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Abstract

Among endometrial cancer (EC), clinically aggressive subtypes such as serous carcinoma and carcinosarcoma, and advanced or recurrent
EC have a poor prognosis, critically requiring the development of new treatment modality. Patient-derived cancer models, including
organoids, are useful tools in the prediction of clinical outcome and the drug discovery. Organoids have been drawing particular attention
owing to its high success rate and retention of the inter- and intra-tumoral heterogeneity and histological features. In this study, we aimed
at establishing patient-derived organoids (PDO) from various histological types of EC. We newly established 7 PDOs from 9 EC cases
(success rate 78%), and PDOs from brush-scraped specimens collected after resection in 3 out of 5 cases. Furthermore, comparison among
carcinosarcoma PDOs established from three different specimens led to identification of four mutations, three of which were common to
all PDOs, while one was shared by the original tumor and tissue fragment-derived PDOs. The copy number changes were similar among
PDOs, except for KRAS and ERBB2. These findings indicate intratumoral heterogeneity among PDOs established from multiple samples
of the same patient. We are currently conducting drug sensitivity tests with PDOs and plan to use the PDOs to elucidate the mechanism of

drug resistance in EC and to search for therapeutic candidates in future studies.
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