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WA R OB EE (Fn30) - v 7 a B OEERIERBEF % . 7SV 7 B 2D glycogen synthase kinase
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MR R OMEEE (Z230) : The mechanismof clinical action of valproate was investigated
through its inhibitory action against glycogen synthase kinase 33 (GSK383).
Inhibition of GSK3 8 in the hippocampal dentate gyrus of experimental animal revealed
the antidepressive effect in the forced swim test and tail suspension test.
Therefore, the inhibitory action of valproate against GSK3 8 might contribute to the
mechanism of its clinical action. Next, the mechanism of the side effect induction
of valproate in the central nervous system was investigated through its direct effect
against the brain mitochondrial function. In the experiment using brain slices made
from experimental animals, valproate decreased the mitochondrial function.
Therefore, the inhibition of the mitochondrial function by valproate might contribute
to its side effect in the central nervous system.
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*p < 0.05 compared to the control.

@ GSK-3 B #iilloHt 5 Sk F

=77 44— FREBETIIWE OIEHE)
BICABEREITE ST 00, difIAKTKER
BB X ORBERB CIIPIGSK-38 ~ 7 AD
MEFEFR] X control ¥~ U R & LR THEIZE
LTV (X2),

A Forced Swim Test
140
g 120 -1
s E 100 .
% - 80
gg &0
Q£ 40
E 2
" Lenti-Control Lenti-GSK-3
shRNA
B Tail-suspension Test
2007
§ — 1601 — —
- E *
120+
£e
38 oo
E®
E 401

Lenti-Control Lenti-GSK-3
shRNA

X2 ATEWENT
A ¢ BRI GKGRER 1T 38 1) 2 JL{B) B RE
B : RERIERER IS 1T D M) R

PLEX Y MERHIRENCEIT D 6SK-3 8 D
FRGe ) 72 i 23 19 SRR R A I T 5 2
EDURIB I L, ZORMENREERIZE T B0
TufEOK Sy EERE L COMERKF &
2 LTV D A[REMEDS IRIE S L7,

(2) 7SV gD RIVE I FERERE T O fii i
O 7 a— 2R~ 5

7w MEYDRWRBKE &2 ERK L.
[BFIFDG % 7= dPAT ZMifT L7-. 10 mM
bV T aiga s Li-56. RHRERIC
e [FIFDG HX 0 A A DMEAI L7z (X 3),

212

pry X

T x *

L]

= LC§ * 3

_:E x & +

= K »

c.i ‘ >

z w

"..= E 1 1 1 1
- H N B 4 S

rimce fncind

3 7 a— 2R~
& I ho—/Ut
X VT R G

@ 2 Far R THERE~D
TRV TAEWST-11E, S b R
7T O MW T S Mok FEEFR
(succinate—tetrazolium reductase AT
L) WX viETEE N, KRV R
EELD, TOROEIOTEETDHILICK
D, NATaBRIZEDMEIFTOI har R
THERE DAL A2 RNE LT, dPAT & [Rl— DR
EEEHN TV B RE XOWST-1 25T
HERIR MBI 2 A % 22— |k L, #Hfk
DR ZE 7 HNEF CUE LT, ZORER.
30 MM Lo AT aigekEs Li-GAe, 2
fa s RU 7HEEEN SHRBEICEE R THEIZ
KT L7z,

LX)

it o drE Ly
L]

I

Valproate

Lr)

Control
X4 I har RUTHEE~ORE

UbkXy, m~u7ofgickly I bR

V7 COMRBNERENMET L2720, R
BB TTE L2 ZE 2 b
oo ZIUDIRPNAREHEEY O Z LD, LT
2 i DR RS P 3 o OVe AR ph 8 R BIVE
(Reye JEMEREZR & DOARGHIEMRIE /X — %
VY EEREIR L) DOFIEREFITAT 5D
ETHEET 2 Z LN EESNT,

5. E7piE I U



(WFFeEA . WHIEo R e O DT IE4 1
(=S

UEgEams) (Bh2 1)

@ /MEREAN. Chiu Chi—tso, Moya Pablo,
Leng Yan. Wang Zhifei . Hunsberger
Joshua, Leeds Peter. Chuang De-Maw ;
Lentivirally mediated GSK-3beta
silencing in the hippocampal dentate
gyrus induces antidepressant—like
effects in stressed mice . Int J
Neuropsychopharmacol. #FHifh . 7 &,
2010, 1-7

@ MMREN ; R ZEEKITHL DD 2
— T AN =R LOAE AR LT —,
JEFEtp R AR R RS . AR, 23 &,
2009, 18-25

(Fa%R] G3)

O MREAN, FEEAN FLEMIT. =R
‘H.. Chiu Chi-tso, Moya Pablo, Leng Yan.,
Wang Zhifei, Hunsberger Joshua, Leeds
Peter, FEMIME/A . FiH A &, Chuang
De-Maw ; 55322 EFEDVE AT 6 H 72
REEORRBAR, 131 F2HARKY
& R AR Y T A 20114E3 H 29 H
i i)

@ /MEEAN. BEHEBH, AEEA FIHA
%] ; Increase of plasma adiponectin by
fluvoxamine, International Conference
on Brain Function and Development
(Fukui-2010), 201041 H 25 H-26 H.
e

® /MREAN. Moya Pablo, Leng Yan. Chiu
Chi—-tso., Wang Zhifei. Leeds Peter,
Chuang De—-Maw ; Antidepressant—-like
effects of GSK-3 3 inhibition in the
mouse dentate gyrus using
lentiviral-mediated RNA1i.
Neuroscience 2009, 2009 4~ 10 A 21 H.
Chicago (USA)

(M) GFo )

(PEE PERE]
ORI (G0 1)
ORI (G0 )

(& Dfth)
R—BR—
http://www. med. u—fukui. ac. jp/SEISIN/

6. HFTEALR

(1) wFgefzFEs
/MZ EL (OMATA  NAOTO)
fEHRT: - R R REPL - AT
9535 30334832




