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Development of a novel cancer prevention methods targeting GGCT by "RB
reactivation screening".
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The purpose of this study is to elucidate the mechanism by which depletion

of y -glutamylcyclotransferase (GGCT), a highly expressed protein in cancer cells, activates a
tumor suppressor gene “ RB” .

The expression of c-Met, a receptor tyrosine kinase which promotes cancer growth, was decreased by

depletion of GGCT. We also showed that RB activation by depleting GGCT depends on the
downregulation of c-Met via activation of AMPK. Furthermore, we found that STAT3, a transcription
factor which regulates c-Met expression, is inactivated by depletion of GGCT in an AMPK-dependent
manner .

These results suggest that depletion of GGCT activates RB by inhibiting the STAT3-c-Met pathway
via AMPK activation.
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