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Analysis of autophagic degradation of alpha-synuclein by p62-phosphorylation
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We studied the regulation of phosphorylation of autophagy receptor p62.
Phosphorylation of p62 at Ser349 and Ser403 was suppressed by inhibition or gene knockout of heat
shock factor 1 (HSF1). And then, theK decreased inclusion formation of ubiquitinated proteins.
Moreover, we identified that casein kinase 1 phosphorylated Ser-349 by the phosphorylation screening
assay. HSP90 inhibitors also supﬁressed phosphorylation of p62. However, knock down of HSP90AAl
and HSP90AB1 could not reproduce this suppression, suggesting that HSP90 inhibitors suppress its
phosphorylation through an indirect mechanism.
Next, we examined p62 phosphorylation in HEK293 cells or mice striatum transformed with a -synuclein
s figgils. p62 colocalized to a -Synuclein inclusions was phosphorylated at Ser349 but not at
er403.
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