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We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

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



Familiarizing Yourself with the Zoom Interface

Increase chat font size

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



Clinicians in the Audience, Please Complete 
the Pre- and Postmeeting Surveys

Quick Survey Quick Poll
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2022;8(2):e001353



Baseline-Informed versus Tumor-Agnostic Minimal 
Residual Disease (MRD) Concordance Study in 
Patients with HER2+ Gastroesophageal 
Adenocarcinoma

Du P et al.
ESMO 2023;Abstract 2262P.
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Case Presentation: 64-year-old man with HER2-positive 
metastatic SCC of the esophagus develops PD after 
treatment with 5-FU/cisplatin/trastuzumab – PD-L1 CPS 10

Dr Eric Lee (Fountain Valley, California)



Primary Endpoint of PFS Met with First-Line Pembrolizumab/
Trastuzumab and Chemotherapy in KEYNOTE-811 Trial

"[The] Phase 3 KEYNOTE-811 trial investigating pembrolizumab ... in combination with trastuzumab and 
chemotherapy met one of its dual primary endpoints of progression-free survival (PFS) for the first-line 
treatment of human epidermal growth factor receptor 2 (HER2)-positive advanced gastric or 
gastroesophageal junction (GEJ) adenocarcinoma. 

At a pre-specified interim analysis conducted by an independent Data Monitoring Committee, pembrolizumab 
in combination with trastuzumab and chemotherapy demonstrated a statistically significant improvement in 
PFS compared to placebo in combination with trastuzumab and chemotherapy in the intention-to-treat (ITT) 
study population. Based on a pre-specified subgroup analysis by PD-L1 expression, the improvement in PFS 
observed in the ITT population was limited to patients whose tumors were PD-L1 positive (Combined Positive 
Score [CPS] ≥1). In the study, more than 80% of patients had tumors that were PD-L1 positive.”

These findings have been discussed with the US Food and Drug Administration (FDA) and efforts are 
underway to update the current indication for pembrolizumab in HER2-positive gastric or GEJ 
adenocarcinoma to those patients whose tumors are PD-L1 positive. In addition, these results will be 
presented at an upcoming medical meeting and shared with regulatory authorities worldwide.

Press Release: June 16, 2023

https://www.businesswire.com/news/home/20230616585453/en/KEYTRUDA®-pembrolizumab-Plus-Trastuzumab-and-Chemotherapy-Met-Primary-
Endpoint-of-Progression-Free-Survival-as-First-Line-Treatment-in-Patients-With-HER2-Positive-Advanced-Gastric-or-Gastroesophageal-Junction-GEJ-
Adenocarcinoma



Case Presentation: 64-year-old man with HER2-positive 
metastatic SCC of the esophagus develops PD after treatment 
with 5-FU/cisplatin/trastuzumab – PD-L1 CPS 10 (continued)

Dr Eric Lee (Fountain Valley, California)



Dr Matthew Strickland (Boston, Massachusetts)

Questions and Comments: Role of HER2-targeted therapy 
for locally advanced gastroesophageal cancer; trastuzumab 
deruxtecan and ILD



Dear Dr Love,

I am a general oncologist in Germany and I need help with the following case:

40-year-old female from Russia, two young kids, colon cancer with liver and lung 
metastasis. Primary and samples from liver and lung show KRAS G13D and HER2 
overexpression (3+).

She progressed quickly on TAS 102 and is now receiving FOLFIRI + ramucirumab. 
Would the experts recommend T-DXd despite the KRAS mutation?

So far, I have not been able to get her on a clinical trial and the insurance declined 
payment of T-DXd. The patient is very informed and wants to receive T-DXd. She 
would be willing to cover the costs herself.

Kind Regards,
Dr Mithun Scheytt



Lancet Oncol 2023;24:744-56

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. Van Cutsem E et al. Lancet Oncol 2023;24:744-56.



DESTINY-Gastric02: Overall Safety Summary and ILD/Pneumonitis

Ku G et al. ESMO 2022;Abstract 1205MO. Van Cutsem E et al. Lancet Oncol 2023;24:744-56.



DESTINY-Gastric04 Ongoing Phase III Trial Schema

Shitara K et al. World Congress on Gastrointestinal Cancer 2022;Abstract P-159.

Primary endpoint: Overall survival
Secondary endpoints: PFS, ORR, DOR, DCR



Tucatinib Proposed Mechanism of Action

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



FDA Grants Accelerated Approval to Tucatinib with Trastuzumab 
for Colorectal Cancer
Press Release: January 19, 2023

“On January 19, 2023, the Food and Drug Administration (FDA) granted accelerated 
approval to tucatinib in combination with trastuzumab for RAS wild-type HER2-positive 
unresectable or metastatic colorectal cancer that has progressed following 
fluoropyrimidine-, oxaliplatin-, and irinotecan-based chemotherapy.

