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R ERER D 50mg/kg/ HUAL EOHRTHE X TWwb, ik
X7 VT T — VHEOBE O A3 VIR T
BIREZBZAREL RV LZbDLEZ SN, &
B.nosREwoe MEdRIcB 3 (1 HH 15mg/
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1]:{—:]\% max max /. (ng .
(hr) (ng/mL) (hr) hr/mL)
KA | 3.7+1.3[12.00£7.9| - [159.0£95.1
B5 [ kR
LHH (mmqﬁwl&ﬁf&GOﬁ%mﬁ3 - |8.2x82
a))
REALk | 4.2+3.4 | 14.2620.28|64.5915.30| 70 024130
Eiacy Ny
(OPC-14857| 6.2:£6.7 |10.88:6.42| 10,2364, 94| 12T 54
a))

(= AT, Pl = SR E, 15 B1)
a) WA, b) 9Bl o) HSMEHO AUC

16.1.3 &MZRIRFMER
TIVETITV = VAR 3mg W [ A5 L) 774N
A 0.1% % 7 0 A4 —N—{EIZ L), REBRABF19412%
NZN 1A 3mL (7Y ET 7V =& LT3mg) %22k

(Mean+S.D.n=19)

MR ONIC AUC, Cmax 035 4 — 1%, P o
P AREOTRHUEL - WIS O RERSMNC & - TR 5 W eV
Hbo

16.2 TRIR

16.2.1 BEOFE
ERERAICT U ¥ 75V — )b 3mg % 22l S £ (2 Hmlke
P Lz, 7YVET TV =D Coax KO AUC I RT3
DEBIHD LN h o725,

16.2.2 $EHINA FTNLFEY T 1
BB AT Y ET TV — VA% GO 195 4 +
TRAGEYTF41E8T% TH o729 WHEAF—7%),

16.3 9%

16.3.1 D HEHE
BHEERAICBITZ 1 HLETY ¥V — ) 3mg AR OIS
B DA 22813 8.86L/kg Th - 727, HHEDREHER AICH T %
7V T TV =V 2mg IR O 5 A AL 4.94L/kg T
ﬁ)ctS)o

16.3.2 MFEEMEAE
REARDMEE LR ERIT 9% U ET, EELTTVTI Y
LA L. BABAICBW T V7 7)) v EOfAERIIEL
Vo E72, BEREWTH B OPC-14857 DILIHE AR EE D 99%
P ETH 290 (jn vitro. PGB o

16.4 X5
TV ET T =GR TRE S W@ g A s
WV, & LT CYP3A4 & CYP2D6 2 & o THiAKRFEAL & KL
5%, $72CYP3A4ICX > TN-IT7 VFENMLEEZT 5. Bik
F Ak (OPC-14857) HIMEHIC BT 2 ERHWTH %,
OPC-14857 137V ¥ T 5V — )b (RZALIK) & RS
R ORI L > TR#Sh a2, EHIRE (%5 14 0H)
TIERZALEITH 3 5 OPC-14857 D AUC D EI4 134 27% T
53, [10. BH)

16.5 Bttt
TEHER AU 5% 7 ) ¥ 75 Y — )V 20mg % RIS L7
B GBI TE DR 27 % F U 60% A3 2 HUBR R OV A 2 Bk
ENsze RECRIZIFITH 18% KM X, Riicidti £h
Loz BEATF—%),

16.6 HENERE2HT28RE

16.6.1 BigeEERE
WEOBREREEBEZ 66 (2LT7F=v 20T IR
<30mL/min) (25T % RERTIE, BHEREREIC X B I3 E)
RENDEBIIA Lo 729 (FHEAT— %),

16.6.2 FFiggepEERE
AR BE b =k B 19 1 (Child-Pugh 2 A~C) 123517 % 3B
Tt R EIC X 22 ) 7 5 ¥ ANDEEBIV o 7215
MEAT—%),



16.6.3 =fpE
TEREE I (65 ML) 127 ) ¥ 7T V' — )b 15mg % Hilalfe 4
G L7027 ) 75 v Ak, HEEE (18~647) X h K
209% %72 - 7210 (FHEIAN T — %), [9.8 ZHH]

