Abstract 405736



Mechanism of Action of Zolbetuximab

Shitara K et al. Gastrointestinal Cancers Symposium 2023;Abstract LBA292.



SPOTLIGHT: Progression-Free Survival (Primary Endpoint)

Shitara K et al. Gastrointestinal Cancers Symposium 2023;Abstract LBA292.



SPOTLIGHT: TEAEs Occurring in ≥15% of All Patients Who 
Received Treatment

Shitara K et al. Gastrointestinal Cancers Symposium 2023;Abstract LBA292.



• What is the mechanism of action of this drug, and how does it synergize with 
traditional chemotherapy? How well is the drug tolerated?

• Presuming zolbetuximab becomes FDA approved, how would you factor in its use 
first line with a CPI?

• Why did both arms in the SPOTLIGHT trial have similar response rates with 
differences in overall survival? Is 2 months’ absolute increase in overall survival 
beneficial with a 20% increase in toxicity? [Higher rate of GI side effects]

• The issue with "zolbie" is claudin 18.2 testing at the time of 
     diagnosis. This is not a test that NGS tests for, given that it is 
     IHC testing. How do we get pathologists on board that this 
     needs to be tested as standard of care?

Questions from General Medical Oncologists

Survey of US-based general medical oncologists, May 2023. N = 75



• A 68 yo presented with metastatic HER2-neg gastric cancer. He progresses on 
FOLFOX. He has a CPS of 10 and a claudin level of 70% and presuming 
zolbetuximab is approved, what would be your treatment? 

• 67 yo with metastatic HER2-positive GE junction cancer has CPS of 30 and Claudin 
75 (presuming zolbetuximab is FDA approved) What would be your recommended 
treatment and sequence?

Questions from General Medical Oncologists (con’t)

Survey of US-based general medical oncologists, May 2023. N = 75



How comfortable/familiar are you with the published data sets, 
investigator perspectives and ongoing research studies 

pertaining to the use of circulating tumor DNA assays to inform 
clinical decision-making for patients with gastroesophageal 

cancers?

6 10 27 20 12

Well-informed Uninformed

Survey of US-based general medical oncologists, May 2023. N = 75



• What stages of gastroesophageal cancer would you use CT DNA in?

• 70 yo with locally advanced esophageal cancer s/p definitive chemoradiation and 
surgery with complete pCR. Pt is clinically well but ctDNA starts to rise after 6 
months. Imaging is negative for any suspicious mass. How do you proceed?

• A 63 yo male with node-positive GE junction cancer has neo-adj CRT and then 
surgery. The tumor is fully resected. At one month after surgery, his Signatera test 
is negative. How would this affect your treatment plan?

Questions from General Medical Oncologists

Survey of US-based general medical oncologists, May 2023. N = 75



Impediments you have encountered in delivering high-quality 
care to patients with gastroesophageal cancers 

• Decisions need to be made fast; info is needed within enough time to start 
treatment before they deteriorate

• Patients with Stage 4 GE junction cancers tend to decline pretty quickly after 
progression with first-line therapy. It’s a bit of a challenge.

• Molecular testing often slow.

• One barrier continues to be ensuring adequate nutritional support for 
chemoradiotherapy-based regimens, even in those with gastrostomy or 
jejunostomy tubes. We have a long way to go to minimize toxicities, especially for 
those needing large radiotherapy treatment fields.

Survey of US-based general medical oncologists, May 2023. N = 75



APPENDIX



Localized Gastric/GEJ Cancers



J Clin Oncol 2023 January 10;41(2):255-65.



NEONIPIGA: Efficacy

N = 32

Underwent surgery R0 resection pCR

29/32* 29/29 (100%) 17/29 (58.6%)

André T et al. J Clin Oncol 2023 January 10;41(2):255-65.

* Three patients did not have surgery and had a complete endoscopic response with tumor-free biopsies and 
normal CT scans



NEONIPIGA: Safety

André T et al. J Clin Oncol 2023 January 10;41(2):255-65.