Efficacy was evaluated in 84 patients in MOUNTAINEER (NCT03043313), an open-label, 
multicenter trial. Patients were required to have HER2-positive, RAS wild-type, 
unresectable or metastatic colorectal cancer and prior treatment with fluoropyrimidine, 
oxaliplatin, irinotecan, and an anti-vascular endothelial growth factor (VEGF) monoclonal 
antibody (mAb). Patients whose tumors were deficient in mismatch repair (dMMR) 
proteins or were microsatellite instability-high (MSI-H) must also have received an anti-
programmed cell death protein-1 mAb. Patients who received prior anti-HER2 targeting 
therapy were excluded.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-tucatinib-trastuzumab-colorectal-cancer



MOUNTAINEER-02 Phase II/III Study of Tucatinib, Trastuzumab, 
Ramucirumab and Paclitaxel as Second-Line Therapy for HER2-Positive 
Gastric Cancer: 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



PD-L1, MSI, HER2

PD-L1, MSI, HER2

PD-L1, MSI, HER2

In general, which biomarkers and assays do you believe oncologists in community 
practice should evaluate or use for patients with newly diagnosed advanced 
gastroesophageal cancer? 

PD-L1, MSI, HER2

PD-L1, MSI, HER2, claudin 18.2, NGS

PD-L1, MSI, HER2, NGS, liquid biopsy

MSI = microsatellite instability; NGS = next-generation sequencing



FOLFOX/trastuzumab

FOLFOX/trastuzumab

PD-L1 CPS 0

Trastuzumab/mFOLFOX6/
pembrolizumab

Trastuzumab/FOLFOX/
pembrolizumab

Trastuzumab/chemotherapy/
pembrolizumab (KN-811)

PD-L1 CPS ≥1

FOLFOX/trastuzumab

Trastuzumab/FOLFOX/
pembrolizumab

Regulatory and reimbursement issues aside, what would be your preferred first-
line treatment for a patient with newly diagnosed metastatic HER2-positive, MSS 
gastric adenocarcinoma if their PD-L1 CPS was 0? CPS ≥1?

FOLFOX/trastuzumab

FOLFOX/trastuzumab FOLFOX/trastuzumab

FOLFOX/trastuzumab

Trastuzumab/FOLFOX6/
pembrolizumab



Trastuzumab deruxtecan

Trastuzumab deruxtecan

Trastuzumab deruxtecan

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

Trastuzumab deruxtecan

Trastuzumab deruxtecan

Trastuzumab deruxtecan or ramucirumab/paclitaxel



Trastuzumab deruxtecan

Trastuzumab deruxtecan

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

Trastuzumab deruxtecan

Trastuzumab deruxtecan

Trastuzumab deruxtecan

Trastuzumab deruxtecan or ramucirumab/paclitaxel



Grade 2

Grade 1

Grade 2

Grade 2

Grade 2

At what grade of ILD would you permanently discontinue therapy with trastuzumab 
deruxtecan for a patient with HER2-positive gastric/GEJ adenocarcinoma?

Grade 2



I have not and would not

I have not and would not

I have not and would not

Have you offered or would you offer trastuzumab deruxtecan to a patient with 
HER2-low gastric/GEJ adenocarcinoma outside of a clinical trial?

I have not and would not

I have not and would not

I have not but would for the right patient
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Case Presentation: 53-year-old man with HER2-negative, MSS 
esophageal cancer and mediastinal lymphadenopathy 
receives concurrent chemoradiation (CROSS trial regimen)

Dr Jennifer Dallas (Charlotte, North Carolina)



Dr Priya Rudolph 
(Athens, Georgia)

Dr Mamta Choksi
(New Port Richey, Florida)

Case Presentation: 83-year-old frail woman 
with PMH of cardiac issues is diagnosed with 
localized GEJ adenocarcinoma

Questions and Comments: Impacts of 
chemotherapy shortages



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.
pCR = pathologic complete response



2023



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

CPS = combined positive score; OS = overall survival; NIVO = nivolumab
Janjigian YY et al. Gastrointestinal Cancers Symposium 2023;Abstract 291. 

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



2023



2023;Abstract VP1-2023



KEYNOTE-859: Study Design

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



KEYNOTE-859: Progression-Free Survival (PFS) in ITT Population

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



KEYNOTE-859: Overall Survival (OS) in ITT Population

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

OS = overall survival; ITT = intent to treat



Tislelizumab: Mechanism of Action 

Qin S et al. Future Oncol 2019;15(16):1811-22. 



