B &S 070728

HRAEHEE
(BLEEEHRTORMYAFEREMET— 5 —R - BRER)

R | LYFIANARGS—E M= RRaR I Stageerer T2 RDEREEE

Eﬁ%j&;;) A Lentiviral vector-mediated rescue of motor behavior in RORa-mutated Staggerer mice
’;;'Jg& hoht cc | @) £ £) EAAR HZEHM s 2007 ~ 2009 £
K |EF cs F3H = WEFE w 2009 £

§% A—V= cz | Hirai Hirokazu HZ RS A HEXZE

T | BEXEXERESRTRH - 42

BEE ea (600 7 ~800 FIREIZEEDH TSN, )

Staggerer YD RAIEIMHICKELHEEZELE ODBARREDEFNKFATVRTH D, Staggerer X 7 X FEEHR
FTHDRRaIZEELAHY. ROReZZEICKRET /MR TILF U IHEOEZELVWREREENRONS, C
DI IRITER 25 HURIZELTTEHI ENZ D, AR (£ 21 BUR) ICLYFIAMILARG 42
—Z#HAUVTRIRaZHRBESETH., WEEOET IR T T 5-OERNRHBTH--, T-HBHAICLY
FOANARY) Z—%2HBELI-HEEL. RATIHRICRTIT A ENFEAETEFL TN GEN ST,

% C T Staggerer YDA ELRMDBEBRREDEBEAFAT VA TH S hotfoothd TV RERHWNTEERZIT-
f=o TDFER. £1% 6 B®D hotfootdhd YO RIZRIELTINS 2 EEFERESILELEI A, EFRAD
RKELGEEMNRBD 5 iz (Neurobiol. Dis. ITHXFER), SHITS2 FAIXKEDEDESH 62 DHEER
BICEELONZRFLEER, MIEANKBE A D EHBEADCKIFERAS URBNIE, 72 /8
HU RS S1S2 FAALAVEAXTUFrRILEAA UDALBL THTOMEEZRI-TZENHALNIZHE 1=
(Eur. J. Neurosci.|ZHXHER).

Staggerer YD RIZDWTIE, WAWALKREZT =R, £R IO BLUBIEFIELIENTED L
SI2H->TEz, FZT, HWOTEREFRA— L1, Staggerer YO RIZTDNWTIE, FETEDKS K
BENEEINATVWIONZEREEZMICHRFTL., TLF oI~ F TR EEICEL TRIA, #
LWHIRZ/-H. BE. BXEERFTHD, FLLAF2—FRITOVWTIHIERZEH TS EC
ATHb,

F—T—F ra

7]V

Q&3

EEKR

TV THRE

(LLTFIFEALLGNTLESL, )

BBt Ea-F Ta

MEREES aa

MEHEES ac

U—+ES

1 -




REXE (COMREFRRLIHME - IEICDOVWTERALTLESL, )

sariEsEcs | Lentiviral vector-mediated rescue of motor behavior in spontaneously occurring
2t hereditary ataxic mice.
., | BER e |[HRIFE] 74 M4 oc | Neurobiology of Disease
51T
R— GF 457 ~ 465 FITHE cE 2 0 0 9 #E cp 35(3)
oz Rescue of abnormal phenotypes in delta2 glutamate receptor-deficient mice by the extracellular
A SCARRACE N-terminal and intracellular C-terminal domains of the delta2 glutamate receptor.
M
L | BEER o | HIBRE o4 Hit4 oc | European Journal of Neuroscience
51T
R— aF 355 ~ 365 FITHE cE | 2 0 0 9 &5 op 30(3)
M iEREce
M
.. | EER o WA oo
Rty
R—T GF ~ FITHE cE &5 cp
EEHA 1A
X
= E4L Hc
HiRE He FITHF O A=Y HE
EHA HA
X
=
= £ 2 HC
HRE vB FITHE HO A=Y HE
PRXXBEE ez

Hotfoot5J mice are spontaneous|y occurring ataxic mice that lack delta2 glutamate receptor (GluRdelta2)
protein in cerebellar Purkinje cells. Here we aimed to rescue the ataxic phenotype of hotfootbJ mice
by lentiviral vector-mediated expression of recombinant GluRdelta2 in Purkinje cells. Lentiviral
vectors expressing GluRdelta2 were injected into the cerebellar cortex of hotfootbJ mice 6 or 7 days
after birth, and the effects were studied on postnatal day 30. The motor behavior of hotfootbJ mice
treated with vectors expressing GluRdelta2 was markedly rescued, whereas the ataxia of hotfootbd mice
treated with vectors expressing GFP was comparable to that of non-injected hotfootbd |ittermates.
Furthermore, the impaired release probability of glutamate from parallel fiber terminals and the failure
of developmental elimination of surplus climbing fibers from Purkinje cells in hotfootbJ mice were
completely rescued by GluRdelta2 expression. These results indicate the therapeutic potential of viral
vector—-based gene therapy for hereditary cerebellar ataxia and other neuronal disorders




