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=y VBEEN R MR LT,
(8) maZRA ATk B ER IR DRI 7 12

YTV RSB N G- LTtk SHEO~T AL, mARA kg ek
B LR OIS LT, SR T E97, ATk R 2 HE L, 9772
DL RPHEE60cmDPT, R TEMAIZZ AL AT O (IHi5em X £ &65¢
m) ZFRE L, F O (72— R 7 —2) 1220\, @S 10em DB T 71
WO TS o7z, ZO+FIC~ U A% ih, 543 A hMiTEISE, 77
VORI TRNT — L (=7 7 — D) IR & 7 2 UL Lo B¢
BN (72— AR T — D) AaTelmldi 23Uz, A—7 07— AI2e
IWFE D RIS LT, B G- LIz — T Vi B O BT R Zeh e R L 7=
o Flo, 70— AR T =M AT E R L LT, & G- L — T B Sl )
OITEN R A~DOREBOFHIE LTz, ZO @A ATk BRI LR 6 1 TRFE TORE
[T S L 72,
(9) AL ATk B BR OO At 5L

BI6IE, E2RA PR RBIT BN T, DO RPA =T T — LI
W&, 28, ftiiA—7"0 7 — MW R Z R L, A BE6 RO -1 fif +
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[0032]

WA TRRLTWD, PO # ~—271%, PBSOAER G LIza ba—/LEE(A
) & PBSO Az 42 - LT AR ARE (BREE) ORI, SABRIEIC B T O A B2 (#
<0. 05) BBHZEETT, Fe, kv —2%, PBSOALZ G LT AN AHE (BRE)
&L 3mg kgD — T VR RN % £ G- U 7o AN ARE (FRE) S ORI, 3B

IBIIAHAERZE (R p<0. 05) RNHDHZLERT,

PBSDO L% G- LT AN ARE (BE)IZKI L, B —F oV i % 3mg, kg
HUIZ AN ARE (FRE) Tl A —7 07— MWD B NL 7=, 2ok
D63mg,/ kgD —F VPR O GATIIHIA LR D DD LD RmE Tz
o F7o, PBSDO A% G- LI AN ARE (BEE) & B —F > e il %3mg, kg
BB U AR ARE (FRE) LD T, 70— AR T —AIZ Ao 72 B BV TR B2
AN ST ZEIND | BT Y BRI A TE ST L N 2 &S o Tz

(10) A =727 4— LRk BRORER )i 1%

PN a3 AR N 5Lt | SOV AT L A —T T =L
RBE | LTI EM LTz, I X RS X mEA3E40emTHD HEDT 7V
KD —VORIT, HEAARMAAR SRR E T S IRE16% 5 LT, 20—
<D AEE, 553 A BATEISHE, ZORICH RDA~ ATV REfE & <7 A3 E)
WTWERFR &2 2 2 IE LT, ISV ERFIRI O R AR LT & 5L
B =R BT DI A LR LT, e, = RS EN O TR
FHREL T, R G LT — T o BB ) OIR B 8l G- 2 DR Rl L 7=, Zo
F =TT 4 — VR ERBRIE8IE) D 1O DIRF R IZ FE B L 72,

(A1) A= 7 — KRR ORE S

7%, A—7 7 4= AV RRBRIZ BN T, BHEO~ D R RO A~ AT N IRFH
T, B MET T S DA RN RER AR L A BE6PL OO i - fE UERR
FETHRRLTND, Ko # #~—21%, PBSOAZE G LT-ar ba— LEE (AR
& PBSOHZHE 5 LIZ AN ARE (BEE) SOOI, SBREICR A AR E= (" 1
<0. 01) BB EEmRT, Fiz, % kv—2%, PBSOHLERE LA A (B
#E) &, 3mg,kgDE — T VP E B 5-U 7= AR L AR (FRE) S ORI, 3Bk
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[0033]

[0034]

EICBITHHERZECR % 1 p<0. 01) RNHHZEETT,

PBSDO L% G- LT AR ARE (BE)IZKI L, B —F oV B2 3mg, kg
B U AN ARE (FRE) Tl 04~ 220 DR SN U2, ARt
TR AR OB R X . ZOMBRET R DS, 3mg, kgD — T VB Rl
) DP AT LN R DD ZEDTRENT2, Fo, T ARPBIN TR
WD A RN T2 28D, BT RN TE R L 77
N ER G oTz,

