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1.

11#@ RIET M7 Y R—Y R, BIRFRESESDE
CICER CLHHHIERBEMEANRIRT 2HZ
NPEHZ0T. FFRSHEEMBEOBIR - AEIR
[CERT BT & BT, HERFEXITZDEIEED
LLIFZDEREFZET EFEICE. BELD
BRENEREZ LOS EHIENZIBEDHR
593%2&EL. BECHR-TIF. MAEEDA
EFEOHRZTIICTITS T &, [1.2, 8.2, 8.4,
9.1.3. 11.1.68H]

1.2 B5ICHE-TR. H5H U LEEERANRIR
IREENHB L. BENUZOREKICTS
ICHEAL. O8. ZER. ZR. AR, 8. BN
BREORBEITERL. COKLSBERDIGSDN
BSICE. BESICKRSZDIL. EMOZR%Z
Zl33K5. 88T &, [1.1. 8.2, 8.4,
9.1.3. 11.1.68H]

2. ZB (RDOBEICFRSLEBEVIE)

2.1 SEREORE [BEKEZELSELIBEZAY
H%.]

2.2 NVEY —)VERFFEA - FRERAIE O AR R ]
AlOMVEE RICH 2 EE [FRERREH
HRIh2BINNH 5]

237 RLF YV EREHRORBE (TRLFIVET
T 74 7% —ORRGHE, LTEBHEBIC S
2 REMES U< ZRERBIC AT 258 2k
<) [10.13H8]

2.4 KB DRT 0 LIBBUE D BEHERE D & % B

3.2 HEIDMIR
Wi & TVES IV —EE3mg|7 VTS TV — LEE6mg
. YD) YD)
MR - B HtaDFEiE
e -
=R fy6mm
E& #92.7mm
~ 100mg
s TIYET TV =L 2mg|7 U STV —)LEE24mg
. YD) YD)
R - B HeaDFE HeaDFE
v | G =0 Q=
EE #8mm #10mm
E& #93.1mm #94.1lmm
HE 200mg 400mg

3. #HAE - IR
3.1 $H8%
B & 7VESIY = LEE3mg|7 VT TV — )LiEbmg
- YD) rYpJ
g, 7UESS Y=L 1§EHR, 7IETSV -
A
AR |y ome
A B, byERaSTFUS L, ELE—X, k&
= Koy Fuvitia—x. 277V VEMg
Wi 4 TIET TV —EEL2mg| 7 ) €S TV — L EE24mg
” YD) rYpJ
18, 7SSV —)|18EdR. 7UESS V-
A
HARD 12mg 24mg
A B, byERaSTOS L, ELE—X, k&
" FofyFaieila—2, 277U HBMg

4. WHENIFHR
OMERIAE
ORUBHIEE(C BT D RERDTNE

(Fn?&.ﬂr)

EHE. RACIE7IYESIY—)LELTIH6~12mg% [
mAE. 1H6~24mgzHRHE & L. 1BIII2ENI53 1T
TROKRET 2. b, . EBRICK D BEEERT 25,
1HRE30mg 2 @A &,
(UBMHEISE C BT BIRIEIRDLE)

BE. RACRTIESSY—=)LELTI2~24mg#1H1
EREOHET 5. &b, FmARIE24mge L. Fifs, ER
WK DBEHEERT 52, 1HRII30mgEzBEAanI &,

7. FERUHEICEEYT 58

(GheELhE)

7.1 KRIPEFERBIET 2 F CICHN2ERZET 579, 2
ERPAICERE LW EXEE LW, [16.1.221]

(REREE)

72 XBOREEBIBERPRELZD XS, BHEILICHEE
KB LA ST s &, HRICKIHREOHEMIE
BRES N TWa.] [17.1.1-17.1.45H]

73 OTREMIRE,P SAANICEET H2EELD S, Fi
MERREDWRRZMGET 2 BEFETEIEHAPHEIALPST
Wiz, COEILBETRIVEEIEREBHEL X
POREZHETHI &
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8. EEREARNIE

(GhgEttE)

8.1 R R - &9 - RENEBHENEOE RIS
ZEBHAHDT, KRB EFOBREICIIEBEDEERS
fElf % E S BMOBIEIIRBSE R VWL HIEFEET ST &,

8.2 BERFEEA N7 Y F—Y A, BREEEREDETICE
B2 ELDIERLGEIERANRETA2BZENDNHSDT.
AR ESHIE, B, 286K, 2R, HR. 28, RO
LOEIMPEOHIE - ERICERT S EEBHIT. BRKEX
FZDBAEES LLIXZF0BRRTE2ET2BEFIIOV
T, MEEOHESEOBE2+23I12/TH> 2 &, [1.1.
1.2, 8.4. 9.1.3. 11.1.6&H]

8.3 RIEAH5bNB I ENHEHDT. ARFEHIL, B
N BRER. BT, BE. HEE. ZREESOKMmE
ERICERT S E LI, MEEORESEOBE 27
75 2 & (8.4, 11.1.72 ]

8.4 AHIDKREIZEL., H5H» L8 2KRUS.IDEIER I
HI2BH0HHI L%, BERCFOREICHFICH
LU, SIMEER (08, 28, 2R, SR, 28, K
TR, EIMEER (B BRE. Wi, R, 1|
IR, BHEES) OFEEL. COXSBERAH S
eI, BE5IEEESEL. BROBZEE2%ZT5
&5, 8IS &, [1.1. 1.2, 8.2, 8.3. 9.1.3.
11.1.6. 11.1.7%M#]

8.5 FRBICKAEEM D H 5D, AFRERITHEN KIS
(AANMEFEOFHBESEOE SRR ZEREZELICH
PHbHET, FHHEINICE Y TR0 IR IIRE) . SRR
HHOTE. WENEE. BRS0EHFHIHRESHSD
Nl OBRENH 2. EHHEHEBREOERICOVWT, H
5 CHBRERVORESICHFICHAZITVL., ERY D
SbNGEICIE. BEICHRT A ELOBEIT S &,
Tz, BEOREROREOE(LZEEBFESBEEL., E
KD S bNHEITIIHEILE CTHEX EEE % F
1924 E, BULRZLEBZITSZ &,

