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BL., RAICHEETDSZE, AFnSTOF & 2RI
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BHL, KRS OLEGEME EBITHYBUEBEZITD &, AE
FIERFIZIE, AMEROBINLMHECKD ERANA SN D Z EnE<,
T, SATOEVREEDBEREDOK TNASND I ENH S,
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BUHBEEEANEBITL, BETDIEMDH D, (9.1 687]
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15.2.2 o tH (R X, v ) ICI04ERREO®HRS LN
PERBICBWT, WX (Img/kg/HLA L) THMRMERE, F#RE
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5Nz, INHOFRE. TaI 7 F U ICBEEL -2k LT,
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16.1 MAEE
16.1.1 BERE (ZERHEE)
(HEBERR S, 22l B [al#% 145 5)

5 Thnax Cnax ti/e AUCast
(mg) (h)? (ng/mL) ™ (h)» (ng - h/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) 0.760. 44 16.2+4.9 6.34+6. 34

&) U GR/MERROAAE) . b) P = R 2

16.1.2 BEKRE (RERERS)

B HERE L4 512 BV 2 Ca X CAUC-1203, 22N 5 & iz U
T, ZNZh2 685K U2. 695 L7 L7z, Fhe. ABREGHFOTmax
B OSFR3ideR] (MRT) 13, ZEMEM G ICHN THRICER L 2
A HREHEER (ko) IZEEFREDSNENSZY [14. 1 15H]
(REFERE 1201, 2mgt® frfs HEEIRE 12 5)

12 5 Tax Crnax AUCo-12 MRT kel
(h) (ng/mL) (ng + h/mL) (h) (1/h)
72 5 1.8+0.2 0.06+0.01 0.360. 05 7.19£0. 36 0.16+0.01
fexid 3.8£0.5 0.14%0.02 0.83%0.11 9.63*£1.17 0.15%0.01
SEYEE £ R
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v N
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AEE - SRR . CLE. B MER
%wﬁi%ﬂﬁ@ wE ﬁ‘@ﬁﬁi FTENE
&R Ve ARBDE, %b\ﬁ&ml Jibd 38 5
ﬁi-ﬁﬁ‘m‘ﬁ B K BB &&D\
= Bk, L OTUR. 2
Mg, %97 %ﬁ\@@
F i ERSE AN, G AR,
HImER A, U > NERE
A IRIMERIE I, B,
13 FRMERPE A, NEZDOE
A AT R Yy R
PR, A /NARBE I, afn /N
%ﬁ@‘iﬂuyﬂﬁm
BRI, OB, |FiF. FE. (REHM. [FE. K&
Jit & RER A, Ko, %k, (%, B &
WA, Siw. S, | BER G . M
2k, PR RAE. We RUE | REE N, B
fifiZe, (&K, CK LR, | & 8 & 3.
FNUZURY RER, o | & W K.
ol A5Fo—)L ER. | uikE
Zof M- > 20 > kR, i
U RE . b B
5. BUN L&, BUNE
AL RE PR,
AU AER, A
U LA, g sy
T L PR E B
Rovy Bk R
BEBG M. PR IE MBS 14

Tmax Chnax t1/2 AUCo-12
(h)@ (ng/mL)» (hy» (ng + h/mL)»
2(2-2) 0.57+0.19 67.9+£27.6 3.22+1.10
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16. 1. 4 EYFMRSHEHER

FarryEsmg k=71

JoF>tY r#8mg [h—7) o)t 8E8mgE, 7V ORX A4 —
N—&K&D%ﬁ%%uﬁ(7D%>tuytbf%g)@%WA%

_@ﬁﬁﬁﬁuﬁﬁbTM§*k MeREEEZEIEL, ok
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(pg/mL)
700+
—o—: 70+t E8mg [h—17)
—— : OFt 8 8mg

S ME + R 2. 3061

600 A

500 A

400 |

MR RREE

3001 |
200 |

100+

01234 6 8 12 94 48
P E#% DI (h)

HEINT A—F BENTA—F
AUCo-18 Cinax Tnax tize
(pg * h/mL) (pg/mL) (h) (h)
Jot+ ) Vsmg [h=17) 318942096 437.8+262. 2 1.5+0.6 15.4+3.0
Ot > $E8mg 3555 +2544 480.0+318. 6 1.6+0.8 14.4+3.8

