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WFZER R OBEE (F130) @ a-Synuclein 1XF R/ X—F 0 Y UIROFEEREE - TH Y . £ Diafs
FPER) I3 RPN AR RIS 3N T Ser129 (LD ) ViR b AT CERT S, i C elegans
I TR ISR BB D2y TR 2T 5 — L L LTHEHATHH Z LR En W5, FHxlx
t horsynuclein #4884 54 & VT, a-synuclein ® U U FE{L23E O EMEIC G- 2 5 %
BIZOWTHENT L7z, £ DOfES. Ser129 UV »{bida-synuclein OEFEGMHEZ KN SEH 2 &
2R MREES LI O A N VR INVEZRR T 2B ZFFOZ L 2P 60T Lz, £,
AR THWERBET VIR R DBIE T/ HHA ) == T A THL T L2 R L
776

WFFER R OMEEL (330) : o-Synuclein is a causative gene for familial Parkinson’s disease and
its protein product accumulates in the neurons of affected brains with phosphorylation at
Ser129. Nematode C. elegans is suggested as a useful tool for the analysis of the molecular
mechanisms of neurodegenerative diseases. We have studied the role of phosphorylation of
o-synuclein in its neurotoxicity using nematodes expressing human a-synuclein. Our
results suggest that the phosphorylation at Serl29 functions against o-synuclein
neurotoxicity and downstream stress response by lowering its membrane-binding property.
We also found that the present nematode model is useful in further screening for modifier
genes or therapeutic drugs.
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SUMEEME = o —a AR RS SRR
R DZEVE - ik & . FIRNET AR Lewy /MA
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a-synuclein OFIHENMEZE RIT in vitro, in vivo
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a-Synuclein DEESE - FREA 1 O PR
Doy 12 B 6 M2 5728, arsynuclein
w2 AR ML L O
fEH & T3, a-Synuclein &~ 7 A
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2l E T, B harsynuclen Z#if%
RIGHEFZB TS P T AV 2=y (Tg)
BRI AN—F Y IR DR a —ib
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a-synuclen O#pREIEEM: 2 BT 2B IsF
DAY ==V TPRAETHDHI EERL
T & 7= (Kuwahra et al, J. Biol Chem. 2006,
Hum. Mol. Genet. 2008), %7z, #AiftR
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(1) o-Synuclein @ 129 #HF & VU v Fk k&

(Ser129) # 7 7 = IZiEH#aL 7= S129A 7!
a-synuclein (FEU (LR | 35 2 O Ser129
T ANT X URRICER L2 S129D
a-synuclein (U CERLHLR) Z 3BT 5
Tg #rEBAVEH U, SRR ORIV OF K
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Q) ErTAZ ) —=271F, LLFD 2250
FiEE M5, OFFEH L 724 a-synuclein
Tg #HBD DNA ~A 7 0 7 LA fRHT 24TV,
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Zz B J < » %5 EMS ( Ethyl
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T3 clinical compound library Z A L |
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KB TOFREEZED TV D,

F 72, 1ERL L 7Za-synuclein Tg #¢ D Al
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a-synuclein Tg#i B OYEBIHERE ORI % [LS°
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