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Abstract

We previously found that squamous cell carcinoma arising from mature cystic teratoma of the ovary showed a high frequency of TP53
and PIK3CA mutations, and a specific high expression of XCL1. The expression of XCL1 was correlated with tumor infiltration of CD8
lymphocytes and tumor PD-L1 expression. These results suggest that TP53 and PIK3CA mutations are important in the development
and progression of this tumor, and that anti-PD-1 antibodies may be effective in majority of this tumor. In this study, we aimed to clarify
intratumor heterogeneity by performing a comprehensive analysis of multiple sites including normal epithelium in the same patient,
characterize subgroups based on XCL1 expression, and evaluate drug sensitivity in vitro and in vivo to develop further treatment strategies.
In this time, we performed genomic analysis for multi-sampling from normal epithelial parts and multiple cancerous parts in the two
cases. Both cases showed histological heterogeneity within the tumors (case 1: non-keratinizing squamous cell carcinoma and keratinizing
squamous cell carcinoma, case 2: non-keratinizing squamous cell carcinoma and undifferentiated carcinoma), and each histological type
had a different profile of genetic alterations. In case 1, 7P53 mutations were found in all sites including normal epithelium, whereas in case
2, TP53 mutations were found only in non-keratinizing squamous carcinoma. In both cases, PIK3CA was found only in non-keratinizing
squamous cell carcinoma. Our study revealed the diversity in the development and progression of this tumor and the strong intratumor

heterogeneity in histology and molecular biology.

_97



