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Elucidation of the regulatory mechanism of ovarian cancer progression and
endometriosis carcinogenesis by deubiquitinating enzymes using a forward
genetics approach.
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Involvement of deubiquitinating enzymes in the progression of ovarian cancer

was investigated by using human ovarian cancer cell lines suppressing or overexpressing USP32. It
was shown that USP32 functions as an oncogene and is strongly involved in cell proliferation, and
epithelial mesenchymal transition, especially in sphere formation capacity. Among candidates
substrates identified by immunoprecipitation mass spectrometry experiment, we focused on FDFT1, a
squalene synthase in the mevalonic acid pathway, which is important for cholesterol biosynthesis.
USP32 and FDFT1 expression is high in ovarian cancer spheres, and sphere formation capacity is
significantly suppressed by USP32 or FDFT1 suppression, FDFT1 inhibitors, and mevalonic acid pathway
suppression, and restored by squalene. Sphere formation capacity is essential for the process of
ovarian cancer peritoneal dissemination, suggesting that USP32 and FDFT1 are novel therapeutic
targets.
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Ubiquitin specific peptidase 32 acts as an oncogene in epithelial ovarian cancer by 2021
deubiquitylating farnesyl-diphosphate farnesyltransferase 1
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