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’*ﬁﬂk B L, E G- O W5 0 1350655 <
Hotz, D VLT 1B

TS T =N Bng B G- RF O FM B E T A — 2

N tnax Chax tie AUCzanr
fea (hr) (ng/mL) (hr) (ng-hr/mL)
. . 12.00+ 159. 0+
g + -
w5 REALAR 3.7x1.3 706 95 1
LA H EHD 18.4% | 0.63%
: 4+ .63+ B N
(OPC-14857) 8. 6" 0.63 8.2%8.2
44.26%+ | 64.59+ | 678.0+
ZIN + . .
o5 ARZAER | 4235341 o008 15. 39 413. 0
VIR Sefi | o, p o | 10.88% | 110.23%= | 1857
(OPC-14857V) | ~ =" 6.42 64. 94 93. 49

(= BHET, PIE AR, 1661)
) FEHER B, b) O, o) B R DAUC

16.1.3 MRS HRER

(7YVE TS —)LODEE3mgl A—/\5 1)
TV ST —0DEE3mg A —TF | & =B U 7 7 A 0DFE3mg
B, JRAF—=NR—JBIEDENENIEE(T IV E ST —
L L C3mg) R T IS B e 0 5 Ok 72 U CIRA &
OUKTIRAD) LTI R (LR E Z]IE L, 503y
BHE/ T A — & (AUC, Cuax) 12UV TOO%E #E X RIIE IS THEEHIR
W& 4T > 72 H. 1og(0.80) ~log(1.25) DHPAN TH V. [
HOEW LRSS R S,

(1) k7% L cHRA
O ng/mLO
20 - 000000000DO3M@O0DODN
Eﬁu —e— 0000 000DO3mg
#
7]
15 Meanz S.D, n=16
7
Y
E
Z
7
J
I
)
]
=4
0 24 48 72 168 hrC
ooooo
A5 R EEHER
SREE T A —H
AUCo-—168 Chnax tmax ti2
n (ng+hr/mL) (ng/mL) (hr) (hr)
TVETTS N | | 662,05 13.66+ | 2.53+ | 59.26+
ODSE3mg A — T | 236. 1 3.21 1.18 15. 05
Ty TrA 16| B87-3% 13.22+ | 2.34% | 50.17+
OD§E3mg 181.6 3.79 0.91 15. 30
(il A% e )
(2) Kk THRA
O ng/mLO
25

—o— O0000000oobO3mglO00n0n

f —e— 000000O0DO3mg
%_E 20
id Meant S.D, n=15
D)
E
2
4
J
i
L
Jeh
=
&
1
0 2 48 72 168 hrC
oooon
i 35 PR FEHERS



TEWENE T A —H

N AUCo—168 Chax Lmax ti/2
(ng+hr/mL) (ng/mL) (hr) (hr)
TIVETT = 15 820. 0% 18. 22+ 1.72+ | 67.93%
OD§iE3mg [ A—/~F | 244.5 3.62 0.98 20. 20
E 15| T79.4% 17. 65+ 1.95+ | 66.72+
OD#E3mg 264. 8 4.57 1.38 21.51

CE5 M A YRR 72)

(7Y ETSJ—)L0DEEbmel A —/\S5 1)
7 U BTV —L0DbEbmgl A — T | & =B 7 7 A ODEE6mg
B, JRAF—ANJBIZLDERENET I E ST —
& L Tomg) fFE Rk A 5 I He g BRI N # 5 UKk 7 L CHRA &
UK CTHRAD L Tl RECRRIE 2 WE L. 5573y
e/ XT A —F (AUC, Cuax) IZOVN TOO%E i X (75 (2 THERHE
Wr 24T > 7= 5 5. 1og(0.80) ~log(1.25) DFIAATH V.
KlOAMFH RSN R Sz, ¥

