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4 15 (1-3) 0.14 +0.04 10.7+94 091 +0.34
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FHE =R

16.1.3 REHRES (R#ERE)
(e ALOBI. 1II2mg™ 1H2M (3] - 4 f&f%) 10H WMREREOHES) 9
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CUNE#EA RIESS (12~18/%). 1H2M (W4 &%) . 4~24mg/H® | RAEFECHK
5) 1) 6)

SR O B MmigEh7 a1 Vi (ng/mL)
’ I
gz | PRIEE ol 250 52
LABERIF3E - D -
4mg
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16.3 41
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% - Wy 22 0 ] 4 ST S0 -8) max max / Jas
WA O 2L 7 RS e HERR & U729 o i e o (g
SEYIBIE ST A — 5 HA 2 (1-3) 026011 149=85 194=103
HE NG A— Y BENTA— Y B -0 3 (2:3) 063+0.24 270+11.0 493+165
AUCo-18 Cmax Tmax ty, a) Wl (RME-RORAE) . b) “FI9ME + (R
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Ot > $idmg 125638002 | 1849+1077 | 118+051 | 1626+317 — o — o
(158#% 5., Mean=SD., n=36) ) @ (ng/mL) ® ) » (ng - h/mL)
(pg/mL) M 2 (13) 022+0.13 123+117 173096
8007 e FOF Y s itdmg [ET) DERSR | 25 (16) 039025 15787 317+171
b e a) WM GR/MERCRHR) . b) 91l = el
HEAME o) TUF ) Y EEE0SHI R O GEC Z L— T 7 b — 7 ¥ 2 — A200mL & EHL
148455, Mean+S.D., n=36 16.7.3 4 haFV— IV BEEEOEYEIE
i (R L2BIIC 70~ &) »25mgh) 2R GES GHEAT—%)) 2 [101 2]
Efx 200 Tinax Cunax t1/2 AUCast
g (h) @ (ng/mL) » (h) ®) (ng - h/mL) ¥
F B 3 (1-5) 032+013 209+90 260+ 1.39
% D FR % 5 43 (25) 422205 182=55 4517+2282
D]
H
3

s 6 12 18 24 30 3 42 48
R (hr)
R R

c) 7uF ) YEETHE L D #EGY4H T b3 ) —)v400mg/ H SRR 95
16.8 ZDft
Tudre) YfE2mg [HEL] &, 709 v ) Yiedmg [HETL] &8 & L
To& & EIMBEAESE LR S YR L A S B,

) AR OAR S A - FHEE BOARTH8~24mg % 2[5 T /NIE] H4mg
£ 0BG L8~16mg# 2012 551) TRMBMEIHRG Th Do



17. ERPRELIE

171 HHMRUREM AT 5H5%

1711 ERFMERR (RA)
WA RIEEE (5RLLE) 2R RI2) AR Ry 2 BEE L L7z ZHmERIEGE
B OB A RIHERS (165 L) 2RI RY) PV IR LT EE
MHEGRERE £ L 72o 705> 2~ (8~24mg) FHIRIE () 2~ Fro~
6mg I F— )4~ 12mg> 1E1H 2N 50 TR R 0N 1R #E 4%
G- U7zo IRcHETATREC ORI - B [K*T—TﬂﬁF\'. (Positive and Negative Syndrome
Scale; PANSS) D4t A 2 7 %1 FROFHIHZGRIEKROEBY TH o
720 BB VAN N LIS ﬁftiPANSSG;I'ZHT%’MEE‘ (FFE2E-7). 7
O R )b kO IEGAERClRdEE (4=10%) %A FEEFMEE & L<7a )
vv) v R IRIE & oIS R MGE L 72,

