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Case Presentation: 55-year-old man with localized, poorly 
differentiated signet ring, MMR-deficient advanced gastric 
adenocarcinoma

Dr Sunnie Kim (Aurora, Colorado)



What was the patient’s occupation?

a. Physician

b. Nurse

c. Elementary school teacher

d. Attorney

e. Electrician



NEONIPIGA and INFINITY: 
Perioperative dual immune checkpoint inhibition 

NEONIPIGA: A Phase II trial evaluating the efficacy of neoadjuvant nivolumab and 
ipilimumab followed by adjuvant nivolumab in patients with resectable MSI-H/dMMR 
esophagogastric adenocarcinoma.

Endpoints

Primary 
Endpoint:
• cPRR
Secondary 
Endpoints:
• DFS
• OS
• TRAEs
• Biomarkers

Key Eligibility 
Criteria:
• Aged 18-75 years
• T2-T4, Nx, M0
• dMMR or MSI-H
• ECOG 0-1 (0 if 

>70 yr)
• Treatment-naïve

Nivolumab 240 
mg Q2W

+
Ipilimumab 1 
mg/kg Q6W

Surgery Nivolumab 480 
mg Q4W

Adjuvant treatment
9 cycles = 9 months

Neoadjuvant treatment
6 cycles = 12 weeks

5±1 
weeks

Andre T, JCO 2022 Courtesy of Sunnie Kim, MD



Al-Batran, SE    GI ASCO 2024Courtesy of Sunnie Kim, MD



KEYNOTE-585: 
Overall Results
• With median follow up of 47.7 mos, 

pembrolizumab was superior to placebo 
for pCR (12.9% versus 2%)

• Median event free survival was 44.4 mos 
versus 25.3 mos

• In main cohort, mOS 60.7 mos versus 58 
mos (HR 0.90, 95% CI 0·73 to 1·12; 
p=0·174)

Shitara, K Lancet Oncology 2024Courtesy of Sunnie Kim, MD



MATTERHORN: Study Design

Janjigian, YY GI ASCO 2024Courtesy of Sunnie Kim, MD



• Secondary post hoc analysis of the 
MAGIC trial to evaluate the roles of 
MSI and dMMR with survival

•  Of 503 study patients:
• MMR status analyzed in 288 

patients
• 246 with pMMR
• 22 with dMMR (7.6%)

• MSI results available for 303 
patients
• 283 with MSS or MSI-L
• 20 with MSI-H (6.6%)

What is the role of MMR Deficiency/MSI in 
Resectable Gastric and GEJ Cancers?

Smyth E, JAMA Oncology 2017Courtesy of Sunnie Kim, MD



MAGIC Trial: MSI-H has a Negative Prognostic Effect in Patients Treated 
with Chemotherapy

Surgery + Chemotherapy
• MSI-H or dMMR

– mOS 9.6 months (95% CI, 0.1-22.5 
months)

• MSS, MSI-L or pMMR
– mOS 19.5 months (95%CI, 15.4-35.2 

months; HR, 2.18; 95%CI, 1.08-4.42; P 
= .03)

Surgery alone
• MSI-H or dMMR

– mOS not reached (95%CI, 11.5 
months to not reached) 

• MSS, MSI-L or pMMR
– mOS 20.5 months (95%CI, 16.7-27.8 

months; HR, 0.42; 95%CI, 0.15-1.15; P 
= .09).

Smyth E, JAMA Oncology 2017Courtesy of Sunnie Kim, MD
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HER2-positive gastric cancer. N Engl J Med 2020 June 18;382(25):2419-30.

• Yamaguchi K et al. Trastuzumab deruxtecan (T-DXd; DS-8201) in patients with HER2–positive 
advanced gastric or gastroesophageal junction (GEJ) adenocarcinoma: Final overall survival (OS) 
results from a randomized, multicenter, open-label, phase 2 study (DESTINY-Gastric01). 
Gastrointestinal Cancers Symposium 2022;Abstract 242.

• Van Cutsem E et al. Trastuzumab deruxtecan in patients in the USA and Europe with HER2-positive 
advanced gastric or gastroesophageal junction cancer with disease progression on or after a 
trastuzumab-containing regimen (DESTINY-Gastric02): Primary and updated analyses from a single-
arm, phase 2 study. Lancet Oncol 2023 July;24(7):744-56.

