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T 24— N—3RIZX ), EERATTF 19CEhen 18 (7
VEZ75YV—=)E LT3mg) %ZHEEHICHRERRORS L, &5
B, #%5% 0.5, 1. 1.5, 2. 2.5, 3. 3.5, 4. 5. 6. 8. 12,
24, 48, 72 JLON 96 W\ Hi iR A S R L 72 LC/MS 12 &
DME LTI ETT )= VOFHMEEh i EOHER L OS5
A=FFROEBYTH Y, HAHENTIZT 90%FHX M % Ko
TR Bl ST A — & OFFUE O T30 721 log (0.80) ~
log (1.25) O#PHIZDH Y . WA O 4 W22 R SV 2R S iz

7)O

(ng/mL)
257 —e— TUET TV 3ng[ ¥ 5]
-0 TEY 7 7 A §E 3mg
201 Mean+SD., n=19

. . . . )
6 12 24 48 72 96 (hr)
LS|
K 16-2 M4 RE (§E 3mg)
7 16-4 WL/ F 2 —% (5 3mg)
Al 8T A — 5 BHEINTA—F
(An[;Ct Cmax tmax tiz
hr/mL) (ng/mL) (hr) (hr)
TIVETI
V= Vi 557.86+ 17.05% 1.58 + 57.25+
3mg [¥ 7 195.13 3.85 0.38 23.16
% |
IEY7T 7 538.92+ 17.62+ 1.95+ 56.71+
4 % 3mg 173.71 4.13 1.05 24.50

(Mean=S.D., n=19)

MAE R EENE NI AUC, Cmax 08T 2 — 7 1%, Bils o
I I OFRINEL - W45 OB SR 12 & > TR % 2 W HEMES
5o
16.2 ORIR
16.2.1 BEOHE

BHIRNICT ) ¥ 75 —)b 3mg % 22l 3 £k IS W mke
PH LW, TUET TV =D Coax L AUC 122 ITT 5
DEBIHD LN H o728,

16.2.2 IINA A TNAFEY 71

R NICBUT BT Y ET T — VRGO 895 4 F
TRASE)TF41387T% THh-7:2 BHEATFT—%),



16.3 9
16.3.1 D HEHE

B AICBITS 1 H 17 ¥T TV —)b 3mg RAEE %S
I D 73 A 724413 8.86L/kg T o 7210, AhE OEHE K A2 B 1T
57V ET TV =) 2mg RN G- RO 5 A K 1E 4.940/kg
T})Oz:ll)c
16.3.2 MEEEFAE

REAROMGFE &AM AHIT 9% U LET, EELTT VT IV
LRA L, BARBSIIBVWTIL 7 7 v & OfESERIZA Uz
Vo F 72, BB TH B OPC-14857 DILIHEHETFEAHR D 99%
P bThs (in vitro. FHEIBENTE) 127149,
16.4 L3

T ET T = VG BN T S, wmlmassh R A
WV, & LT CYP3A4 & CYP2D6 (2 & o THiAKFEAL & KL
%, $72CYP3A4 2L o> T N-BET7 VEMLEZIT 5. Bk
F & (OPC-14857) ASMLIEHF B 2 ER#FWTH %,
OPC-1487 137V ¥ 75 V=)V (REALE) & FBkORHEESR
OB L o TR SN A, EWIRE (%5 14HH)
TIERZALRIZ W 5 OPC-14857 @ AUC D &4 135 27% T
55, [10. BH]
16.5 HEitt

ERERCMC B3 7 ) €79 Y — )L 20mg % #E L% 5- L 72 I,
PGB DRI 27% F O 60% 25 F I E U b e O f v 12 ki
ENTzo REACKRIZTETICH 18%HRM 41, R icidkh S h
Lol (HEAT—%),
16.6 HENDEEEH T IEHE
16.6.1 BikpEEERE
EEOFRERERBREH (L7 F= 20T I A
<30mL/min) 2B 2 REETIE. BEERER I X 2 3R E)
RENDBIIV o 721D (FHEANT— %)
16.6.2 FTikgeEERE

IFARRE R = 4 B2 19 B (Child-Pugh 7 A~C) 12381 538
TlE, HBREREICE 27 ) T 5 Y ANDEEB IV Lo 72®
HEAF—%)
16.6.3 E#pE

fEREEHE (65 %L 1) 127 ) €79V — )b 15mg % BRI
G L7zMo 2z )75 v 2F, Mg (18~6471%) X
20% KA 7219 (JHEINT— %), [9.8 BH]
16.6.4 431 - B2LE

