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Genome-wide analyses of endometrial endometrioid carcinoma for early detection
and personalized medicine.
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Endometrial endometrioid carcinoma (EEC) has been conventionally considered
to be a single disease entity and to be developed from tumorigenic process of hyperplasia carcinoma
sequence. Conventional and de novo carcinoma subtypes were then designated as groupsl and 2,
respectively. To seek clinical and biological relevance for these two different pathways in EEC
development, we performed genomic analyses with groupl and group2 carcinoma. Transcriptional
profiling detected activation of estrogen signaling and that of DNA damage pathways in groupl and 2
carcinomas, respectively. Exome sequencing identified POLE mutated, microsatellite instable and copy

number high EEAs are predominantly enriched in group2 tumors, while most of carcinomas in groupl
exhibit copy number low character. In groupl cases, driver mutations were mostly shared in pairs of
concomitant hyperplasia and carcinoma. This study demonstrates biological relevance of the
differential tumorigenic process in EECs.
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