(1) k% L chRA

0O ng/mLO

s - 0O0D00000ODO6mMEODOON

m 40 —e— 000000 ODO6mg
£ 3
i Meanz S.D., n=16
7
y 3
E 25
Z
7 2
HEEE
Ty ¢
g Y
E ©5¢
1 1 1 1 1 1 1
0 24 48 72 168 hrC
ooooo
1 5% R HE R
IBNRE R T A — 4
AUCo—168 Crax tmax ti2
"1 (ng hr/mL) (ng/mL) (hr) (hr)
TIVETT = 36. 43+ 1.83+ | 66.40+
ODgE6mel A— 5 | 16| 17642921 7g o, 0.75 | 17.84
ey Ty A 36.10+ | 2.06+ | 65.59+
OD$i6mg 161 16912363 | 7y g 1.09 | 16.61
CEEIE AR UER 72)

(2) K THRA
0 ng/mL0O

45+

—o— OOoO0oooooobdemg O OO0O0O

% 40 F —e— 0000 00D 6mg

w3 Meant S.D, n=15

730

D)

E 25

Z

4 20

7 15

X1

=

E SI

0 24 48 72 168) hrC
ooooo
A PR R HERS
SEMENHE R T A —H
N AUCo—168 Chax tmax ti/2
(ng-hr/mL) (ng/mL) (hr) (hr)
TUET TS = N 31.51% | 1.78% | 57.38%
ODfibmgl A — ) | 12| 1993395 g gy 1.05 | 16.55
TEY Ty A . 31,17+ | 1.73% | 58.10+
0D§E6mg 15| 1346389 6.20 0.98 19. 26
CEEIfE R UER 22)

I P S G ONTAUC, CraBE D 28T A — &3, #EBR T 3%
R MR OPRER 1%« BEE % O RBRSAF IS & - TR 5 AT
[EV YR

16. 2 IRUR

16.2.1 BEOFE
RIS T U B 7 T — )L 3ng & 22N ST Rk | HEIETRE 1
BH LM, 7 BT T — L DC . CAUCIZ T BED

WAETRD b otz

16.2.2 #EXBINAFTRASEY T«
RSB T DT U BT T — U8 1 e 585 O faseh i) 3 A
FT_RATEVT 4 1I8% Th -7 GHEAT—4), 7

16.3 2%

16.3.1 D FMEHE
R ANICBT 1A 1ET U BT T — L 3mg S)KAERR 1 &% 5.1k
DA R FEIES. 86L/kg T - 7=, FEOMFERANICK T DT
U BT T — L omgFplIRIN & G- RE 0O 43 A 45 FE 134, 94L/kg ThH -
7:—:Q 3). 8)

16.3.2 MEEAKSS
RO M5 E QSR ET, L LTTLT Iy
EHREE L, BARKAICBNTULT 7 U v & O G E#ITA
CZevy, Fio, TRH T dH 5 0PC-14857 DK E Hi 55 b
99%LL LT B (in vitro, VHLENTIE), ¥

16.4 X35
TV BT T — X EITHIE R S, PIEGEE S R
720N, L L TCYP3A4 & CYP2D6IT J2 » Tl Ak Ak & Kz %
U, FTCYP3AZ L o ONL T v ik &2 520 5, Wik
4 (OPC-14857) AN LA 123517 5 B T 5, 0PC-14857
T U BT T — L (RER) & IR ORISR K O
HIZL o TREtaN 5, EEIREEE140 H) TIEREIK
|23 5 OPC-14857 DAUCOEIAIZFI2T TH 5, P> V[10. B[]

16.5 ittt
EHERNICCEERR T U 7T Y — L 20mg & #: QG L i
P 5 HRE D RI27% % DN60% 78 7 U2 HU SR H R OV Hh (2 T
ENTe, REMRITIEPICHISEEIE S U, RPICIIRE SR
RinotzGNEANT—4), 10

16.6 B ENEREHT HESE

16.6. 1 BieEEESE
EEOBEREERRETH( I LT F= 7 )7 70 A<
30mL/min) (23317 5 38BR Tlk, BHEREREEIC L 2 i 3B e
OBV 2o T OVEANT — %), W

16.6.2 AFHsEEIEEEE
JHF R RE b 5 i R 247 1941 (Chi 1d—Pugh4y FHA~C) 12 B 1 BB T
I, TFSRERR RIS L 27 VT T v A~DEEIT D2~ 1= (4
EAT—2%), 2