&g

1) A) K2 & QIBEREY | /TR F— )b koGRS )
TJaFrb) | YARY Ry |[Tadrky | asy R
At A
PANS»;?E{]:;EL) a7 -11.1+173 -115+174 -100+184 78+182
(GRAM 1% (156) (144) (114) (111)
SEFHI B 0 7 D 95%
fEHAXTH -440~348 261~7.00
i 51.0% 56.6% 61.2% 51.3%
SR U0 V% 6% 2% 3%
<j;ﬁ§i§§ﬁ?mﬁ§§iﬁ (79/155) (81/143) (74/121) (60/117)
SEFHI B 0 7 D 95%
fEHRIXH] -5.7~169 27~924
P31 H I GR 16.3mg ‘ 40mg 158mg ‘ 81mg

a) “PIgfl Rl

VAR Ry EORBGRRT, 7ud v b)) YRGHOBIENREBEI949% (148/156
) EsEMERIEIITR 70 F 7 5 8N (45.5%) « EBE (35.9%) « AIRIE
(35.3%) IRk (308%). 7HL T T (288%) S THorze NERY F—)b & DB
e, 7udrv ) YRS HEORIEHSEBIEE82.2% (106/12961) . 2 RIEH IR
(279%) 7Y T (256%) %Tdholz,
17.1.2 EBRREHESHE BA)

YN %ﬂ#*% (165 PLE) %8I, I TARERRARER D & Mkt L 72 RS-
B (1) 20, 45 AR AR B & Lfﬁﬁﬁh‘v‘*ﬂﬁ (2) 280 29 B MR 5-AE
(3) 30, 3 DIRGE ML 7. HBRIZ B DU O, RGO K
OSPL A S RIGRO EB Y Th- 72,

UG5 (D) V| RERSHE Q) 9| BIRGHR Q) 9
sk 0582 39% (2/51) 246% (15/61) | 246% (79/321)

(S| 28K 75.9% (22/29) 750% (36/48) | 51.9% (137/264)

AL o B/ | sp~56k | 706% (12/17) 86.8% (33/38) | 555% (86/155)

MY " armiey | 604% (20/48) 683% (41/60) | 48.1% (153/318)

PR H i 56t 14.4mg 12.8mg 130mg

a) HIGRTURIIRIE O E R

b) LH2MBEECHRS- S5-I - Bss TR BRI 2 & 067 A LLE1E2 2 H Al

¢) TH2MHE 95, $5-11H © 26~563E [

FEWH5- 38 (1) oRIMEREB#1265.4% (34/5260) . FREMERET 7P T
(288%)« ANMRJE (25.0%) . itk (154%) . Wi#% (135%). MR (135%). s
FEE (11.5%) . 5 (115%). 1138 (115%) % Th o7z, RMHEGHAE (2) omHIEH
SBIEIET2.1% (44/6160) . EREWERIZT AL Y7 (328%). [fid 705 27 F 8
(29.5%) . ik (21.3%) . ARWLEE (18.0%) . MR (14.8%). 185 (14.8%) . ﬁ?f]‘?ﬁlfm
(131%) T 7on BIHS B (3) ORIEHISEHEIZ685% (220/3216). &l
TR 705 7 5 Wi (19.9%) . RIEE (17.1%), 742 Y7 (168%). #E%Jc
(15.9%) . M (128%). IR (115%) HFTho7z.
17.1.3 EREIHERAR (MR

INRAEA R IRE RS (12~18/%) &R T T A EEMI R 2 FE L 72
TuF vt v8mg. 16mgXix 7T AR % IH2MNI 5 TR R K O K% 6%
G- L7z &0, X=2 T4 ¥ oLEG56%OPANSSEFI A a TA{L& XKD L B
U 'C*ﬁjof_-rﬂ‘ 32)o

PANSS&#2 a7 77 AR L oK
-6 1% 12
aoao | BFBR=R
wow | ww | 2717 | 5o RN "
Z{LR roswtemicm) | P
LT el
75EK | 47 | 898+1041 | -106+278 - -
mg | 51 | 8651353 | -153+276 2105031 0230
lemg | 52 | 8871381 | 205271 et ) 0012
a) BEERRERGH, FHERY, N— 2 F A SERORGRE & SR O S B AR & 3.