16.6.4 TR - ERLE
R AT ) ¥ 7TV — ) 15mg & BRI 5 L2207
VT TV OEPEREITVEE A SN 57219, T2 8%
B IAEBE TORERIANT OFER, BEIZ 7T ) ETS V=0
BRI HEE L2 LHF TR AR Do 720 BHEAF— %),

16.7 EYHEEIER

16.7.1 = >
BEHERANICBWT, CYP2D6 O ERENZHTA2F =V ¥
166mg £ 7Y ¥ 75V — ) 10mg DHHICE ) . 7TV ET TV —
o AUC 1 107 %3 L7218 JAEAT— %), [10.2 BIE]

16.7.2 NOxEF >
ERER A B WT, CYP2D6 OIHERM 2 A 550t F v
20mg L T7VETT =V 3mg OPEHICEL Y. TV ETT V=
@ Crmax S 0F AUC 1&ZF N2 39% U8 140% 54 L 7219, [10.2
%]

16.7.3 41 hZaFVJ -0
FEFERAIC BT CYP3AL ORLEMEM A AT 54 b a)rV—
V100mg £ 7V ET T = 3mg OPEHICE Y, 7TIETS Y
— VD Cmax X" AUC (ZZNZ1 19% K U 48 % 35 Hm L 7220,
[10.2 BH]

16.7.4 rvaFJ—n
RERHERAIC BT CYP3AL OREREH 2 AT 57 har vy —
200mg & 7Y ¥ T 5V =) 15mg DPHICE D, TIET TV —
VD Cmax KT AUC 13 ZF N2 37% M T 63% 3 L 7220 (4}
ANTF—%),

16.7.5 AN EE >
A DTE SN A IR AT B 3 12 B W L CYP3A4 OFF 8
EWMZH$HHNVNATEEY Y 400mg £ 7 ¥F 5V — )L 30mg
DOPERFEEIZE D, TIET TV =D Cnax KU AUC 1XEN
ZN68% KT T3%T L7222 (BHEAF— %), [10.2 ]

16.7.6 EMR
BB AICBWT, 7Y ET TV — )b 15mg %5 1 R0 E
R 50g 5Ty TYET TV =D Coax L AUC IZZFNFR
41% S ON51%E T L7z (JHEAT— %), [13.2 ]

17. ERERERIE
17.1 ARV RELMICET 28
TVET TV =g (Eamse) ORISR T
(& KFRE)
17.1.1 EINKEASE I 5
TYET SV = 4~30mg* % § MRS L 72 I 5 Wkl
BV, MARTERE 120 BIc B 2 ERWEITKRO LB
Thb. FEFMEH TH 2 L EMEFHEOYLHEFS (X,
48.8% (63/129 Bl) Td - 7220, [7.2 BM]
MAFOKA SN NE R ORI, [#HF. 1 H6~12mg %
TR, 1 H 6~24mg #FEFFHR L 35, 4B, Ei. ERIC X
D EEBERT A, 1 HRIZ 30mg # MR Vw2 ko] THhbH.
17.1.2 EINE DR
(1) B IS B3 242 ) % AP RACHNE L 72 S IR —  E Mt
WRBICBWT, TVET IV — ) 6mg/HZBBHEE L.
24mg/H Z e LT 1 H 1MXIE 2 [ 8 HR %5 L
Too FEFHMEH Td 2 i i B B 2 R 13D
TIRT EBY Ty AT T 2 HIMEATD Sz,

F17-1 BHERUGEE BT HUaE%R
X GesE Y
Tk 7;:’#’ g 120 45.8% (55/120 1)

EIVE RS BUBRE &, 120 BlH 93 61 (77.5%) TH o720 E74H]
PERE, AR GiE) 3661 (30.0%). 7H Y7 2681 (21.7%).
Rk 25 61 (20.8%) . AHAR 14 61 (11.7%) K OFiomi 13 1
(10.8%) T o722,

(2) FiAs JHRAE R 243 B0 7% RS FE0 L 7 SR IR Mt
BARABRICBWT, 7TUVET5 YV — )V 6mg/HZMIBHEE L.
24mg/H Z ik & LT 1 H 21 8 HMREIIHG Lz, B3
I H T b 2 I e RIS B YGRS FUT ISR
LB T MAELREHT 5 ARED D Sz,

