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16. ZE4ERE
16.1 MeEE
16.1.1 BEKS (FERRE)

(fR N 8 i, ZefERe L lAE 15 5) D

hm Timax Crnax Tiz2 AUClast
(mg) (hr) @ (ng/mL) (hr) » (ng - hr/mL)
4 1.5 (1-3) 0.14+0.04 | 10.7£9.4 0.91+0.34
8 1.5 (0.5-2) | 0.45%0.22 | 12.0+4.4 2.82+1.38
12 1.5 (1-3) 0.76+0.44 | 16.2+t4.9 6.34£6.34

a) W (R/ME-RKfE) . b) Mean+S.D.

16.1.2 BHEIRE (BE%KES5)
FRERRE G512 81T 5 Crax LU AUC12 13, ZEJERHR
GEHBLT, eNENn2.68 /R 2.69 ALz, &
72, RGO Tra K OPIGHHEER (MRT) (3, 228
R G- A IR CHRICIER L7245, IR (k) 1272
FRO LN Aoz, [14.1.1 ZH]

RN 12 B, 2mg” S5 H RIS

j:l’l.%‘ﬂj;ﬁﬂ Tmax Cinax AUCo-12 MRT kel
T (hr) | (ng/mL)| (ng-hr/mL) | (hr) (I/hr)
1.8 | 0.06% 7.19% | 0.16=%
S
2B 0 | oo | 036005 ) Toss |0 010
B 3.8+ | 0.14% 9.63= | 0.15%
ffz 05 | o002 | O8=0IL 1T 6o
(Mean+S.E.)
16.1.3 XE#HRE (BHE%ERE)

(fAepE e A 10 1. 116l 2mg™1 H 210l (8] - # &%) 10 HE X
ERg) 3

Tmax Crax Tz AUCo-12
(hr) @ (ng/mL) (hr) » (ng - hr/mL) P
2 (2-2) 0.57%0.19 67.9+27.6 3.22+1.10

a) e (R/ME-fRKME) . b) Mean+S.D.
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IN—= R X D R AR TS SRS L C s R
bR E A HE L, S5 N8 WEiRE /ST 2 —% (AUC,
Cmax) 1ZDT 90 %18 A IX [\ CRERHIRAT 2 17 o 724
. log (0.80) ~log (1.25) D&FHNTSH V., WHEIDAEY
SRS DSTERE S Y,

TR A 5 55) BN ciacnA
Tut k) < pen el (Turrt
dmg [7 AV ] RS EAmE | yme)
Tud ey 2% wn oo, | FNEN200mg (70T
(7 2] HFESE2% Ly D L amg)
SEMENRE NS A — & (W R SR
HEINT A= % BHEINTG A—F

AUC (0-36) Cmax Tmax Tz

(pg - hr/mL) | (pg/mL) (hr) (hr)
Tyt
1) 5 dmg 1%9943' 932; 14808 0681i 1.96+1.06 |10.80=1.35
[7 4] : :
Ok | 1193.24% | 156.39%
tmg -80.61 lor 54 | 1:99%0.77 |10.621.33

(Mean=S.D., n = 39)

(pg/mL)

200

—e— JOF by S EEdngl 7 AL

---0--- O 8 4ng
Mean=£S.D., n=39

BEFTSEXEEE

12
2 IR
M4 rp ARZEALARBRIE (AW [ S5

24 36 (IR§F)

HYENEE ST X — & (EWAR RS

HIEINT A =5 BHEINT A—F
AUC (036 Cmax Tmax T2
(pg - hr/mL) | (pg/mL) (hr) (hr)
A=AV
Y > 2% 1(152%285 1?2842: 2.23+1.02 | 10.87+1.29
[7xn] : :
=RV ¢ 1471.17 = 153.03+
2% 084 39 11724 2.28+0.88 |10.67+1.84
(Mean=S.D., n = 40)
(pg/mL)

