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Regulation mechanism of the selective autophagy though p62/SQSTM1 expression
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As neuronal accumulation of ubiquitinated protein aggregates is the common
pathology of many neurodegenerative diseases, disruption of the proteolytic mechanism has been
considered as a cause of the neurodegeneration. In this research, we found that acyldopamines, a
brain substance, induce the expression of p62 and promotes the aggresome formation without
inhibiting protein degradation, suggesting that protein aggregates can be generated without
disruption of the protein degradation systems. Furthermore, we also found compounds that promote
S403 phosphorylation of p62 without aggresome formation. The enhanced p62 phosphorylation by the
compound treatment induces the degradation of intracellular protein aggregates through aggrephagy
pathway. The discovery of the compounds may lead to novel therapeutical drug discovery for several
neurodegenerative diseases.
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