8.6 AFlDKEIZL D AEOEE (B, BD) kg &
BH2OT. AFBEHIFEOHB 2 EBEFEBEL.
FREOEHFHIRD SNBEICIFREEE (APEOR
BOEESE) 2EHEL. DEICRUCTCHEYRZLBZTS
Z&s

8.7 tOHBHREABHICKE L TWAREME 0S5 7 F
VEENBVWEAICKRFIZHRSET AL, MESTTIF
VIBEMSKRUARFEBT S ESHSOT. AR
%, Hlfl. FENBELZEORBICTHIEET S &,

8.8 MENEENKIT 2BENSH 5D T, I MM
DIVRATDHHBEICKF 2HE5T 551013, EEIC
BHEBRT S L,

8.9 AMICAZ, H#ig, BEOERZEL TWLAEEIIHL.
KRG I T RIRPBS NG WIEAEICIE. EEA
OFE5E, O FELEERT S L.

(GERFAE)

8.10 HE, WX, BAUZEOBWERIELT L& HS
DT, BEEZ DTV, BIEPRSNIFAICIIMO
BEFEICTDEZ 574 EEY 2B EITS 2 &
FHARED SO DB OBRICIIENAREOHE 2R~
IS LoD, REIOEEG%EITH ZENEE LV,

GUBHEEE(CH T DIREIRDUE)

8.11 BIERAWE L - BEICE. AHOBEMHEOERICO
WTHE L, AFIZBREBELZVEITEET S
Eo

9. HEDHERZHTIREICHTZIR

9.1 BiHE - BIEBEEDHZEE

9.1.1 iy - MERE. BEMEXIFZNSDENDHZEE
—BREOMERT AP HE5bNEBEZNNH 5.

9.1.2 TATAEDESMHKRERE NS DEEEDS S EF
&
ERMEZETSE LN H 5,

9.1.3 BRHENEZDEIEEZF I 2EFE. UL LIFHERRF
DORIEE. SME. BHSFORKRFEDOEREFZET
3EE
MEE» ERT22EPH 5. [1.1. 1.2, 8.2, 8.4,
11.1.62H]

9.1.4 FEHAE. REIEAR. BB, BOKIKEFDEE
FZERIE, HBIRMRESOMBREREIHESHTH
%, [11.1.1028]

9.1.5 BREHDEEFNRUERIBZEI 3EFE

FERZBLSE BTN H S,
9.3 FHikeElE=2E
HREEZEILSELIBENTPH 5. [11.1.115H]
9.5 #Ti%

IR SAEER L C WA ATREH D & 2 e HICiX, LD
BN EREZ LR 2 EHE SN EBEICOAREET
5L, BRBAICHBMREIfEINTVLIEA.
FAERICIHALRE, HR, PREE. R, HRRET.
SRS O BERER S AN BERP D S b/l LD
HWEND B, BB, FHOBEFERBRICBVLTREORSE
BH 5,

9.6 =R
HWELOERERVOCBARBOEREEZEZE L. FALO
Wiz 2T 52 &, b N THITHRAOBITHS
BHLNTWABD,

9.7 INR

NREENRE U BREBIIER L Than,

9.8 S

BEOREBZBELZVOSEHEIIKET S &, —RIC
AHEEESETL TV, [16.6.328]

10. tHE{EA

AENE, F& L THFREERCYP3AARUCYP2D6 TR
HEINB, [16.4508]
10.1 HEZZ HALLBWLIL)

A E BRI - BTG W - fERRE T
7RV ¥ TRVFIUYOER |7 RLF Y TR
(7F747Fy— | ZHimse, MERE| VFY D EHEa.
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<)
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H%o
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LR, RRERAISE

BEFERTBHI &,
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B E

BRI - FEETT

W - a1

F/83 L ARBE
LA K S8

B3 U EEER %2
RET2BZTNDDH
50T, EE%ZH
HidBHnmEHEEICKE
5952k,

AHNE RN VEZER
RERERZEY 50

7Ia—)v
(#H)

HH LT H AR R 40
fERZERSE2Z
EWH D,

& b 1T HE A A A
fERZEY %,

CYP2D6HEEH %
HI B EEH|
FoIr, NaF
tF &
[16.7.1. 16.7.2%
]

KA OERAEES
2BENFHBDT,
KHZBRETH%E
BRIDHI L,

RE O FBEABEER
TH5HCYP2D6%H
EI 2 ORF @I
FRENPERTSE
ThHH %,

CYP3A4MHEEH %=

B9 BEH|

A 5aFV -,
779V 2xavA Y
V&

[16.7.3%18]

REIOER PR
2BENHFHBDT.
KAl ZHET R E
EBIBHI L,

KA O FERBBER
T#»%CYP3A4%H
EI 2 -OARAF M
FRENPERT LB
TN H %,

FR#BER (B

CYP3A4) #E/EH

EET 5EA
ANUNTEE .

A D 1EF A WE S
2BETNDH %,

AH DX BB EER
THHCYP3A4DFH
HIT KD ARAF O dH
REFPETIEBZ

V77 oY UE nNr®s.

[16.7.52H]

11. BIfEA
ROBWERANH6DbNDEZENBHZDT, BEETFIC
T, BEPROONTBEICIEIREG2HIET 5% EE
Pl B E1TS T &

11.1 EXBEIER

11.1.1 BEAEIREE (0.1%)

EERIR, BMEOHRMA. BENRE., SR, MEOE
B, BAESREL. FNICOEIODDEIREDHOLN
BRI, #E2HhIE L. RGH. KomieEDO2H
EHREEHITHEY L NEBEZITD & REFRIERIC
&, HIMIROFMPLMFECKD EANASNZ Z LR
2L, ey IAT U VRENES BREETAAS
NBZ BB, b, BEDPRRL. BREE. T
WRIR . JEBREEM. BRI, SEEREAN BT
L. RCT B ENH D,

1MA2BREIRFRIT (0.1%)

BHREICLD. ORAREOAERES FH5DND
ZEFBHBDT, TOEDHERDPH b HER
BEXEFIE2ZEET S &, b, BEHIBLIE
RPFHET B EN DB 5

11.1.3 EEA L DX (0.1%)

JRERE (BAER, FO - B, ZFLUWER. EIH
DR 8 2 V3R CBRNER D 5 > HEDEEIR)
XL, BEEA LI RAIBITIZZEPH20
T, BEREYH S bNHEITIE, BE52HI1ETS
Z&

MNVATFT45FY— (BHERH)