—e— T}ty H2%T A
--O--- OF 2 2 %
Mean=+S.D., n=40

BMEFTINEHXEEE

24

12 5.5
Mz R LR (AW Fn R SEE)
AR EEE N2 AUC, Cmax D /8T A — F1%, W
OER RO EL - BER S O MERSGFIC L > TR R S
RN D %o

16.2 DRI

16.2.1 DRIRER
84% (v k) »

16.3 27

16.3.1 MEZEAKEE
99.7%LLE (in vitro. & M. 10ng/mL~2 xg/mL.,
i FATE) O

16.4 3

16.4.1 L REED
N-BixF Wik (in vivo SEIIGMEARZALAD 1/4.4~1/25) 7
TR DERMBALE L NS D7 V7 T v RS
N ClE, FE U TREME L O N-BLm F VR 5580 H i
72 (v by A X, ) 9,

16.4.2 R
TaF k) slE g Y U BEO N-LoF v bk O N-F
X FMb, Y ut sy VEBEOBRL. ZHUEEERILH
LHWVITERT Y VBORMBR R EILFICAH S B0,

16.4.3 BB
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16.5 HEtt
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PR A K ONEE A 1)
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TE L7, 7o, BERIIGRELEI DR GEFEPRYHEERE
D 5%A) FRD SN (MEATF—%),

16.7 EMHEEIER

16.7.1 TUZROYA > HABOEYSRE

(EERA 1261170 F &) ¥ 2meg” 2R HES) 219
[10.2 2]

Tmaxv ; Cumax Tz ﬁgcﬁi‘t y
(hr) @ (ng/mL) Y (hr) ® mL)
B 5 2 (1-3) 0.26x0.11 | 14.9+8.5 | 1.94+1.03
Bf I G- 3 (2-3) 0.63£0.24 | 27.0+11.0 | 4.93£1.65

a) WL (R/ME-fRfE) . b) Mean+S.D.

c) 7utrt) S THE LY EGRHE T Auv S
1200mg/H (43 4) #EROES L, 7o)t Y5y
214 ¥ 300mg % B

16.7.2 JL—T 7N —U Y 1 — AHHBOEYEE

(BN 12811270 F > &) » 2mg” Z ¥R kES) 1810
[10.2 2]

Tonas Crnar Tue <ﬁ;ci1rt ’

(hr) @ (ng/mL) Y (hr) ® mL) ®
B 5ok 2 (1-3) 0.22+0.13 | 12.3+11.7 | 1.73%£0.96
%G | 2.5 (1-6) | 0.39+0.25 | 15.7+8.7 | 3.17+1.71

a) Ll (R/ME-TAfE) . b) Mean+S.D.

c) 7uF ey 560 SRR UHGHIC LT TN T2 —
2 200mL % $EHL

16.7.3 7 b AFV —ILHHBOEYEIRE

(BB 1260170 F > &) v 2 5mg” 2 WA #kES (YLE
AT —=%)) BI[]0.1 ]

Tmax Cumax Tz d?;cﬁsrt y

(hr) @ (ng/mL) (hr) ® mL)
Hhb 5 3 (1-5) 0.32+0.13 | 20.9£9.0 | 2.60+1.39
BEF¥eS-Ee | 4.3 (2-5) | 4.22+2.05 | 18.2+5.5 [45.17+22.82

a) WYLl (R/ME-KfE) . b) Mean=S.D.

c) 7utre) yEGTHHMEVESEHETT Pa Y-

400mg/ H FAZ#RE ¥ 5
) AFIOKB SN HEE - R, A1 H 8~24mg % 2 |12

ST TEBRLES TH 5,

16.8 Z Dt
TS v UEE2mgl 7T ANV KT EF R ) VEE 8mg
[7 AN IZDWTC, &R AR ETEA o 4 Wiy
FESEEABEAT A R4 > CPRL 2442 H 29 0 SEAFEASS
0229 # 10 5) ] 1220 &, 7uF v &) YEdmg [ 7 AV
AR L L7 & X BN RS SR S, AR
IS & A7 Sz,