Z55 & AMMRMIC & % b & i L 72

HBERE LT, TR RBLETuF ) VAR (Tuf ok /Smgﬁ?(‘:leg
BOUEE) OB A A ERERIS%TITV., BAEENED SNHEIIOkR, H
B LTruF vy /%ﬁig%‘%‘k7’7Jcﬂ%@kjktixéﬁér/kﬁmﬁls%ffﬁ
ZET, Tﬁtwgﬁlﬁm.ﬂm,m BB OT IR BEE TOF ) VAL
DIEZ BT BplEl20032TH - 720

b

F/2, IBRARMOEZEDON— AT 4 » OPANSSEEIA 27 CFHE £ R E) 1.
77 R HT854+835 (14B1). 8mghFT81.5+9.87 (16f), 16mg€¥‘(869+ 11.80 (16
B) (LABERE) . N— 25 1 ¥ 5 6856 HOPANSSAREA I 74 b [/ 5
FHfit (95%EHHX D] 13, 5.1 (-15154.88), 80 (-1756,151). -268 (-36.23,
-17.43) 7T L REEE0E [RATHETEME (95%FHXH) ] 138mghET-2.9 (-
1673,10.95), 16mghtT-21.7 (-3542:797) Th-720 15U EOEEDN=2F A > D
PANSSERFA 2 71d, 91.7+10.75 (33%1). 88.9+14.44 (35f1), 89.4+14.71 (36%1).
N—=2A T A v oEG6HEOPANSS AN A 2 72 L *IE, 133 (-19.73-6.78). -185
(-25.01,-11.92) . -17.6 (-24.06-11.14), 7 KB & D3E138mghET-5.2 (-14.42, 4.01).,
16mghtT-4.3 (-1349480) Td - 72932,
X BN A B G FRMRE, N— AT A R OB & IR O S HAE &
256 & 2 MMRMIC & B 1547 % 9206 L 720
Tat ) YRS EORETEHEE8meBET54.9% (28/5161) . 16mghET75.5%
(40/5361) TH Y. FARBEEMET Y7 (8mght. 16mghE O NFIZ LU £
137%. 32.1%). MR (13.7%. 17.0%). & 70 F 27 F Y1 (98%. 17.0%). i~ 1
77 F R (5.9%. 132%). Rk (9.8%. 94%). YA M= 7 (2.0%. 11.3%) %T
Botzo Fro. I5EAIM &/NREE EB TR EHBICERIRO N0 5
f:ﬂ. SB)O

17.1.4 EIRREHREHR (MR)
[EI A 55 AR RRBR 2> © AT L 7o/ N & R TAE B % 6 A FE Bk he R G- B & 5
Mil7zo 7HF vt Y4~24mg® & EERI L CLH2ENI 5 THER RS Ak
52 BRI S Lok o, RHREBON—2F 4 ¥ h 6845528 F TOPANSS
E.,_,‘I'ZZIT MEEIZRD EBY) TH 72539,

REE | P PANSSAFA =7 NEATA B0
MR
P 106 68.7+16.01 -

128 95 62.0*15.26 5.6+11.34
28814 81 60.3*16.12 6.7+1351
5218 1% 63 56.1£15.29 9.7+16.18

HCHEFATE ,

(LOCF) @ 105 629+18.82 6.0+1577

T = R

a) LOCF : Last observation carried forward

- wAG (30B1) DBHEORMRBRDON—2F 1 > OPANSSEFIA a7 (P
fiti = F"%ﬂﬁ > 1£67.3 1406, N—A T A ¥ H 5 EAGEHIE (LOCF) ¥ TOPANSSE
FIA O 72 LR (P £ ik {FE) 13931153 Th -7z, 15mLLE (7661) OB
DOEMRBON—A T 1 OPANSSEFIA T 7136921678, N—RA T 1 ¥ bRk
FEAMiEE (LOCF) % TOPANSSARHA I 72 Liki347£17.07Tdh - 729 30,
BIPEHSEBIE1465.19% (69/10661) . EAENEHIET 7Y 27 (179%). ki (16.0%).
VALM=T (113%). B7u 77 F CAuE (94%) . REHEI (94%). Mk 7a 5 2 F
CHIN (94%) . IR (94%). R (5.7%) % CTdorze F7z. 15MAIM L /NEBE S
BICRIVEH S B ERILRRD SNk ro 725 9,