BN 7 ) ¥ 75— )b 15mg & BRI S L7z o7
V¥ TS5 — VOEYBRICEEEA SN o729, F72, 8
B RTIE B E T ORHERIRNT OFE R, BEIE TV E T TV =D
WYBREICH B L G52 5 WT T AR Do 720 BHEAF—%),
16.7 EHEEER
16.7.1 = >
BEHRAICBWT, CYP2D6 DM EMENZ2HT 2% =Y v
166mg £ 7V 75V — )V 10mg DHHICE . TIET TV —
Vo AUC X 107% 3 L7220 AEAT7— %), [10.2 BE]
16.7.2 NOx&F >

HERERAIZ B W T, CYP2D6 OMEMEN 24§ 580 %15 »
20mg ET7TVET IV =N 3mg DHFEHIZE ). TIVETS S — )
@ Crmax 2 U° AUC 1&F 24 39% I U8 140% 5800 L 72225 [10.2
2]
16.7.3 1 hZ2FYJ—0L

REHERAIC BT, CYP3AL ORLEMEN A AT 54 b a)F T —
LV 100mg £ 7Y KT S5V — )V 3mg OPHICE ), 7TIETFSY
— V@D Conax O AUC 132 N2 19% 2 O 48% i L 7229,
[10.2 BIK]
16.7.4 s haFvJ—J

R AICB VT, CYP3A4 OHEREMZHT A7, haF T —
200mg £ 7V KTV =)L 15mg DHFEHICE . TIVET TV —
VD Cimax B O° AUC IZZ N2 37% e U8 63% 1401 L 7220 (HHIE
ANF—%),
16.7.5 HILATEE >

A DRTANE SN IR A S 3 2 B W L CYP3A4 Oifil
VEZHTHHNVNATEE Y 400mg £ 7 ¥7 5V — )L 30mg
OBFHBEGIZE ), TYVET TV =D Cuax L AUC 1ZZFN
ZI68% KN T3% T L7225 (SHEANT—% ), [10.2 ZHH]
16.7.6 SEMR

B ANIZBWT, 7Y ¥ STV — )b 15mg %45 1 B o161
7 50g 5Ty TYET TV =D Coax O AUC ZZENR TN
419% BT 51% T L7220 (EATF— %), [13.2 B]
16.8 Z Dt
TVETIV—ViEtbmg [¥H 5. TYETF YV —VEE 12mg
[(#h% ] BT7TVETI—NEE3mg [ %] LERPRR D
BWHRIE LTRSS N 0o, [HEDPEL 2 ROMEEA O
AW SRR A RS54 ¥ ] T &, HE 2 L
72k Z ARG LIS, WHNS WA ISR L A XD,

17. ERERELIE
171 B3RO RLMICET 25k
(&K FRAE)
17.1.1 EIRRHEASE 1 &
TUET TV =) 4~30mg* % 8 BRIREITHR G L 72 I E Wik
BT, AR 120 BB 5 ERERIZKDO EBY
Thb, LEFMEH TH 5 IREMLEEOLEED 1,
48.8% (63/129 Bl) TdH - 7227, [7.2 K]
MARFOAKR S N WER O, (@, 1 H6~12mg %
EHE. 11 6~24mg #MEFMNE L 5, 4B, Filh. FERICK
DIEEBIRT 525 1 HiEld 30mg AW & Th b,
17.1.2 EIRE MAHHER
(1) WA IR B 242 Bl % 3R HEHE L 72 2380 TR — Mt
BRBICBWT, TYVET IV =) 6mg/HEBBHELE L,
24mg/H Z i i e LT 1 H 13XIE 2 [ 8 H kIS L
720 FEFHMEEH Td 2 B SRR I B 5 R 13D
TIRT LB Y T, AT 2 BT Sz,

F17-1 RREMYGEREICB T HUE®R

X GAE B R

TVET TV =R
57t

120 45.8% (55/120 )

BIVE R FEBIEE 12, 120 B 93 6 (77.5%) Toh o720 E4El
TERE. AR GiE) 36 61 (30.0%). 7H > Y7 2661 (21.7%).
HRE% 25 71 (20.8%) EHAIE 14 61 (11.7%) J O 50 13 41
(10.8%) T - 7220,