4. B —F o B O RS N SEE ORGIE (£ 00 1)

(1) HBRE ) 0> i

6 EROIEDADY =V A (HASLC) 2 L7z, =V AZasba—/ Ui, B —T
VEEA Y 1me, ke 51, 3mg, kg GHE, 10mg, kg G REDOAREIZ Sy

SHERTHDLTTAT =Y (IE280mm X EE440mm X @S 180mm) N T
BRI T RS E L, SME=E, |25+ 1CITRb, TRNL1I9RFET
MAT LT,

)TN b5551%

B =T VR R A PBSITEEMEL | B — T R B O PB S 2 i
Lz, B =T YR o8 5803 2, 1mg, kg, 3mg, kg, 10mg
kg BEERDIONT, Btz 1mg, ke G4, 3mg, kg 5, 10mg,/
kg GEEO~U A, —H Rl KERO®RG L, vk, arhe— U gfiliaid, B
SRR DORPIC, PBSOHEBG LI,

(3) YTk ISR IBR OB 12

YT NN R 2R R R G- LTt S REO <D AT, YRR R Z | L
TOINTHEE LTz, 7 —LDEENR40cm, BEDOEEH30cm, IKOMEHR5ecm T, 3
ROT —LDBENENL20 O L THERSNIZY Pk E I LTz, ~U A% |
DY T NAR GG 1 20T, YFRREEOWTNOT — LD Kl TiEE | 8

SN A A RRSE, v U AP 727 — 2% BIRUZIEICRRER LT, <
AP MERF I NICAS 7 — 2% IR U T B fok L . ZH AR T — 2@ LT
o RIZ, ZOH DD L TR DIRDT — LRI A SGDEER~, 20
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o AT E LT, BT E , 18 T — BB D25 5[\ W 3Tl | 2
DIEIZ100Z 0T TRBATEIREZ RO T2, R TEIEN ENEEMEE a0 UGE
SNTZZEZRL TG, 7236, YRREEEABRIES : 002511 : O0DRFEIAFHIZ E L 72,
(4) YRR B8 BR OO A

I8I, YR ERBRI 31T DR TEY R A £, 72 BRI T A R L,
K REOVLO I FARUERGE CRORL Q0D PO #~—21%, v be—u it
. 3mg kg GREE ORI, SRBR I DA E/27E (# <0. 05) BHDHZEERL
TWD, B —F oV e a2 3mg, kg 5 UT-BETIE, v hr— L BEIC
REATERESA BTN L7z, ZOZENBE — o i i i c LA 7F i
DU BEERASHRRSNI-, Fi2, B —F s A m e 4 5L 72 (10mg,/
kg) BITIISGEER RO BT,
(5) BT LA R GBR DR BR )7 1k

FHEDO~T ATH L, FBUE RGBS, LU T O HNEL 72, R, BRS, mE
IRDT B 30emD [ EADT VIO r— 2 L7z, 13H BOH 7
LT 0120, BRBRICHWD I — VIR~ U 22 s | r— I NS
B,
WIZ, 148 A OH T ABER T L1202, FERRIC 2o ARR D [ @Bk
PR (B 3em) &, BEDNDH10emDFTHZ AV MZ10em DB G 220 T =Rk o7

NI RE LB D . DR ERESE T, HIZZ O 24054, 41T

ZODERRDHN— & BEADSHREEX B X @S0 b 3em)ICEEHL | <
AE1053 M — s LB IR GO ED) 23R L QO DRF I & LS
SETERIRZERL TODIRF &2 2 0 E AVHINE LTz, BTl E 2L COD I & RD
TSV BRIRAZRL TUVAIERN] &% JE U7 eI AR PR RIS RI & U, Hr R M B R R e
[E] 24 PR ER ] THEIY | 2 DMEIC100%0:F TH B E Rk IE S KD 7=, Hiilw
ERRARIR S R NEE | D7 EH 24RO IR IR FR A A T D R Rk R R s Lk
TENCZEZRL TN, 728 T EREGAER 128 : 0072512 : O0DRFEIHFIC
TRz,
(6) H L Rk R Dl
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[0035]