11.1.5 H&EARIERAE (0.1%)

CKLEE., MHFRVRFIFTIaL 0 EREIOER
THIE,

11.1.6 #ERFRET b7 Y F—2V R, BERFESE FEA
)
FAERESHIIOE. 28K 2R, SR, 28, HE
FOEROERITER T H L EHIC, MEEOREZ
IO E+a7aBEE2TVL. BREFREOSNBAIC
B A2 YEAIORE R EOBY R LB TS Z
Lo RTIKEL R EDHEGRN IR E 72 & > 7ERN
HESNTWD, [1.1. 1.2, 8.2, 8.4, 9.1.35M]
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2= -
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EEYBLEZTO &

11111 FFEREE (BREAH)
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=. FEHR. BEAR
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H.OBEEE,
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8 14 44
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THIY
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1 ~ 5%

1%

SR

I

FRIMEREA |
B IMERRA
HIMERIE % |
BFRERIEA
BFRERIE 2
FEEERIEA |
BRI %
U U ORERE
NIV
L, A
L/ s B
{9 NN
AUV
EET

B, 7R iBRE
%. GFIEEERI
A\ GFIE R BRI
% . 0F IR
% . HEREAD.
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IREZ. NE
VA=< - N
AN hZYY b
i k5

el

a5 7 F
&R A
RRE
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i H R R
AIVE V.
ISR

iR

ALT E

ASTLEH.
LDHEH.
vy-GTP L
. Al-PL
12

RERGRT. Al-PAE
. LDHETR.
Bryreyk
F. fBrure
VKT

R, BE

BUN L&,
BUNET.
|HR. R
WERE

svrF=rEk
. RE. RY
ovy =5y
L&, Ry
vy kR R
NAGLEHR. R
HE R R
BHET, MR
R, MAFR
BiEAD . REH

&

7R

WRER

FRYB M

PEIR . I
R BB R
B, SR, 2R

PRRAE

IBEEE

FE . SRR
RIS BE.
KL T DR
iE, HS

MEFERE,
2. SEBEE

|

SHE. BE .
AL LA N
WL FBAE
BRULERSE.
feR. Bz
BAE

HERE. B

R R

AL

CKLEHR

O%®. av
ZFa—)
{& R HDL-
IV AT
a—JL kg,
VR
74 RN ER.
U U EE R
©

ZRRE . & I
. KB, &
PREBIUEE. =RE
MfE. R B AR
[EE, gL 25
- EF.
HDL-2 LV X5
a—JLETR. b
yrZuts4 K
&R, CKIETF

M7 K FEE
g, 1M1 >R
DI )]

WEIRES

B, IHEEK.
REIZR. 58
SR, IAMEEE
ER. Leo<
D, RR

W2, £
SOBREGL MR
R

AR

B, R,
RARE. #AM
[RE, ZEH. R
DOERER, BE

IROFHF 7.
FERBEEB N
f&, BREEZ

5%LL L

1 ~ 5%

1% 1

SREEANA

Z DAt

REHE

HERAD .
BRI, B
VR, FEEL
2. BE
HEAD. 7
a7y sy
EEE. -
RNy
T AU
LETR, 7
o — VKT

WH. ETH.,
B, RV,
R 3L
E. B,
&, Hiw. B
20, FiEfE.
EE, KM®B
B A .
TPE. MavE. MR
B, BELD.
ERRERN, &
. KA
&, #5. K59
AR, KER
. BB, &
T AR
TR 35 A P R
BB, BmF
fE., #HET.
7E, BEA L
", A/GLEH.
A/GIKR. 7L
TIVER. T
LTI UK.
FrUTLLE
. AU ULE
H. 7u—k
A

AW &5,
SR, FLEEE.
FLARZE. HhpahE
7 N3
A LEE. BT
BRI oR5F
BT R
FREGIEGL, 68
iE. BAEIZ. B
EiBE. %
W FERiRE. A
B, KM
BhRARAE

13. BEKRS
13.1 fER
NEORKRBEROTRZEREREICBVT. &9
1,260mg & TEFEMN I ERNICRERRREG S NR
ANZBWTHER, R, ME LR, SR, EHZORER
PRESNTVS, £oRE195mgE THEFEMNICKRA
L7zhRIZBWT, —BHEORHBIER, HREOERAS
B L7,
13.2 &
EEROBHREGIEATH 5, MBETIERATEL
LEZoND, aB. MFIRAOWTRESEZ 5N S5
ICHEET AL, [16.7.68]

pas
=

XEDE

14. BALDEE
14.1 EFIRZMHOER

1411 NEOFOEP L VFNRET 52 &

14.1.2 PTPEEOEAIZPTPY — oMY H L TRAT %
£OEETHI L, PTPY— hORREKICE D BELH
AP EEREARIA L, B3z 2 LU THER
MREFEOEERAIELZHRET S ENFDH 5.

15. ZOHhDER
15.1 ERFREAICE I 1ER
15.1.1 FANC & 2 R FRRAHAORRTEABREE AT

15.1.2 SHE THEME S 172 FBAEE 12 BE U 7R EER (

15.2 FEERAREHERICE D <1EHR

15.2.1

%

7y
ot

HEIEE - IR) 2ETHEHBBEEWNRELLITOME
KRB ICBWT, AFH 2 & TIEERTEaRHER R
B7SEARBEREHBLT, BERPL.6~1.7(455
WMol DMEND D, FERIIMELZ TH - 7205 DI
BER (DAR2., Z2R%E) IIBRYYE (iR%E) 10X
BRENEZD -T2, B, KEO3IRKE (5193841,
SEHERE2.4ME 5 56 ~995%) Tk, FET KR UMIME
BEE (R, —BENEMRIES) ORRERS S5
tAREHBLTEP 272, £, SETOEEHAEIC
BOT, ERIGUBHRE S IEERIFURBMRE & R
RO LRICHET 5 E0HESDH 5.

o w

(72, v b)) OFARERBRICBWL
T. FREE (M~ A3mg/kg/AB L. 5 v b
10mg/kg/H) RO TEGEES (M~ A3mg/kg/H
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DE) OREHEDO EAPHESNATVS, 2hHD
EEE T >wEEcRmb I as 750 o LR EEEL
ELELTELHESNTWS, S5y FOBPAFRER
BicBWwT, 60mg/kg/H (BREEEFRHERHAZD100
YY) OMEOFSE RIS K EEE O REHED
ERSBREEINTWS,

