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WFGeR RO EE (3530) @ To clarify the molecular mechanism that regulates the mammalian
Hippo pathway, we first searched for molecules that functionally and physically interact
with the known components such as FAT4, Merlin, RASSFs, Salvador, and MOB1. However,
this attempt was not successful. We subsequently established several cell-based assay
systems to monitor the activity of the Hippo pathway and searched for chemical compounds
that up-regulate or down-regulate the Hippo pathway. We found that P-adrenergic
stimulants up-regulate the Hippo pathway. This is the first study to report the
implication of G protein—coupled receptors in the regulation of the Hippo pathway. We
have additionally obtained several candidate compounds that modulate the Hippo pathway.
These compounds include candidates that promote myogenesis and that inhibit cancer
invasiveness and metastasis. We are currently analyzing how these compounds exhibit the
effects and trying to find out new regulatory mechanisms of the Hippo pathway as well
as to develop useful reagents for the treatment of muscle atrophy and cancer. We also
analyzed Caenorhabditis elegans homologs of RASSF and YAP, both of which are the
components of the Hippo pathway, and found that the Hippo pathway is not conserved in
Caenorhabditis elegans. However the findings about Caenorhabditis elegans RASSF homolog
has shed light on the putative function of RASSF, which may be useful for the future study
in the mammalian Hippo pathway.
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