2019 2022

HER2

HER2 intratumoral heterogeneity and drug resistance to trastsuzumab in early
gastric cancer

Kanayama, Kazuki

3,000,000

HER2 HER2
HER2
HER2
HER2
PIK3CA HER2 HER2

HER2 HER2

HER2
HER2
HER2

In HER2 heterogeneous gastric cancer, we speculate that subclones harboring
driver or treatment-resistant mutations other than HER2 gene amplification arise at an early stage,
leading to the formation of HER2-independent pathways and the acquisition of trastuzumab treatment
resistance. In this study, we performed a comprehensive mutational analysis of cancer-related genes
in HER2 heterogeneous early gastric cancer with the aim of identifying the existence of subclones
involved in these genes. Comprehensive mutation analysis revealed gain-of-function mutations such as

PIK3CA from HER2 heterogeneous early gastric cancer. This suggests that subclones with driver
mutations other than HER2 gene amplification appear at an early stage in HER2 heterogeneous gastric
cancer.
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