(®)
2021 2023

Studies on the regulatory mechanism of aggresome formatiion and clearance
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We have analyzed the formation mechanism of aggresomes, whose accumulation
is thought to be a cause of the onset of Parkinson"s disease (PD) by using a compound that controls
the accumulation of aggresomes. We have obtained JU23, a potent derivative of miclxin, a compound
that promotes aggresome formation, and obtained candidate proteins whose interaction with a
-synuclein (a -Syn), a component of aggresome, is reduced by the action of JU23. On the other hand,
ubiquilin 2 induces aggregation of a -Syn through liquid-liquid phase separation (LLPS), and we
found that the small molecule compound S0286 inhibits o -Syn aggregation by modulating ubiquilin 2

LLPS.
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