(2) WA JFRIE B 243 Bl % R RS HEHE L 7o FE3ER IR~ EE M
BEREBICBWT, 7YY 5V — )V 6émg/HZRBHEE L.
24mg/H 7 ik HEE LT H 2 b 8 AMREOHRS Lz, £%
I H T d 2 R e A B AR ZU TSR T
EBY T AR T AR SN,

FNT-2 IR BT L YR

RES Yt

TVET TV —

e 120 31.7% (38/120 1)

EIVEHIZE B 13, 120 BIrh 87 B (72.5%) T o7zo L7
TERNZ. AR GiE) 4261 (35.0%). 7H Y7 1761 (14.2%).
IR 17 B0 (14.2%). HERD 16 61 (13.3%) M OEFHAIR 14
Bl (11.7%) TdH 722,
FTARTOENERRBIIEERRE CEBSIN TN/, HE
T5HZETHROMBARD LN PEPLRIRIEI N TR
W [7.2 B
17.1.3 BARERGHER

SRS I 2 RN H & L7z 24 AR DL PG o &l
5 3R (6~24mg/H. %+ 30mg/H) T, HEIRIIER
H 204 ) (25 LI D P 5-k8E L 72 REBI) 1231 B s bl ke
DY R 13 41.2% (84/204 ) T o722, [7.2 ]
17.1.4 B85 MHEERER

(1) &R
MESMEOAMMENOBE 2R E Lz, 4525036 M1
507 7 R fE RIS (310 B, 305 B, 420 1)
ZBWT, TV ETS Y —VIE 75 R L L L T PANSS 4
RIEAFHE 2 O A #1283 L7z. PANSS &R AR
CE¥ZALRE) 12, 7V ETS Y= VEEHE (15, 30mg/H X
1% 20, 30mg/H) ® % 4 WS- L7z 2 RBCld, 77 R
-2.9 (102 %), 15mg/HE : —15.5 (99 1), 30mg/ H #f :
—11.4 (100 B1) Xi&7F &K E: —5.0 (103 1), 20mg/ HEE :
—14.5 (98 %), 30mg/H# : —13.9 (96 61) THY, 7TV T
F V= VEEME (10, 15, 20mg/H) ) % H\w72 6 HH %5
DRIRTIX, SRR —2.3 (107 ). 10mg/H#E : —15.0
(103 1), 15mg/H#E : —11.7 (103 #1). 20mg/HE : —14.4
(97 1) THh o7z (KB L 77 L KEEE OB HIE p<0.01) 27,
7 B.156mg Zit8 Z2 A EREAY 10 i 156mg £ D &RV &
W) ZEF Y ARELNTWARWS, [7.2 ]

(2) BT

N H BB A TFERE 3102 IR E LTI € R
xR I E MG (26 RS- 15mg/H®) 2B WwT,
CGL &3 dH 5\ id PANSS # W T2 EsR L. EEARME:
FHEH % [EEALEN 2 S W5 E CoMM] L Lz, TV E
T =VIET TR E L THEDGRZ K 50% M S
&, W TOMMEAEICEE L (p<0.001. log-rank ¥
%) o BIWERIZEBUSEIE L, 153 Bl 76 1 (50%) THh o720 T
EIER . AHRAE 36 61 (24%). 7H V7 1161 (7%). A%
160 (7%). FUE 9B (6%) ROREK B (5%) THh-7:,
(7.2 ]

#) YRS EREL LOUGERE R T, ey,
[ ). TS Edas ) TREGR ] TAZ] TREEL ]
(& EE AL, [R5 L], THSEARE] TRl L 72,

i) AFOKBENZHFE LR, [1 H 6~12mg % BIHH



i, 1 H6~24mg Z RS Ly 1ML 2 W20 TROKR
59%.] ThHa,

18. FExhEkiE
18.1 fER#F
TNVETITV =i, K83 Y Dy ZHEMBEGT7 T= 2 MEM.
R332 ¥ Dy ZBRERS7 T= A MEM. €8 b= 5-HTa %
BT ST7 T=A MERA KOt w b=V 5-HTea ZHKT v ¥
T=A MEM ZHECF2 A TH 5, WL T IAWTH 5
5 IS OEIERDEIRICB T 2HHECHFGLTWEDD
LEZLNTWAEY,

