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+
W W
o

RS — NI MmN

168
AR (hr)

48 72 96 120 144

0 24

[M16-1 I3 iR BEHERS

MAEHIEEEIE ONZAUC, Cmax%0/85 A — &1, Bibgg 0%,
45 D ERSAE I & > TR B WD D % o

@ PYETSI—-IEN1% [BEL]
TIVETT = VE% THET] RO 77 A 81%% . 7 0AF —N—EI2LY
ZNZEN03g (TIVETT V=& LT3mg) fEHERLA T M HE A HFRE TS L’Clm
Bp TV ET T VIBERHIE L, 55N WERE ST 2 —% (AUC, Cmax) |
DU TIWAZHAX IS TR % 1T - 7245 8. log (0.80) ~log (1.25) m%u&lmf
B\ TH O Y D HERR & 79,

R OTRAUAL, -

164 HY LT X —%

T A=Y BEINT A—F
AUCo-168 Cmax Tmax tiz
(ng - hr/mL) (ng/mL) (hr) (hr)
TIVETT =)L . - . . . .
#10 [HET 946.5 =436.6 1824 +4.34 209+1.24 | 756+30.6
IYY 77 A#H1% 9059 3424 17.37+363 209085 | 76.0*25.1
(0.3g#%5-, Mean*SD. n=23)
(ng/mL)
30,

- T7UYETSJ—ILEI1% [HEL]
-a-ITEY T 71481%

0.3g#%%5, Mean+S.D., n=23

N
(6}

R = — NN e N B REE

1 68
BfE (hr)

48 72 96 120 144

0 24

[216-2 14 SRR EEHERS



MHEAREEENE ONIZAUC, Cmax®:0 /85 X — &1, HBE OB IR, RIE ORI EL -
%5 D RBRGAFIZ & > TR DML D % o

16.2 BR4R

16.21 BEOHE
BERERLAIC T ) ¥ 7T — )V 3mgk 22 T RIS R ORS L2k, 77U ET S
V=V DCmax L FAUCIZ J 2T HHOFHIRD SNk o729,

16.2.2 MMINA ATNIZEY F 1
BN B B 7 ) €T T — VRGO N1 7 XA 58 7 1 1387%
Tho7" EAT—%),

16.3 4

16.3.1 AR
BEHEB I B B THLET ) ¥ 75— b 3mg FUERE 135 5-1F 0 4341 255 118 86L/kg T
Ho 7o FHEDREES A BT 2 T ) ¥ T T — b 2mgii IR 5 0 54 75k 13
494L/kgTdH - 728,

16.3.2 MEEAMFEE
REAEOMFEREREEEFRIZION LT, ELLTT VT IV EHAL, BARKAICS
WCTNT 7 ) v OREEEEIIAE T v, F2 ERHYCTH BOPC-14857D L% &
EfEAHEL99% L ETH 29 (in vitro . FHFHENTE) o

16.4 1R
T ET T = E I CRE S L, MEEES R v, F & LTCYP3A4E
CYP2D6IZ & o THEKFEAL & kERL A 521F . F 72CYP3A4IC & o TN 7 b ¥ vk % 5%
7 %o ikFEMAE (OPC-14857) ASMifEricsi) 2 ERMWWTH %, OPC-14857137 1 ¥
T = (RZALE) & AR RBRER L ORI L > TR S 1210, EHiIk
(514 H) TERZE I 2 0PC-14857D AUCH I 413 #927% Tdh 59,
[10. 4]

16.5 Heit
RERERL A ICUCEE T ) ¥ 75— 1 20mg & %5 L 72, %5t #927% K O
60% 75 L IUR AP B OHEAE A LBk S 7z, RZAR IR SR R 18 % Hkl S A1, SR
IR SN dp o 7210 BHEATF— %),