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



Case Presentation: 72-year-old man with HER2-positive 
gastroesophageal junction (GEJ) adenocarcinoma and disease 
progression on FOLFOX/trastuzumab (PD-L1 CPS 0)

Dr Sunnie Kim (Aurora, Colorado)



FDA grants accelerated approval to trastuzumab deruxtecan for 
unresectable or metastatic HER2-positive solid tumors
Press Release: April 5, 2024

On April 5, 2024, the US Food and Drug Administration (FDA) granted accelerated approval to trastuzumab 
deruxtecan (T-DXd) for adult patients with unresectable or metastatic HER2-positive (IHC3+) solid tumors who 
have received prior systemic treatment and have no satisfactory alternative treatment options. Efficacy was 
evaluated in 192 adult patients with previously treated unresectable or metastatic HER2-positive (IHC 3+) solid 
tumors who were enrolled in one of three multicenter trials: DESTINY-PanTumor02 (NCT04482309), DESTINY-
Lung01 (NCT03505710), and DESTINY-CRC02 (NCT04744831). All three trials excluded patients with a history of 
interstitial lung disease (ILD)/pneumonitis requiring treatment with steroids or ILD/pneumonitis at screening 
and clinically significant cardiac disease. Patients were also excluded for active brain metastases or ECOG 
performance status >1. Treatment was administered until disease progression, death, withdrawal of consent, 
or unacceptable toxicity.

The recommended T-DXd dosage for this indication is 5.4 mg/kg given as an intravenous infusion once every 3 
weeks (21-day cycle) until disease progression or unacceptable toxicity. This tumor agnostic indication is 
approved under accelerated approval based on objective response rate and duration of response. Continued 
approval for this indication may be contingent upon verification and description of clinical benefit in a 
confirmatory trial(s).

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-fam-trastuzumab-
deruxtecan-nxki-unresectable-or-metastatic-her2



Summary of Trastuzumab deruxtecan
• FDA approved as 2L and beyond therapy for HER2+ gastric/GEJ cancers
• DESTINY-Gastric02

• Phase II study (n=79) from Europe and the United States who had progressed 
on one trastuzumab-containing regimen. 
• Median age: 61
• HER2 expression of mostly 3+ (86%), 
• Primarily gastroesophageal junction cancer (66%)

• ORR: 42% 
• Four patients (5%) had complete responses
• At a median follow-up of 10.2 months (data cutoff: 11/8/2021)

• Median DOR: 8.1 months
• Median PFS: 5.6 months

• DESTINY-Gastric04 ongoing (ram/paclitaxel versus T-DXd)

Ku G et al. ESMO 2022;Abstract 1205MO. Van-Cutsem E et al. Lancet Oncol 2023;24(7):744-56. Courtesy of Sunnie Kim, MD



Phase 3, randomized, double-blind study

KEYNOTE-811
Study Design

BICR, blinded independent central review; CAPOX, capecitabine plus oxaliplatin; DOR, duration of response.
Janjigian YY, et al. Nature. 2021;600:727-730. Janjigian YY, et al. Lancet, 2023; 402:2197-2208.

Primary endpoints: 
• OS
• PFS (RECIST v1.1 per 

BICR)

Secondary endpoints:
• ORR (RECIST v1.1 per 

BICR)
• DOR (RECIST v1.1 per 

BICR)
• Safety

Key eligibility 
criteria:
• Advanced G/GEJ 

adenocarcinoma
• No prior therapy in 

advanced setting 
• HER2-positive
• ECOG PS 0 or 1 

Stratification:
• Geographic region
• PD-L1 CPS
• Chemotherapy choice

Placebo IV every 3 weeks + 
trastuzumab and FP or 
CAPOX for up to 35 cycles

Pembrolizumab 200 mg IV 
every 3 weeks + 
trastuzumab and FP or 
CAPOX for up to 35 cycles

N = 698
R 

1:1

Courtesy of Zev Wainberg, MD, MSc



KEYNOTE-811
PFS at IA3: 38.5 Months of Follow Up

Janjigian YY, et al. Lancet, 2023; 402:2197-2208.