F17-2 R EMUGEEICBT 2 UGEF

R i)

TIVETT V=&

e 120 31.7% (38/120 1)

BRI S BB E. 120 BUvh 87 Bl (72.5%) TH o720 T74Hl
PERNE, AR GiE) 4261 (35.0%). 7H Y7 1761 (14.2%).
IR 17 60 (14.2% ). RERD 16 B (13.3%) K OEHKAR 14
Bl (11.7%) TdH o722,

FTARCOENERRBIEERRECEBS N T2 720, #E

THZETHROMENHED SN L PEPRIRIESA TV
WH (7.2 B

17.1.3 ERREHREHR
SRS I 2 AN MERHINE B & L7z 24 SERLL L850 &l
P53k (6~24mg/H. #% 30mg/H) T, MEIFIER
H 204 B0 (25 LIRS P 5-HkHE L 72 REBI) 12 B B iR aFAlikE
DYFEHD 12 41.2% (84/204 1) T o722, [7.2 BIR]

17.1.4 @5 B MHREER

(1) &tEHsER
MESMEOAMNMEN OBE 2R E Lz, 4H 5036 M1
Be5-07 7RI T EE IR (310 B, 305 61, 420 f)
WBWTC, TVET IV = WIE 75 R E L T PANSS 42
REARHE 2 E O % A #1283 L7z. PANSS &R AR
CPZALE) 12, 7Y ¥V — VEEME (15, 30mg/H X
1 20, 30mg/H) ™ % 4 HFE5 L7z 2 BTl 79 R
-2.9 (102 1), 15mg/H#E : —15.5 (99 #1). 30mg/ H # :
—11.4 (100 B1) XiZ7 5 R % —5.0 (103 1), 20mg/ HE :
—14.5 (98 %), 30mg/H# : —13.9 (96 41) THY, TIVES
ZV— VEEMR (10, 15, 20mg/H) ™ ZH w72 6 HR$HRY
DRIRTIX, TSI LR —2.3 (107 1), 10mg/H#E : —15.0
(103 1), 15mg/H# = —11.7 (103 ). 20mg/H#F : —14.4
(97 H1) THh o7z (KBL 7T L KEEE O HERHIE p<0.0D) 2,
75, 156mg # W2 5 HEEED 10 Wid 15mg & Y R &
W) ZEF Y ARELNTWARWS, [7.2 BHE]

(2) BRTHHR
WM D BB E IFRERE 3102 NRE LTI € R
IR ML EGRER (26 BB S. 15mg/H®) 12BWT,
CGI 835D 5\ 1d PANSS 2 W CHS 2k L. EEA M
FHEH % [MEEALEN 2 S /I E ToMM] & Lz, 7Y E
TIV=VIET TR E KL THEDGRZ K 50% M S
. HRTITOMMZEZAZICEE LA (p<0.001. log-rank
%) o BIEMIZEBUEE L, 153 B 76 1 (50%) TH o720 T
EIVER . AIRIE 36 B (24%). 7H¥ Y7 1161 (T%). A%
1160 (7%). FOH 9B (6%) RORE B (5%) TH- 72,
(7.2 ]
#)UERITTEELE LOYEEE T R T, Rl RUaE L.
[ ). TS g ) TR ) TAZ) TREEL ]
[Hh&EEEmAL . T L], THEARE] TR L 72,
1) AAOKR SN HERL ORI, [1 H 6~12mg % Bt
.1 H6~24mg ZHMEFHRE Ly 1 30E 2 MIS50 TRIO%
55%.] TH b,

18. kg

18.1 1ER#HFF
TIVETI—id, B33 Y Do ZEKEST7 T= X MEM,
FI8X Y Dy ZBARES T T= A2 MEH, 0 b= 5-HTia %
BARE G T T= A MEH KU =¥ 5-HTon ZBHEKT >~ ¥
T MEH 2 oA Th b WHELRTIIANTH S
A IS OEIEMAEHRICB T BAMEICEG LTwELD
EEZLNTNWDED),