T £ RERER S, 3041
M HEF YRS N AUC, Cna DS T A— & 1d, HBRE OB, (KIROWREK -
SRS DEUR G I & > TR 2 TR B B,
16. 2 WRUR
16.2. 1 WRUNER
84% (5w h)¥
16.3 9
16.3.1 MEZEAKEE
99. 7%LA L (in vitro. t hiiE. 10ng/mL~2ug/mL. i it
%) 6),7),8)
16. 4 {3
16. 4.1 EAHEY
N-iZF )UK (in vivo SEFEFEM: : RZEALAAD1/4. 4~1/25)
7. 8 DB KA R NS D)V 7 O Ak
N TIE. EE LU TREBILEKRON-TR T FILERED 5N (5
ke A X, BV, 910,10
16. 4. 2 {CBHEIE
Jor oty id. EXSYVUVEBON-HITFIERUEN-FF R
fb. > r70F27% DBROBE. ZHICHEBERIED D NWTEXS
DURORRR ERMICRE TN D9
16. 4.3 (tHiEzE
JoF >ty id, FELUTCYP3AA TR D EE 2505 (Un
vitro ) .12 [10. Z]
16.5 HEf
16.5. 1 HE#ER
JRY S OFE(F 1Y
16.5.2 HEHER
R AGHICUC-T O F >t ) dmg % g 20 S B 5 L 7=
xR ROEMPITIE. FNENEGHEEER DKI59% M U
3043 X Nz RAFICRABBEKIZRD 5T ERB#HE L TH
MO0 BRERNEIELZ. £/, EEPIIREMA
ﬁi/}‘i; lggﬁ@qﬂﬁﬁz%ﬁaimwﬂﬁ) Boohz GEANT—
) D
16. 7 EWHEEIER
16.7.1 TURORA > U HAROEYEEE
(REHERE N12611C T 03 2 1) > 2mg® 28] et 5)19-19 [10. 223416

16.7.3 & AV — IVt ABOEYSHEE
(AR 1261 T 03 21 1) > 2. 5mgl® 2l &% 5 GHEAF—4))19 [10. 1258)

Tnax Crnax ti/2 AUCrast
(b (ng/mL)» (h)» (ng * h/mL)»
HUM% I 3(1-5) 0.32£0.13 20.9£9.0 2.60£1.39
BEF % 5150 4.3(2-5) 4.22+2.05 18.2£5.5 45.17+22. 82

a) HOE (ByIME-FRME) . b) M + R 2

o JOF >ty AEETHEIK DEESHE TS b O/ —)L400mg/ H K ER 15

16.8 ZDfth

Farrtyrigme [b=71 7OF> &Y Ufedmg Th—71D
JoF >ty éE2mg Th—vU) k7o F >t SéEdmg [h—
J14%, JaF by 2 iE8mg [h—7 ) E2EREHEEKEL L E,
BT E S S S ., AR & B I e, 1920

1) AFIOER S N2 % - . RAIZLH8~24mg % 2[5124301F T, /NEIZ1IH
4mgd D BAIA L 8~16mg % 2=/ CRBR O 5TH 5,

17. ERARALEE

17.1 BEHHERVRLH(CET 588

17.1.1 ERNEIEEER RA)
MRS IERE (5L 2RI AR R 20 U
7= ZEHE RGN R A E LFERE A6REL ) #XRITN
ORY R—)L &3t e Uz HeiGde£EL -, 70>
T2 (8~24mg) XIFxtHEEE () ZAXRY R 2~6mgXid/NORY
R—)l4~12mg) 31H2ENT /T THIRE KOS &I STHEER %5
U7zo Bef&FRMRE C OGN - BRMEERFEM R E  (Positive and Negative
Syndrome Scale; PANSS) D&&F 227 L&, ER K OEE1IH#
S58IIRDEBODTHo /=, 7B, UANRY R &G R TIZ
PANSS&HRIZ a7 b GFEZE—7). NOXY R—)L & O gtk
TIRWEER (4=10%) Z2EMEFEFHEEA L TTOF ) > &
KA & OIS & MG L 72,

Thax Cmax ti/2 AUCiast

(h)® (ng/mL)» (h)» (ng * h/mL)»
B 5 2(1-3) 0.26+0.11 14.9£8.5 1.94+1.03
BEFA 550 3(2-3) 0.63+0.24 27.0£11.0 4.93+1.65

a) PRE G/ME-RKE). b) SR + i m e
0 TOF U HEETHME VIEAHETIY 2071321, 200mg/H (534 %
REREOHEE L, T0F k) SRERIEIY 2071 2 2 300mg fi
16.7.2 L= )= 21— AERABOEYEIEE
(R AL 7 0 > 1) > 2mgld & 9158 5) 1.0 [10. 250