16.6.3 ShE
R (65 UL L) 1T U B 5 V) — L 15mg % BilElR% 1 4
G L7027 V7 7 A%, FEEIE (18~645%) L 0 $120%
Kotz GMEAT — %), P[9. 8% ]

16.6.4 45 - BRYE
HEERANICT U 7T Y — L 1omgkh BN O 5 Lo T
VBT I — L OEYEREICHZEIZA LN T-, £,
WO R AE B E CORERMMIT DR R, WIELT VYT T
Y~/V®%¢F@§;h%\ﬂ%ﬁ%% 5.2 BIFTlx o2 (UE A
5—___&)0 13), 14

16.7 EMHEEIERA
16.7.1 ¥=>v
fRERERR AT IV T, CYP2D6DLEEA 2/ 4 % % = 166mg
LTIV ETT Y=g PRI LY, TV ETT Y=o
AUCIX107%B4 N L 7= GHEL T — %), [10. 2217 ]
16.7.2 NOFX+EF >
e A ISV T, CYPDBD L EEH 2 H 4 5 Su x5 v
W0mgE 7 UV ET TV —3mgDOFAICLY, TIETT YV —
O Cra e OAUCIE 2 2 039% B2 TRA0%HE AN L 7=, 19 [10. 22218 ]
16.7.3 4 k5aF+YJ—L
R AW T, CYPSMOREERZGT 54 N T a5
V' —100mgE 7 U BT — W 3ngD I LY, TU S
T — b DCua Jo DAUCIE 7 U FU19% R D8 i L 7=, 17
[10. 25 18]
16.7.4 ¥ ba+vJ—IL
fERERNICIBW T, CYPMOMFEERE AT D b=ty —
L200mgd 7Y BT T Y — b EHIC kY, T ET T
V=L @cm?x& TAUCIE Z 12 u37% % UR63%HE i L 7= (U E A
F—H), 1
16.7.5 AT EE Y
A I TRIE SUEHE & KRG B BT 128 T, CYP3AAD
WMEREZET A AN L 400mgs 7 U B 5 Y —/130mg
DR EIZE Y, 7Y ET T — L DCa &k CAUCIEE N Z
HE8% K OTIWE T L7z GHEAT —%), [10. 22 [#]
16.7.6 &R
EFER AN T, 7V BT TF Y — L 15nghk 511 {1 O 1
R50gi 5T, T U BT — L D Cuax Jz DAUCIE Z U Z 4141%
KOBIMET Lz GHEAT —%), *[13. 2]
16.8 ZDfh
(7Y ETSYJ—ILODEE12mgl A —\5 1)
TV T = LODEE 2mg A — T J1E, TV BT T —



oDfEbmg [ A— T | ZAEERIAI L Lz & & IRHREIAELE &
TS, EWRNICR%S L sk, @

(T VY ETSJ—)L0DEE24mgl A—/\S ])
7V TS5 —0DbE2mg [ A — T 1, T U ET T —
OD&Ebmg [ A —/ T | fEHERIF & Uz & & IR A4 &
W S, AEMEFRRICRSG L R ST, Y

17. BRERRLFE

17.1 AR UVREHIZET HHER
7T T =)V EE (B EE) DR A LL R ISR T,

17.1.1 ENEHE I HEHER
TV ST —L4~30mg™ A 8RR O 5 L 72 IE S ik
ICBWT, FARIIERE 12961231 2 LRI RO &%
D ThDH, LEINEE Th D RKERWERE O YR
1%, 48.8%(63/129%1) T -7z, #[7.258M]

17.1.2 ERNELARE

(1) $E & I TRIE ;B 242001 % % G212 FE i U 7= 238 IR — F 5 bk
BRI W, 7Y VT T Y — Lémg/HZMBEHAEE L,
24mg/ 0 Z e A & U CLH a3 20m] 8 ke 1 #5- L=,
FHIGE B C & D I R E TR D UGB T LT
IR T ERY T, MAKRTVEICHT 2/ 2MERE D Hiviz,

il Wt

TIVEF T — A ERE 120 45. 8% (55/12015)

