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Changing the Paradigm for First-Line Metastatic 

Gastric Cancer – Checkmate 649 
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Checkmate 649 – Baseline Characteristics
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Checkmate 649 – Overall Survival in PD-L1 CPS ≥ 5 

Population
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Checkmate 649 – Overall Survival in PD-L1 CPS ≥ 1 

and All-Patients Population
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Checkmate 649 – Progression-free Survival
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Checkmate 649 – OS Subgroup Analyses of All 

Randomized Patients
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Checkmate 649 – PD-L1 CPS Subgroup Analyses

9
Moehler M, et al. ASCO 2021. Abstract 4002



Checkmate 649 – Rates of Adverse Advents
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Changing the Paradigm for First-Line Metastatic 

Esophageal/GEJ Cancer – KEYNOTE-590
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KEYNOTE-590 – Baseline Characteristics
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KEYNOTE-590 – Overall Survival in PD-L1 CPS ≥ 10 

and All Patients
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KEYNOTE-590 – Exploratory Subgroup Analyses by 

Histology and PD-L1 Expression

14
Sun JM, et al. Lancet 2021



Refining 1L Therapy in HER2+ Disease – KEYNOTE 811
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KEYNOTE 811 – Planned First Interim Analysis
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KEYNOTE 811 – Response Rates
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KEYNOTE 811 – Adverse Events
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New Approach for HER2+ Disease in Later-line 

Therapy – DESTINY-Gastric01 Randomized Phase II

19
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DESTINY-Gastric01 – Baseline Characteristics
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DESTINY-Gastric01 – Response Rates
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DESTINY-Gastric01 – Progression-Free and Overall 

Survival
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DESTINY-Gastric01 – Toxicities
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▪ 9.6% (12 pts) had T-DXd-related 

interstitial lung disease 

(ILD)/pneumonitis

▪ Median onset 84.5 days (36-638 

days)

▪ 3 Grade 1, 6 Grade 2, 2 Grade 3,   

1 Grade 4, 0 Grade 5

▪ 8 of 12 cases had resolved/were 

resolving (median time to 

resolution 57 days) at data 

analysis cut-off



Testing Trastuzumab Beyond Progression in Gastric 

Cancer – Japanese Second-Line T-ACT Trial
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T-ACT – Progression-Free and Overall Survival
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HER2 Loss in T-ACT Trial
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UPDATE: Phase 2 DESTINY-Gastric02 Trial – Single Arm T-DXd
in Second-Line Therapy (N = 79)

Results: ORR 38%, Median PFS 5.5 months
Key Eligibility: Central Lab confirmation HER2+ on fresh biopsy



The Reference Standard Second-Line Therapy 

Paclitaxel + Ramucirumab – RAINBOW Trial
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Retrospective Analyses of Paclitaxel + Ramucirumab 

Activity After Anti-PD-1 Exposure
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Trial in Progress – DESTINY-Gastric04

29
ClinicalTrials.gov NCT04704934

Primary Endpoint: OS (N = 490)

Enrollment: 

- Metastatic gastric or GEJ 
adenocarcinoma

- Progressed on or after 1st-line 
trastuzumab-containing regimen

- Central lab confirmation HER2+ 
on fresh biopsy

Trastuzumab deruxtecan

Paclitaxel + Ramucirumab



Trial in Progress – MOUNTAINEER-02
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Practical Application of Sequencing Therapies -

Pathways
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THANK YOU!
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