Thnax Cmax ti/2 AUChast
(b (ng/mL)» (h)» (ng * h/mL)»
B BB 2(1-3) 0.22+0.13 12.3+11.7 1.73+0. 96
Bf 3% B0 2.5(1-6) 0.39+0. 25 15.7+8.7 3.17+1.71

a) HURME (R/ME-IRKRAE) . b) PH5fE HAEER
o JOF >tV ARSI R GRHC T L —T 7 ) —Y ¥ 12— Z2200mL7% 8 H

YARY R ED NOXRY R—)L&D
54 @j;{(gﬁzl) L ER22). 23)
Jor )y | UZRRY R2 | JoF oty s | NaXY R=)L
PAN§7§\?E§E+§Z7 -11.1+17.3 | -11.5+17.4 | -10.0+18.4 | -7.8+18.2
(”;ﬁ@@ (156) (144) (114) (111)
FHIMD2D
95% 5 HE X FH] -4.40~3. 48 -2.61~7.00
ey 51. 0% 56. 6% 61. 2% 51. 3%
}Tg /’%ﬁ%ﬁ}f&f@ (79/155) (81/143) (74/121) (60/117)
A D %D
95% (3 X [ -5.7~16.9 -2.7~22.4
THLA 5 R 16.3mg | 4.0mg 15.8mg | 8.lmg
a) fE + (R A

YARY R EQHEGRBT, 70F 2t VR GHOBIEREHRR
1394. 9% (148/156%1) . FARFWEMIKImMF 70 Z 27 F 8 (45. 5%).
FEEEIE (35.9%). RERAE (35.3%). #R#k (30.8%). 7Y HhHIP7F
(28.8%) % THol=. NaRY R—)LEDLEGAKRT, Jor >ty
SRR OBWERFEIRRIT82. 2% (106/12941) . E 72 BIFEFII IR
Q7.9%)., THITT (25.6%) HTH-o7z.202.2
17.1.2 EBRELRREEE BA)

RN EFERE Q6EI L) BRI, BIE DHERABRD 5
Mk U= B 5B (D, BIHERRBRE U TEIMR SR Q)

KOENPE G5 (3) DO3BrEFML 7z, FiBRICHBIT HUERD
Hets, Bty DB R K NE I HE G RITRD EBV ThH o =,

RS pesiuEpecy Rl s
ABR (DY B (2)9 B (3)9
058 3.9%(2/51) 24. 6%(15/61) | 24.6%(79/321)

« qu;g o | sl 75.9%(22/29) | 75.0%(36/48) |51.9%(137/264)
Hﬁa{;@gﬁ/ | so~56HtE | 70.6%(12/17) | 86.8%(33/38) | 55.5%(86/155)
HRGTITEE | 60.4%(29/48) | 68.3%(41/60) | 48.1%(153/318)

SEHERKIH RS & 14. 4mg 12. 8mg 13. 0mg
a) RAEETUR RO ER AR R L 0EE (ERSHH QO 16
@ 4l (9 3 ERECEHD)
b) 1H2EMROH G, $E 500 © Sl AR RS 2 506 7 A LA L1452 A Kl
O 1H2IEHFOHEG, #5000 © 26~56:MH
EMR5HEB ) OBIWERFEEEKII65. 4% 34/5261) . EEEMT
THITT (28.8%) . RHE (25.0%) . Rk (15.4%) . FHatE
(13.5%). fHAR (13.5%). MiEtEEE (11.5%) . f#Efs (11.5%. O
(11.5%) HTh-olz, BFGHAKR 2 ORIEMRBEEARII2 1% 44
/616) . FERBERIZT B P7 (32.8%)., If 705 s F 8
(29.5%) . R4k (21.3%). RHRE (18.0%). fHIR (14.8%) . 18
(14. 8%) . E@FEE (13.1%) % THholz. EMRGHBR 3) DEIE
FHFEBIRIZ68. 5% (220/32141) . FAFWERIZIM S 705 7 F N
(19.9%). AHRE (17.1%). 7HI Y7 (16.8%). IE# (15.9%. fH/L
(12.8%). IR (11.5%) ZTHo/. D