18.2 ZREHInM
ZEARE AR T, IR MY N FXI U Doy & b FSI U Dy
b hto b=y 5-HTia KOk T b= 5-HTe SHEMKIC
HMLTHVWHAEEARL, e PFXI Y Dy, B O b=V 5
HTzc, ¥ btB =2 5-HT7w v PRBEE a1-7 KL FY
YRUe MR Iy H BRI REOBAER R LIz, ¥
VRGR LAY Y M1, Ty MOIBA A ¥ Me R UVEVE
v NEG A A ) v M3 RIS 2 BRI 2 - 723032
(in vitro)

18.3 KNI Y D ZBEGFES 7T =X MEA
Fo83 ¥ De AR LCTE 7 T= &2 b & LT L 723039
(in vitro)s I AR T v PIZBWT, R8I IAEBMEMR(E
EDNTCHELZIRETIE R NI Y De AR LTCT vy T=R
PELUTEM L. B33 IR MR EEAMK T L2IRETIE R
NIV DRI LTT T2 P E LTI L2339,

18.4 KNI D3 ZRBRFEHS7I =X MEA
Fo83 v D3RI LCEG 7T T = A M & LT L7223
(in vitro)

18.5 EO M= 5-HTia RBEHHS 7T =X MEA
tu b= 5-HTia ZHRICH LTS 7 IT=2 b & LTIEN
L7230 (in vitro)o =7 A O LT b= ALE# 5- Fax
4V F= VG E2 WP S, 7y MEBBOron b=rv =2
— 0 BRI L7230,

18.6 EO M= 5-HTa ZRHE 7> 2T X MEA
RYACBWTEE =Y 5-HToa ZBERT T=Z M XV
BENBITEELZ IR L7237, /2 ku b=2i2k BTy b
P11 ML Ca i EE DB % i L 7238 (in vitro) o

18.7 A RREHERICEET 2B ET IV COXBEEA
BrPEREIR DIREE & % 2 ST WD T v b Skl SUs 2 30 L.
NEIERDIFETHHEEZONTWATI Yy b Y7 )7 MK
I % 3 L 7239,

18.8 ha L7 —ERER
TIAKRDLYT v MBI LT EENL R FIEHE FEATEHIHE
3505 LTy —ERIEHO EDso i H& kX, 2arv 7
Yy RUNTNRY K= X ) KRED o739,

18.9 M7 OZ 7 F U REZRE TS TEFERN/NI > D2 Z
BRI T B1EH
Sy b TFEAREIZE BN ¥ Dy ZBEBRICH LTHG 7 IT=A M &
L CHEH L7238 (in vitro) o

19. RS ICEY 2 IE{EZHAR

—W%H . 7Y ¥ 75— (Aripiprazole)

1bs24 : 7- [4- [4- (2, 3-dichlorophenyl) -1-piperazinyl]
butoxy] -3, 4-dihydro-2 (1A) -quinolinone

5373+ CasHarClaN302

o9 : 448.39

R B~ Ao S OB OB R TH b Bk
(100) IZRRETRT <, KXFTF 7 —v (99.5) 12
ZEAEBET RV,

AL

/N H
N NCH2CH2CH2CH20 Ne_o
- U
a o«
22. Ak

(PUETSI—ILMlR 1% [24H4%])

100g [FFAF v 7. /N, FEBFIAD ]
(FYETSI—IVEE3mg [4H4])

100 $¢ [10 %8 (PTP) x10]

3005 (77 AF v 7M. NT. WEEHIAD]
(FUETSI—IsEbmg [24H4])

100 $£ [10 %8 (PTP) x10]

30088 (79 AF v 7. /NT. EEEFIAD ]
(PUETSI—IEE12mg [4H %))

100 ¢ [10 ¢ (PTP) x10]

30088 (77 AF v 7. /NT. EHEFIAD ]

23. B
1) Schlotterbeck, P. et al. : Int. J. Neuropsychopharmacol.,
2007 ; 10 (3) : 433
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WA G5 8 (=¥ 7 7 £ $&/8% : 2006 4 1 A 23 HK
A HEE GRS 2.7.6.1)
%Iﬁl‘li‘ ¢HER () 7 7 4 §8/8 0 2006 4 1 H 23 HK
A HEEEAEE 2.7.1.2)
ilﬁ‘lﬂ}xffﬂfﬁ% (ZE¥Y 7 748/ 2006 4E 1 A 23 HA
A RS 2.5.3.2)
SRR I3 55808k (=¥ 7 7 £ §€/#% © 2006 4 1 7 23 HK
A, HIEHERMRS 2.7.6.3)
R : AR RSB (7)) €T 7 Y —VRERL 1%
(5% %))
LR AR AR RO O IR (T €T T
V' —)V#E 3mg - 6mg * 12mg [ ¥ 71 % )
BHICL 2 EBEOME (=€) 7 7 4 §E/fk : 2006 451 A 23
HARE, HAEORIE 2.7.6.1)
HFHISA AT RAFE) T4 ()7 7 4 §E/8L 2006
A1 H 23 HAKRR. WRFERE 2.7.6.1)