All patients PD-L1 CPS ≥1
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KEYNOTE-811
OS at IA3

Janjigian YY, et al. Lancet, 2023; 402:2197-2208.

All patients PD-L1 CPS ≥1
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Courtesy of Zev Wainberg, MD, MSc



Courtesy of Sunnie Kim, MD



1L Study of doublet chemo + zanidatamab

Elimova E, GI ASCO 2023Courtesy of Sunnie Kim, MD



ORR seen in majority of HER2+ GE cancers

Elimova E, GI ASCO 2023Courtesy of Sunnie Kim, MD



Diarrhea was the most common zanidatamab – and/or chemotherapy related AE

Ongoing Phase 3 Study: HERIZON-GEA-01: Zanidatamab + chemo ± tislelizumab 
for 1L treatment of HER2-positive gastroesophageal adenocarcinoma

Elimova E, GI ASCO 2023Courtesy of Sunnie Kim, MD



Trials in Progress: HER2-Positive Disease
• Lee KW et al. Zanidatamab (zani), a HER2-targeted bispecific antibody, in combination with 

chemotherapy (chemo) and tislelizumab (TIS) as first-line (1L) therapy for patients (pts) with 
advanced HER2-positive gastric/gastroesophageal junction adenocarcinoma (G/GEJC): Preliminary 
results from a Phase 1b/2 study. ASCO 2022;Abstract 4032.

• Price TJ et al. nextHERIZON: A phase 2 study of HER-Vaxx, a HER2-targeting peptide vaccine, in 
combination with chemotherapy or pembrolizumab in patients with HER2 metastatic or advanced 
gastric/gastroesophageal adenocarcinoma that progressed on or after trastuzumab treatment. ASCO 
GI 2023;Abstract TPS481.

• Gutierrez M et al. A phase I/IIa open label, nonrandomized, multicenter study of CYNK-101 in 
combination with trastuzumab and pembrolizumab in patients with locally advanced unresectable or 
metastatic HER2-positive gastric or gastroesophageal junction (G/GEJ) adenocarcinoma. ASCO GI 
2023;Abstract TPS478.

• Blange D et al. The efficacy of the addition of TRAstuzumab and Pertuzumab to neoadjuvant 
chemoradiation: A randomized multi-center study in resectable HER2 overexpressing 
adenocarcinoma of the esophagus or gastroesophageal junction (TRAP-2). ESMO 2022;Abstract 
1260TiP.
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First-Line Treatment of Metastatic Gastric and GEJ 
Adenocarcinoma: Zolbetuximab for Claudin 18.2-Positive Tumors
• Shitara K et al. Zolbetuximab + mFOLFOX6 as first-line (1L) treatment for patients (pts) with 

claudin-18.2+ (CLDN18.2+) / HER2− locally advanced (LA) unresectable or metastatic gastric or 
gastroesophageal junction (mG/GEJ) adenocarcinoma: Primary results from phase 3 SPOTLIGHT 
study. Gastrointestinal Cancers Symposium 2023;Abstract LBA292.

• Shah MA et al. Zolbetuximab plus CAPOX in CLDN18.2-positive gastric or gastroesophageal junction 
adenocarcinoma: The randomized, phase 3 GLOW trial. Nat Med 2023 August;29(8):2133-41.

• Shah MA et al. Network meta-analysis of global trials of 1L therapies in locally advanced (LA) 
unresectable or metastatic gastric or gastroesophageal junction (mG/GEJ) adenocarcinoma. 
Gastrointestinal Cancers Symposium 2024;Abstract 325.



Case Presentation: 41-year-old man who presents with 
metastatic GEJ adenocarcinoma (CLDN18.2-positive, 
PD-L1 CPS 2) in visceral crisis from lung metastases 

Dr Sunnie Kim (Aurora, Colorado)



Claudin 18.2 background and rationale

Shitara K GI ASCO 2023Courtesy of Sunnie Kim, MD



SPOTLIGHT and GLOW

Courtesy of Manish Shah, GI Cancers Symposium 2024



SPOTLIGHT: Nausea, Vomiting and Anorexia are Key AEs

Shitara, GI ASCO 2023Courtesy of Sunnie Kim, MD



SPOTLIGHT: Nausea/Vomiting Peak with 1st Dose

Shitara, GI ASCO 2023Courtesy of Sunnie Kim, MD



First-Line Treatment of Metastatic Gastric and GEJ Adenocarcinoma:
Immunotherapy with Chemotherapy

• Shen L et al. Tislelizumab versus chemotherapy as second-line treatment for advanced or metastatic 
esophageal squamous cell carcinoma (RATIONALE-302): A randomized Phase III study. J Clin 
Oncol 2022 September 10;40(26):3065-76.