166 HENDHEREHT2EE

16.6.1 EHEEEEHRE
EEOBEEERERRES (2 LT F =2 ) 79 Y A<30mL/min) (2B} B RERT
& BRI X B PSR BIEAN O BB D o 7212 (BHEANT %),

16.6.2 FFipEREERE
Pk fERE E B 1961 (Child-PughHA~C) 1B 2B Clx. IFHREREIC L 2
IN)T T ANORBI A o072 (BEAT %),

16.6.3 EitE
fEREE S (65U E) 127 ) €79V —L1smg% AR RS Lo s ) 75 >
Ak, JEmiE (18~641%) L1 HR20% - 7210 BHEIAT— %), [98 BHH]

16.6.4 PRI - BE
R AT ) €7 T — V1bmgh MRS LR 7 ) €7 T V' — )L O 3EYH)
i IR LN o720, T, A RIERE TOREBIFRIT O R, BEILT
VT T = VOSEYBREICHEE G 2 2N TlE g o729 GHEAT—4),

16.7 EYHEE(ERA

1671 ¥=J>
fERER A BT, CYP2D6DOMEMEMA AT 5 F =2 »166mge 7 ET TV — )b
10mgDPEHIZE ), 7 ET TV = LDAUCIZI07% 8N L 7210 (AhEAF— %),
[102 2]

16.7.2 /SOF%&F>
BB AIZBW T, CYP2D6DMEEHEZHFT /0%t F 2 20mge 7)) ¥ T —
W3mgDPIZE Y. 71 ET 5 =) DCmac . TAUCHE 2 L21139% J UN140% 13 i1
L7217, [102 BH]

16.7.3 41 h3aFV—JL
BEHER A IS BT, CYPSAADMIEE A2 BT 54 F 935 —L100mgk 7 ET T
V= V3mgD P LY 7Y ET T = DCmax L AUCIE Z I ZH19% Jz 1748 % 3
mL7ze, [102 28]

1674 4 bhaFJ—
BB AZB VT, CYPSAAOMEEAAHT A7 a2V —)200mgk 7V E¥TF
V= V1smgD P E D T ET TV =) DCnak FAUCIE Z L2137 % . 10563%
BWL729 GHEAT—%)0

16.7.5 HILNATEE>
R LI LS LR EE IS BV, CYPSALDFHAEH 2 45 % I VN~
LY 400mge 7)) ¥ 75— h30mgD IR 5IL). 7T YT TV = DOCmax
AUCHZNZI68% K UT3%IET L7220 (SHEAT— %), [102 2]

16.7.6 JEMR
R BWT, 7Y €75 — )V 15mefk 5 1R A O i M k508 5- ¢, 77U E S
5 = WD Comax L FAUCIE Z 41 % B UBL% T L7220 (JHE AT — %), [13.2

2]

16.8 ZDft

16.81 7)) E 75— VEEdmg [HET] &, 7Y ¥ T IV — ViEbmg [ HET] %
BB L7 b & BB &R S WIS L A S,

1682 7 U7 IV —ViEl2mg [HET] &, 7Y ETF IV —V§ibmg [HET] %2
HERFNE L7z & EIMBEEIATSE &HE S, EWFICFSE Ak Shi®),

17. EREREGIE

171 HHMRURLM T 5H5%
(& KBE)

17.1.1 EREEE 188

7)) YT T = v4~30mgH & SHERMFE G- L 72 FFEMAERIC BT A RTIEERE

1296 BT 2 EREANIRDO EBY) Th Do FEFHIIEH Td % iR A LEE DT

HEHN 1F, 488% (63/129B1) Th o722, [72 L]

MAK OGRS N ER O, [, 1H6~12mg%x A, 1H6~24mg%
MFFH R E T 5, 2B, Fl, ERICE VD EEHET 5725, 1H®IE30mgz B2 %\
Ztol THA,

17.1.2 ERE MHERER

(1) MeA J e B 24200 % A S S0 L 72 93850 I H UL EGABRIC B W T, 7 €
75— )vemg/H & BEHE & L. 24mg/H e i L L CLH LR S 20a1 854 %

j B B Td 2 it SRR IS B A UEEHES EDTIORT LB

T MERIEICKH T 260 R0 b iz,

G e

T ET T — VARG 120 45.8% (55/1201)

