©
2020 2022

Investigation of sarcomagenesis and progression mechanisms in uterine
leiomyosarcoma by transposon screening method
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Uterine leiomyosarcoma is a rare malignancy with extremely high malignant
potential. The pathogenesis and metastasis of this tumor are still unknown, therefore, there are no
well-established treatments for it. To elucidate the mechanism, we performed a comprehensive forward

genetics screen using Sleeping Beauty transposon. This system could identify several genes involved
in the onset and progression of uterine leiomyosarcoma in the mouse model. Among them, Zfp217 was
the most frequently mutated gene in primary uterine tumors of mice, and Nrdl was the most frequently
mutated gene in lung metastases. ZNF217 and NRDC, human homologs of both genes, were validated in
human leiomyosarcoma tissue and cell lines. The therapeutic potential of suppressing these genes was
suggested.
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