2023;Abstract 286



RATIONALE-305: Phase III Study Design

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

TIS = tislelizumab



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.



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



RATIONALE-306: Overall Survival in ITT Population

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



RATIONALE-306: Overall Survival by PD-L1 Tumor Area Positivity 
(TAP) Score

PD-L1 TAP ≥10%

PD-L1 TAP <10%

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



RATIONALE-306: Select Adverse Events

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

Adverse event (%)

Tislelizumab + chemo (n = 324) Placebo + chemo (n = 321)

Grades 1-2 Grade 3 Grade 4 Grades 1-2 Grade 3 Grade 4

Anemia 39 14 <1 36 13 0

Decreased appetite 33 3 0 34 2 0

Nausea 32 2 0 39 2 0

Peripheral sensory neuropathy 19 3 0 17 2 0

Diarrhea 17 3 0 17 2 0

Vomiting 16 1 0 21 2 <1

Increased AST 11 1 <1 8 <1 <1

Increased ALT 11 5 0 9 1 <1

Constipation 13 0 0 12 <1 0



Nivolumab

Nivolumab

Nivolumab

Nivolumab

Nivolumab

Adjuvant Tx

No

No

No

No

Yes

PD-L1 level affect Tx?

Which adjuvant systemic therapy would you recommend to a patient with HER2-negative, microsatellite-
stable (MSS) SCC of the esophagus who receives neoadjuvant carboplatin/paclitaxel and concurrent RT and 
has residual disease at surgery? Does PD-L1 level affect your treatment choice? For a patient to whom you 
opt to administer adjuvant nivolumab, how long do you continue treatment, assuming the patient is 
responding and tolerating it well? 

1 year

1 year

1 year

1 year

1 year

Adjuvant nivolumab 
duration

Nivolumab No 1 year

RT = radiation therapy



Nivolumab

Pembrolizumab or nivolumab

Pembrolizumab or nivolumab (per GERCOR NEONIPIGA)

Pembrolizumab or nivolumab

A patient with HER2-negative, microsatellite instability (MSI)-high gastric adenocarcinoma 
receives preoperative FLOT, undergoes resection and has significant residual disease at surgery. 
Regulatory and reimbursement issues aside, what would you generally recommend?

Pembrolizumab or nivolumab

Pembrolizumab or nivolumab



Yes, would attempt neoadjuvant ipilimumab/nivolumab 
in locally advanced gastric and esophageal cancers

Yes

Yes, locally advanced

Yes, all situations

Yes, if patient is willing

Yes, adenocarcinoma — cT3-4 or any N stage

Outside of a clinical trial, would you attempt to access an anti-PD-1/PD-L1 antibody 
as part of neoadjuvant therapy for a patient with MSI-high gastroesophageal cancer?



mFOLFOX6

FOLFOX

FOLFOX

PD-L1 CPS = 0

FOLFOX

FOLFOX

PD-L1 CPS = 1

FOLFOX FOLFOX + pembrolizumab

Regulatory and reimbursement issues aside, which first-line therapy would you 
most likely recommend for a 65-year-old patient presenting with metastatic 
HER2-negative, MSS gastric adenocarcinoma if their PD-L1 CPS was 0? CPS 1?

mFOLFOX6

FOLFOX FOLFOX + nivolumab

FOLFOX FOLFOX



FOLFOX + nivolumab

FOLFOX + nivolumab

PD-L1 CPS = 5

FOLFOX + nivolumab 

PD-L1 CPS = 10

FOLFOX + pembrolizumab 
or FOLFOX + nivolumab FOLFOX + nivolumab

Regulatory and reimbursement issues aside, which first-line therapy would you 
most likely recommend for a 65-year-old patient presenting with metastatic 
HER2-negative, MSS gastric adenocarcinoma if their PD-L1 CPS was 5? CPS 10?

FOLFOX + nivolumab

mFOLFOX6 + nivolumab FOLFOX + pembrolizumab 
or FOLFOX + nivolumab

FOLFOX + nivolumab FOLFOX + nivolumab

FOLFOX + nivolumab FOLFOX + nivolumab



Nivolumab + ipilimumab

FOLFOX + nivolumab

Pembrolizumab or nivolumab (with FOLFOX if high disease burden)

Pembrolizumab or nivolumab (with FOLFOX if 
asymptomatic or high disease burden)

FOLFOX + pembrolizumab or nivolumab

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

FOLFOX + nivolumab
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Case Presentation: 63-year-old man with newly diagnosed 
clinical Stage I lower esophageal cancer undergoes 
esophagectomy and pathology reveals Stage IVA disease

Dr Farshid Dayyani (Orange, California)



FDA Grants Priority Review for Zolbetuximab 
Press Release: July 6, 2023
“The US Food and Drug Administration (FDA) has accepted and granted Priority Review for 
the company’s Biologics License Application (BLA) for zolbetuximab, a first-in-class 
investigational Claudin 18.2 (CLDN18.2)-targeted monoclonal antibody, for first-line 
treatment of patients with locally advanced unresectable or metastatic HER2-negative 
CLDN18.2-positive gastric or gastroesophageal junction (GEJ) adenocarcinoma whose 
tumors are CLDN18.2-positive. If approved, zolbetuximab would be the first CLDN18.2-
targeted therapy available in the U.S. for these patients. 