17. BEREE
17.1 EERUREMICEET 525 5%
17.1.1 ERSTHERE RA)
WA EITERE (15PE) ZxRIC) Ax) KU g
XFIRSE & L 7 CEE LG T O A A T R (16
MULE) ZX RO F— LRI - T EERL
R ER L7z 7O ) v (8~24mg) X idxt R
() 21 K 2~6mg XiENna~R1) F—)L 4~12mg) 1% 1
H 2 B2 0 THIAEBR R O %12 8 MR O#% S L7z,
GRS C o Btk - e MR EEM R E (Positive and
Negative Syndrome Scale; PANSS) O &5t A 2 721+ .
WERR P 1 HESERZRDEBY THo7ze B 1)
21 Rk O REERERTI1E PANSS &4 5F 2 a 7 2 LE (BF
KE-T), NaRY) F—= )L oRERBTIIRESR (4
=10%) % AT EFMEA & LCrar k) v g
e DIELMEWEE L 720

AR R e N F—= )LD
RS TR 200
Tuat o1y e s Tas INE R
wyy |UANUESD Ly Ko
PANSS A5F | -11.1+17.3 | -11.5*17.4 | -10.0=18.4 |-7.8+18.2
a7 (156) (144) (114) (111)
Aty
(FEAME1 %0
A O 2 D -4.40~3.48 -2.61~7.00
95% 15 X [H]

&S 51.0% 56.6% 61.2% 51.3%
(W&FiEdsE | (79/155) (81/143) (74/121) (60/117)
Y Eofi¥/

MBI 4)
A O %D -5.7~16.9 -2.7~22.4
95% 15 A X [
N7 A
$,H AIEE 16.3mg 4.0mg 15.8mg 8.1mg
?X'J‘E;
a) Mean=S.D.

) AR Ky EoREERERT, 7ut vt Y ERGHEORIE
JHFSHER1L 94.9% (148/156 BI) . FAEIEMIZMF 7o 5
7 F YN (45.5%) « BB (35.9%) . AHRIE (35.3%)
R (30.8%). THIYTVT (28.8%) HETH ol NTR])
F—V OB T, 70 v ) Y HGHOBWEH B
(2 82.2% (106/129 B1) . EZEIWERIZIRE (27.9%). 7
VT (25.6%) HTHoT,

17.1.2 ERRERESHR (KRA)
B NSEE SRS (16 L) x5z, RIS A
PRERER A & ke L 7z B G-k (1) 2, 5 IR R R
&L TR (2) @2 F O EMES MR (3) 202
D 3R T 720 KRERC BT L UEROMER., EEE
iR DR O 1 AFRGRITROE B TH - 72,

Febe 530k | Blh 55000 | R 5 5%

1 v (2) (3) 9

039 3.9% 24.6% 24.6%

= (2/51) (15/61) (79/321)

BHE | ge i 75.9% 75.0% 51.9%
(pseprag | | (22/29) (36/48) (137/264)
PLoB%y/ | 52~56 70.6% 86.8% 55.5%
AHEEIED | e (12/17) (33/38) (86/155)
A% 60.4% 63.3% 48.1%

Sl (29/48) (41/60) (153/318)

SR 1 HiG= 14.4mg 12.8mg 13.0mg

a) WIEBIR A DTSR (AR Lo 8% (B
FHRB (D 116, () 46, (3) 36) B EE)

b) 1 H 2 [R5 50« 45 HIBER USRI % & 6 7
HULE 14 2 5 J kil

o) 1 H 2 MmO, $5HI © 26~56 1 [

EHIG B (1) ORIWERZSHEIZ 65.4% (34/52 1), £
GEMEM T 73V 7 (28.8%). ARG (25.0%) . IR
(15.4%) . #iti% (13.5%). @R (13.5%). i EmE
(11.5%). f#f# (11.5%). 0% (11.5%) % Th -7, EH
53 (2) ORIERZEHEILT72.1% (44/61 B1). T8
TERE7 7Y 7 (32.8%). liith 705 7 5 >
(29.5%) . &L (21.3%). ANIRAE (18.0%). fHIR (14.8%).
i (14.8%) . EFEIE (13.1%) %Th - 72, EHGH
B (3) OREIEMZEHIEIL68.5% (220/321 #1). T EIEH
i 7 e 2 F o (19.9%) . ANRE (17.1%), 77
U7 (16.8%). ik (15.9%). A (12.8%). fHIR
(11.5%) ZTdH o7,