17.1.3 ERRBEEHB
AR G AT B & AT MEREIE H & L 722458 DL R 3% - o0 BIPE S35 Bk (6~24mg/
H. ##530mg/ H) CTO. #A I 8520400 (2558 DL b Fe5-8k 8 L7 HE6) 128
1T % AR O HS) 1341.2% (84/20461) THh - 720, [72 BE]
17.1.4 BHEMHEFER
(1) SRR
A RTE O AMMEMOBF 2R E Lz, 45 5 VIZ6HIE SO 7 F & R IE E
BRILEGRER (31061, 30561, 42061) (2B WT, TYET I/ =iz 7T REEL L
B L CPANSSE R EAF M s E ORI A A EIUE L7z, PANSSERESR N (K1
ZALR) 1E. 7 ¥ 7T = VREE R (15, 30mg/H X220, 30mg/H) ® %458 [H
5 L7228 BRTid. 7o R —29 (1026) . 15mg/HEE © —155 (9961). 30mg/
HEE: —114 (10061) iz~ €A% 0 —50 (10361). 20mg/H# : —145 (9861).
30mg/HE : —139 (9661) THH. 7V T T —VEEMNE (10, 15, 20mg/
H) ® & Fwz6 G oRBETcld. 77 e AR# 23 (10761). 10mg/H# @ —
150 (10361). 15mg/H# : —11.7 (103%1). 20mg/H# @ —144 (9761) ThH-7 (%
LT TR L ORBHREIp=001) 29,
%3, 15me% iz A EHEEA10UE15me L D EIEVE VD TEF Y 2dES R
TWwiand), [72 2]
(2) BEFHHR
GEMINC d B 1B VR A RIE B EILOB A G R E U727 T 1 A0 R LR
(26 1% 5. 156mg/H®) 12BWT, CGIYHEDH 5\ IFPANSSE VT3 % 3%
L. EEEMUFEE % [HEALHA2 5 M5 E TOMM] &L, 7IETT
V= VIE T T R L L CHBOERE 50% B S, HEE TONMA A EICTE
L7 (p<0.001. log-rankffisE). FIVEMSEBUHEE X, 1536H 7661 (50%) CTd -7z,
FARIVERIZ. RIRAES6HI (24%). 74 ¥ Y7161 (T%). AE1E (7%) . BEHi5IsI
(6%) RORIESH] (5%) Tdh-o7:20, [72 BH]
#) UEEREPSEUEED L OUGER AR, e, SR, [
o ], s TAZ ], TEREEA], [hs e ), TEHEL] [HE
NHE] TREAL 720
) AR OKBE N HEROH S, TTH6~12mg% BlaH 5,
A& Ly 1RSUE20N 500 TRO%S5-35.] Thb,
CRIBMREE IS5 (T 2 BEKROKE)
1715 FENEERERRE (BHHR)
BT E Y — FUERAET Y Y — F2 2 L2 0UR T RIEERE (2566, HARNERE
7B % G te) ARFRICFEM L 72 7T A B 4 L T AT R ER L B
T, 7VET T —V24mg (BAEML 2mg O RE) & 1H 10338 %5
L7285, i EFER 12 B 2 Y & 7B sE M N # (Young-Mania Rating Scale.
YMRS) GRtEDON=A T4 ¥ o 0%t P+ EEFEE) E7 )87 —v
H—120%129, 7T AR -60%144T, BEHZE L ZDB%IEHIXMIL-60 [-94,—
27] THY . MEHFEN R A EENRD SNz (p<0.00l. RN—RA T A Ml O E T
L 723653 8 HT) (£17-1

1H6~24mg# #fi+F

F217-1 FfEFMREC B 5 YMRSEFHEDR—Z 5 4 v 5 0%ftE (FAS. LOCF)

YMRS& A 7T KB L ORI
Er2cx R i A S TR 72
NAIALN iy | poonfR | [os%fExm | P
75 LR EE | 125 | 280+597 | 220+1523 | —60=144 o
= : <0.001
75 |122| 2832596 | 16321337 | —120%129 | [-94-27]
CEIME = BEERAE, a) N— AT 4 MEROETHE L 72355k r)