Under the Prescription Drug User Fee Act (PDUFA), the FDA has set a target action date of 
January 12, 2024. The FDA reviewed the application under its Real-Time Oncology Review 
(RTOR) program, which aims to explore a more efficient review process to ensure that 
safe and effective treatments are available to patients as early as possible.”

https://www.astellas.com/en/news/27946



Mechanism of Action of Zolbetuximab

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



2023;29(8):2133-41



GLOW: PFS by Independent Review Committee (Primary Endpoint)

Shah MA et al. ASCO Plenary Series, March 22, 2023;Abstract 405736. Shah MA et al. Nat Med 2023;29(8):2133-41. 

PFS = progression-free survival



GLOW: Overall Survival (Key Secondary Endpoint)

Shah M et al. ASCO Plenary Series, March 22, 2023;Abstract 405736. Shah M et al. Nat Med 2023;29(8):2133-41. 



Lancet 2023;401:1655-68



SPOTLIGHT: Progression-Free Survival (Primary Endpoint)

Shitara K et al. Gastrointestinal Cancers Symposium 2023;Abstract LBA292. Shitara K et al. Lancet 2023;401:1655-68.



SPOTLIGHT: Overall Survival (Key Secondary Endpoint)

Shitara K et al. Gastrointestinal Cancers Symposium 2023;Abstract LBA292. Shitara K et al. Lancet 2023;401:1655-68.



Bemarituzumab Mechanism of Action

Catenacci DV et al. ASCO 2021;Abstract 4010.



Lancet Oncol 2022 November;23(11):1430-40



FIGHT Primary Endpoint: PFS (ITT)

Wainberg ZA et al. Lancet Oncol 2022 November;23(11):1430-40.

Median PFS
9.5 mo
7.4 mo



FIGHT: Overall Survival

Wainberg ZA et al. Lancet Oncol 2022 November;23(11):1430-40.

Median OS
Not reached
12.9 mo



0

20

0

5

5

Number of patients

N/A

Nausea/vomiting and sometimes 
prolonged remissions

N/A

Experience aligns with trial; early 
nausea, generally during 1st infusion

Some nausea and vomiting

Efficacy, tolerability

10 In agreement with clinical trial data

To approximately how many patients with advanced claudin 18.2 (CLDN18.2)-positive 
gastroesophageal cancer have you administered first-line zolbetuximab/chemotherapy 
on protocol? What have you observed in terms of efficacy and tolerability?



Zolbetuximab

Zolbetuximab

PD-L1 CPS 0

Zolbituximab

PD-L1 CPS 1

Zolbetuximab Zolbetuximab

Regulatory and reimbursement issues aside, what additional therapy, if any, would you add 
to chemotherapy as first-line treatment for a 65-year-old patient presenting with metastatic 
HER2-negative, CLDN18.2-positive, MSS gastric adenocarcinoma if their PD-L1 CPS was 0? CPS 1?

Zolbetuximab

Zolbetuximab Zolbetuximab

Zolbetuximab Zolbetuximab

Zolbetuximab Zolbetuximab



Nivolumab

Nivolumab

Pembrolizumab or nivolumab

Nivolumab

Regulatory and reimbursement issues aside, what additional therapy, if any, would you add to 
chemotherapy as first-line treatment for a 65-year-old patient presenting with metastatic HER2-
negative, CLDN18.2-positive, MSS gastric adenocarcinoma with a PD-L1 CPS of 10?

Pembrolizumab or nivolumab or zolbetuximab

Nivolumab



Do not expect it to be an issue with antiemetics and 
slowing down infusion rate during first cycle

Manageable early-onset issue that does not 
require treatment discontinuation

Fast onset, best to pretreat aggressively 

Nausea/vomiting can be quite hard for patients; good support including IVF and 
interrupting or slowing down infusion can help; olanzapine may be effective

Manageable with appropriate steps, including 
slowing down infusion and NK-1 inhibitors

Early on, sometimes severe, on target, strong antiemetic

What is your global view on the acute emetogenic effect of zolbetuximab (time 
of onset, optimal prevention and treatment approaches)?
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JCO Precis Oncol 2023;7:e2200572



2023;11(6):e006589
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Localized Gastric, Gastroesophageal and Esophageal Cancers



Abstract CT009



Manji GA et al. AACR 2022;Abstract CT009. 

