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Pe5E tmax Crmax tiz (ng -
(hr) (ng/mL) (hr) hr/mL)
6mg§£&><l 3.6+x2.5 [30.96+5.39(61.03+19.59|1,692.9+431.7
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o | x| G |one | T
(hr) (ng/mL) (hr) hr/mL)
KE(LM |3.7+1.3 |12.0067.9) - [1%9.0£9.1
B 5|
LHH | (opc-14857 | 817880 6320.63) - |s.228.2
a))
y | FEIE 4.2£3.4 |44.26+29.28|64.59+15.30| 002 130
X
14 TR
HH | (OPC-14857 | 6.26.7 |10.88:6.42|110.23:61.94| 17 934
a))
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a) GG, b) 9Bl o HSMEERO AUC
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TUETI— VMK 1% [#H%] L) 774 81%% 2
TAF ==L D, HERABR 19 %12 0.3g (7
YEFS5 Y — )bk LT 3mg) ZZBBRICHmRO%S L, &5
B, #%51% 0.5, 1. 1.5, 2. 2.5, 3. 3.5, 4, 5. 6. 8, 12,
24, 48, 72 KU 96 R Hi IR 2> & $R1fL L 720 LC/MS (2 &
DHE LT Y TS — L O Mg L OB R 08T
A=FIFKDOEBYTH Y. FAHAENTIZT 90% MK R 2 ko
FAER, Bl ST A — & OXEME OO 1T log (0.80) ~
log (1.25) OHPAICH V. WA DALY ARSI R SN
6)

o

20 - —e— TIETTV— Ik L %[5 71 5 |
18 o TEY 77 A1 %
16 Mean+S5.D., n=19
1L
i
i
I
JE
6
4
2
06— ‘ ‘ ‘ ‘
6 12 24 48 72 96 (hr)
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B 16-1  MASErpiEE (HkL 1%)
F16-3 WBRE/ ST X —% (MK 1%)
AN T X — 5 BENT A—F
&[;J;Ct Cmax tmax t1/2
hr/mL) (ng/mL) (hr) (hr)
S
;iiéé 502.50% | 15.97% | 1.82% | 59.24%
9% % % % | 104.45 2.37 1.08 19.03
IEY 77 | 493.20% 16.85= 1.58+ 59.77
£ #% 1% 115.13 2.45 0.38 19.57

(Mean+S.D., n=19)
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TIVETFSY—VEdmg [ A% ] L) 77 48E3mg % 7
TAF—N—3RIZX ), ERATTF 9 CEhen 18 (7
VE75YV—=E LT3mg) %ZHEEHICHERRDORLG 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 FRIL L 720 LC/MS 12 &
DME LT ETT )= VOFHMEEh iR LU S
A=FFROEBYTH Y HAHENTIZT 90%EFHX M % Ko
TR Bl ST A — & OFHUE O T30 21 log (0.80) ~
log (1.25) O#PHIZDH Y . WA O AW R SV 2R S 7z

Dy

(ng/mL)
25 —e— 7UETT =)V 3mgl ¥4 ¥ |
-0 TEY 7 7 A §E 3ng
201 Mean+SD., n=19

. . . . )
6 12 24 48 72 96 (hr)
LS|
K 16-2 M4 RE (§E 3mg)
7 16-4 W BRE/NF 2 — % (5 3mg)
FHili 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
7]
IE¥Y7T 7 538.92+ 17.62 % 1.95+ 56.71+
4 % 3mg 173.71 4.13 1.05 24.50

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

MR EENE NI AUC, Cmax 08T A — 7 1%, Bils o
I I OFRINEL - W45 OB SR 12 & > TR % 2 W HEMEDS
Hbo

16.2 ORIR

16.2.1 BEOHE

BHIRNICT ) ¥ 75V —)b 3mg % 22l 3 £k 2 ke
PH LW, TUET TV =D Coax L AUC 12 21T T 5
DEBIHD LN h o728,

16.2.2 I AT NAFEY 71

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



16.3 9

16.3.1 P HEHE
B AICB TS 1 H 17 ¥T TV —)b 3mg KAEE %S
I D 53 A 224413 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 MEZEEFAE
REALROMFE &AM AHIT 9% U LET, EELTT VT IV
LRA L, BARBSICBWTIL 7 7Y ¥ & OGS ERIZA Uz
Vo F 72, BB TH B OPC-14857 DB HE TFEAHR D 99%
PlTh s (in vitro. PHEIENTEE) 127149,