15.2.2 Y VO RERORSHBRICBOWTHOS NOE (B

Wy BB, BF) A4ER ~52ER#E D 25mg/kg/
B EDRIRT. FFIIC BRIt oo B e s Bk
It . 393 EtER 0 50me kg/ B L_E 0D i B G
NTWa, KERT Y EST YV — VHROERORH
WS LYo G VAR & 18 32 MRS & 20 0 Tk L7
LOEERBNE, 5B, TNEREMOL N HEHH
KB HME (IHE1Smg/HIES., Z0%6HM
30mg/H RERECIHEE) (X5 VM5 2
D5.6%LUTFTH . £/ b MEHICHT 3 ER
ED5A%TTH -7

16. ZEMERE
16.1 MOGEE
*16.1.1 BOZS

B A2061IC 7V ¥S 5 —)omg % ZEfE kB [
TR S U 7R AR 13 RI6 LR T 85 - 722,

7 UYTS TV — L emgHEI SR OENERE/ VT X — 5

Tmax Crax ti/2 AUCo-168
R5R (hr) (ng/mL) (hr) (ng - hr/mL)
3.6 30.96 61.03 1692.9
mgfEx 158 | ;5 +539 | +1959 | #4317

(PI9fE +RHEMRZE. n=20)

*16.1.2 RIEZS

EEEBALSHICT VTS5V — )L 3mg% &% 1HLE
I4AHEREREG LK, 7 ES TV — Lo MigEhiR
EidE514H ETICERRRBICEE L. RERERD
THRERIIH6S TH - 7123, [7.158]

TVET TV = L3mgRERGROENEEIT A -5

,”:A% Tmax Cmax ti2 AUC0724
- (hr) | (ng/mL) | (hr) | (ng-hr/mL)
3.7 12.00 159.0
B 5 AREALE +13 | £7.96 +95.1
1HE FRE 18.4 0.63 B 8.2
(OPC-148579) | +£8.6P | *0.63 +8.2
4.2 4426 | 64.59 678.0
w5 AREALME +3.4 | £29.28 | £15.39 | +413.09
H4HHE|  :R#m 6.2 10.88 | 110.23 185.7
(OPC-148579) | +6.7 | +6.42 | £64.94 | +£93.49

(= HHE s, PHELEERZE. n=15)

a) WEERH. b) n=9. c) BE5HBHEOAUC

16.1.3 EMFHIEF R
(PUETFSY—ILiE3mg [YD])

TUESSV—)E3mg [YD] &Y 7 71 §E3mg
BIURAF—N—=FICLDZFNEFNIE (FIVETS
V=)L & LT3mg). BERAS 1781 AR RO
BEL TR RECFRBEEZRE L. Boh/-%
MEREIS5 X —% (AUC. Cmax) DWW T0%EHEX
MRS THEEHEIT 24T - 72 %3, log (0.80) ~log
(1.25) O#EHFHNTH . WA EY IR S AT
manid,

HEINT A= BEINTRA—F
AUCO-72 Cmax Tmax ti2
(ng+hr/mL) | (ng/mL) (hr) (hr)
TIVETSITV-N 514.7 15.19
§3mg [YD) +154.2 +329 | 28E14|71.9£297
IXY 77 A8k 488.3 14.42
3mg +96.7 £269 3.5+1.7 |169.3£29.4
(PflE + EEERZE, n=17)
(ng/mL)
16} o pe r
> ——T7IVES TV = L§E3mg[ YD
12 & TEVYT77A$E3mg
’aﬁ; 10 (CPIEE L FEERZE, n=17)
" 8
E 6
4
2
o} . ‘ .
0 6 12 24 48 72
B 5485 (hr)

MAEHEEN PICAUC, CraxZD/85 X — 713, HEREOBIR, (KEOR
BRI - RS ORI K> TEZ B AR D 5.

*x16.2 IRIX
16.2.1 BEDXE

BEBRAICT VTSV —)L3mg % ZEHER T R%ZIC
HEROBESELEE., 77UV —ILOChax kY
AUCIZRIZTAREOEEIZD 5Nz h >725,

16.2.2 #HHINA T TFRASEVUF 1«

BERAICE 57 ) €75 — LR SR O
BINA FT7RA )T 1 1E87%TH - 720 (SLEA
F—5).

*x16.3 9
16.3.1 7 thEE

BERAICBT21H1ET Y €75 — L 3mgkiE
RO SR O ERIZ8.86L/kgTH > 723, SHED
BERAICB Y27 ) S5V =L 2mghlR N5
DATERIZA.94L/kgTH - 127,

16.3.2 EEBESER

REMEOMBEBEAZERIZOOUULET, FELTT
LT IvEfEEL. EBABEICBLWTILT 7Y E
OREGBHIIEC RV, 7. EREWTH 5OPC-
148570 MEEHAZB AR HI9%LL ETH 58 (in
vitro « FERBENTE) o

*16.4 {8

*16.5

*16.6

TIVETT Y= VERFEICFETRE S, DEEE)R
37w, FE L TCYP3A4ECYP2D6IC & - THIK
FIL LB 22T, £/2CYP3A4IZ &> TN-E7 L
FIULEZT B, BiKkFEE (OPC-14857) HIm#EHIC
BIEREMTH S, OPC-148571 37V STV —
U GRELE) ERBRORBBERRORERERICL > T
RNz, EFHRE (BE514HH) TIRERELEFIC
9 HOPC-14857DAUCOENEIEF27%TH 53,
[10.218]

Bttt

BRERAICACIE# 7 U ET 5V =L 20mg % FEO#KRS
LU7-Bf. HERETREDRI27% R U60% D Z NZENIRF
T O#ERICHRtE S N7z RE(LEFIEFEFITHI18%HE
S RPICIEBRE SN 7210 (AEAT—%),
HENDEREGIEE

16.6.1 BikaEEEERE

HEOTHEREWBRE) (FL7F=VIUT T
YA <30mL/min) ICBF 2B TIE. BHEEREIC
KB MAAENFEANDEE DR -721D (SLEA
F—=%)o
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16.6.2 FTHEREREEEE
JF# RERR E 5% 194 (Child-Pugh#3A~C) I
BIFHEB T, HREREICES27VT T AAD
WBID L7112 HEAT—%),