TRAE = treatment-related adverse event





CheckMate 577: Disease-Free Survival (DFS) 

Kelly RJ et al. ASCO 2021;Abstract 4003.



Abstract CT009



Manji GA et al. AACR 2022;Abstract CT009. 

Phase II Study Design: Perioperative Pembrolizumab with Chemotherapy Followed 
by Adjuvant Pembrolizumab for Resectable Gastric Cancer or GEJ Adenocarcinoma 



Manji GA et al. AACR 2022;Abstract CT009. 

Pathologic Complete Response Rate (Primary Endpoint)



Advanced Gastric Cancer: HER2-Negative



2023



Janjigian YY et al. Gastrointestinal Cancers Symposium 2023;Abstract 291. 

CheckMate 649 Study Design

NIVO = nivolumab; IPI = ipilimumab; CPS = combined positive score



CheckMate 649: Overall Survival with Nivolumab and Chemotherapy 
versus Chemotherapy Alone — 36-Month Follow-Up

CPS = combined positive score
Janjigian YY et al. Gastrointestinal Cancers Symposium 2023;Abstract 291. 

• Clinically meaningful improvement in OS with NIVO + chemo vs chemo was maintained with longer follow-up 
in PD-L1 CPS ≥5 and all randomized populations



CheckMate 649: Progression-Free Survival with Nivolumab and 
Chemotherapy versus Chemotherapy Alone — 36-Month Follow-Up

Janjigian YY et al. Gastrointestinal Cancers Symposium 2023;Abstract 291. 

• PFS with NIVO + chemo vs chemo was maintained with longer follow-up in PD-L1 CPS ≥5 and all randomized 
populations



. 



CheckMate 649: Overall Survival by Tumor Mutational Burden (TMB)

Lei M et al. AACR 2022;Abstract CT023. 



CheckMate 649 Biomarker Analyses: Summary

Lei M et al. AACR 2022;Abstract CT023. 

GES = gene expression signature



2023;Abstract VP1-2023.



Rha SY et al. ESMO Virtual Plenary 2023;Abstract VP1-2023.



Rha SY et al. ESMO Virtual Plenary 2023;Abstract VP1-2023.

OS = overall survival; ITT = intent to treat



Rha SY et al. ESMO Virtual Plenary 2023;Abstract VP1-2023.



Rha SY et al. ESMO Virtual Plenary 2023;Abstract VP1-2023.

ORR = overall response rate; DOR = duration of response



Abstract 286
2023



RATIONALE-305: Phase III Study Design

Moehler M et al. Gastrointestinal Cancers Symposium 2023;Abstract 286.



RATIONALE-305: Overall Survival in PD-L1-Positive Analysis Set
(Primary Endpoint)

Moehler M et al. Gastrointestinal Cancers Symposium 2023;Abstract 286.



RATIONALE-305: Progression-Free Survival in PD-L1-Positive 
Analysis Set (Key Secondary Endpoint)

Moehler M et al. Gastrointestinal Cancers Symposium 2023;Abstract 286.



RATIONALE-305: Antitumor Response in PD-L1-Positive Analysis 
Set (Key Secondary Endpoint)

Moehler M et al. Gastrointestinal Cancers Symposium 2023;Abstract 286.



RATIONALE-305: Treatment-Emergent Adverse Events Reported 
in ≥20% of Patients

Moehler M et al. Gastrointestinal Cancers Symposium 2023;Abstract 286.





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

PFS = progression-free survival; OS = overall survival



Ramucirumab Beyond Progression plus TAS 102 in 
Patients with Advanced or Metastatic Adenocarcinoma 
of the Stomach or the Gastroesophageal Junction, After 
Treatment Failure on a Ramucirumab-Based Therapy: 
Final Results of the Phase II RE-ExPEL Study

Goetze TO et al.
Gastrointestinal Cancers Symposium 2023;Abstract 359.



Phase II RE-ExPEL Study: Progression-Free and Overall Survival 

Goetze TO et al. Gastrointestinal Cancers Symposium 2023;Abstract 359. 