18. EERNEIE
18.1 e

In vitro Z 75K BRIC
BERYT 773 — (Do
THMEZERL, TREFIEELUTERALZ,
T F VRS KINI 2 D%

BT T T 73— (Do

b= 2 5-HToaZ BRI U CHIA M 2R U 7248,
ANOHEHMEE T oY > oR1/10TH o -,

Nz, i,

BERYT 773 — (Do

RS2 > Do
N-fii T F )Lkt
O~ = 2 5-HTocZ AR R US-HTeZ BARIZR U T HEFMENED 5
JaF oty BT RLFU Zan
ZAHY MK UM DOZ MR U TEEATH S RN Do
D3) KOt O b= 5-HToaZBAENDH

b X% 3 Hi.

BWT, JoF >t I RN 2D
D3) KUtO b= 5-HTaZHRICHR L
FERBY THDN-
D3 KkUtnO
AR

FEICHENTERWEMEZ KL, N-ZFIUED Y RLFU > ar.

A

A% I Hi, AAAY M OZHERITHT 2 EFHEZEN >
7“:0 29) ~32)
18.2 FEB{EH
FMEBRICBNWT, ROFEIEANRO SN TVS,
RO ED& % WIZEDsy (mg/kg) i
@i 2585 | Snyoey> | Ansu k- i
iglﬁliﬁ*ﬁm?ﬂlfﬁﬂ
HEERE (Fv EDs : 0. 55 EDso : 0. 62 PURS #0195 20 9% & AH
e B
KRG (5 k. itz L itz L
1) 2
fﬂﬁﬁ*lﬂ l\;izi?i];ﬂ F/\”;?{i%ﬁﬁ};%
512k D i L0 2 . O < W E R D
Lo mmom| EP033 EDL 3 e Lo
(T b, )3 i}
AT H I s e [z
35 T3 DOPS e 4
556 K WL O T ED:1 — D S RAMIE D
ﬂmv\]):ﬁ) ﬂ:J
AB Ty I o
PRETBZAN D 0.446 EDg:0.287 | oL ARSI E
D)34) -
;%ﬂégjjgz%{’/ﬁ% ED: 0.3, 1 — 2 fhE R 2
(XTI A, DD OFeER
;ﬁ%»ti%%
AV K] L 2 . AR B AR
i (S ED:0.3~3 ED:1. 3 oy ites
b )
HoL TS —E . _
7 P . . S B R AL R R
{[/IIE)J?Q) (5w k. #| EDs:16.4 EDso:5.63 | it Vi
SKF38393 3%
HOEEBMBRIE | 10me/ke/day Epia | 1BrEmsEsE R
}ﬂ>2§)5 A NN 5 TIERMRL ’ BIEH DR
D 9

ED : [E i, EDso : 505/l it
19. AT ICEY HELFIME

g N7 CHs
A
| AN
=
F
—#4 : 7O >+t > (Blonanserin)
{b%:4 : 2- (4-Ethyl-1-piperazinyl) -4- (4-fluorophenyl) -
5, 6,7, 8,9, 10-hexahydrocycloocta [ b ] pyridine
53 F 3 ¢ CasH30FN3
43 FH 1 367. 50
R AROEEEOMEKETH S, B (100) IZETRTL. R
&)=V XITH J =)V (99.5) IZ00EITIZ< <. KIZ
FEAEETIRN,
B 123~126C

22.

AR

(ZaF>r+Y rég2mg Th—71)
1008 [10%E <10 : PTP]
(ZaF>+Y rigdmg Th—71)
1008 [108£X10 : PTP]

5008 [10%EX50 : PTP]

1008¢ [/NF]

(ZO+>+Y véE8mg Tb—71)
1008 [104X10 : PTP]

5008 [108% x50 : PTP]

1008 [/NF]

23.
D

2)
3)

4)
5)

6)

7

8)
9
10)
1
12)
13)

14)
15)

16)
17)

18)
19)
20)
21)

22)
23)

24)

25)
26)

27)
28)

29)
30)
31)
32)

33)
34)

FEH

sy gaestER GEEES) (Ot 288 - #1 : 20084E1 H 25 H &3,

EERHETE2.7.2.2)

ﬁ%@ WEBOKG (Ot 8 - #: 2008451 H 25 H&GE.