16.6.3 SHn&
fEFE#HE (65mUE) 7Y ETS5 Y —)L15mg%
BEROKRS LIRO7 Y75 > R, EEkRE (18
~645%) £ HR20% K- 7213) SHEAT—%),

[9.85H#]

16.6.4 %5l - BE
BERAICT VST —)L15mg% BEREOKS L
EBOT7TIES IV - LOEMBRICEEZA SN R
o7z, iz, MAERRERE TOBEFBHI O
BBEI7TIESSV-LVOEYBHBICHELZS X
BPRFTREAP-719 AEAT—%),

*x16.7 EYEEER

1671 =3I
EEERAICBW T, CYP2DODIERREET 2F=
yrleemgE 7Y ET STV —)L10mgDHAIC LD,
TIVESFV—=LOAUCIKI07%EML 7215 (4HEA
7F—%). [10.22]

16.7.2 XO0FtEFV
BRI AICBWT. CYP2D6DEEEAZHFET 2/%0
FEF20mge 7 IS SYV—L3mgDHAIC &
D, 7IEST V=L DCnaxXKTAUCIEZNZTN
39% K% T 140%3E 00 L7210, [10.2&H]

16.7.3 4 303V —)L
BFEBRAICBWT, CYP3AAOMEERHZET A1 b
Z3FYV—=1100mgE 7 S5V —N3mgDHH
W&V, 7V TV =L DCraxXCAUCIKZFNZE
N19% K V48%HEM L7217, [10.22H]

16.7.4 7 v3FV—)

R AICBWT, CYP3A4OMHERHEZET ST b
IFV—200mg& 7 VU ¥S T — L 15mgDHEFIC
K0, TIVES TV = LDOCnaxTAUCIEZFNZFN
37% R T63%HEML 7218 (HEANT—4).

16.7.5 AILNIEEY
MAERFEX IR RFABEREREREICB VT,
CYP3AAOFEEHEZET 5 HINTELE400mg
EF7VEST V- L30mgOHAKEICED, 7UE
75V =D Crnaxk FAUCIZZ N ZN68% % T73%
BETLEY GHEAT—4). [10.28H#]

16.7.6 &Ik
BEBAICBWT, 7Y STV =) 15mgik5 1K
Fﬂ?ﬁ@?ﬁ‘l’%ﬁSOg?ﬁ%f\ 7Y 8705 j_]l/@Cmax&
CAUCIEZNZTN41% KR US51BE TR L7220 (SAEA
TF—%). [13.25H]

16.8 Z0fth

(FPUEFSY—ILigemg [YD])

TYETS IV —Ligémg [YD] & [GE,»E%L 5 FOER
WA DEMZHE SR A ¥ 1> (PRR24%E2H29
H BAEERK0229%105)] KHEIE, 7IES5Y -
$E3mg [YD] #EERAFE Lz L &, BHEHICESEAE
MZENICAS L A Shiz2D,

(FUEFSY—ILEE12mg [YD])
7IUETSIYV—ILEE12mg [YD] & [HEHF R 5FOE
TEBB DL RIS ERBET A ¥ 54 > (Fl245%2H
20H EEEEFK0229%E108)] KEIE, 7IESS
V—L$E3mg [YD] ZAF#ERFIE Uiz & &, BHEE)ICE
DEEYLRICEE &AL SN2,
(FPUEFSY—ILEE24mg [YD])
TVESSYV—LEE24mg [YD] & [GE,» R 206
TERBN O EYFRSERE T A ¥ T4 > (F2442AH
20H EABEHK02295105)] KEIE, 7IESS
V—$E3mg [YD] ZfREBHIE Lz & &, BHERICHE
DEEYZMICEF L AT SN2,

*17. BEPRAGIE
17.1 B3ERUREMICET 2558
(BERAE
17.1.1 B4 HASE O 185(5%
T7IUETSTYV—)4~30mglD) 2 EMFEORS L7
FEERABRICBVLT, MAKFERZF1296IcBT 5
ELBBRIROEBYTH S, TEFHAEEETH 55
BRERWEEOWER T, 48.8% (63/129%1) T
Ho7:29, [7.2808]
*1) AROEZBSNIZHEROCHRIZ, [E%. 1H6~12mg% FiA
HE. 1H6~24mg%HMFHE L5, 8. Fi. ERICKD
HEEHT 24, |HRE30mg2@ALVC E.] THB,

17.1.2 EASE MEER

(1) FARFERE 24200 % WHRICEM U 7z EFENTE
TEHERKBRBRICBVWT, TUETSSY -
6mg/HZHBHAEE L, 24mg/HEREHELS
UTIHIEXIZ2E8EMEOHRE U, EEFT
MIEE TH 2 BmMEMUWBEEICB T 2WERNL
PIRICTRT B0 T MARFEICHT 26501
RO 5N,

REGRAESR
TIVETS T - VR 5E 120

R
45.8% (55/1204)

BIVEF RIS 1. 1206519341 (77.5%) TdH -
7oo ERBIEAIE. AR (FE) 3641 (30.0%)-
THT Y7266 (21.7%). RE2561 (20.8%).
BRIR1461(11.7%) K OFi5aRI1361(10.8%) T
Ho7229,

(2) MEKRFEREZ 24301 2 W HRICEM U 72 EHxHHR
TEEREBRRBICBVLWT., TUETSS Y-
6mg/HZBHAEE L. 24mg/HEREHELS
L C1H2EI8EMZEORE L, FEFHEIEE T
HAHBREEHRABEICB T HUERNILITITR
TEBYT, HEKFEICHT H2EMENIRD 5
iz,

T BRAES
TIET T -V ERE 120

R
31.7% (38/12041)

HIVEFAFEBUER 3, 1206H8 7/ (72.5%) TH > 7z,
FE2EIEA R, RIR (GE) 4261 (35.0%). 7H
IOTLITH (14.2%) RER17H] (14.2%). 1k
HRAD1661(13.3%) RO BERARRLAG (11.7%) T
& o720,
TRTCOENERABRSERERE TERBSNT
Wh0, BRI HIETHROMBIRD SN
HREPIRES TRV, [7.281]
17.1.3 BRI SHER

REERUEE EAWEHRER & U7z 24808 DL L%

5EpE#KRS3#E (6~24mg/H. %=30mg/H)