Pathologic Complete Response Rate (Primary Endpoint)



Manji GA et al. AACR 2022;Abstract CT009. 

Treatment-Related Adverse Events with Perioperative 
Pembrolizumab and Chemotherapy Followed by Adjuvant 
Pembrolizumab for Resectable Gastric/GEJ Adenocarcinoma 



Emerging and Investigational Approaches to First-Line Therapy 
for Advanced Gastroesophageal Cancers



July 2023;[Online ahead of print]



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

Trial identifier: NCT03505320 (open)

R
Histologically confirmed gastric or GEJ 
adenocarcinoma

Locally advanced, unresectable or 
metastatic disease

Positivity for CLDN18.2 expression

Cohort 1A
Zolbetuximab

(in third or later line)

Cohort 2
Zolbetuximab + mFOLFOX6

(in first line)

Cohort 3A
Zolbetuximab + pembrolizumab

(in third or later line)

Cohort 4A/4B
Zolbetuximab + mFOLFOX6

+/- nivolumab

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

www.clinicaltrials.gov. NCT03505320. Accessed March 2022.



ILUSTRO: Objective Response Rates per Independent Review

Klempner SJ et al. Clin Cancer Res 2023;[Online ahead of print].

Best overall response

Cohort 1A
Zolbetuximab 
monotherapy

(n = 27)

Cohort 2
Zolbetuximab + 

mFOLFOX6
(n = 21)

Cohort 3A
Zolbetuximab + 
pembrolizumab

(n = 3)

Confirmed CR 0 0 0

Confirmed PR 0 15 (71.4%) 0

Unconfirmed CR 0 0 0

Unconfirmed PR 0 1 (4.8%) 0

CR = complete response; PR = partial response



ILUSTRO: Progression-Free Survival 

Cohort 1A, zolbetuximab monotherapy (n = 30); Cohort 2, zolbetuximab + mFOLFOX6 (n = 21); 
Cohort 3A, zolbetuximab + pembrolizumab (n = 3)

Klempner SJ et al. Clin Cancer Res 2023;[Online ahead of print].



ILUSTRO: Select Any-Grade and Grade ≥3 Adverse Events

Adverse event, n (%)

Cohort 1A
Zolbetuximab monotherapy

(n = 27)

Cohort 2
Zolbetuximab + mFOLFOX6

(n = 21)

Cohort 3A
Zolbetuximab + 
pembrolizumab

(n = 3)

Any grade Grade ≥3 Any grade Grade ≥3 Any grade Grade ≥3

Anemia 6 (20) 3 (10) 5 (23.8) 2 (9.5) 0 0

Neutropenia 0 0 8 (38.1) 6 (28.6) 0 0

Nausea 19 (63.3) 2 (6.7) 19 (90.5) 1 (4.8) 2 (66.7) 0

Vomiting 11 (36.7) 2 (6.7) 14 (66.7) 2 (9.5) 1 (33.3) 0

Abdominal pain 12 (40.0) 3 (10.0) 7 (33.3) 2 (9.5) 0 0

Klempner SJ et al. Clin Cancer Res 2023;[Online ahead of print].



Nature 2021;600(7890):727-30



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

KEYNOTE-811: Overall Response Rate

Pembrolizumab Placebo

ORR: 74% ORR: 52%



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

KEYNOTE-811: Summary of Adverse Events



2022



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

DESTINY-Gastric01 Randomized, Phase II Study Design

ILD = interstitital lung disease; PC = physician's choice; ORR = objective response rate; ICR = independent central review; OS = overall survival; 
DOR = duration of response; PFS = progression-free survival; DCR = disease control rate



DESTINY-Gastric01: Antitumor Activity

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



DESTINY-Gastric01: Final Overall Survival (OS)

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



2022 ASCO Gastrointestinal Cancers Symposium



DESTINY-Gastric03 Phase Ib/II Study Design

Janjigian YY et al. 2022 ASCO Gastrointestinal Cancers Symposium;Abstract 295.



DESTINY-Gastric03 Part 1: Response

Janjigian YY et al. 2022 ASCO Gastrointestinal Cancers Symposium;Abstract 295.

Arm 1A (T-DXd + 5-FU) ORR at RP2D: 3/6 (50%)
Arm 1B (T-DXd + capecitabine) ORR at RP2D: 3/7 (43%)



DESTINY-Gastric03 Part 1: Safety in Arm 1A and Arm 1B

Janjigian YY et al. 2022 ASCO Gastrointestinal Cancers Symposium;Abstract 295.

