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Agenda

• Current state of art of 1st line treatment of gastroesophageal 
cancers- beyond HER2 and PD-L1

• Update from GI ASCO 2024 ( Skyscraper, Keynote 585, 
Matterhorn)
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Paradigm of treatment for treatment naïve stage IV 
GEJ/gastric cancer patients

Newly diagnosed 
unresectable/advanced 

GEJ/gastric adenocarcinoma

dMMR/MSI-H HER-2 positive HER-2 negative

Pembrolizumab 
superior to 

chemotherapy per 
subgroup analysis 

of KN-062

• Chemotherapy + 
trastuzumab  (per 
ToGA)

• Chemotherapy + 
trastuzumab + 
pembrolizumab 
(per KN811)

Claudin 18.2 
positive

FGFR2b 
positive

Chemotherapy + 
zolbetuximab 

(SPOTLIGHT & 
GLOW)

Chemotherapy plus 
bemarituzumab +/- 

nivolumab (FORTITUDE 
101/102)

Negative for 
any biomarker

Chemotherapy +/- 
immunotherapy 

(KN-590, KN-859, 
CM-649)

5-8%
15-20%

~20% ~15%

Shitara K, et al. JAMA Oncol. 2020;6(10):1571-1580. 
Janjigian YY, et al. Lancet. 2021;398(10294):27-40. 
Jangigian YY, et al. Nature. 2021;600(7890):727-730.
Sun JM, et al. The Lancet. 2021; 398(10302): 759-771 



CheckMate-649: Overall Survival at 36 Months

• Janjigian, Y., et al. GI ASCO (2023).



Pembro, pembrolizumab.
Rha ST, et al. Ann Oncol. 2023;34:319-20; Rha SY, et al. ASCO 2023. Abstract 4014.

KEYNOTE-859 Primary Endpoint: Overall Survival

Based on results from the CheckMate-649 and  KEYNOTE-

859 trial, pembrolizumab / nivolumab  with chemotherapy was 

approved by the FDA for metastatic HER2-negative G/GEJ 

cancers, regardless of tumor PD-L1 expression



KEYNOTE-811 Study Design (NCT03615326)
Phase 3 Randomized, Placebo-Controlled

aTrastuzumab: 6 mg/kg IV Q3W following an 8 mg/kg loading dose. FP: 5-fluorouracil 800 mg/m2 IV on D1-5 Q3W + cisplatin 80 mg/m2 IV Q3W. CAPOX: 
capecitabine 1000 mg/m2 BID on D1-14 Q3W + oxaliplatin 130 mg/m2 IV Q3W. PFS, ORR, DOR per RECIST by BICR.
BICR, blinded independent central review; CPS, combined positive score; PD-L1, programmed death ligand 1.
Janjigian YY, et al. ESMO 2023. Abstract 15110.

Stratification Factors
• Geographic region
• PD-L1 CPS <1 vs CPS ≥1
• Chemotherapy choice

Pembrolizumab 200 mg IV Q3W +
Trastuzumab and FP or CAPOXa

for up to 35 cycles

Placebo IV Q3W +
Trastuzumab and FP or CAPOXa

for up to 35 cycles

R 1:1
N=698

Endpoints
• Dual primary: OS, PFS 
• Secondary: ORR, DOR , safety

Key Eligibility Criteria
• Advanced, unresectable 

G/GEJ adenocarcinoma
• No prior systemic therapy in 

advanced setting
• HER2+ by central review (IHC 

3+ or IHC 2+ ISH+)
• ECOG PS 0 or 1



KEYNOTE 811: Interim Analysis Results
DCR = disease control rate.

Jangigian YY, et al. J Clin Oncol. 2021;39(15_suppl.):4013.

Jangigian YY, et al. J Clin Oncol. 2021;39(15_suppl.):4013. Jangigian YY, et al. Nature. 
2021;600(7890):727-730. 