OV, BT B E RGBT B 1T D BT B R RAR S 3R 9, s | fithi 0BT B
W R R B R L, A BEBIL DI H AR MERGE THRORL TD, T #~—
71%, 2 — Vil Img kg B G-HEE ORI, ARBRMEIZ BT 56 B2 (# <0.
05) WL &% T, Fio, PO # #~—27i%, 2 be— A #EE3mg, kg 58
DM, BB AERZ (] # <0. 0) B3HHZEE T, B —TF ok
Btttz 1mg,kg# - LI-#EEL 3mg, kgt 5 LIZHEE TIE, 2 br— LR
AR H E RO BTSN LT, R BTy i il % 3me kg
B G- LT BT, B ISR BRI B I L T Ve, ZoZehbe —J oY
BRI XD MR RUIR DB E I R STz, 72, B — T Bl )
iR R 5 L7z (10mg, k) BE T, B ERDGRD LT,

5. B — o e ot s B E R ORBGE (200 2)

(1) e BRE ) 0D YESi

THEOREOIAY =V A (AASLCH) [ L7z, =V A%, ZnEN8ILT D0
BRDX, Y ZBEZ 0T T IATF v — (R280mm X R E440mm X 180mm)
NTHBMEICTHAMSEB L,

(2) s

XEED~7 A%, LD, JEE LIZPBSITERLI-E — T sl il %
1A 1EERERNE G- LT, B — T o g Bt o 1% 7= 0 O $ 5513300 1 gk
gREE LTz, YREEZEE O~ AL, LA O, WEL72PBS (XEHTH G- L7
DEE) %21 A 1EEREN G- LT,

(3) FUAFILAX (TMT) DF 5-

Xt M OYEEO = A% L, W U7 AR PR AR L2 TMT (AL R AF
JVAR) % | ARG (2) DREIENR G- D) B OBt OG-0 ICEENE G- LT, T
MTOHEG-81%, 2. 5mg,kgRKBEE L7z, 728, TMTI, BERT YA~ —Ji
AR 7= BB R 2 B 22 eV DL T R AMERS. 2007 127(3) :45
1—461), TAINA—I{DOHHRET N EZNT D, ZEED~T AT LT,
WA U= A B AR DB a 5 U -,

(4) FFREDH T NP b
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[0036]

[0037]

[0038]

[0039]

XEED~DAIZKIL, RilGE (3) OTMTH G038 H &2 A2V T, M L7ZPBS
(CYRfREL 72— T i B i 2 1 B LEIEREN B G- LT, BT i B i
D1EIBHIZD O G-51X300 p g kghBHE LTz, £z, YREEZEEO~TAIZXIL, il
FL(B) OTMTH#G-OF A L2 H %2 T, PR L72PBS (XEEZ & G- L7=H D& [A
) %1 H 1REREN G- Lz,

(5) BB 5

X, Y ZBEEO =T RZOUNT, Rill (4) IZ3BI1F Dl th O 7V 505 1R[]
(2. BT DY F R EEARER AT o7, ZORRZ10I:7, 7038, K101 Dt
XA TEN R A R L, A RESILD I + FEHERE TRRL TD,

YHRE(TMTZR 5L, B —F Vi i i G- COZRWER) 1, ZBE(TMT
M 515 |2 AT A BICRRBTEIERME FLCRY, iR E S E RSN T
Do XBE(TMTEE —F i el O 5 2 B8 5-U7-8E) 1%, & —F> ik el
545281280, YRRCH AT, A RIS TR L THY, fifE
fRE SN TND,

B 10O #~—21%, YREEZERE O, RBREIC BT A2 HEERZE (] <0
L 0B) WDHIEE R, F, k= —2lE XEEEYREL ORI, SMBREIC BT O =
7272 (% <0. 05) B3dHHIEZTRT,

6. BDNFE Az 7B T EH O MEE
(1) 3BTk

WistarRIEgRT v b GEIR 17 B H 5 HARSLCHRL) 235 B0 H L 72 70D R b 3 B A
PRI (UL R, B iias s 1)) &2 R —DL—F v =Fra—7 47 Liz6
K7V —MIAE LT, Zomigtiiinz, Bl (5%FBS, HiibL g Mo A Hi
AEWE AV DDulbeccos ‘s Modified Eagle’s Medium (DMEM;Invitrogen
)2, 1X 10/, cm D% T4k 3% L=, £ 014, Bl 1 21512
(2%B27H 7 VA, ImMELVE UETNID L SUAEME ., 2mMZ L2330 ADD
Neurobasal Medium (Invitrogenf) ) {222 #2177,

BRI —MIBITDREFELORE, HB20OEE, H3ORECIK /L, Kz A7~
= H#IZ, BLOREE, WEPBSITHEMEL 28— F Vit %30 1 g /m
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L#NL, B 20O8ETIE, W PBSIZEMEL 728 — o B % 100 1 g/ m
LIINL ., B3DOFETIL, WIHPBS O A ZIRINLTZ,

