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Elucidation of pathogenic mechanism of Parkinson®s disease through analysis of
IPAS, a novel substrate of Parkin
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In this study, we have shown that IPAS is regulated by the PINK1-Parkin
pathway. IPAS was phosphorylated by PINK1 in a CCCP-dependent manner, bound to Parkin and eventually
degraded. Furthermore, by analysis using tissues from patients of Parkinson’ s disease, expression
of IPAS was increased in substantia nigra in midbrain of these patients. In addition, MPTP-induced
neuronal cell death in substantia nigra was decreased in IPAS knockout mice. These results suggest
that IPAS accumulation induces neuronal cell death, leading to onset of Parkinson’ s disease when

regulation by PINK1 and Parkin is lost due to mutations.
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