18.2 ZRGEHEIM
ZERFEARB T, MIEA MY F FX3I Y Doy & kR8I 2 Dy,
b hto =2 5-HTia Ok bt k=¥ 5-HTon ZHKIC
HLTEWBAEZRL, B MFXI YDy BT PV 5-
HToc, & bka b=V 5-HT7w Ty PKWEE a1-7 FLFV
YR MRS I H BRI REO R R Lz, v
VGBI L AN ) Y M1y Ty PSR A v Me R UOSEIVE
v Nl A 2 A1) ¥ Ms AR 2 BRI A - 722029
(in vitro) o

18.3 K/N3 2 D2 AL 7 I =X MEA
Fo83 ¥ De ZHRMHRISH LTS 7 T=A b & LTIER L 722030
(in vitro)o X AT v MZBWT, B33 UEBPEMRE
FEDPTLHELIRETIE RN Y Do ZRERICH L TT vy T=R
FELUTER L. K283 AEBMEMRREDMCT L2ZIRECIE
NIV D2 BRI LT T= A b & LT L 7230380,

18.4 K/N3 2 D3 ZBRMEHS7 I =X MEA
FoS3 U D3 BB LTHG T T=AME LT L2
(in vitro) o

18.5 O b= 5-HTa 2B 7T =X MEA
o b= Y 5-HTia SRS LTES 7 T= A2 b & LTEM
L7220 (in vitro)o =7 AHNO T b= E#W5- Faf
£ v F=VEiBEEZ B 88, Iy Moo b=y =a
— 0 YRR EPIHIL 723,

18.6 O M= 5-HTA ZRMA 7 2= X MEA
YA BWTED b=V 5-HToa ZBERT T=A MLV
BENLITHZAEIR L2, T k0 b= 2k 55 9 b
P11 B Ca2* i D3N 2 $] L 723 (in vitro)

18.7 A RBERERICEET 2B ET IV COXEER
FEPEAEIR IR L % 2 STV 5 T v b ekl bUs 2 3 L.
REERDIETH L EEZONT WSSy ba vy 7 )7 MR
i % B L 72390,



18.8

hELT Y —EiEER

SYARKLS v MBI BT REIN R FIE EATEHIH
x5 h 5 LTy —EREMNO EDso i fimItiz, 2ur>r
Yy RUNTNRY K= X ) KREH» o780,

18.9

Meh7AZ Y F L REZRST 5 TEFMER/NIZ D22

BRI T B1EH
F v b TFERRIZE 2SI U De ZERICH LTS T T=A M &
LCEM L7230 (in vitro) o

19. FRRSICEEY 2 IE{LZBAR
—W % 7Y ¥ 75— (Aripiprazole)

L%

e
Vans iy

%

: 7- [4- [4- (2, 3-dichlorophenyl) -1-piperazinyl]
butoxy] -3, 4-dihydro-2 (1A) -quinolinone
Ca23H27Cl2N302

: 448.39

K A~ OR S MO EKETH B HiE
(100) 12RRHETRT L, 7](1(3::1’_5’ 7= (99.5) 2
FEAEE TRV,

,Tti%f&i : QN/—\NCHZCHQCHchzO H o
=
Cl Cl
22. ‘@
(FUYETZV—-INAK3ImgHa [2H4])

3mg/3mL x 28 @ [7 @ x4]

(7Y

E77V—-IVARAK6mg 2E [2h %))

6mg/6mL x 28 @ [7 @ x4]

(7Y

E7SV—-IVRRAR 12mg Ha [2Hh %))

12mg/12mL %28 & [7 & x 4]
23. FEXk

1

—

2)
3)

4)
5)

6

=

7)