18. ZERpEIE

18.1 1EA#F
In vitro ZHEFEERERIZBWT, 7uF v iF koS3
Y DB 7773 — (D2 D3) ROSEE b= 25
HToa ZHARIR L CHMAMM 2R L, S8R s L TN
L7z EERIWTH D N-FLoFfRd K83 Do %
K777 31— (Do D3) KUt b= 5-HT2a 74K
W2 L CHAMME 2R L72A5, 283 ¥ Do Bk~ BT
F7aF sty o 1/10 Th oo N-FioF vikidt



b= 5-HToc A U8 5-HTe A5 LT b A 22. 3

WD SNz $72.70F 22 VIET FLF U Y an (FaF>+ 4k 2mg [7AIL])
EAY IV Hi AZA ) Y My RO Ms SE0ZHMEIZH LT 100 ¢ [10§¢ (PTP) x10]
FERTH D K83 Y D2 ZFEHF 777 20— (D2 Da) 200 $% [, /N7 ]
Bttt w b = ¥ 5-HTea ZEENOBAEIZ LA TR (Fat>wYigdmg [T RAIL])
ML RL, N-LZF kb 7 FLF Y v a1, BAS 3 100 $E [10#¢ (PTP) x10]
Y Hiv &A% ¥ M1 FEOSHEITK T 2 B2 - 500 #& [, /Y7 ]
72726028 (Far>+&U > 8mg [7XAIL])
18.2 EIE{ER 100 $ [10 3¢ (PTP) x10]
EFERICBNT, ROFHEADPEDO LN TV 5, 500 $¢ K. /Y71
- ; (Far> w8 2% [7XIL])
{fg;ga?ig;qi \ED & 5\ % EDso <mg/gg> i 100g . /5]
(BhfE, 588 | vor vy o | o~y F=1 E%)‘Cﬁk
o . 23.
G B 0
EN 1) B PK ABR () (o 8 #2008 4 1
BEHES (79 b, | EDsu0.55 EDs00.62 | Huilmish 5 25 HAKRE, HRSERE 2.7.2.2)
L) 2 i 172 L Mz L | LB 2) EHOFEBEOME (Tt 8 # 200841 H 25 H
FAES (5 b, KRB, HFELHREE 2.7.6.9)
2L 2 3) ok PK bR () (191 8t Hi: 2008 4F 1 A
P /83 ARER 25 HAKFR. IR R 2;.7.2.2>H_ o
}E{‘é—bliéﬁéﬂﬁ &%O <“f/bl:' 4) *ilj] 7H’ HE%J%E,JI_J ]é;ﬁt%&{ [%}I 4mg\ Flk 2%)]
SomfER (55| D033 ED1. 3 ifff{’fi 5) :ﬁ%}; égzw‘igfm/ B 2008 4 1 /] 25 HKRE. Wit
R RELD 2 ‘ 6.4
N fe i 6) b M AEKEEE IV i viero SR (09 v 8B
Ay T2H Iy DA T 2008 4 1 H 25 HK#A., HIFEGAHEE 2.7.2.2)
I 12D e 7) In vivoikBR (79t 8 /#2008 4 1 H 25 HAKRE.
FE5E }\F?%@Ek% i ED1 — %Jlﬁ@ﬁ%f HIES G EHEE 2.6.2.2)
(577 b TR P 8) b N, BB L OISR OREIHRE (255
e #2008 45 1 H 25 HAKFE, HIFEYORHREE 2.7.2.2)
v7xysy 9 ot 2008 4£ 1 F 25 HAKFE, HIFE%
ARAMEZI | ppi 446 EDs0.287 | EARIRELH ) jrfrﬁ%( 2.76:.4;)&/'5& LI TR,
LENSAES e 10) AR (0> 5 8 2008 4 1 1 25 FKR.
S EPEETy AR 2.7.2.2)
A , _ KR 11) MC kK% I 727 AN T ¥ ASRER (0 & > 58/