Arm 1A: T-Dxd + 5-FU Arm 1B: T-Dxd + Capecitabine

AE = adverse event



Management of Relapsed/Refractory HER2-Negative 
Gastroesophageal Cancers



J Clin Oncol 2022;40:3065-76



Shen L et al. ASCO 2021;Abstract 4012.

RATIONALE-302: Study Design

Subgroup Event/total: Tislelizumab Event/total: Chemotherapy HR for death (95% CI) HR (95% CI)

Overall 197 / 256 213 / 256 0.69 (0.57–0.84)
Age

Age < 65 128 / 157 133 / 161 0.73 (0.57–0.93)
Age ≥ 65 69 / 99 80 / 95 0.64 (0.47–0.89)

Sex
Male 171 / 217 178 / 215 0.74 (0.60–0.92)
Female 26 / 39 35 / 41 0.47 (0.27–0.80)

Smoking status
Former/current smoker 139 / 188 161 / 192 0.67 (0.54–0.84)
Nonsmoker 58 / 68 52 / 63 0.75 (0.51–1.10)

Chemotherapy option
Paclitaxel 197 / 256 68 / 85 0.76 (0.58–1.01)
Docetaxel 197 / 256 44 / 53 0.77 (0.56–1.07)
Irinotecan 197 / 256 101 / 118 0.61 (0.48–0.78)

ECOG PS
0 45 / 64 45 / 63 0.73 (0.48–1.11)
1 152 / 192 168 / 193 0.69 (0.55–0.86)

Region
Asia 162 / 201 171 / 203 0.73 (0.59–0.90)
Europe/North America 35 / 55 42 / 53 0.55 (0.35–0.87)

Race
Asian and other 164 / 203 179 / 212 0.72 (0.59–0.90)
White 33 / 53 34 / 44 0.53 (0.32–0.87)

Baseline PD-L1 status
vCPS ≥ 10% 61 / 89 58 / 68 0.53 (0.37–0.77)
vCPS < 10% 97 / 116 121 / 140 0.85 (0.65–1.11)
Missing 39 / 51 34 / 48 0.69 (0.43–1.10)

*In either treatment group
TRAEs included AEs that were considered by the investigator to be related to study drug or AEs with a missing causality
AE, adverse event; TRAE, treatment-relatedadverse event

Safety

Table 4. Treatment-related AEs reported in ≥ 10% of patients*

 Advanced or metastatic esophageal squamous cell carcinoma (ESCC) has a poor
prognosis, with an estimated 5-year survival rate of ~5%1

 Tislelizumab is an anti-programmed cell death protein 1 (PD-1) monoclonal antibody with
high affinity and specificity for PD-1, engineered to minimize binding to FcγR on
macrophages to limit antibody-dependent phagocytosis, a mechanism of T-cell
clearance and a potential mechanism of resistance to anti-PD-1 therapy2

 Tislelizumab monotherapy has demonstrated antitumor activity in patients with solid
tumors, including ESCC3–5

 Here, we report the primary results of a global Phase 3 study (NCT03430843) that
investigated the effect of second-line tislelizumab compared with chemotherapy on
overall survival (OS) in adult patients with advanced or metastatic ESCC

Results

This study is sponsored by BeiGene, Ltd. Medical writing support for the development of this poster and associated abstract, under direction of the authors, was provided by Kirsty Millar, MSc,
of Ashfield MedComms, an Ashfield Health company, and was funded by BeiGene Ltd. Logistical support was provided by Peloton Advantage, LLC, an OPEN Health company, Parsippany,
NJ, and funded by BeiGene.
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 512 patients were randomized (256 to tislelizumab and 256 to chemotherapy) from 132 sites
in 11 countries/regions in Asia, Europe, and North America. Treatment was received by
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Preferred term, n (%) Tislelizumab 
(n=255)

Chemotherapy
(n=240)

Aspartate aminotransferase increased 29 (11.4) 9 (3.8)
Anemia 28 (11.0) 83 (34.6)
Hypothyroidism 26 (10.2) 0 (0.0)
Fatigue 19 (7.5) 33 (13.8)
Decreased appetite 16 (6.3) 75 (31.3)
Diarrhea 14 (5.5) 66 (27.5)
Asthenia 12 (4.7) 28 (11.7)
Malaise 10 (3.9) 35 (14.6)
Weight decreased 8 (3.1) 25 (10.4)
Nausea 7 (2.7) 66 (27.5)
Leukopenia 7 (2.7) 30 (12.5)
White blood cell count decreased 5 (2.0) 98 (40.8)
Vomiting 4 (1.6) 43 (17.9)
Constipation 4 (1.6) 25 (10.4)
Neutrophil count decreased 3 (1.2) 94 (39.2)
Neutropenia 2 (0.8) 31 (12.9)
Alopecia 0 (0.0) 42 (17.5)