TO. HERFERZ 2046 (25 LI L % 548k L

TRER) 1B B RAEHIRE O EENI1T41.2% (84

/2046) TdH -7:28~30, [7.2508]

17.1.4 ;8515 MAEEER

(1) SiEHEER
MARFEOSMHEEHOBRE LR E L, 4
HBVIEGEBKRE DTS RN B_EEREE
ABE (310M1. 30561, 42061) cBVWT, 7Y
SISV —IE T T R E HE L CPANSS A
RE&FELZ EOEIEEARICHE L. PANSSE
RE&ETE (FHELR) & 7IETSS V-
EEME (15, 30mg/HXI320. 30mg/H) #2
RAEBEE L 2RB TR T REE-2.9
(102#1). 15mg/HE : -15.5 (99fi). 30mg/
H#:-11.4 (100f]) X755 RE :-5.0
(103f#1). 20mg/HE# : -14.5 (98%l). 30mg/
HEE:-13.9 (96fl) THH. 7UETSV -
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EEFAE (10, 15, 20mg/H) ¥ %2H =638
BERSORBTIZ. 72 REE 1 -2.3 (10741).
10mg/H# : -15.0 (103%1). 15mg/HEE - -11.7
(103f1). 20mg/HEE : -14.4 (9761) TdH-
7230733 (BRE ST RBFLEOREBRERIIpS
0.01).
B, 15mgxilz 5 EAREA10E15mg &k
DHMEFEBVEVIIEFTREEBONT VA
W, [7.22H8]

(2) BRTHER
ZEHICH 5 BERARAEREILOf 2z R E
L7z 7S AMB_EEMEHE (268
5. 15mg/HE2) izBWT. CGIXEED 5 \»
BPANSSEZHWTHREZER L. FEAMMET
EHE % [WEALEIMN > o BRETOHM] &
Lo TUVETSIY—LIZT T RERBLCH
HKOBHEENSOBHADSE. BRETOHMEE
BRICEE L7 (p<0.001. log-rankfiE). HifE
FAFBBHE X, 1536176/ (50%) TH -7z,
ERBWERIE. REIE36H (24%). THY VT
1161 (7%) AR1LE (7%). BB (6%)
K ORESH] (5%) TH 7239, [7.25H]

#) WEREPEEUE LOYBEETT . BERBUBEL. ¥
R INIEE S-S ANNE -5 NN S AL ;3% (AN 3
sREE(L], [EUE(L). PHEREE] CMML 7.

¥2) ARIOEBRSNEEROARE. [1H6~12mgz HGMAR, 1

H6~24mg# e L, 1E X326 15 TROKZS T
%.] TH5.

CRITEREE (C 51T DIREEIRDILE)
17.1.5 EMEERHERER (EHEER)
BRIEY — FXIRRAHIEY — N2 2 U72HE I
BEERE (25661, HAANBETIF2ET) 2HR

BREBICBLT, TUETS Y —L24mg (BAEHEIC
JECTI2mgADOBEEFRE) Z1HIE3BEMKZE L7
B, BREHERF I B 5 Y > VEREHMERE (Young-
Mania Rating Scale, YMRS) &&tmOR—ZF A
VR 5DER (FHELERERE) I7TVESTS
V—LEE-12.0212.9. 75 KEE-6.0x 14.4T, B
EEZDISREFXMIZ-6.0 [-9.4,-2.7] THD. &
FHEEMAERESRD 5N (p<0.00l. XR—=Z2F
A UEROE THHEE L8 .

RAEFHIEIRC B 1T 5 YMRSEFIRONR—Z 51 V5 DELE
(FAS. LOCF)

YMRS&# 75 & KBEE DRt )
BER | | ~— w |7 -
e éﬁﬁé‘f 15 [9532?@&5] pfE
! OELR .
N 280 | 220 | -6.0
TTCRBII25| o7 41503] £144| 60 0001
7077 [, | 283 | 163 [ -120 | [94-27] :
-V +596 | £1337| £12.9
(P fE £ iZ R Z)

a) N—=RA 74 AMERVETHEL H58oH

BIEAFEBBEZ IR, 1236157461 (60.2%) TdH -
foo ERBWERIZ, THTYT236] (18.7%). #Ri
146) (11.4%). RERFELLH (8.9%). MEH:11H4
(8.9%) KUGRHEBZIBI (7.3%) TH - 73,
17.1.6 REBIZSHER
(1) ERRHEEEER
BB ZET LA (9961, BRARE
R2fEEL) EHRICEE LT T ANE_H
BRATHELBRBICBLT, 7IETFY—
V12~30mg# 1 H1[E22AM# 5 U 7K. YMRS
ARTROERIITROEBD TH -7

YMRSAEH= DR (FAS. LOCF)

®BER | G | R=271 438 12:8 22;8
TS AREE| 42 | 8.6£7.58 | 11.9£12.13|124+13.98 | 12.1£14.33
a4
LB 54 | 74+7.02 | 6.6%£9.37 |6.9%11.36|6.3=11.54

(P L RERZE)
BIMEFARBSE &, 54613961 (72.2%) TH-
7zo EREIERE. THI Y7176 (31.5%).
TREBH (14.8%) . EBEERSH (9.3%). TR
FESH] (9.3%) KRUWHIRZSHE (9.3%) TH-
7230),
(2) EfHERR ROREXEHA)

EHRB 2T LEBA - AEFIR RS
ksl (5961 BARANEBELLflZE&G) =3
FUTEM L 72 ERFEBICB VT, [ROREREL
LTREBY F 7 LIEINLV BT R Y 7LD N
ThP»1FOMHATT, 7IVETSIT I —L12~
30mg# 1 H1E22: M #%5 L7zK. YMRS&EFR
DHERBIITROEBY TH T,

YMRSEETR O (FAS. LOCF)

(3

BlE | R=251 > 43 12:8 22:8
55| 30.5x7.75 | 13.1£11.63 | 10.4£11.69 | 9.7+£11.84
(CFH1E + R )

BIVEFIRBUSEE X, 564143941 (69.6%) TH-
7zo EREWERIE. (AEBEMILF (19.6%). 7
AT T71060 (17.9%). HEIR7H] (12.5%) K
RETH (12.5%) TH - 7237,

EREKRAR (ROZERHA)