) ARFONROARRERF X1 H4mg & Y FG L8~16mgTh %o

18. FhFEIE
18.1 fER#EF

In vitro ZEMAEERRIZBVT, 705 1) VI FSI v DeER R T T 7 3 —
(D2. D3) BRUtT N = Y5HTaa% 4 HIC0 L CHBAMZ /R L, seakidEs LCEm
L7zo EERHBYWTHANBLLTVARS B33 VDB 777 3 — (D2 D3)
JOtu b = Y5 HTaaSBEIA L CHRIME R L22AS, F/8 3 v Dot B0 HA
HiE7ug v v Y ol1/10CTH o 70 N F IV kidtu b =25 HTwcZ 5k K U5-
HTeZZMAICA LT BMENBo SN, $72, 7052 2) YiE7 FLF) v a
A% I YHL AANY) Y MIBROMSEOZERICK LCEMERATH D /83 VDo
k777 31— (D2 D3) RO tE b= U5 HTaZERNOBREZ ATV E
FMEERL, NETF VAL T FLFY Ya, CAY I VHL AAD ) Y MISOZE
IS 2 BRI A - 7230 39
18.2 FEIE(EA

BYERI BT, KOFEHEHDS RO SN TS,

Vi o i ED& %\ I3EDso (mg/kg) .

(BYIFE. $5-51%) P ARy F— b "
A I S BT B R
WEES (5 b, #%|  EDs: 055 EDxo : 062
) 3 BURSHRR RN R & AHRE
KE#HS (77 b, & W7z L M7 L
D) 36)
MAAE N 28 X V55 e )83 RSt
- AP EARREEAN )

4

o 5 EIAZORE D033 ED:1. 3 | < ShbrkiiE o
oy o v EFVAOIEH
A5 T 25 HR
AR s AR TGN S}
MR Epi — < B KA O E
EOUBIEH (77 b R i
HRA) 0
Ay T U o g T 2
VBB % 0B P | EDso: 0446 EDso : 0287 ?ﬁﬁ’mwﬁéﬁm”
(v b, ) w o
ED YRS 2 o e s e 1t 2 e
SEWUHN (vv A, ED:03. 1 - E,;*l%mm)’zﬂ:{'rmm
W) %) Bl
TAHREVERFEET L ——
Jou B EGE | ED 1 03~3 ED:1, 3 [EAREEES
i (F v by R % e
hy LTy — RN . Cea SV R R
(5 b ) ® EDw 164 EDw 583 iemoiitn
SKF38393 7 %5 1 ar o
D 10mg/kg/day . T2 PR A itk R R
= 7
FEPMMIER (7] oteme L EDS3 et

ED : £ &, EDso : 50%(FH H &

19. B2 ICEAY 5 EEZHE

— % FR 0 7 a9 v 41) v (Blonanserin)

12444 2-(4-Ethyl-1-piperazinyl)-4-(4-fluorophenyl)-5,6,7,8.9,10-hexahydrocyclooctal b |
pyridine

53§31 CasHsoFN3

grfat : 367.50

IR BRoREORRTH L,
FEER (100) ISHETRe3 <, A8/ =L UETF 7 —)b (995) IZRRHEITIC
L KICIEEAERE TR,

fbptiga

fil AT 123~126T



%% 21,

AR

PRS2 7 BRI & SFE 0 b NS E-T S 2 L.

22.

25

(FAF>+Y fe2mg [AET])
100%% [10%£x10 ; PTP]
(FAaF>+tY feamg [BET])
100%% [108£ %10 ; PTP]
20088 (7T AF v 7RIV NT]
(Forr+Y desmg [AEI])
100§ [10§%x10 ; PTP]
2008% (79 AF v 7 KMV NT]
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3) %
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5)

—
«

14)
15)
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18)
19)

20)
21)

22)

23) it

27

28)
29)

30)
31)

32

36)
37)

38)

39

40)
41)

24,

FEXW

%mﬁi)muuxk%ﬁ (RIS (791 8/ 20084E1 H 25 H KR
2722

AREOREORE (351 5/8 : 2008451 25 H KR FFuE'ﬁt L
Br (RS (09 /il 2008471 25 H KRR,

%’Eﬁ%‘it L 7= Rk e G-atBk (119 > $E/8% - 20214E3H
BRI 2762)
NG %pﬁ CRETOEWERE (0 fe/ 202143 23H KR, HiEE

