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N ClE, F & L CREIE R O N-iL = F VA28
72 (59 by A X, ) B,

16.4.2 REHER
TJaF ) Uik, ERT Y VRO N-RZF VLR S N-F
F N, vyt sy YBROBL. 2 AU AL D
HWVIFERT DV VBROBMBRLR EILHEICRH S LW,

16.4.3 REEER
Tua)r ) L, FELTCYP3AL TREIFENE EE 2
5N50 (in vitro). [10. M)

16.5 et

16.5.1 BEHHEEL
PRA R VAT D)

16.5.2 HEtits
fEEERR N 6 BIICMC-7 0 F > &) v dmg A 2 R
G L7z e & R R OFMERICIE, ENE 5 igThE
DR 59% K O 30% A% S 7z RIS RZALARIZER
O, BMREW L L TEREEO 7V 7 a L BIEIRDAT
TEL7ze F 7z, BARIIIREMMES D GEME G =

D 5%ATG) GRS N (EANT— )
16.7 EWHEEIER
16.7.1 TUXOYA > U HARFOEYERE

(B A 128112704 > &) ¥ 2mg” % §l ki) 1919
[10.2 2]

b

Tmax Cmax T2 ﬁ;cﬁi y

(hr) @ (ng/mL) P (hr) ® mL) b
B 5o 2 (1-3) 0.26+0.11 | 14.9+8.5 | 1.94=1.03
BEHP G0 | 3 (2-3) 0.63+0.24 | 27.0+11.0 | 4.93+1.65

a) IME (R/ME-TKME) . b) Il = R

c) 7uFre) yESGTHE LV HEGRHHEFTCD) A~ S T
1200mg/H (53 4) ZEROHES L. 7 v &) y 5T
2u~<A 3 300mg % HFH

16.7.2 JL—7"7)b—Y T 1 — At BB DZEYENRE

(A 12 Bl 70+ >t v 2mg” # A RIES) 202D
[10.2 1]
Tmax Cmax Tz <ﬁgUCE;t y
(hr) @ (ng/mL) P (hr) » mL) b
B GEE | 2 (1-3) | 0.22+0.13 | 12.3%11.7 | 1.73%0.96
B $ 55 5 (1-6) |0.39%0.25 | 15.7%8.7 | 3.17+1.71

a) IE (R/ME-fRKME) . b) P9l = kR
c) 7uF ) PG 60 SR LRSI L =TTV =Y Va2 —

A 200mL % FEHL

16.7.3 7 F3AFJ -V HRABOEYENRE

(R 1287 aF 2 v 2 5mg” # WIABRES (YLE
AT —=2%)) 2[10.1 2]
Tma%( Cmax Tz g;cﬁit y
(hr) @ (ng/mL) Y (hr) » mL) ®
Hiz G-Ik 3 (1-5) 0.32%£0.13 | 20.9+9.0 | 2.60+1.39
BE 5 3 (2-5) | 4.22+2.05 | 18.2+5.5 |45.17+22.82
a) POl (RAME-RKMHE) . b) PIIE = (R

c) 7uFrri) yEGTHmMELVESGUYHETTr bar -
400mg/ H SR 5-

) AFIOAKZB I N - R, A1 H 8~24mg % 2 [\
3Ty RMEIE T H 4mg £V B L 8~16mg & 2 M2 )T
EBRREOSTH 5,

16.8 Z Dtk

ASEAVED)| ‘/ﬁngF?X}H&U‘TD%/—EU > 5 8mg

[ 7 ANV IZDOWT, [EHEmAERL 5 EOEIZEA O EWEE

FISFERERAT A BT A~ (%ﬂz 24420 29H  AFRESR

02295510 5) | 122D &, 7uF &) ViEdmg [ 7 A )V ]

PRSI L L2 &,

AR S & S A, A
BIICTRSE & A e S 722,

17. BEERRIE
17.1 B3R RESMICEEY 38k
17.1.1 ERSEMAEHER (KA)

A RTRERE (15 L) 2-%KI2) 2~ P&
FPERSE & L7 T E E MR O A S AR (16

MR # R a ) R—)Laxtiide s - EEMI
Bl E EhiL72o 7uS ) v (8~24mg) Jixf S
() AXRY R 2~6mg Lid/Hux1) F—)b4~12mg) 1
H 2 [ CHI AR N OV I 8 BRI 5 L 72,
B ACEFAIEE T OB e - B REE R B (Positive and
Negative Syndrome Scale; PANSS) O &5F A a2 7 Z1b&E.
LR O 1 HGEIZROEBY THoTze BV Y
A1) K v eI TlE PANSS 4512 2 72 b= (BF
BE-T), NORY F— ko REHBTIIRHEE (4
=10%) ZA#MEFEFHMIEE & LC7udrv) v ExthiE
3L DOIEH A BGE L 720

AR R ED NaRY =)L & D
e BR2Y TR ER2) 26)
Jua4 v e Jar v NI A1)
ryy |UATUES L P
PANSS &5F | -11.1+17.3 | -11.5*17.4 | -10.0+18.4 |-7.8+18.2
237 (156) (144) (114) (111)
AbEY
(GRIifEE9)
S D D -4.40~3.48 -2.61~7.00
95%{= HEIX ]