BRIV — FITREAEHEIEY —FE2E LN
i 1 B E B 4142 S RICHEH L /- IEE RRER
ICBWT, SOREEE LTHREY F7LEN
LragEr h v aonwdTnrlFEOMET T,
TUYFFV—)L12~30mg# | H 112458
5 L7:-B, YMRSERTEHOEBIITEOEBY T
HoTlzo

YMRS&E RO (FAS. LOCF)

| R=254 >~ 438 1238 2438
40 | 23.2+5.50 | 8.8+8.46 | 51+7.19 | 4.4+7.23
(PofE + 1R 2R)

BIfEF S BSERE L. 41613801 (92.7%) T
B o7z ERBWERIE. 72 27 1961 (46.3%)
AR 161 (26.8%). REKOHI (22.0%) K UTED
8%l (19.5%) T#H 738,

18. FEhIEE

18.1 {EMAHERF

FTUETII—)LiE, RRIVDZERBEAT TR
MER. X3 UD3RBAEEY 7 I=X MEH. O
= U5-HTIASABREY 7 T=Z MEAR OB =
VS-HToAS BT v ¥ IT= 2 MEF 28R >EHHIT
H%. PHELZHFIRHATH S, o OEBERD
FERICBUAEREICESELTWAHDEEZILSNTWY
%)39)0
*18.2 SEMAHIME

ZRBEERBR T, Hf B e N’ VD B REF
J$3IVD3. B bhtu b= V5-HTiaKkU'k bta b=
S5-HT AR BRI LTEVLHME 2R L. B b FS3
D4, B b O b=25-HT2¢c. BT b= 25-
HT7. v bREEEE a1-7 FLFY YRV bRy
SVHIRBMHRICHEEORMMEEZ R Uz, 7 UHREE
LAHY UMIv T MIDBLAARY MR EILE Y
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MERGAL A A M3 AR T 2B ITED -

72400~44) (in vitro ).

RINZ VD22 EAE5 7 I=R MEA

RS VDR BMERICH LTS 7 I =A s & LTHEH

L 724945 (jn vitro ) YT AR T Y MZBWT, K

NI UMM EED TIE LR TIZ RV U D2

R LTT vy T A MELTERAL. 83

EEN MR EEAE TR LIREETIE RS2 VDo AR

IR LT7I=A b & UTIER L 7z49)40),

RINZ VD2 EAE5 7 I =R MEA

RS2 UD3RBMERICH LTS 7T = s & LTHEHA

U724 (in vitro)o

x18.5 €O MZV5-HT1AZEFE9H 7 I =X MER
o b= U5-HTIAZRBBEICH LTES 7 I=AbEL
TER L4 (in vitro). 7 AMHAO A b=
FMS-L FuxT A v F—LEERR & B 2D S 843,
S MEREOYTO FZ -0 U HEAERIE L9,

*18.6 EOMNZV5-HT2ZEF 79 3= MEA
Ty MIBWTEU b= U5-HTARBE 7 T=Z bIZ
KDFERSINDITHENEZIMFHI L7250, /2, o b
=itk B T v PPN CaZ B E OE 2 H L
7250 (in vitro).

*18.7 HERFEREIRICEET 2 ET IV COUEER
BHEROEEEEZ 5N TS T v b ERRIGZ
WHEIL. REROIEETH B EEISNTVRSET Y b
3277 MRISEIIH L 725253,

*x18.8 h9 LY —EklER
RUARGT Y MZBY A7 REL XA FRERITEHT
FHERICHT B H Y LT Y —FBRERDEDsED A&
Hiz. ZurFaw Iy RonaR) F—)Lk Y KE
o 7240,

*x18.9 lI]lEF?"I:ljﬂa'-J,EEEﬂﬁﬁ?%'FEWEuﬁI\ =Y

SEIRICHT BER
:J v N TREAERIZE RS VDR BMEKICH LTS 7 I
ZAMEUTERA LY (in vitro).

19. BN ICEY IR(EZHAR
—M%F . 7V S5 =)L (Aripiprazole)
it % £ :7-[4-[4-(2,3-dichlorophenyl)-1-
piperazinyl]-butoxy]-3,4-dihydro-2
(1H)-quinolinone
¢ C23H27Cl2N302
1 448.39
P HEOHBEX IREREOMRTH S,
KIUFI AT =TT EAEBET B,

/ N\ H
Q—N NCHZCHZCHZCHZOWO

Cl Cl

*18.3

*18.4

22. ag
(FUEFSY—=ILEE3mg [YD])
100%E [10%& (PTP) x10]
500%¢ [10%¢ (PTP) x501]
5008 (7 3I4)
(FUEFSY—IvgEémg [YD])
100%% [10%& (PTP) x10]
5008 [10%& (PTP) x50]
5008 (7L 3I£R)
(FUETFSY—ILiE12mg [YD])
100%¢ [10%¢ (PTP) x10]
5008 (7L 3IL)
(PUEFSY—)L§E24mg [YD])
100%¢ [10%& (PTP) x10]