[0040]  ERCOBEINO IRFMIITE 22 PR, KT L2k E PBS THuf Iz e L7z
o IZ, TRIzol (Invitrogen) & VW THFESHIUXORNAZHIH L . £D1 1 g%
WA G5 (Prime Script RTase, TaKaRafil) LcDNAG KT 74~ —IZLWDN
ANTHRF LT,

[0041] %D, BDNF (350bp) D/ FA~—% H N TEERER T O¥IRZ{ T 72, PR
TDERDOEAFE, BEVEZ94°CTAER), 7 ==V V%61 CTA50, fiRE72CT
30 T32H AN EL, IAAIZRPCREEMNT2%T A 11— A7 /T T304 BRIk
Bha1To70, N ROMEEITFLA—5100 (FUJIFILM#Y) 2 - CHENT L 7=, INF
FEAEL L CIL, B —actin (542bp) & FHV /=,

(2) BRBRAS A
41112, RT—PCREEICELBDNF B s F R BT R KA 297, 723, MiEfhixB
DNF& B =7 7F o ORIEEZRT,

[0042]  E'—F VPR ®E 30 1 g,/ mLXIZ100 g/ mLEINL /- AL i
PBSO A Z MU AP AINEIZ L~ T, BDNFOMRNASE BN A Z 2L T
WDZEDHERR TET,

[0043] 7235, 11D % ~w—7 KOk k~—271%, B —F 8k B i L7t
PEHE . PBSOAFINUI- AR E ORI, SRABMEIZB DA B85 (k. p<
0. 05, * %k :p<0. 01) BHHZEERLTIND,

It 2
[0044]  FEHEBIICIOAFToE — T VR 2 L <L BU R ORLG TR (fehh) %
LT,
7= a—tE 85 H
T SRt SHL A
I P 6 HL &0
Bk 2 S

=V Y 2B R
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SEHfs 3

[0045]  SEfEM] 1 CHERIL 72— e e il 0. 1H EFRICxL . KES O
KETOEEILINZ  HIFObEERGEL -, 2O AR3gizw L., 150mldKE Nz

AZET, BT s e b % G A LT R0 () 2 i5E L7s,
SEhita s 4

[0046]  SEFEBI 1 CTHERR L 728 —F s Behili A 5 ST BBl L, SLBE 17 31 530, i
YL —A2TH B, abElglie AT )L SE B AR HRIES LT-, ZOBHRE
HLTHD340mgx TEFERIE L TEAR1OmmOSER (£ b, EIG) 2817~

S 5
[0047]  FEREBILIZLFF/- — T Btz L T, LR ORLE TRY 7 (fdh)
G LT,
B =T B ) 50mg
43 B1 30mg
EZ3LC o0mg
I N 300mg
T )L )La—) 500mg
L 3000mg
Hrt 100mg
VS AFFC100ml& L7z
St 6
[0048]  FEHEBI 1T IR — T YRz LT BL N ORES TRy M7 —R %
BT,
B =T B Bl A 1O H AL
Yy Emas 58 H &l
A== 5. HH &
FHLI—L 22 H BT

By 1)) — 2. B &
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RO, B2 R ORARTANBRD,
[0049] A1, AFEBAIRAITRE M BT 72 AU B IRESNDE O TR AT Z B L 72 Vi
PHIZIS VTR 4 ORERRTISEL D HZ LTI ETHZR,
Bl 2, BREFEME Tl ' — T Y DR ORI TlE e B — T oY DRk
(Bl ZIEXEDBAR) ZHVTH R,



[1]

[2]

[3]

[4]

[5]

WO 2009/104556 19 PCT/JP2009/052548

AE RO P
B =T Y DR KO XITE ORI E AR ELTE AL PR TG
e, AP fR T B . B ORI BEC B DD BENDRIZNA 1L A iRET 5
FHLREH,
RO R AR, D DIEIR AZAEIR M O RR SOOI DT NS 1
LU ETHDHTEE RS D K L FLH O,
ARCAM SRR B S, RO R UGE Ch O LA RIS T Daf R 1 X E 250 #k
DAL
B =T Y DR KO ITE ORI E AR ELTE AL, I R
TR OB TEEN 2 A T2 LR s oA,
ol BRI, EERE, e KOO —ROYLOWT s ThHIEE
Rt &4 Dal RIA 1 ~4DUW ) Gl oMY,
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