16.4 U3
T ET T = VG BN T S, wnlmaEsh R A
W, F & LT CYP3A4 & CYP2D6 (2 & o THIKFEAL & KL
%, $72CYP3A4 2L o> T N-ET7 VFEMLEZIT 5. Bk
F & (OPC-14857) 2SMLEHFIC BT 2 ER#FWTH %,
OPC-1487 137V ¥ 75V — v (KAL) & FbkoRHEESR
OB L o TR A, EWIRE (%5 14HH)
TIERZALRIZH 5 OPC-14857 @ AUC D &4 135 27% T
55, [10. BH]

16.5 Bttt
ERERCUC B 7 ) €79 Y — )L 20mg % #E L% 5- L 72 15,
Pe GG B DRI 27% F O 60% 25 F A2 b rp e O fi v 12 ki
ENTzo RECKRIZTETITH 18%HEM S, R icidk 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 7210 (FHEANT— %)

16.6.2 FTikgeEERE
IFARRE R = 4 B2 19 B (Child-Pugh 7 A~C) 123817 5 kE&
TlE. HBREREICE 7Y T 5 Y ANDEEB IV Lo 72®
HEATF—=%)

16.6.3 E#pE
R EHE (65 %L 1) 127 ) €79V — )b 15mg % BRI
G L7zMo 2z )75 v 2iF, Mg (18~6471) XK
20% KA 7219 (JHEINT— %), [9.8 BH]

16.6.4 431 - B2LE
RN 7 ) ¥ 75V — )b 15mg & B S L 2o 7
V¥ TS5 — VOEYBRICEEEA SN o729 F72, 8
B RTIE B E T ORHERIRNT OFE R, BEIZ 7TV E T TV =D
WYBREICH B L G52 5 WT T AR Do 720 BHEAF—%),

16.7 EHEE(ER

16.7.1 = >
BERAICBWT, CYP2D6 DM EMENZ2HET 2% =Y v
166mg £ 7V ET 5V — )V 10mg DHHICE . TIET TV —
Vo AUC 1 107% 3 L7220 JAEIAF— %), [10.2 S]]

16.7.2 NOx&F >
HERERAIZ BT, CYP2D6 O FUEMEM 2 A 58015~
20mg ET7TIVETITV =N 3mg DHFEHIZED. TIVETSS I — )
@ Crmax 2 UF AUC 1&E 24 39% I U8 140% 5800 L 72225 [10.2
Zi]

16.7.3 1 hZ2FYJ—0
REHERAIC BT CYP3AL ORLEMEN A AT 54 b a)F T —
LV 100mg £ 7V KT S5 — ) 3mg OPHICE Y, 7TIETSY
— V@D Conax 2O AUC IZZ N2 19% 2 O 48% W L 7229,
[10.2 BIK]

16.7.4 s haFvJ—J
R AICBWT, CYP3A4 OHERENZHT A4, haF Ty —
200mg £ 7V KTV =)L 15mg DHEHICE . TUVET TV —
VO Cimax B O° AUC IZZ N2 37% . U8 63% 1401 L 7220 (HHIE
ANF—%),

16.7.5 HILATEE >
A SRTANE SN A A IR A I s B 12 B W L CYP3A4 Oifil
VEHZH$HHNVNATEE Y 400mg £ 7 ¥F 5V — )L 30mg
OBFFHBEGICED, TVET TV =D Cuax L AUC 1ZZFN
ZI68% KU T3% T L7225 (SHEANT—% ), [10.2 ZHH]

16.7.6 SEMR
B ANIZB VT, 7Y ¥ STV — )b 15mg %45 1 B o161
7 50g 5Ty TYET TV =D Coax O AUC ZZENR TN
419% KOS 51% T L7220 (EATF— %), [13.2 B]

16.8 Z Dt
TUVETI—ViEtbmg [¥H 5. TYETF YV —)VEE 12mg
[(#h5] B3T7VETI—NEE3mg [ %] LERPRR D
BWHRIE LTRSS N 0, [HEDPEL RO O
AW R SRR A R 54 ¥ ] T &, HEE 2 L
72k Z ARG LIS, HNSE RIS RS L A X2,

17. ERERELIE

171 B3RO RLMICE T 255k

(&K FRAE)