On November 5th, 2021 pembrolizumab in combination 

with chemotherapy was granted accelerated approval for 

first-lin
e treatment of patients with locally advanced 

unresectable or metastatic HER2-positive gastric or 

gastroesophageal junction adenocarcinoma



Progression-Free Survival at 38.5 Months of Follow-Upa 
RECIST V1.1, BICR

Data cut-off: March 29, 2023.
aMedian follow-up; bNot a prespecified endpoint.
BICR, blinded independent central review; CI, confidence interval; PFS, progression-free survival; RECIST, response evaluation criteria in solid tumors.
Janjigian YY, et al. ESMO 2023. Abstract 15110.

All patients PD-L1 CPS ≥1b
Pembrolizuab Placebo 

Median PFS, mo
95% CI
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Overall Survival at the Third Interim Analysis

Data cut-off: March 29, 2023. OS did not meet the prespecified criteria for significance at IA3 and will be retested at final analysis. 
aNot a prespecified endpoint.
Janjigian YY, et al. ESMO 2023. Abstract 15110.

All patients PD-L1 CPS ≥1a
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Progression-Free Survival in Key Subgroups at IA3

Data cut-off: March 29, 2023.
CAPOX, oxaliplatin + capecitabine; ECOG, Eastern Cooperative Oncology Group; FP, 5-fluorouracil + cisplatin; MSI, microsatellite instability; PS, 
performance status.
Janjigian YY, et al. ESMO 2023. Abstract 15110.

ECOG PS
0
1

Sex
Female
Male

Age, years
<65
≥65

MSI Status
Non-MSI-H

Geographic Region

Asia
Rest of world

Eur/North Am/Aus

Overall

Race
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PD-L1 Status
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312/406

0.1 1 10
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172/224
153/237
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97/134
417/564

156/240
356/456

478/655

Favors Placebo 
Group

Favors Pembrolizumab 
Group

Chemotherapy Regimen
CAPOX
FP

Prior Gastrectomy
Yes
No

Number of Metastatic Sites
≤2
≥3

Histological Subtype
Diffuse
Intestinal
Indeterminate

Primary Tumor Location
Stomach
Gastroesophageal junction
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0.71 (0.56-0.91)
0.74 (0.57-0.96)
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On November 7th, 2023 the FDA amended 

pembrolizumab’s  HER2 + gastric cancer indication to 

restrict its use to patients whose tumors express PD-L1 

(CPS > 1)



What is Zolbetuximab?

• Shitara, et al. GI ASCO (2023). LBA292



Two Studies 
SPOTLIGHT and GLOW 

12Shah et al. Lancet. 2023. (GLOW); Shitara et al. Lancet. 2023. (SPOTLIGHT);



GLOW and SPOTLIGHT – Efficacy Comparison
GLOW

CAPOX + zolbetuximab vs
CAPOX + placebo 

Patients (N = 254 vs 253)

SPOTLIGHT
mFOLFOX6 + zolbetuximab
vs mFOLFOX 6 vs placebo
Patients (N = 283 vs 282)

Median Progression-
free Survival

8.28 vs 6.80 months
HR 0.682

(95% CI 0.545 - 0.854; P = 0.0004)

11.04 vs 8.94 months
HR 0.730

(95% CI, 0.587, 0.907; P = 0.0022)

Median Overall 
Survival

14.32 vs 12.16 months
HR 0.771

(95% CI 0.624-0.952; P = 0.0079)

18.2 vs 15.6 months
HR 0.778

(95% CI 0.637 - 0.949; P = 0.0067)

Objective Response 
Rate (CR + PR) 54.1% vs 48.5% 61.1% vs 62.4%

Shah et al. Lancet. 2023. (GLOW); Shitara et al. Lancet. 2023. (SPOTLIGHT);



TEAEs Occurring in ≥ 15% of Patients



CLDN18.2 Targeted treatments

Monoclonal antibody
- Humanized mAb
- Engineered mAb

CAR-T BITE ADCs
Bispecific

IMAB306/Zolbetuximab 
TST-001

CT-041
LCAR-C18S

AMG910/ASP2138 (CD3) 
Q-1802 (PD-L1)

CMG901 
SYSA1801

ABI011, MIL93, ZL1211 etc. LY011 TJ-CD4B (4-1BB) TPX4589
PT886 (CD47) RC118

LM302
SOT102
SKB315
JS107
IBI343



Summary 
• In HER2 negative patients, there is now FDA approval of chemotherapy plus 

immunotherapy. The magnitude of benefit of adding immunotherapy increases 
with selection of high PD-L1 cases. 