BRI 6 BUBE P 1, 120650 PP 93f3 (77. 5%) Tdb - 7=, E7REIE
FiE, RERGE) 3661 (30.0%) . 7 4 > 72661 (21. 7%) . R
254 (20. 8”)%) L BERARIRLAE] (11, 7%) KON R 1341 (10. 8%) C
ol ¥

(2) %2 & JTRIE ;B 24301 % % G2 FE i U 7= F 38 IR — F 5 bt
BRRBRICHBWT, 7Y STV —Lemg/H &2 BIEHEE L,
24mg/ 0 Z ik A& L L ClLH2MSHM R &G L, T8
I H CTH D ik B EE BT D8 ERE LI IS RY
LBV T, MEKRIVEITKT D2 HENRTRD Bz,

et G i) Gle R
VR A% N i 120 31. 7% (38/1204)

BIVE R FEBUBERE 14, 12048 874 (72. 5%) Td> - 7=, E/2@EE
FAIE. RER GE) 4261 (35. 0%) . 7 4 > ¥ 71761 (14. 2%) . HRH%
1741 (14. 2%) . R E A 1645 (13. 3%) S OVEBRARHR 14461 (11. 7%)
Thotl, @
T RCOENERABIIEERHBIE CER SN TV D72,
R 52 & THROBBMNTRD B D E N IIRGEE T
W, P71, 28]
17.1.3 ERRHAHSHER
o e A AR B & L7224l 0L B E0 R
4 535858 (6~24mg/ A, fitim30mg/ ) TO, #AKFIE B
20411 (2538 LARE & £ H-fkise L 72 EB) 12351 D i AT g o>
SR 1341, 2% (84/204%1) T o 7=, P [7. 2]
17.1. 4 B EMAAER
(1) 2SR
MARFEO BB O BT 254 L Lz, 45 25V 36
M50 7 7 & A%t B MR (31061, 30541, 420
BNIZHBWT, TUESS Y — 375 REEE i LT
PANSSA REE G5l 7e & OFRIE 2 A B2 L=, PANSS&R
FEAF A (CEH B L&) X, 7V B 75 Y — L[l E & (15,
30mg/ A X120, 30mg/ A)™ 24l G L-2 B Clx, 75
AR B -2.9(10261 ). 15mg/H B : —15.5(99%1 ). 30mg/H
BE:-11.4(10061) X 1% 7 5 & R -5.0(103f) . 20mg/H
e -14.5(98%1), 30mg/HEE : -13.9(96f) TH VY, 7TV TS
Z Y — VE TR (10, 15, 20mg/ H) ™ & Ay 7= 63 i # 5 D
HBRTIE, 77 BARRE  -2.3(107641) . 10mg/ H & : —15.0(103
), 15mg/H B : ~11.7(103%1), 20mg/H #f : -14. 4(97431]) T
oty P
7ok, 16mga B % % m FHEBES 103X 15mg L D Zh s my &
WHZET UAFE LN TR, P71, 25 M]
(2)BHRTFHHER
LEINCH DRI A KTPERE 0B 2R E L= 7R
SR TS M iR B (2638 R4 G-, 16mg/ H ) 12 B\ T
CGIELF#EE & 5 WM MIPANSS 2 W CHER 2 @£ L, TEADME
FEAGE B & TR A LB bR E COMMI & L, 7V
V7T V3T T AR L g U TR O fERR A KI50% ) S
. HIEECOMBAAEITEE L7 (p<0.001, log-rankfk
), BIEFRBUEE X, 1536177661 (50%) Th 7=, F2REI
PER I, ARIRAES6HI(24%) . 7 4 3 ¥ 71161 (%) . AN 221141
(%) . TR (6%) Je OMEELSHI (5%) Th - 7=, 2 [7. 25 M)
HED R ERF LY LORFERE T, R SRYGEL, 59
St TSR, TR, (A2, MRpEEsE k), (RS
Ty, TEEL), FHEARRE) TR L7,
FE2) ARFN DA S - FIER O &I, T1H6~12mg% BldsH &, 106~
Umg ZHERFA R L L, 1ESUI2ENS ST TRABET 5.1 Th 5.