FIEFASEBUE (&, 1238007460 (60.2%) Tdho7zo EAEINERIE. 7422 7236
(18.7%) . Rik14B] (11.4%). AIRAELLE (8.9%). Wart1161 (8.9%) MK UNHiAL#%9
Bl (7.3%) T - 722020,

17.1.6 REREHER

(1) ERRHEFEFER
TR A S T L2z A% (9961, HARNBEI2EZ &) 2 RICERLAE 7T 2R
xt B EE AT R ABIC BT, 7Y ¥ ST —)112~30meg#x 1 H 1R22:H [
He G Lo, YMRSEFHEOMERIITEDO LB ThHo72 (£172),

#17-2 YMRS& RSO (FAS. LOCF)

IR B | N=2AF 1~ 434 12:8 223
PSS i 42 86+758 119+1213 124+1398 121+14.33
TUETTV—VEE| 54 74+702 6.6+9.37 69+11.36 63+1154

CFIfE + AR 22)

FIVE S U X, 54B13961 (722%) Th o7z EREWEMIE. 772 Y 7176
(315%) . Jriksml (14.8%). FEBFRIESH (9.3%) . AWRIESH] (9.3%) K OIHZES
Bl (93%) Td -7 2,
(2 EREFRRER (ROREEHH)

FIMIABR A SE T L 72 ALS) - NER R ORI HRE (5961, HA A& % &
&) ERGICEM L -IFERRBRICB VT, AaREE L LR 77 A3 T
afgr ) 7 AOWTARIFOHHT T, 7 ¥ 75— )V12~30mg# 1 H 11122
G LK, YMRSEFHHOMEBIITEDOEBY Th-7 (%17-3),

#17-3 YMRSEFHAOHER (FAS. LOCF)

(ks N=2AF4 ¥ 438 12:8 2278
55 305+775 131+1163 104+11.69 97+11.84

(P3gfl = R )

FIVE I SEBUMEE &, 566111390 (69.6%) THh -7z ELFMEMIE, AERINLILE
(19.6%) 77227106 (179%). WHEIR7H (125%) K OHRETE (125%) THh-o
7230, 31
(3) ENERKRER (ROREEGHH)

BT ¥y — FXUGIRA T Y Y — P& 2L 72 B T RIS BB A0 % 0 G520 L 72
FEMRBRICB VT, fAREHELE LR 77 203NV 7 afgF by 7 aong
NPIFOGEHT T, 7Y T 5V —v12~30mg# 1 H 1248 EH 5 L 728, YMRS&
FHHOMBIITROLBY Tho7e (F174),

#174 YMRSARHEOHERE (FAS, LOCF)

HIVEZEBUHE (X, 12060709361 (775%) Th -7zo ERENEMIE. AR GE) 366
(30.0%) 7727266 (21.7%) . $&ilk256] (208%). EHRAIRIAN (11.7%) K®
EREI36E) (108%) Tdyo 7220,

(2) MEEIIELE 24300 % W RUCHEME L 72 EF B B ERILERBIC BT, 7TU ¥
77— Vémg/H % FIGHE L L, 24mg/H % ik At & L CLH 2[RI MI#E 145 L
7o FERHMIE H Cd 2 A MR IS B 28R ZUTIORT LB T, HE
KA RS 2 R EATTED BTz,

A s

TV T T V5B 120 31.7% (38/120f1)
RITFSE BB, 120618761 (725%) Cd o7z EAMIEMIL, A& i) 4261
(35.0%) 777170 (142%) . HRik176] (14.2%). HEHA166] (133%) KO
BRG] (11.7%) Th o729,
AT OFPFEERABI MR TR S T 5 00, MR 5 2 L THROM
BRROOLNLHPEPEBFES N TWARWD, [72 ZH]

% N—=AF4 > 438 123 2458

40 23.2%550 88+846 51719 44723

CFHfl = B )

HIVEFISE BB I L, 41003801 (92.7%) CTdofzo ELEIERIE. 7422 71961
(46.3%) . WGURILH] (26.8%). I (22.0%) K OEL8H (19.5%) TH-

7232). 33)