Introduction

Tislelizumab
(n=256)

Chemotherapy
(n=256)

ORR
n 52 25
% (95% CI)* 20.3 (15.6–25.8) 9.8 (6.4–14.1)
Odds ratio (95% CI)† 2.4 (1.4–4.0)

Best overall response, n (%)
Complete response 5 (2.0) 1 (0.4)
Partial response 47 (18.4) 24 (9.4)
Stable disease 68 (26.6) 82 (32.0)
Progressive disease 116 (45.3) 86 (33.6)
Not evaluable‡ 20 (7.8) 63 (24.6)

Median DoR (95% CI), months§ 7.1 (4.1–11.3) 4.0 (2.1–8.2) 
Patients with ongoing response, n/N (%) 10/52 (19.2) 0/25 (0)

Table 2. Summary of antitumor activity per RECIST v1.1 (investigator-assessed) in all
randomized patients (secondary endpoint)

*Two-sided 95% CI was calculated using Clopper-Pearson method. †Calculated using the Cochran-Mantel-Haenszel Chi-square test. ‡Including those with no post-baseline assessment or
an unevaluable post-baseline assessment. §Medians were estimated by Kaplan-Meier method with 95% CIs estimated using the method of Brookmeyer and Crowley. DoR analysis included
patients with objective response (completeor partial response)
CI, confidence interval; DoR, duration of response; ORR, overall response rate

 Tislelizumab was associated with a greater ORR (20.3% vs 9.8%; odds ratio 2.4, 95% CI
1.4–4.0) and a more durable tumor response (median DoR: 7.1 months vs 4.0 months)
than chemotherapy (Table 2)

Response rate and duration

 The PFS Kaplan-Meier curves began to separate approximately 3 months after
randomization in favor of tislelizumab (Figure 5)

Tislelizumab
(n=256)

Chemotherapy
(n=256)

Events (% of patients) 223 (87.1) 180 (70.3)

Median PFS (95% CI), 
months*

1.6 
(1.4–2.7) 

2.1 
(1.5–2.7)

HR (95% CI)† 0.83 (0.67–1.01)

Figure 4. OS by subgroup in all randomized patients

HR was based on an unstratifiedCox regression model including treatment as covariate
CI, confidence interval; ECOG PS, Eastern Cooperative Oncology Group performancescore; HR, hazard ratio; PD-L1, programmed death ligand 1;
vCPS, visually-estimatedcombined positive score

Tislelizumab better Chemotherapy better1

Progression-free survival

Figure 2. Kaplan-Meier plot of OS in all randomized patients (primary endpoint)

*Medians were estimatedby Kaplan-Meier method with 95% CIs estimatedusing the method of Brookmeyer and Crowley. †HR was based on a Cox regression model
‡One-sided p-value was estimated froma stratified log rank test
CI, confidence interval; HR, hazard ratio; OS, overall survival
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Figure 5. Kaplan-Meier plot of PFS in all randomized patients (secondary endpoint)

*Medians were estimatedby Kaplan-Meier method with 95% CIs estimatedusing the method of Brookmeyer and Crowley. †HR was based on a Cox regression model
CI, confidence interval; HR, hazard ratio; PFS, progression-freesurvival
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 Tislelizumab showed a favorable safety profile compared with chemotherapy, with no new
safety signals identified (Tables 3 and 4)

Methods

*For Japan: 100 mg/m2 IV in cycles consistingof weekly dosing for 6 weeks, followed by one week of rest; bFor Japan: 70 mg/m2 IV Q3W
DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance score; ESCC, esophageal squamous cell carcinoma; HR, hazard ratio; ITT, intent-to-treat;
IV, intravenously; ORR, objective response rate; OS, overall survival; PFS, progression-freesurvival; QW, onceweekly; Q3W, every threeweeks;
vCPS, visually-estimatedcombined positive score

Figure 1. Study design

Tislelizumab 200 mg IV Q3W

Investigator-chosen chemotherapy  
One of the following:
Paclitaxel 135–175 mg/m² IV Q3W or 80–100 mg/m² IV QW*
Docetaxel 75 mg/m² IV Q3Wb
 Irinotecan 125 mg/m² IV on Days 1 and 8, Q3W

Stratification factors:
Region: Asia (excl. Japan) vs Japan vs Europe/North America
ECOG PS: 0 vs 1
Chemotherapy option: paclitaxel vs docetaxel vs 
irinotecan

1:1

R

Primary endpoint: OS in all randomized patients
Key secondary endpoint: OS in patients with vCPS ≥ 10%
Other secondary endpoints: PFS, ORR, DoR, and safety

