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Study on the tumor suppressor Hippo pathway and RASSF proteins
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YAP1 and TAZ, targets of the tumor suppressor Hippo pathway, regulate cell
proliferation and differentiation. Hyperactive YAP1 and TAZ provide cancer cells with malignant
properties and shorten disease-free survival. On the other hands, YAP1 and TAZ play essential roles
in tissue stem cells and their activities are crucial for tissue homeostasis. Thereby, YAP1 and TAZ
inhibitors and activators are useful in cancer therapy and regenerative medicine, respectively. We
established cell-based assays to search for YAP1 and TAZ inhibitors and activators, and performed
the chemical compound screening. We characterized the obtained candidates, validated the assays and
evaluated their therapeutic potentiality. We also studied RASSF6, a tumor suppressor that is closely

related to the Hippo pathway. We revealed that RASSF6 blocks MDM2-mediated degradation of p53. Ras
signaling strengthens the binding of RASSF6 to MDM2. In this way, RASSF6 functions as a tumor
suppressor against oncogenic Ras.
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