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Advanced or metastatic esophageal squamous cell
carcinoma (ESCC) has limited treatment options.
Comprehensive genomic profiling (CGP) may uncover
clinically relevant genomic alterations that could guide
personalized therapy.

We aimed to investigate the prevalence of potentially
druggable genomic alterations in advanced or
metastatic ESCC.

Mathodls

We retrospectively reviewed 101 patients with advanced
or metastatic ESCC treated at Taichung Veterans General
Hospital (Taichung, Taiwan) between March, 2022 and
March, 2025. Formalin-fixed, paraffin-embedded tumor
samples underwent CGP using the FoundationOne® CDx
assay. Clinically actionable alterations were defined based
on OncoKB levels of evidence and approved therapies. [1]

All 101 patients (100%) had at least one genomic
alteration. No patients exhibited microsatellite
instability-high (MSI-H) status. Based on the OncoKB
classification, 6 patients (5.9%) harbored ERBB2
amplification and 9 patients (8.9%) had high tumor
mutational burden (TMB 210 mut/Mb), both level 1
alteration for ESCC. EGFR amplification, a level 3
alteration in ESCC, was observed in 10 patients (9.9%).
Additionally, pan-tumor level 3 alterations were identified,
including MTAP loss in 25 patients (24.8%) and TP53
Y220C missense mutation in 4 patients (4.0%).

T

H
S
S
& n
s
?-.E_

st

Among the 11 patients who harbored actionable
biomarkers, only 5 received biomarker-guided therapies.
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Distribution of actionable biomarker levels and subsequent

biomarker-quided treatment.

Comprehensive genomic profiling identified several

clinically relevant genomic alterations in advanced or
metastatic ESCC. Level 1 alterations specific to ESCC,
including ERBB2 amplification and high TMB, were
observed in a small subset of patients (10.9%).
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