HW)?:FHZZ)

ANV A A R R S e Lt RSB IENT (09 > §E/8L 1 2021423
H23E|7¥<- 52723)

MAA AR b 27201976 (6) : 861872

WL (7 > G/ 20084FE1 H 25 HAKGE, G woRH%%E2.6.4.3)

b MIEZ AP EOREL (v Mg, & MIIET VT I 2B K0 o LERIAENE &

B2 7 0E)) (00t v #8/80 0 200841 A 25 H KRS, A RMES2722)

b Mz AR EORR2 (Tud vy Y BLY WE R eE) (g

b BE/BL 2008451 H25 H KRR, HH RSB RHISE2.7.2.2)

v MG 7z ARG ORES (S & OB OBRED) (291 e/

Hi: 200841 H 25H 7¥<—ﬂ WG ORI 2.7.2.2)

AP OB (in vivo 3BR) (95t /8 20084E1H25H KR, HIFEE

FHBESE2.6.2.2)

FCAHRERS (15 > /i - 2008451 H 25 H K2, ﬂﬂuuié% | 522.7.2.2)

BRI (2 §E/k 20084E1H25H i 5526.4.5)

b MUHCYPORIE (04t 58/H 0 20084E1 H25 H AKFE, HiGE ERMIES27.2.2)

MCHEFMA 2 7o~ AN T 2 ABR (191 v 88/l 20084E1 H 25 H KGR, HIGE

VERHESE2.7.2.2)

KA i : FEPRASHRZEEE 2008 5 11 © 891-899

I AUYA Dyl QY EAERRER (094 > §i/8L : 2008451 H 25 H K2,

HRSE R SE2.7.2.2)

KA At : BRARASHIZERE 2008 : 11 : 901909

TU—=T 7)W=y a— AL OMEIERHRER (1754 > /it : 2008415 25H K

P, R REE27.22)

ghaFy =) OEYHEERRE (01 v fe/80 2008125 H KR,

E%”‘*ﬁl-m@ﬁznz 276.13)
- - SEMAER ($i2mg)

iﬂ 2008 : 11 : 297-314

AE S
41 H25H K M R 2.7.6.15)
BN AR IIE RS 2 G & L7 RS- HER (1) (291 > $8/8L : 20084E1H
25H KR, W EIE22.7.6.20)
FHGEEEE © BRPCREAISERE, 2007 : 10 @ 2241-2257
A RIS 2 G & L7 RIS (2) (09 v /8l 20084511
25 H 7K ERMRE2762]. HAREE)
ARTFHEZ @ EARIZERL 2008 5 11 ¢ 135-153

DYN RPN HERNG L LRIHRGHER (3) (29 & > §e/8k 0 20084E1 1
25 HAKRE, WGETEAMRE27.6.22, HAEMSEH)

AR
AR,

FEMRE L7277 LR EHER (0t > 5/ 20214831

G733, 2.7.36)

BEEMG L L7277 2R AR (0 & > 5/ 20214831
EHE2.7.45)

FERH 2 MR E L RMIRkGE SR (0 & v $E/il: 2021423 H

AHEORHE2.7.33, 2.7.36)

] %ﬁ ERFG L Lz Rkt sk (0 v 5/ 20214830

ZS ﬂL !E-J"*HW;JE 2007 ; 10 - 12631272

F/¥3 2Dz, Def Ut b = ¥ S-HTaa B § 2 (EBE I R O (1
F T =7 201946 H 18 HAKRE, HIRTLERH 2)

LAH ) Y MeZE RN I (OF > 7—7 : 2019661181 &, i
ERREE262.2)

NBELF VARDFEEYER (in vitro 3ABR) (115 > §/HL - 2008471 25 H K FE.

BRI 226.22)

Noda Y. et al : J. Pharmacol. Exp. Ther. 1993 ; 265 : 745-751

Ay T2y IV EREERE S S A EIEIE (0 v g/ 20084:1H 25
HKZ., HIR R %2.6.2.2)

XEFERERVEVEDES

AETHASE BEEYR— b5 —
T930-8583 H LA M1 T H6#E21
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