HE$E2.7.2.2)

%%;ﬁb AlBR (% S) (O & 8 - B : 20084E1H 26 H /KGR, H
éﬂifﬂ%gz 7.2.2)

?tl’\]iéf*ﬂr RPN E SR (B28mg)

WA (ot 82 - B : 2008451 H 25 H KGR,

2.6.4.3)

b b2 ABFEEOBEL(E MIfE, b hET7IL T I CBLY

o 1-FEERAZ WD (Ot 82 - 8 200841 H 25 H &

W, HEEEEMYEE2.7.2.2)

b b AR EOBRER2 (T o> Y OB X URHEME W

&) )(Dﬂ”"z TBE - B 200841 H25 A KR, HIEE BB B

2.7.2.2

t Mg 7z B OGS (SR TEEY) & O EEH OMED
(OFt 8¢ - # - 20084E1 H 25 HARGE, HIFEERMEEE2. 7. 2. 2)

t ol RBXUEPORBMYRE (OF &8 - # : 20084

1A25HAGR, HFEERMEE2.7.2.2)

N-i T F )UK D IKIER (in vivo i%BR) (Ot > - # : 20084E1

H25HRR, HEEEHEE?2. 6.2.2)

B (O > - 8L : 20084E1 A 25 H&GE.

2.6.4.5)

b MEEHCYPORIE (Ot 8 - # : 20084F1 25 H K. HFEE

BHETE2. 7. 2. 2)

AR

H G ORI 2L

HEE AR

UCHER AR Z AW~ 2N T > il (OF& 8¢ - B 0 2008451 5
B5HAF. HEHERMYEE2.7. 2. 2)

AARFIHIZ A © BEPRRS FRSEEE, 2008 ; 11 : 891-899

TYRORA 2> EOEYMEIEMRE (Ot 8 - # : 20084

1H25HA&FE, HEEERMYEE2. 7. 2. 2)

AARFIIEA - ERPRRS tPkEE, 2008 5 11 : 901-909
TL—=TI7)N—=yYa—ALOMAEMERRR (OFt 8 - 8
20084E1 H25 A&, HHFSERMESE2. 7. 2. 2)

Fhary—) EOREYMEERRS (Ot 8t - 81 200841
H25HARGE. FREERHE2.7.2.2, 2.7.6.13)

thNER - AYEER RSB GE2me)

HNER - AYEENESERBR Gdmg)

ST H - ERPRRS IR, 2008 ;11 : 297-314

AT SEFR © BEPRAS FHEEEL 2007 ;5 10 © 2059-2079

RS RFERE Z R ELENORY R—)LiEiEg (O0Ft
BE - B 20084FE1 A 25 HARRE. HIGHEEMYEEL 2.7.6. 15)
RAMAREFEREZNEELEENRSHBRQ (O 8-
B : 20084E1A25 H KGR, HIGEERHEEE 2.7.6.20)

FAIEYEER © BRPRRSAISKEE. 2007 ; 10 : 2241-2257
RAMAEFIEREZNEELEELNRSHROQ (DX 8-
200841 H25 HRGE. HAIGEERMEL 2.7.6.21, ARG
KRR © BRPRRSAIEEEL. 2008 ; 11 : 135-153

BANREETPERE Z2RRE L ZENRGHABROG) (D> 8-
L 2008FE1 H25 HRGE. HFEERHMEL 2.7.6.22, BAHEH
SERERIEA ¢ BRSPS, 2007 5 10 © 1263-1272

K)X2 > Do D3Ot 0 b= > 5-HDASZ BRI R D VEBER L O
%W’ﬂ;ﬁ (OFt>F—F, 20194E6 H18H KR, HI5 & BHIEEL
2.6.2.2

LATY O MeZEIRANOFEGEMME: (0t 5—F. 20194564
18HAGE. HIFEERHYE2. 6.2.2)

N-fi T F )R DFREEER (in vitro i) (O3t > 8¢ - B - 20084E1
H25HRGR, HREERHEE2. 6.2. 2)

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

ALY T T I FAFEERL T B MEEH (o)t -
H: 20084E1 H25 H KGR, HIFEEEHEEE2. 6. 2. 2)



24. XWBERERVENEDESE
MR HEDIE > 5 —
T570-0081 KB <F LI H M2 T H5%155
Ix80120-108-932 FAX 06-7177-7379

26. BERTEEF

26.1 SLEERSETT

RIMEmFNE

ABRFPIEMHBE2ENS

TX-10i



