#&=X C-19
HEMREMHBEWRRRBRES

Rk 224 5 14 HEUE

WIZRAER  E R

BT AR : 2005~2009

FEES £ 17025010

MEREL (FIX) HEEMS T TILOBEEGEZEHBRITICE SEREBERI—7 v FOEH

MEREBEL (FE ) ldentification of therapeutic targets by genetic studies of
neurodegeneration signal
MERERSE
=i IE= (MIURA MASAYUKI)
HRKE - KERFEZRARE - Hi%
MEEES : 50202338

WFERCROE (Fis0) -

YavYa Nz EHOWEERENAI ) —=v 7L o THLR T MREN
DEATEME T HKF Rpnll OREICEY ., EWMBEAEICBITSEKND 2 6S
Ta T TV —AEREORTEZERTFHRETCH ESELZ LI o THREMN
DEATZIME TEDAREMEZ R L, ZHIZMEBICHE EHXKND26S a7
T — AR O T AN RS R R B o MR M R E S N IS RE D AT o A
DFEVBERE D=2 THDI LEERIARBTEHILDTH D,

WFFERCR OMEL (330) -

The ubiquitin-proteasome system, which contributes to protein quality control by degrading unfolded or
misfolded proteins, is closely related to the etiology of neurodegenerative disorders. The 26S
proteasome is composed of one, proteolytically active, core particle (alias 20S proteasome) and one or
two 19S regulatory particles subdivided into lid and base subcomplexes. In a genetic gain-of-function
screen, we identified one of the lid subunits as a suppressor of expanded polyglutamine-induced
neurodegenerative phenotypes in a Drosophila disease model. Our results suggest that an age-related
reduction in 26S proteasome activity is the key factor of the increased risk for late-onset of
neurodegeneration, and implicate that keeping the amount of the 26S proteasome by providing an
overexpressed lid subunit will provide a way to delay the onset of neurodegeneration in vivo.
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