AL (2 7 7 A $E/# 0 2006 4E 1 H 23 HAKGE, i
AEREE 2.7.6.3)

SR (ZE) 7 7 A4 §E/8% 0 2006 45 1 A 23 HAKRE, 1
AR EE 2.5.3.1)

MERARBEE (Y 7 7 1§/ 2006 45 1 H 23 H&
WA HEHERYE 2.5.3.1)

Ifﬂ(*%lél%"n" < (¥ 7 7 A SE/dk 2006 451 H 23 HK
A PETEEEE 2.7.2.2)

ml(ﬁ E%GK (¥ 7 7 4 §&/8: 2006 4E 1 H 23 H&K
A SRR 2.7.6.3)

R (lt V7 7 A §E/8K 0 2006 4F 1 A 23 HAKGE, HIGE%
FHREE2.7.2.3)

PEME (=¥ 7 7 4 §E/fk - 2006 4F 1 H 23 HKRE. HiEE
FHEZE 2.7.2.3)

FREEBE BT 2B (Y 7 7 1 §E/H 2006 47
1 H 23 HAKGE, WREEFE 2.7.6.3)
FBEEBE B 2 EWIRE (Y 7 7 A §E/H: 2006 4F
1 J 23 HAKFZ, WREERMR 2.7.6.3)

AW NS X B (e 7 7 4 $E/8 2006 4E 1 H 23
HIRE, WEEEES 2.7.6.3)
RESEFISE By RE B OV AT () 7 7 4§/ 2006
A1 23 HAKGE, WEEERESE 2.7.6.3)

Fo UV EOMEAEH () 7 7 4 2/ 2006 451 H 23
KR, WA EEZE 2.7.6.3)

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

Fhary— v EOMEMER (e 7 7 A §/8K 2006 4
17 23 HARRE. WSERIESE 2.7.6.3)

ANNTEXYE v EOMELSEH (¥ 7 7 4 §E/6k - 2006 4F
1 H 23 HAKGE, WREEFE% 2.7.6.3)

PR PR3 G- o BB (=) 7 7 1 $E/8k ¢ 2006 45
1 H 23 HAGE, WaETERIM% 2.7.6.3)

A RAE 2 x5 & L7 BRIRERER () 7 7 4 §E/iik : 2006
AR 1A 23 HIKRE, WEEEFEE 2.7.6.5)

- Hm (287 7 4 8/6 2006 4F 1 A 23 H AR,
FAMEH)

TEHIRER (¥ 7 7 4 $e/8k : 2006 4 1 H 23 HAKGE, H
AR 2.6.1.2)

Burris, K. D. et al. :J. Pharmacol. Exp. Ther., 2002 302
(1) : 381-389

Jordan, S. et al. : Eur. J. Pharmacol., 2002 ;: 441 (3) :
137-140

ZRWRBRINE (=€) 7 7 4§/ - 2006 45 1 A 23 H KGR,
FEHEFHEE 2.6.2.2)

Inoue, T. et al. : J. Pharmacol. Exp. Ther., 1996 ; 277
(1) :137-143

Kikuchi, T. et al. : J. Pharmacol. Exp. Ther., 1995 ; 274
(1) : 329-336

Tadori, Y. et al. : Eur. J. Pharmacol., 2008 ;: 597 (1-3) :
27-33

o b= 5-HT1A Z8HEHRS7 T=X Ml (=¥ 7
7 A S/ 0 2006 4E 1 A 23 HAGR. HWiFEFEE 2.6.2.2)
Hirose, T. et al. : J. Psychopharmacol., 2004 ; 18 (3) :
375-383

o b=V 5-HT2A 28T v 5 T=A MEW (=¥ 7
7 A $E/# 0 2006 4F 1 H 23 HAKGE, HGSEREE 2.6.2.2)
LA JCIRE AR (2 B S 2 B E 7OV TOYEEER (e
V7 7 A $E/8K 2006 4F 1 H 23 HAKGE, HEEE R ZE
2.6.2.2)
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TV FEFMmARXERE203F i1

ARP 7