—
w
=

,_.
S
3

Do —
(=)
==

Schlotterbeck, P. et al.
2007 510 (3) : 433
HA—th  SEFE & 359, 2008 5 36 (12) : 1131-1139
ARG B (=) 7 7 4 §8/fk - 2006 451 A 23 HA&
B HAEEEEE 2.7.6.3)
ALPEEL - AR RS RER (7
mgra [54%])
BHICLZEEOME (=€) 7 7 1 §E/Hk: 2006 4F 1 H 23
HKRR. Wi a Rz 2.7.6.1)
FERITINA FTRAFEY) T4 () 7 7 4 52/8: 2006
AE1H 23 HAKRE, WREEREE 2.7.6.1)
SAER (ZEY) 7 7 A §E/Hk 2006 4F 1 A 23 HAKGE. HGE
TR 2.7.6.3)
SAAE () 7 7 A §E/8k 2006 45 1 H 23 HAKRE. HIGS
BRMEE 2.5.3.1)
Hﬂiﬁ%ﬁﬁ%ﬁﬁ (=¥ 7 7 A4 §e/8k 2006 451 H 23 HA&
7R WETEEREE 2.5.3.1)
ml(FlEEl!qul$ <1E V7 7 A BE/R
. HEEEHEE 2.7.2.2)
[ﬁl(ﬁﬁbl’f GF () 7 7 4 $E/i 2006 4E 1 F 23 HAK
P, HIGHERMRSL 2.7.6.3)
R (=€) 7 7 £ $e/ik 0 2006 4F 1 H 23 HAKRE. HREE
BHEEE 2.7.2.3)
PEilE (=€) 7 7 £ $e/80 0 2006 45 1 H 23 HAKRRE, HEEE
FHEEE 2.7.2.3)
EREE BT BT 2T () 7 7 1 §E/H#: 2006 4
1 A 23 HAKGE, WREEFHRZ 2.7.6.3)
R BE B 2B (=) 7 7 1 §E/iL 2006 4
1 A 23 HAKGR, WPEEEFEE 2.7.6.3)
ERE RN X B (8 7 7 4 §2/ik 2006 4F
HAKFR. WA RS 2.7.6.3)
BHEFSE Y BYRE e O AT (e 7 7 4 e/ - 2006
’FF 17 23 HAKGE, HIGEEFERE 2.7.6.3)
SV VEDOMEMRR (¥ 7 7 4 §E/# 2006 451 H 23
E??(.m WSR2 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 (T8 7 7 A §E/ik 2006 4
1 H 23 HARRE, Waiar% 2.7.6.3)
AN LY Y EOMENER () 7 7 4 §E/ik 2006 4%
1 A 23 HAKGE, W a k%% 2.7.6.3)
VR PR GO BRE (=) 7 7 4 §E/#k : 2006 4
11 23 HARRE. SRS 2.7.6.3)
AT JTNE & 0 g & L= BR SR (=€) 7 7 A $iE/#K: 2006
AE1H 23 HARFR. HEEERHRE 2.7.6.5)
- W (¥ 7 7 £ $8/ik 0 2006 4F 1 H 23 HIAKRE.
FAMEE)
Ve () 77 4 88/8:
FHERMMEL 2.6.1.2)
Burris, K. D. et al.
(1) = 381-389

:Int. J. Neuropsychopharmacol.,

Y¥T 5V — VN 3

2006 4 1 A 23 HK

21423

2006 4 1 H 23 HAGR,

:J. Pharmacol. Exp. Ther., 2002 ; 302

28

29

30

31

32

33

34

35

36

=]
T

i,

) Jordan, S. et al. 2002 ; 441 (3) :

137-140

: Eur. J. Pharmacol.,

) ZEREEANE () 7 7 A $E/8K 0 2006 4E 1 H 23 HA&GE.
HEEERIRE 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

) tu b= 5-HTIA ZHKEG 7 T=Z MEH (m¥) 7

7 A $E/# 0 2006 4F 1 H 23 HAKGE, WG EFREE 2.6.2.2)
) Hirose, T. et al. : J. Psychopharmacol., 2004 ; 18 (3) :
375-383
) £a b= 5-HT2A Z%4k7 v 4 T=A M (=€) 7
7 A $E/H 2006 4E 1 H 23 HAKGE. HREEFIEE 2.6.2.2)
) e R IR BIE S % By € 71 TOBEE (e
V7 7 A gE/Ek 2006 4E 1 H 23 HKRE. HIRE BRI 2
2.6.2.2)

24, XBFEKRERVEHWEDE S

[EEES 7S i T
336-8666 X7 FiHEXEE
ik 0120-989-813

ITHULFHFL S

FAX 048-816-4183

. BUEIRGTRES

26.1 SOERRSTTT

mHREKRIIST

TV EFMBEXEREI2038 M1

ARPS 5