R, | FP0 fem i 200845 1 H 25 HAKZZ. W&k 2.7.2.2)
LG 12) A, Al : ERAREFISEEE. 2008 ;11 © 891-899
) 13) SEWMEVER (0 > 88 2008 42 1 H 25 HKRE.
7L/ A ED0.3~3 ED1. 3 |BAmEE : fl:‘ t‘ﬂa‘ﬂ}ﬁ%‘é 2< 7.2. 2>/ ) " ’
EYER (5 e - Fiilot = .
o ® 14) ASACHIW, A AR HSEEE . 2008 5 11 901-909
— pPRy 15) 7 haF v —u & OEMMEERRER (05t vt/
KA~ R I ik #2008 4 1 F 25 HKGR, HIHYERHIERE 2.7.2.2)
o o T e 16) 7 b 35— & OFEPHIILAEA (05 > $i i 2008
o oy 41 H 25 HAKR., WREEIRE 2.7.6.13)
i | lomg/kg/day | oo [ 17) AEPVER AR AR (7 2B L)
(S~ g o | CTERZL ' i 18) =i E{HI © FRARHEASERL. 2008 ; 11 © 297-314
e o - 19) RIREEE © BRFRHRESER . 2007 5 10 © 2059-2079
ED{"FP@)EHE\ EDb050/O'ﬁ:mﬁHE 20) /é%- III *E%tgﬁ <—/\U/\]) ]\ _‘)]/> <U+'t’ y@%/?ﬂ( . 2008
19. KRS ICET B2 HME 1 7 25 HAKRE, W EksE 2.7.6.15)
g 21) MRS AR (1) (06> 5 2008 411 25
A ‘j‘ o) v (Blonanserin) gKEE\ Eﬁﬂﬁ %*/P*ﬁ%g 2.7.6. 20)
bz 22) MUESEHE © ERARREFISERL. 2007 5 10 © 2241-2257
2- (4-Ethyl-1-piperazinyl) -4~ (4-fluorophenyl) -56,7.89, 23) ﬁiﬂi;&%‘%‘f@i \,(‘2) (07 5 Hc: 2008 451 7 25 H
10-hexahydrocyclooctal bpyridine ARG HER R W 2.7.6. 21)
HF 24) ARFFIE © WEARRISERL. 2008 5 11 © 135-153
ConHlsFNa 25) B (3) (0> 5 2008 411 25 1
SFE KR HEEGRIE 2.7.6.22)
3; 50 26) RAEHF, b © ERAKGAIZER . 2007 ; 10 : 1263-1272
Mo 27) K283 ¥ Do D3 KOt k= 5-HToa ZEKIIHT T 5
HEOBRTH L, TEEYPEI RO (B > 7 — 712019 4 6 1 18
Welg (100) SR+ <. A8/ =MLy ) — R, WG 2622) -
(99.5) 1ZRREIFIZ <L KITIFEAEEIT 2, 28) KANY 2 N ZERAOREGBME (R F L7 =7
e 2019 4 6 H 18 HAKE, HIFHYRHIREE 2.6.2.2)

_CH:CHs 29) Noda Y, et al. : J Pharmacol Exp Ther. 1993 ; 265 :

N 745-751

N NJ 300 A¥ T2y IV

| e g/ 2008 4F 1
Z 2.6.2.2)

FERER L 13 A HHIER (o
H 25 HAGE, H&EERIE



24. XEREERERUVEUVEDESL
JAE G e S BRWEDbERED
T 530-0005 KPxihidbX 2 & 3-2-4
’8, 0120-041-189
FAX 06-6121-2858

26. SERTTRES
26.1 SGERRIET

HNFRm [ ERRSF

AR ML RXP 2B 3 -2 -4

PA=D DG R