17.1.1 EIRREASE 1 5
TUET TV =) 4~30mg* % 8 BRIREITHR G L 72 I E kR
BT, AR 120 BB 5 ERERIZKDO EBY
Thb, LEFMEH TH 5 IREMREEHEEOLEED 1,
48.8% (63/129 Bl) TdH - 7227, [7.2 BIH]
MARFOAKE S N MWER O, (@, 1 H6~12mg %
EHE. 11 6~24mg # MR L 5, 2B, Filh. FERICK
DIEEBIRT 525 1 HiEld 30mg @AW & Th b,

17.1.2 EIRE MAHAE

(1) HAIGREE R 242 Bl % 3R HE0 L 72 F2 380 IR — Mt
BRBICBWT, TYVET IV =) 6mg/HEBBHELE L,
24mg/H Z i i e LT 1 H 13XIE 2 [ 8 HkE IS L
720 FEFHEEH Td 2 B SRR I B 5 W EED 13D
TIRT LB Y T, AR 2 BT Sz,

F17-1 RREMYGEREICB T AUE%R

X GAE B R

TIVET TV =R
52t

120 45.8% (55/120 )

BIVE R FEBIEE 12, 120 B 93 6 (77.5%) Toh o720 E4E
TERNE. AR GiE) 36 61 (30.0%). 7H Y7 2661 (21.7%).
HRH% 25 71 (20.8%) EHAIR 14 61 (11.7%) 2 O 5 13 1
(10.8%) T - 7227,

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

F1T-2 IR BT L kR

KGR Yrat®)

TVET TV —

e 120 31.7% (38/120 1)

EIVEHIZE B 3, 120 BIrh 87 B (72.5%) T o720 L7l
TERZ. AR GiE) 4261 (35.0%). 7H Y7 1761 (14.2%).
IR 17 B0 (14.2%). HERD 16 61 (13.3%) M OEHAIR 14
Bl (11.7%) TdH 722,
FTARTOENERRBIIEERRE CEBSIN T2, HE
T5HZETHROMBARD LN PEPLRIRIESI N T2
W [7.2 B

17.1.3 EBAREREHER
IR I 2 RN H & L7z 24 AR LL PG o &l
P53k (6~24mg/H. %+ 30mg/H) T, HEIRIIER
H 204 B0 (25 LI D P 5-k8E L 72 REBI) 1231 B i a bl ke
DY EFRD 13 41.2% (84/204 ) T o722, [7.2 ]

17.1.4 B85 MHEERER

(1) &iEHEER
MEKMEOAMMEN OB 2R E Lz, 4525036 M1
B 507 7 R IR fERIEGER (310 B, 305 B, 420 1)
ZBWT, TYVETS Y —VIE 75 R L L L T PANSS 4
REEAFRHE % E O %2 4 51283 L72e PANSS &R A7
CE¥ZALRE) 12, 7V ETS Y= VEEHE (15, 30mg/H X
1% 20, 30mg/H) ® % 4 JW#HG- L7z 2 RBCld, 77 R
-2.9 (102 %1). 15mg/HE : —15.5 (99 #1). 30mg/ H #f :
—11.4 (100 B1) Xi&7F &K% —5.0 (103 1), 20mg/ HEE :
—14.5 (98 %), 30mg/H# : —13.9 (96 61) THY, 7TV T
FV— VEEME (10, 15, 20mg/H) ® % H\w72 6 HH %5
DRIRTIX, SRR —2.3 (107 ). 10mg/H# : —15.0
(103 1), 15mg/HAE : —11.7 (103 #1). 20mg/HE : —14.4
(97 1) THh o 72 (KB L 77 L KEEE O R HIE p<0.01) 27,
7 B.156mg Zit8 Z2 A EREAY 10 i 156mg £ D &RV &
W) ZEF Y ARELNTWARWS, [7.2 ]

(2) BHTFHHE
I D BB A IFERE 3102 IR E LTI ER
xR I E MG (26 WS- 15mg/H®) 2B WwT,
CGL &3 dH 5\ id PANSS # W T ZEsR L. EEARME:
FHEH % [EEALEN 2 S WS E CoMM] L Lz, TV E
T =VIET TR E L THEDGRZ K 50% M S
&, T TOMMEAEICEE L (p<0.001. log-rank ¥t
%) o BIWERIZEBUEIE L, 153 Bl 76 1 (50%) TH o720 T
EIER . AHRAE 36 61 (24%). 7H V7 1161 (7%). A%
1160 (7%). FOE 9B (6%) RORE B (5%) TH-7:%,
(7.2 ]
#) YRS ERE L LOYGERE R T . R BUGE I,
[ ] TS EYaE ] TREGR ] TAZ) TREEL ]
(& EE AL, TS L], THSEARE] TR L 72,
i) AFIOKB I N7ZHFE LR ORI, [1 H 6~12mg % BiHH



i, 1 H 6~24mg Z RS Ly 1ML 2 M2 TREOHR
545, ThHb,
18. FExhEkiE
18.1 fER#F
TNVETITV =i, K83 Y Dy ZHEMEEGT T= A MEM.
R332 ¥ Dy ZBRERS7 T= A MEM. €8 b=V 5-HTwa %

