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AR OBEE (3£30) : Invasion into deep myometrium and/or lymphovascular space is a
well-known risk factor for endometrial cancer metastasis, resulting in poor prognosis. It is therefore
clinically important to identify novel molecules that suppress tumor invasion. Reduced expression
of the metastasis suppressor, KISS1 (kisspeptin), and its endogenous receptor, GPR54, has been
reported in several cancers, but the significance of the KISS1/GPR54 axis in endometrial cancer
metastasis has not been clarified. Metastin-10 is the minimal bioactive sequence of genetic products
of KISSL. Clinicopathological analysis of 92 endometrial cancers revealed overall survival is
improved in cancers with high expression of GPR54 (p<0.05) and that GPR54 expression is
associated with known prognostic factors including FIGO stage, grade, and deep myometrial
invasion. Through RNAI and microarray analyses, metastin-10 was predicted to suppress metastasis
of GPR54-expressing endometrial cancansvivo. Methylation analysis reveale@GPR54 is
epigenetically regulated. Metastin-GPR54 axis function was restored following treatment with the
DNA hypomethylating agent 5-aza-DC, These data suggest that metastin-10 may be effective at
inhibiting metastatic spread of endometrial cancers in combination with demethylating agents to
induce GPR54 expression.
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