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Induction of endometriotic cells by the upregulatory gene detected by the
network analysis
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The purpose of the study is to identify the upstream regulators (URs)
involved in the onset and pathogenesis of ovarian endometrioma. We identified HOXC8 as a potential
UR in ovarian endometrioma. HOXC8 overexpression significantly enhanced cell proliferation,
migration, adhesion, and fibrotic activities, and altered expression statuses of the genes involved
in transforming growth factor (TGF)-beta signaling. HOXC8 overexpression also increased the
expression levels of phosphorylated SMAD2/SMAD3. The increased adhesion and fibrosis activities by
HOXC8 were significantly inhibited by E-616452, a selective inhibitor of TGF-beta receptor type I
kinases. Integrated genomic approaches identified HOXC8 as an UR in ovarian endometrioma. The
pathological features of ovarian endometrioma including cell proliferation, adhesion, and fibrosis
were induced by HOXC8 and its subsequent activation of TGF-beta signaling.
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