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Molecular characterization of normal endometrial epithelial cells with
cancer-associated gene mutations

Nakaoka, Hirofumi
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We showed that somatic mutations in cancer-associated genes accumulated in
the human normal endometrial epithelium. Endometrial glands with cancer-associated gene mutations
spatially expanded in the substantial areas of the endometrium. By using three-dimensional imaging
analysis, we discovered the plexus network-like glandular structure at the bottom of the endometrium

ran horizontally along the muscular layer, and several branches rose from the structure toward the
luminal epithelium. Moreover, mutant clones detected in the vertical glands diversify by acquiring
additional mutations. These results suggest that clonal expansions through the network-like
structures are involved in the mechanism by which mutant clones extend their territories. By
extracting both DNA and RNA, we conducted transcriptome analysis for the single endometrial glands
whose mutation profiles and spatial information were available.
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