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The role of GPCR signaling in gynecologic cancer progression

Hiroshi, Yagi
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Cancer cells can co-opt the activity of G protein coupled receptors (GPCRs)
signaling. Recent analyses revealed that not only GPCRs or its ligands, but also heterotrimeric G
proteins play critical roles in cancer progression. Among G proteins, we have focused on G12/13. In
immunohistochemical analysis, G12/13 is highly expressed in ovarian cancer tissues. Increased expression
of G13 promotes cell proliferation in vitro and tumor grwoth in vivo. To further _examine underlying
mechanisms of G13-regulated cell proliferation, we took advantage of synthetic biology approach using
mutant GPCR and G protein. Detailed analysis revealed that the activation of G13 induces
dephosphorylation and nuclear translocation of YAP, which is a core component of Hippo pathway. In
addition, inhibition of YAP activity by shRNA or specific inhibitor blocked proliferation of ovarian
cancer cells. These data represents G13-YAP signaling axis as a novel therapeutic target of ovarian
cancer-.
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GEP oncogene promotes cell
proliferation through YAP activation in
ovarian cancer.
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