*23. EBEHR
1) Schlotterbeck, P. et al.:
2007 ; 10(3) - 433
2) BEROKERE (Z¥Y 7 7 1 88/8 - 20065£1 H23
H&ZR. HEErE2.7.6.1. 2.7.1.2)
3) REROBESHE (T 771 8E/80 - 20065£1 H23
H&ER. HFEERME2.7.6.3)
4) (B BEELNER  EYENRSEERB (583mg)
5 BEILLIHEOME (VY 77 18E/8 : 20064F1
H23H4&R. HiEERHIE2.7.6.1)
6) MRINAFTRASEY T (Y 77 A5E/8:
200651 H23H&FR. HiEEREE2.7.6.1)
7) AR (VY7 7 A $E/8 - 200651 H23 H &R,
R E R EE2.7.2.3)
8) MEBHAMLER (Y 7 71 $E/8 - 200681 H23H
AR, HFEERE2.7.2.3)
9) R#t (T 77 A%E/8: 20061 H23H &R, HEE
ERHE2.7.2.3)
MCHE#R T I E TS — L zRW-EYgiokst (=
BV 77 A 5E/8 - 200651 H23H&EE. HFEERMIE
2.7.6.3)
BEEREZEICBYL2ENFE (V7 71 5E/8:
200651 H23HA&GR. HEERMME2.7.6.3)
HRERFICBITL2ENEHE (T 77 15/ :
200651 H23H&R. HiEERMEE2.7.6.3)
FEf, BACX2HE (Y 7 71 §E/8 - 200651
H23H&R., HFEREE2.7.6.3)
REMEY BRI OEZMEN () 7 7 1 858/80:
200651 H23HA&GR. HEERMME2.7.6.3)
FoVVEDOHEER (ZEY 7 71 85E/8 - 20064E1
H23H4&R. HiEERHIE2.7.6.3)
Azuma, J. et al. : Eur J Clin Pharmacol. 2012 ; 68
(1) : 29-37
Kubo, M. et al. : Drug Metab Pharmacokinet.
2005 ; 20(1) : 55-64
Fharv—LEoMEER (ZEY 7 71 8E/8:
200651 H23H&R. HiEERMNE2.7.6.3)
ANNTEE Y EOMEER (ZEY 7 7 1 85E/8 :
200621 H23H&FR. HiEERMEE2.7.6.3)
EERFABESHEOENEE (T 7 7 1 5E/8
20061 H23HA&GR. HEERMME2.7.6.3)
(B BB E N ER © EYERREEERE (JEomg)
(BR) BB E AR« AN EEERE (5812mg)
(BR) B AR - AN RS (5824mg)
REIETHRE (ZTEY 7 71 8E/8 : 200681 H23H
AR, HFEERE2.7.6.5)
NaRY R—=)L 2R E U LRt E —E SRt
s (Z ) 7 7 1 $8/8 : 200651 A23H &R
R E RN EE2.7.6.5)
BREY 77 IV 20REE L 2R tR_EE e
RtEER (T 7 7 A §8/8 : 200651 H23H&RE.
R R E2.7.6.5)
2 - ABICOWVWT (Z¥Y 7 7 A $8/8 : 20065E1 H
23H&RR. BEMES)
BNHERRSHE EBRBEIIV—-) (Y7718
/81 1 200651 A23H %GR, B ERMIEE2.7.6.5)
BMHERRSHR (LEE7L—7) (Y7718
/8% : 200651 A23H4GR. HIFEERHEZE2.7.6.5)
BIAERARESRER (FHF - 5F - KHEL-T) (=
Y'Y 77 A 5E/8 - 200651 H23H&EE. HFEERMIE
2.7.6.5)
T REMBE L ZEERERABO (T 77
A $8/81 : 200651 H23HA&GR, HFHEERMEE2.7.6.5)
T REMBE L ZEERERERO (TE) 77
A $E/81 - 200651 H23HA&GR. HFEERHMEE2.7.6.5)
T REMBE L ZEEREERB® (TCY 77
A $E/81 : 20065F1 H23H&AR., HFEERMEE2.7.6.5)

Int J Neuropsychopharmacol.

10)

11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)

25)

26)

27)

28

N

29)

30)

31)
32)

33)
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34)

35

b3

36)

37

—

38)

39)
40)
41)
42)
43)

44)

45)
46)
47)

48)

49)
50)
51)
52)

53)

24.

26.

Tt R BE LZEERRTO _EEHRLERHER
(ZTEVY 7 71 #E/8 : 20065E1 H23H AR, HEER

WF2.7.6.5)

PRREREE I BT 5 BRI 9 2 588 (CEEH

B EERHEERE) (T 7 7 A $E/8/NAR/OD

$E 1 20124F1 H18HA&RE. HFERBHE2.7.6.3. FE

WEE)

R EICB T S BERION T 2 RIRGHR (&

B ERLRRER) (T 77 A8/ AR/

OD#E : 20121 18H&FR. HFELELHEE2.7.6.3,

2.7.6.5)

PR E I B 2 BERICN T 2 BERSHE (K75

TEEMNAIFEHRAR | EEHEERE) (ZeY 77 (4§

/B/NA/ODSE : 201241 A 18H&RRR. HFEERM

F2.7.6.4. 2.7.6.5)

R E IS B T 2 BERION T 5 REARGHE (K9

ZEFRHAIEERHE - ENERRR) (ZE) 77 (8

/8/WRW/ODSE : 201241 A 18H AR, HFEE R

¥2.7.6.4, 2.7.6.5)

TUVET TV —LVOEEER (T 77 1 5/8

20061 H23H&RR. HiFEREEE2.6.1.2)

Burris, K. D. et al. : J Pharmacol Exp Ther.

2002 5 302(1) : 381-389

Jordan, S. et al. : Eur J Pharmacol. 2002 ; 441

(3) : 137-140

RN URBEFISET 2 EBNME () 7 7 A 88/

B2 : 20061 H23HARE, HEERIEE2.6.2.2)

FEtLO b= URBEEINTT A (T T 7 A5/

B2 2006 1 H23HARE. HFEERMNE2.6.2.2)

TRLVFU Y, BRI VRUOARNY URBEIIHT

SEMME (V7 7 A §E/8 1 20064F1 H23H &R,

BRI E2.6.2.2)

Inoue, T. et al. : J Pharmacol Exp Ther. 1996 ;

277(1) : 137-143

Kikuchi, T. et al. : ] Pharmacol Exp Ther. 1995 ;

274(1) : 329-336

Tadori, Y. et al. : Eur J Pharmacol. 2008 ; 597(1-

3) 1 27-33

o b=y E2OREWS-HIAARICHT 2EH (ZE
V77 A8E/8 1 20064E1 H23HAR ., HFEERBIE

2.6.2.2)

Rz b = AEEEERION T 2R (e Ty

A $E/87 © 20064E1 H23HARR, HFEERMETE2.6.2.2)

Hirose, T. et al. : ] Psychopharmacol. 2004 ; 18

(3) : 375-383

o b= Y5-HTaZRBEIINT B (ZEY 774

$E/80 © 20064E1 H23HARR, HFEERMEE2.6.2.2)

7 v PSRRI 2R (XY 7 7 1 §E/8

200651 A23H&GR. HFEERTE2.6.2.2)

Ty harI7IT MIBIINT AEH (T8 7 7 A8/

£ 0 20064E1 H23HAGE, HEFEERMITE2.6.2.2)

MEERRERUEVEHh B

HRASHBEE BEFHEKE

EILREILTEPITE3697 &85
8. 0120-647-734

RIEARGERES

26.1 SHEERSETT

'// ttas PR

ELRELMERIIMS3697&E MBS

[430AJ010