• 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 May;24(5):483-95.

• Kato K et al. Nivolumab (NIVO) plus chemotherapy (chemo) or ipilimumab (IPI) vs chemo as first-
line (1L) treatment for advanced esophageal squamous cell carcinoma (ESCC): 29-month (mo) 
follow-up from CheckMate 648. Gastrointestinal Cancers Symposium 2023;Abstract 290.

• Moehler MH et al. RATIONALE 305: Phase 3 study of tislelizumab plus chemotherapy vs placebo 
plus chemotherapy as first-line treatment (1L) of advanced gastric or gastroesophageal junction 
adenocarcinoma (GC/GEJC). Gastrointestinal Cancers Symposium 2023;Abstract 286.



First-Line Treatment of Metastatic Gastric and GEJ Adenocarcinoma:
Immunotherapy with Chemotherapy (Continued)
• Shitara K et al. Nivolumab (NIVO) + chemotherapy (chemo) vs chemo as first-line (1L) treatment for 

advanced gastric cancer/gastroesophageal junction cancer/esophageal adenocarcinoma 
(GC/GEJC/EAC): 4-year (yr) follow-up of CheckMate 649. Gastrointestinal Cancers Symposium 
2024;Abstract 306.

• Rha SY et al. Pembrolizumab plus chemotherapy versus placebo plus chemotherapy for HER2-
negative advanced gastric cancer (KEYNOTE-859): A multicentre, randomised, double-blind, phase 3 
trial. Lancet Oncol 2023;24(11):1181-95.



Case Presentation: 66-year-old man with metastatic GEJ 
adenocarcinoma (PD-L1 CPS 20)

Dr Sunnie Kim (Aurora, Colorado)



Tislelizumab: Mechanism of Action 

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



FDA Approves Tislelizumab for Advanced or 
Metastatic ESCC After Chemotherapy
Press Release: March 14, 2024

https://ir.beigene.com/news/beigene-receives-fda-approval-for-tevimbra-for-the-treatment-of-advanced-or-
metastatic-esophageal-squamous/20eb032c-15ce-456a-a852-39c88a28d811/

“The FDA has approved tislelizumab as monotherapy for the treatment of adult patients with 
unresectable or metastatic esophageal squamous cell carcinoma (ESCC) after prior systemic 
chemotherapy that did not include a PD-(L)1 inhibitor. 

The approval is based on the RATIONALE 302 trial, which met its primary endpoint in the intention-to-
treat (ITT) population with a statistically significant and clinically meaningful survival benefit for 
tislelizumab compared with chemotherapy. In the ITT population, the median overall survival (OS) in 
the tislelizumab arm was 8.6 months (95% CI: 7.5, 10.4) compared to 6.3 months (95% CI: 5.3, 7.0) in 
the chemotherapy arm (p=0.0001; hazard ratio [HR]=0.70 [95% CI: 0.57, 0.85]). The safety profile of 
tislelizumab was favorable over chemotherapy.”

Courtesy of Sunnie Kim, MD



Lancet Oncol 2023;24(5):483-95. 



RATIONALE-306

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

OS (ITT)

Courtesy of Sunnie Kim, MD



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

Xu J et al. Lancet Oncol 2023;24(5):483-95. 

TAP = tumor area positivity score



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

Xu J et al. Lancet Oncol 2023;24(5):483-95. 



RATIONALE-306: Safety

Xu J et al. Lancet Oncol 2023;24(5):483-95. 

Pruritus



Kato K et al. ASCO GI 2023;Abstract 290.

CheckMate 648

OS (ITT)

Courtesy of Sunnie Kim, MD



Rha SY et al. ASCO 2023;Abstract 4014. Rha SY et al. Lancet Oncol 2023;24(11):1181-1195. 