BN ST7 T=A MEA KOt w b=V 5-HTea ZHKT v ¥
T=A MEM ZGEEFH2HHATH 5, WL T IAWTH 5
5 IS OEIERDEIRICB T 2 HHECHEFGLTwED0
LEZLNTWAEY,

18.2 ZREHIM
ZEARE AR T, IR MY N FXI U Doy & b FSI U Dy
b hto b=y 5-HTia KOk bta b= 5-HTo SHEMKIC
HMLTHVWHAEEZRL, e PFSI Y Dy, B O b= 5
HTzc, & btB F=Y5-HT7w v PRBEE a1-7 KL FY
YROe MR Iy H ZBRCHREOBRAEE R LIz, v
VRGR LAY Y M1, T MOIBA A ¥ Me R OVEVE
v NEG A A ) v M3 AR 2 BRI D 723032
(in vitro)

18.3 KNI Y D ZBGFES 7T =X MEA
Fo83 ¥ De AR LCTEA 7 T= &2 b & LT L 723039
(in vitro)s I AR T v MIZBWT, R8I IAEEMEMR S
EDNTUHELZIRETIE R NI Y De AR LTCT vy T=R
PELUTEML. B33 IR MR EEAMK T LZ2IRETIE R
NIV D ZHERITHLTTT=A M E LTIEH L 723930,

18.4 KNI D3 ZBFEHES7I =X MEA
B3 UV D3 ZHEMRICH L THS T T=A & LTER L7223
(in vitro)

18.5 €O =2 5-HTn 2RAEFS 7T =X MMEA
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= VGRS, 7y MEBOrn b=rv =2
— 0 2 FER A L7230,

18.6 €O =2 5-HTa ZRHE 7> 2T X MEA
RYACBWTEE =Y 5-HToa ZBERT T=Z MLV
BENBITEELZ IR L7237, /2 ku b=2i2k BTy b
P11 MHEP Ca i EE DB % #Piil L 7238 (in vitro) o

18.7 A RREHERICEET 2B ET IV COXEEA
PR DRI E £ 2 SN TWD T v b4tk mlESUS 2 90 L.
NEIERDIFETHHEEZONTWATI Yy bV 7 )27 MK
I % 3 L 7239,

18.8 haL 7Y —ERER
TIAKRDLYT v MBI LT EENL 2 FIEHE FEATEHIRIAE
3505 LTy — RO EDso fio H# kX, 2arv 7
Yy RUNTNRY F—=L X ) KRED o739,

18.9 M 7OS YV F L REZAE T2 TEAFMEN/INI> D22
BRI T B1EH
F v N FIEARGTSHE R8I ¥ De AR L CES T T=A b &
L CHEH L7238 (in vitro) o

19. RS ICEY 2 IE{LZHAR

—W%H . 7Y ¥ 75— (Aripiprazole)

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

5373+ CasHerClaN302

o9 : 448.39

R B~ Ao S OB OB R TH b ik
(100) 1IZRRETR T, KXFTF 7 —v (99.5) 12
ZEAEBET RV,

AL

/N H
N NCH2CH2CH2CH20 Ne_o
- U
a d
22. Ak

(FUETSI—ILHlR 1% [2H4%])

100g [FFAF v 7. N, FEHFIAD ]
(FYETSI—IEE3mg [4H4])

100 $¢ [10 8¢ (PTP) x10]

3005 (77 AF v 7M. NT. WEHIAD]
(FUETSI—IsEbmg [4H4])

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. EHFIAY ]

23. EEXW
1) Schlotterbeck, P. et al.
2007 ; 10 (3) : 433

:Int. J. Neuropsychopharmacol.,
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39)

HIRRE 53 (28 7 7 A $8/8
A HEEEREEE 2.7.6.1)
ﬁlﬁm B () 7 7 A e/l
A HEERE 2.7.1.2)
ilﬁ‘lﬂ}x@&ﬁ%ﬁ (¥ 774 58/80:
A HEERREZ 2.5.3.2)
SRR 5B (28 7 7 A /8