18. ERhEIE

18.1 1EFAHRE

TVET T =ViE B8 YD R T T = A MERL K83 2 Da ks
TI=AMEM, 0 b= S HTWZ RS 7 T = A MEFA RO E T b= ¥5-HT2a
TRT v T MER 2R E03HITH 2. HEREFEIAHTH L. Zhb
DFBEMDPHRIIBIT 2EMEICHFF L T2 0LEZ 5N TV,




18.2 ZRKHANME
FRAFEGRABE T, B2 P FSI VDo, B R FSI Dy, B RO b2 U5
HTiaKk O b b = Y5 HTaaZ BRI L CRVBAMEZ R L, & b /783 YDy,
Ehto b= 5 HTe, € b P V5HT Ty PARE R a1-7 FLF ) VRO
EhERAY I VBRI R REOBAME R R LIz, 7 VS A AN Y M, T
MO A AT Y MR NV E v b A AT ) 2 M RIS 3 2 BRIPE IR o
7235 30 (jn vitro ).
18.3 NI DZEFGFHAS7I=X MEA
RS2 VDo BRI LT 7 T=A & LTHER L7239 %) (in vitro)o ¥ 7 AR
U7y MZBWT, F783 ARSI RE DU L 72IRIEC U 19793 ¥ Do iRk
LCT ¥y T=A e LTER L, F78 AEBIEMIRE DML T L2 REE Tl M8 3
UDeEHEEICH LTT T A P E LTIE L7239 39,
18.4 KNI U D:ZEFHAHT7I=Z MEA
F/83 U Ds BRI LT 7 T= A b & LCIE L7240
185 €O M= U5-HTWREGFHAS7 I=X MEA
0 b= UEHTIAE BRI LT 7 T=A b & LTIRA L 72%
AWAO LT b= ARGHS-E RO oA 2 N — Uk
Otv b=y Za -1 REKEIHIL Y,
18.6 O M= 5-HTAZRHF 7> 4T X MER
YA BNTET b= YSHTARZEART T=A ML) FHFR SN BITEZL % 0] L
7240, Ffz, km b= U2k % T v PIIMIRSNCaZ ik o BN & M L 72249 (in
vitro ) o
18.7 HARBERERICEHET 2B ET IV TOXREEA
FEEREROFRIE L £ 2 SNT VD T v b ARpERERS % M L. AEEROTEETH 2
LEZOLNTWA Ty ar7) 7 MUSEIHIL 7249,
188 H 2L 7Y —E&EER
IYARYT v MBI LT KBV AFREERTHIEERCST 205 LTV —E
B OEDsofED R IE, 70l 7 u<x Y Y RUANTARY) F=)L & ) KE Do 7299,
189 M7 OF 7 FREEHMT 5 FTEFRERN /NI D D2EEFICKT 31EH
F v M TFIEAFE NS YD AERICH LTES T T2 A ML LTHER L (in

Vitro) o

19. BHEACET 2REFHHME

— %% F 0 7Y €75 —)v (Aripiprazole)

(in vitro) o

(in vitro)o <7
WA S T v MR

fb244 1 7{444-(2.3-dichlorophenyl)-1-piperazinyl]butoxy]-3.4-dihydro-2(1 7 )-quinolinone
573 ¢ CsHarClN3Oz
Sy 44839
PR A~ o R U REOR R TS b,
WEfE (100) I2RRETRT L K TRV, 27—V dT s
J = (99.5) WL A LT v,
Tt
/ \ H
N N—CH 2CH 2CH 2CH 20 N 0
__/
(@ @]
ax
(PYETZJ—)e3mg [HEL])
1008 [10%Ex10 : PTP]
(FVETZV—Ivigémg [BEL])
1008 [10%Ex10 : PTP]
(FUETSJ—IéE12mg [AEL])
1008¢ [10§E x 10 ; PTP]
(FUETZJ—IVE1% [BEL])
100g [7FAF v 7 KM 8T]
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