KEYNOTE-859

OS (ITT)

Courtesy of Sunnie Kim, MD



Trials in Progress: Metastatic Disease
• Klempner S et al. A phase 2 study (DisTinGuish) of DKN-01 in combination with tislelizumab + 

chemotherapy as first-line (1L) therapy in patients with advanced gastric or GEJ adenocarcinoma 
(GEA). ASCO 2023;Abstract 4027.

• Shitara K et al. Phase 2 trial of zolbetuximab in combination with mFOLFOX6 and nivolumab in 
patients with advanced or metastatic claudin 18.2-positive, HER2-negative gastric or 
gastroesophageal junction adenocarcinomas. ASCO 2023;Abstract TPS4173.

• Klempner S et al. STAR-221: A randomized, open-label, multicenter, phase 3 trial of domvanalimab, 
zimberelimab, and chemotherapy versus nivolumab and chemotherapy in previously untreated, 
locally advanced, unresectable or metastatic gastric, gastroesophageal junction, and esophageal 
adenocarcinoma. ASCO GI 2023;Abstract TPS481.

• Wang F et al. AdvanTIG-203: A phase 2 randomized, multicenter study of ociperlimab (OCI) + 
tislelizumab (TIS) in patients (pts) with unresectable, locally advanced, recurrent/metastatic 
esophageal squamous cell carcinoma (ESCC) and programmed cell death ligand 1 (PD-L1) positivity. 
ESMO 2023;Abstract 1020MO.

• Day F et al. Chemoradiotherapy with concurrent durvalumab for the palliative treatment of 
oligometastatic esophageal and gastroesophageal carcinoma with dysphagia: 
A single arm phase 2 clinical trial, PALEO. ASCO 2023;Abstract TPS4172.



Trials in Progress: Metastatic Disease (Continued)

• Moschetta M et al. A phase I/Ib study of the Werner (WRN) helicase inhibitor HRO761 as single 
agent and in combination with irinotecan or tislelizumab in patients with microsatellite instability-
high (MSIhi) or mismatch repair deficient (dMMR) advanced solid tumors. ESMO 2023;Abstract 
719TiP.

• Obermannova R et al. CLAUDIO-01: A multicentric phase I/II trial to evaluate the safety and efficacy 
of SOT102 as monotherapy and in combination with standard of care (SoC) in patients with gastric, 
gastroesophageal junction (GEJ), and pancreatic adenocarcinoma. ESMO 2023;Abstract 722TiP.

• Guo W et al. TST001 (a high affinity humanized anti-claudin18.2 monoclonal antibody) in 
combination with nivolumab plus capecitabine and oxaliplatin as first-line or with nivolumab as late-
line treatment in locally advanced and metastatic gastric/gastroesophageal junction (G/GEJ) cancer: 
Design of cohorts from a phase I/IIa study (TST001-1002). ASCO GI 2023;Abstract TPS476.

• Wang M et al. Penpulimab plus chemotherapy with or without anlotinib as first-line treatment for 
patients with advanced esophageal squamous cell carcinoma (ANSWER): A randomized, two-arm, 
clinical trial in progress. ASCO GI 2023;Abstract TPS482.



Trials in Progress: Metastatic Disease

• Wainberg ZA et al. Trial in progress: Phase 1b/3 study of bemarituzumab + mFOLFOX6 + nivolumab 
versus mFOLFOX6 + nivolumab in previously untreated advanced gastric and gastroesophageal 
junction (GEJ) cancer with FGFR2b overexpression (FORTITUDE-102). ASCO 2022;Abstract TPS4165.

• Kelly RK et al. Phase 2 open-label study of pembrolizumab plus lenvatinib and belzutifan in patients 
with advanced solid tumors. ASCO 2022;Abstract TPS4173.

• Wang F et al. AdvanTIG-203: Phase 2 Randomized, Multicenter Study of Ociperlimab (OCI) + 
Tislelizumab (TIS) in Patients (pts) With Unresectable, Locally Advanced, Recurrent/Metastatic 
Esophageal Squamous Cell Carcinoma (ESCC) and Programmed Cell Death-Ligand 1 (PD-L1) 
Positivity. ESMO 2023;Abstract 1020MO.
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