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In this project, we intended to define the new "Hippo pathway dependent
necrosis", which the Pl discovered as transcriptional repression-induced atypical neuronal death
(TRIAD) in 2007 (Hoshino et al, JCB 2007), as a pathological concept that can conclusively explain
the seamless progression of neurodegenerative pathologies. In parallel, we intended to develop a new

therapeutics strategy targeting on this new necrosis. Consequently, we have identified new
molecules regulating TRIAD/Hippo-dependent necrosis, have proven the existence of
TRIAD/Hippo-dependent necrosis in human and mouse neurodegenerative states, and revealed that the
suppression of TRIAD/Hippo-dependent necrosis by using AAV-vector or chemicals successfully
g@hibited the progression of symptoms and pathologies in mouse models of multiple neurodegenerative
iseases.
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