• The addition of pembrolizumab in the KEYNOTE-811 trial improved PFS and 
ORR, particularly in dual HER2 and PD-L1 overexpressed tumors (CPS > 1)

• Claudin 18.2 is a new biomarker and zolbetuximab is a monoclonal antibody 
targeting this. Two studies- SPOTLIGHT and GLOW have shown PFS and OS 
benefit with the addition of zolbetuximab to chemotherapy in the first line setting.

• However as of Jan 12, 2024  FDA has not approved  zolbetuximab due to 
unresolved deficiencies following its pre-license inspection of a third-party 
manufacturing facility.
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Moving on to GI ASCO 2024 















Addition of immunotherapy to 
perioperative chemotherapy in 
GEJ/gastric cancer



1. Shrink the tumor to achieve pCR / Increase downstage ( Local control)

2. Eliminate micrometastases ( distant control)  

3. Ensure surgery is not compromised by treatment toxicity

Goal of Therapy : perioperative chemotherapy 



KEYNOTE 585 & MATTERHORN



Study design
KEYNOTE 585 & MATTERHORN

KEYNOTE 585 MATTERHORN
Trial design Global Phase III RCT 

Placebo controlled
Global Phase III RCT Placebo
controlled

Sample size n= 1007 N=948

Chemotherapy Cisplatin/5FU or cape (80%) FLOT
(20%)

FLOT 100%

Immune checkpoint inhibitor Pembrolizumab (anti-PD-1) with chemo
+33 weeks adjuvant

Durvalumab (anti-PD-L1) with chemo
+ 10 months adjuvant

Region Global
38% Asian entire cohort

Global 19% Asian

Primary endpoint pathCR rate per BICR (Mandard), EFS per 
investigator, OS (main cohort), safety (FLOT) 

Complex statistical approach

EFS
Key secondary endpoint pCR (modified Ryan) 

Simple statistical approach

Pathological complete response (pCR) improved in KN-585, but EFS and OS not statistically superior

MATTERHORN reported superior pCR, with EFS data yet pending

Pathological complete response (pCR) improved in KN-585, but 
EFS and OS was not statistically superior

MATTERHORN reported superior pCR, with EFS data yet pending



Pembrolizumab Plus FLOT Versus FLOT as Neoadjuvant and Adjuvant Therapy in Locally Advanced Gastric and Gastroesophageal Junction Cancer: Analysis of the FLOT Cohort from 
the Phase 3 KEYNOTE-585 Study

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



KEYNOTE-585 Study Design<br />Randomized, Double-Blind, Phase 3 Trial of Neoadjuvant and Adjuvant Pembrolizumab Plus Chemotherapy<br />Versus Placebo Plus Chemotherapy 
in G/GEJ Adenocarcinoma (FLOT Cohort)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Pathological Complete Responsea<br />Assessed by Blinded, Independent Central Review

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Event-Free Survival: FLOT Cohort

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Event-Free Survival: FLOT Cohort

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Overall Survival: FLOT Cohort

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Overall Survival: FLOT Cohort

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

















Summary
• Combination of atezolizumab and tiragolumab with 

chemotherapy did result in improvement of  OS, PFS and RR 
compared standard chemotherapy. However benefit of 
tiragolumab is unclear? Is more better? 

• The addition of IO to chemotherapy increased pCR however 
does not translate to improved OS ( at least not yet)

• We are eagerly awaiting OS result from MATTERHORN study. 