Phase II RE-ExPEL Study: Summary of Serious Adverse Events

Goetze TO et al. ASCO GI 2023;Abstract 359. 



Advanced Gastric Cancer: HER2-Positive



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.

ORR = objective response rate





Zanidatamab + Chemotherapy as First-Line Treatment for HER2-
Expressing mGEA: Study Design

Elimova E et al. Gastrointestinal Cancers Symposium 2023;Abstract 347.



Zanidatamab + Chemotherapy as First-Line Treatment for 
HER2-Expressing mGEA: Change in Target Lesion Size

Elimova E et al. ASCO GI 2023;Abstract 347.



MOUNTAINEER-02 Phase II/III Study Design

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

NGS = next-generation sequencing; TUC = tucatinib; Tras = trastuzumab; Ram = ramucirumab; Pac = paclitaxel; RD = recommended dose; 
ctDNA = circulating tumor DNA



2022



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

DESTINY-Gastric01 Randomized, Phase II Study Design



DESTINY-Gastric01: Antitumor Activity

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

Best Percentage Change from Baseline in Tumor Size for Individual Patients

PC = physician's choice of chemotherapy; ORR = objective response rate; CR = complete response; PR = partial response; 
ICR = independent central review; DCR = disease control rate; DOR = duration of response; TTR = time to response



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.



J Clin Oncol 2023 February 1;41(4):816-25.



DESTINY-Gastric01: Best Percent Change from Baseline 
Tumor Size in Patients with Treatment-Naïve HER2-Low 
Advanced Gastric or GEJ Adenocarcinoma

Yamaguchi K et al. J Clin Oncol 2023 February 1;41(4):816-25.



Abstract 1205MO



DESTINY-Gastric02 Phase II Study Design

Ku G et al. ESMO 2022;Abstract 1205MO.



DESTINY-Gastric02: Efficacy Endpoints

Ku G et al. ESMO 2022;Abstract 1205MO.



DESTINY-Gastric02: PFS and OS

Ku G et al. ESMO 2022;Abstract 1205MO.



DESTINY-Gastric02: Overall Safety Summary and ILD/Pneumonitis

Ku G et al. ESMO 2022;Abstract 1205MO.



Ku G et al. ESMO 2022;Abstract 1205MO.



Esophageal Cancers



2023



CheckMate 648 Study Design

Kato K et al. Gastrointestinal Cancers Symposium 2023;Abstract 290.



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

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

PD-L1 ≥1%

Overall Population



CheckMate 648: Overall Survival with Nivolumab and Chemotherapy 
versus Chemotherapy Alone at 29-Month Follow-Up  

• Clinically meaningful improvement in OS with NIVO + chemo vs chemo in the tumor cell PD-L1 ≥1 and all 
randomized populations was maintained with longer follow-up:

- Tumor cell PD-L1 ≥1: 41% reduction in the risk of death and a 5.9-month improvement in median OS
- All randomized: 22% reduction in the risk of death and a 2.1-month improvement in median OS

Kato K et al. Gastrointestinal Cancers Symposium 2023;Abstract 290.



CheckMate 648: Overall Survival by Baseline PD-L1 Status with 
Nivolumab and Chemotherapy versus Chemotherapy Alone at 
29-Month Follow-Up  

• Results across baseline PD-L1 status subgroups were generally consistent with those previously reported:
- HRs were below 1 across most PD-L1 expression subgroups, favoring NIVO + chemo
- The largest magnitude of OS benefit was observed among patients with tumor cell PD-L1 ≥1%, with no 

further enrichment in subgroups with higher tumor cell PD-L1 expression

Kato K et al. Gastrointestinal Cancers Symposium 2023;Abstract 290.



CheckMate 648: Progression-Free Survival with Nivolumab and 
Chemotherapy versus Chemotherapy Alone at 29-Month Follow-Up

Kato K et al. Gastrointestinal Cancers Symposium 2023;Abstract 290. 