18. ZEpZE

18.1 1EA#EF
TVETT—d, BRI VD RIRE T 2= A ME
A, BRI VD BRI 7 T =2 MEA, v h=25-HTn
TZRRES T T=A ME L O e k= 5T RIAT v &
T=2 MERZDFEFEORKITH 5, W Z2EFIEIAYTH
L0, I OFEAERNERRICE T 2 AECHFS LTW
HHEDEEZHNLTND, 2
18.2 ZREFEMMHE
ZRKEARBR T, M e N R 0D B R RS
Ds, B bt h=U5-HTu Ot FEr k= 5-HTwZ BRI
SUCTEWEAIMEARL, B M RXI 0D, B bR b=V
5-HTee, B hEE F=U56-HTr, T v bR Ea-7 FLF U
VEOE b RAY I UHEARICHEE OB R L,
TUMGEIR L AT Y M, T MDIRA AT Y MLV
E o MEIIGL AT U M2 BRI T 2 BUFPE XKD > 72 (in
Vitro)o 25)-27)
18.3 RIS UDZRAEH,7I=X MEA
RARI VDRI LTy 7 S =2 & LTE L= (in
vitro)o ¥V ARKNT v MIBWT, F 232 AEEMMEMRIE
FEMTUHE L72IRIE TIE RS VD BIRICR LT T v Z I =
ARELTIER L, R AFENMEM R E MK T LR EE
TR RAIZAERICHLTTI=2 ML LTERL
71:0 25), 28), 29)
18.4 R/ UDZARAKEH,7I=X MEA
RN DD RIRICHH LT 7T A=A b & LTIEM L7z (in
vitro), *¥
18.5 0O = U5-HTwRB AL 7 I =X MMER
e F = U5 HTwZ BRICR LTy 7 2= & LTERAL
7=(in vitro), =D AMNOEE b= R#H5-& Fa ¥
A R=LEiREBE2BO SE, 7y MEREO®E e =
=a—u URKEEE L, 29
18.6 #0O = 5-HTaZB AR 742 d=X tER
< AZBNWTE e b= 05T BIE T I =2 M2 X V%
SNHITEE b EME Lz, /2, Ee h=12L5T7 v b
P1IAIA N Ca® 2B DN Z 3 L 7= (in vitro), **

18.7 MBRMEHERICEEST 2BWETILTORENER
PHPEEER DIEIE & B 2 BTV D T v b G RN G 2 i)
L. REEROEECTHDIEEZEZLNTVWDE Ty har 7
7 RS L,

18.8 A LT —EiE/EA
< T ARNT v MBI B T HRT b RFEIREHRATEH E
Akt T 20 % L7 o —EEEAOEDfE O A&, 7 e
TP ROona LY R= L L) REhoiz, @

18.9 MpTOS5HFURELRANT 5 FTEARFE R/ U2
BRICKT H1ER
T v N TR R8I DD BRI LTy 7 =4 b
L LUTIER LT (in vitro), ®

19. BHBSICEAT 2EEEMANER

—fREILFR . 7 U 7 F Y — L (Aripiprazole)

it = : 7-[4-[4-(2, 3-dichlorophenyl) ~1-piperazinyl]
butoxy]—-3, 4-dihydro—-2 (1#) —quinolinone

. C23H27C12N302

1 448. 39

ARRITABOKREORETH D,
AKEBETE = U A KRTH ) —1(99.5) IT¥
Tz <L KIZIFEAETT R,

9
R

-
SF B0 2

feFEER

ROy
N NCH.CH.CH:CH.O N o
22. B%

(7YVETSY—)LODEE3mgl A —/\5 1)

(PTP) 1008€ (1082 X 10)

(/37)5008E (FzfEAIA D )

(7Y ETSJ—ILO0DEEbmgl A—/\F 1)

(PTP) 100%& (108E X 10)

(#37) 5008E (FZHEAIN D)
(F7YETSJ—)LODEE 1 2mgl A —/\5 1)

(PTP) 100£E (108 X 10)

(#37) 5008 (FZJEAIAN D)

(7Y ETSJ—ILO0DEE24mel A —/\5 1)

(PTP) 100%E (108 X 10)

(V37) 10082 REERHIA D)
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