Key eligibility criteria:
Advanced or metastatic ESCC 
Progression during or after first-line 
systemic treatment 
ECOG PS 0 or 1
N=512

Statistical considerations:
The study required ~400 death events to achieve 82% power to detect a HR of 0.75 at 0.025 significance level (1-sided) for the 
primary endpoint of OS in all randomized patients (ITT analysis set)
 If OS in all randomized patients (ITT analysis set) was statistically significant, OS in patients with vCPS ≥ 10% (PD-L1+ analysis 
set) was tested sequentially

*Including categories of ‘not reported’, ‘unknown’, and ‘other’
ECOG PS, Eastern Cooperative Oncology Group performancescore; PD-L1, programmed death ligand 1; vCPS, visually-estimatedcombined positive score

Table 1. Patient baseline characteristics in all randomized patients 

Characteristic Tislelizumab (n=256) Chemotherapy (n=256)

Median age (range), years 62.0 (40–86) 63.0 (35–81)
Male, n (%) 217 (84.8) 215 (84.0)
Region, n (%)

Asia 201 (78.5) 203 (79.3)
Europe/North America 55 (21.5) 53 (20.7) 

ECOG PS, n (%)
0 66 (25.8) 60 (23.4)
1 190 (74.2) 196 (76.6)

PD-L1 status, n (%)
vCPS ≥ 10% 89 (34.8) 68 (26.6)
vCPS < 10% 116 (45.3) 140 (54.7)
Unknown 51 (19.9) 48 (18.8)

Disease status at baseline, n (%)
Locally advanced 5 (2.0) 20 (7.8)
Metastatic 251 (98.0) 236 (92.2)

Prior therapies, n (%)
Surgery 94 (36.7) 99 (38.7)
Radiotherapy 169 (66.0) 163 (63.7)
Platinum-based chemotherapy 249 (97.3) 252 (98.4)

Tislelizumab
(n=256)

Chemotherapy
(n=256)

Events (% of patients) 197 (77.0) 213 (83.2)
Median OS (95% CI), 
months* 8.6 (7.5–10.4) 6.3 (5.3–7.0) 

HR (95% CI)† 0.70  (0.57–0.85)
P-value‡ 0.0001

Overall survival
 Tislelizumab significantly improved OS compared to chemotherapy in all randomized

patients, as well as in patients with vCPS ≥ 10%:
− A 30% reduction in the risk of death (HR 0.70, 95% confidence interval [CI]: 0.57–

0.85, p=0.0001), with a 2.3 month improvement in median OS in all randomized
patients was observed (Figure 2)

− A 46% reduction in the risk of death (HR 0.54, 95% CI: 0.36–0.79, p=0.0006), with
a 3.5 month improvement in median OS in patients with PD-L1 vCPS ≥ 10% was
observed (Figure 3)

 Survival benefit was consistently observed across pre-defined subgroups, including
PD-L1 expression status, race and region (Figure 4)

Figure 3. Kaplan-Meier plot of OS in patients with vCPS ≥ 10% (key secondary endpoint)

Tislelizumab
(n=89)

Chemotherapy
(n=68)

Events (% of patients) 61 (68.5) 58 (85.3)

Median OS (95% CI), 
months* 10.3 (8.5–16.1) 6.8 (4.1–8.3) 

HR (95% CI)† 0.54 (0.36–0.79)
P-value‡ 0.0006

*Medians were estimatedby Kaplan-Meier method with 95% CIs estimatedusing the method of Brookmeyer and Crowley. †HR was based on a Cox regression model
‡One-sided p-value was estimated froma stratified log rank test
CI, confidence interval; HR, hazard ratio; OS, overall survival; vCPS, visually-estimatedcombined positive score
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Event, n (%) Tislelizumab
(n=255)

Chemotherapy
(n=240)

Patients with at least one TEAE / TRAE 244 (95.7) / 187 (73.3) 236 (98.3) / 225 (93.8)

≥ Grade 3 TEAE / TRAE 118 (46.3) / 48 (18.8) 163 (67.9) / 134 (55.8)

Serious TEAE / TRAE 105 (41.2) / 36 (14.1) 105 (43.8) / 47 (19.6)

TEAE / TRAE leading to treatment discontinuation 49 (19.2) / 17 (6.7) 64 (26.7) / 33 (13.8)

TEAE / TRAE leading to death* 14 (5.5) / 5 (2.0) 14 (5.8) / 7 (2.9)
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RATIONALE-302: OS in ITT Population
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RATIONALE-302: OS Subgroup Analysis in ITT Population
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RATIONALE-302: PFS in ITT Population
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RATIONALE-302: Overall Response Rates
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