• PFS benefit with NIVO + chemo vs chemo was maintained with longer follow-up 

BICR = blinded independent central review



CheckMate 648: Overall Survival with Nivolumab/Ipilimumab 
versus Chemotherapy at 29-Month Follow-Up  

• Clinically meaningful improvement in OS with NIVO + IPI vs chemo in the tumor cell PD-L1 ≥1 and all 
randomized populations was maintained with longer follow-up:

- Tumor cell PD-L1 ≥1: 38% reduction in the risk of death and a 4.0-month improvement in median OS
- All randomized: 23% reduction in the risk of death and a 2.0-month improvement in median OS

Kato K et al. Gastrointestinal Cancers Symposium 2023;Abstract 290.



CheckMate 648: Progression-Free Survival with Nivolumab/Ipilimumab 
versus Chemotherapy at 29-Month Follow-Up

Kato K et al. Gastrointestinal Cancers Symposium 2023;Abstract 290. 

• No PFS benefit was observed with NIVO + IPI vs chemo with longer follow-up in either the tumor cell PD-L1 ≥1 
population or all randomized populations, consistent with previously reported results 



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: 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.



Novel Agents and Strategies



Abstract LBA292

2023



SPOTLIGHT: Phase III Study Design

Shitara K et al. Gastrointestinal Cancers Symposium 2023;Abstract LBA292.



SPOTLIGHT: Overall Survival (Key Secondary Endpoint)

Shitara K et al. Gastrointestinal Cancers Symposium 2023;Abstract LBA292.



SPOTLIGHT: Response Rates (Key Secondary Endpoint)

Shitara K et al. Gastrointestinal Cancers Symposium 2023;Abstract LBA292.



GLOW: A Phase III Study of First-Line Zolbetuximab and CAPOX for 
Claudin 18.2-Positive, HER2-Negative Advanced Gastric or 
Gastroesophageal Junction Adenocarcinoma 

Shah M et al. ASCO Plenary Series, March 22, 2023;Abstract 405736. 



GLOW: PFS by Independent Review Committee (Primary Endpoint)

Shah M et al. ASCO Plenary Series, March 22, 2023;Abstract 405736. 



GLOW: TEAEs Occurring in ≥15% of All Patients Who Received Treatment

Shah M et al. ASCO Plenary Series, March 22, 2023;Abstract 405736. 



Lunch with the Investigators:
Gastroesophageal Cancers

Moderator
Neil Love, MD

Faculty

Friday, June 2, 2023
11:45 AM – 12:45 PM CT

A CME Symposium Held in Conjunction with the 2023 ASCO® Annual Meeting

Yelena Y Janjigian, MD
Manish A Shah, MD

Harry H Yoon, MD, MHS



POSTMEETING SURVEY – Available Now

Clinicians in Attendance: The postmeeting survey 
is now available on the iPads for attendees in the 
room and on Zoom for those attending virtually. 

We appreciate your completing this survey before 
the end of the program.

 
Thank you for your input.



Video Consensus or Controversy?
Clinical Investigators Provide Perspectives on the Current 
and Future Management of Non-Small Cell Lung Cancer

Moderator
Neil Love, MD

Faculty

Friday, June 2, 2023
6:30 PM – 9:00 PM CT

A CME Symposium Held in Conjunction with the 2023 ASCO® Annual Meeting

Edward B Garon, MD, MS
John V Heymach, MD, PhD

Corey J Langer, MD

Ticiana Leal, MD
David R Spigel, MD 

Helena Yu, MD



Thank you for joining us!
Your feedback is very important to us. 

Please complete the survey currently up on the iPads for attendees 
in the room and on Zoom for those attending virtually. The survey 

will remain open up to 5 minutes after the meeting ends. 

How to Obtain CME Credit
In-person attendees: Please refer to the program syllabus for the 
CME credit link or QR code. You may also use the iPads available 

in the meeting room to complete the course evaluation.
Online/Zoom attendees: The CME credit link 

is posted in the chat room.