2006 4 1 A 23 HK
2006 4 1 A 23 HK
2006 4 1 A 23 HA&

2006 4F 1 7 23 HK

A, HIEHERMRSL 2.7.6.3)

FENERL R RSERER (7)) €75 — VKL 1%
[5H%))

K EBEEAD © BHR & 8K 2017 5 54 (3) 1 269-279

Jo A éﬁ”éémﬁéfr (=¥ 7 7 1 §e/Bk : 2006 45 1 A 23
HAKRE, WA RRZ 2.7.6.1)
TN T T A S T4 ()7 7 458/ 2006

1 23 HARGE, WREEAEE 2.7.6.1)
DAEM (T 7 7 A §E/i 2006 4 1 ] 23 HAKFE,

AHERIEE 2.7.6.3)
SR (2 7 7 A §E/8% 0 2006 45 1 H 23 HAKRE,
FEEFMRE 2.5.3.1)

MFRERAREE (Y 7 7 4 §/81 2006 45 1 7 23 HK
WA YRS 2.5.3.1)

Hﬂiﬁ%lﬁ% G (¥ 7 7 4 §E/fk 2006 45 1 A 23 HAK
A HEEEEE 2.7.2.2)

[f[l(%%lél%ﬁ?: (Z¥) 77 A4 e/8k 2006 451 H 23 HA&K
Al HIETERES 2.7.6.3)

ﬁuﬁf (ZEY 7 74 8/8: 2006 4F 1 H 23 HARR. WiFE
BHEZ 2.7.2.3)

BEME (=€ 7 7 £ §E/6k - 2006 4F 1 7 23 HAKRE. HiEE
FHE%E 2.7.2.3)

ErREEBEICBIT 2B () 7 7 A §E/H 2006 4R
1 H 23 HAKGE, WEEEFE% 2.7.6.3)

PR BB AW ERE (=) 7 7 1 $E/8k 2006 45
1 H 23 HAGE, WETERIME 2.7.6.3)

EG. MERNC X 252 () 7 7 4 52/8: 2006 41 H 23
HIRRE, W EREeE 2.7.6.3)

B SR BHRE ] OSBRI fgT (¥ 7 7 £ 8/ © 2006
A1 A 23 HIKGE, WEEERES 2.7.6.3)

Fo UV EOMESEN () 7 7 4 $8/H: 2006 451 H 23
HARFE, Haari% 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

T hary— v EOMEMER () 7 7 A §e/# 2006 4
1 H 23 HARRE, WHERIE 2.7.6.3)

HNNTEE Y OB () 7 7 4 §E/#: 2006 4
1 A 23 HAKGE, WEEEFE% 2.7.6.3)

PR BRI G- R O S B RE () 7 7 A $E/8K ¢ 2006 4
1 1 23 HAKFR, WIREERHMS 2.7.6.3)

LA JIE 2 x5 & L 7= RRIRAER (€ 7 7 £ §/#1: 2006
A1 H 23 HAKRE, SR FEEE 2.7.6.5)

- & (287 7 4 8/6: 2006 4F 1 A 23 HAKRR.
FAMEH)

TERBER () 7 7 £ §&/8% : 2006 4F 1 7 23 HA&GE, 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

ZREBAME (Y 7 7 4 §e/8: 2006 4F 1 F 23 HAKRR.
HEH GRS 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-HTIA 8BS 7 T=2 MEH (=) 7
7 A $E/HK 0 2006 4E 1 A 23 HAGR. HiFEFEE 2.6.2.2)
Hirose, T. et al. : J. Psychopharmacol., 2004 ; 18 (3) :
375-383

o b= 5-HT2A BT v 5 T=Z2 MEH (=€) 7
7 A §E/H 1 2006 4F 1 H 23 HAKGE, HWEEEEHMESE 2.6.2.2)
WA JSIRE RHER (B3 2 B E 7OV COYGEER (e

U7 7 A /8 2006 4F 1 H 23 AZRRR. HIGE
2.6.2.2)

HORHEE

24. XEFERERCHEVWEDEE
1o T SRR Sk R R 1T

T 336-8666 &\»7- Tl X iHE

1TH1IEL %

ik 0120-989-813
FAX 048-816-4183



26. BEMRTTREF
26.1 BLEMRTTT

EHREKRIST

TV FEFMmAXERE203F i1
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