CE R 51.0% 56.6% 61.2% 51.3%
(W& | (79/155) (81/143) (74/121) (60/117)
Y Eop/

FH B %5)
A OED -5.7~16.9 -2.7~22.4
95% 15 X i
qziéj lgEI 16.3mg 4.0mg 15.8mg 8.1mg
Erac

a) "Il = B

AR K eoltiigc, 7u) vt ) VG EORIE
FHZEBIER1394.9% (148/156 #1) . F 2 IEM Iy 7 a 5
7 F 2 HN (45.5%) . EEREIE (35.9%) . ANHRIE (35.3%) .
IREE (30.8%). 7H V7 (28.8%) HEThH o7z, HNTINR)
F—;uk@ktﬁ;:k%f TuFre) RS HORIEREH

1 82.2% (106/129 B1) . FAEIERILIRE, (27.9%). 7
77:/:/“7 (25.6%) SETHo1,
17.1.2 EREHRSHER (BRA)

WA RTE RS (16 L) *m‘%u; 5 T ARG

PRARER A & ik L 72 B 538k (1) 20, 45 M R B

& LTRSS 5
D 3 RERE IEhE L 720 A RERIC

) 28”9)&011%%?15?1&*? (3) 303D
VT B SR OHERS | A ET

iRy DTLEZE K O 1 El%fx%g IROEBY THo T2
FeliPe5-albi | B 558k | B G-
1 » (2) 9 (3) @
0389 3.9% 24.6% 24.6%
= (2/51) (15/61) (79/321)
g oy 75.9% 75.0% 51.9%
(s 28 0t (22/29) (36/48) (137/264)
LLEot# | 52~56 70.6% 86.8% 55.5%
RHEGIED | s (12/17) (33/38) (86/155)
ik 60.4% 63.3% 48.1%
STk (29/48) (41/60) (153/318)
PR 1 Hikh&= 14.4mg 12.8mg 13.0mg
a) HIHEPURB AR IE OTER
b) 1 H 2 BIREIHS-. #5-W10 © 0058 TAH BRI 2 50 6 7

AL 142 % B3
c) 1 H 2mHEO#EG. 558 1 26~56 J[H

RSB (1)
HREWERT YT (28.8%).
(15.4%) . Wit % (13.5%).
R (11.5%)

(11.5%)

ERZETH o7

(32.8%) .

fEHR (13.5%) . #
17 (11.5%) & CTh-o72. £l
5B (2) ORIEHFEBIEIL 72.1% (44/61 B1) .

M 7oz

DOEWEHFEBIZ1L 65.4% (34/52 1), +
AIRIE (25.0%)

PR
IR

E2H
VA Vi



(29.5%) . Rk (21.3%). RNHRGE (18.0%) . fEHR (14.8%) .
138 (14.8%) . EBEE (13.1%) 5Th o 72, BT
B (3) OEWEMZEBEIE 68.5% (2207321 #1). T2 BIVEH
it 7w 5 2 5 o8 (19.9%) . RIRGE (17.1%). 77
U7 (16.8%). ik (15.9%). fHE# (12.8%). fHIR
(11.5%) %TH -7z,

17.1.3 ERFEMAEHER (I2)
NBRELTHER S (12~18 %) ZXRICT I LR
EEREEHABREER L2, 705 > &) » 8mg. 16mg X
27T R% 1 H 2 BN TEHERNLDTSY %26 MM
wOxG L&, R=25 4 vy o&K5 6 B
PANSS BRI A2 7B LRIZKD L BN TH - 7293,

PANSS &t A a7 77 R L O

56 L

N— A BlF L=
G | B F4 FTAUIHD TER 22 b
ZALRY | [95%fEmx ] | P

T | RN

R | i+ BRI
754k 47 | 89.8+10.41 | -10.6+2.78 - -
Smg | 518651353 | -15.322.76 | 1, ol 0]0.230
lomg | 52 | 88.7+13.81 | 2052.71 | o0 10,012

a) FIEREEZ G, IR, N— A5 4 VE R OG-8 & G
B O E/EM % 258 L 34 MMRM 12 & 2 @0 % 556 L 720

b) H—BEEE LT, 7oKL 7O F ) JEEEE (Ta)r
1) ¥ 8mg HEL 16mg FEDOBFGTE) O Jl & A B KM 5% TT\ .
HEAPROLNIIGEIIOAR, FEBERELCTulF v V5H
‘AL 7T AR L ORI A A BOKEER M 5% T17H 2 & T, e
DLEWERRAE L, E—BEBOTI R L ToF 2 VA
HELOHBIZBIT S pHIZ0.032 TH o7z,

T 5RO EBEZE D=5 4 D PANSS &5 A a7
(CFIgfl + fE#EfRE) (&, 77 AR T85.4+8.35 (14 #).
S8mg #C 81.5+9.87 (16 %1), 16mg # T 86.9+11.80 (16
B (LIBEFNE) . NX— 25 A ¥ H 55 6 HEED PANSS &
PR 7ML EED [/ HEFIEME (95%E X M) ]
&, 5.1 (-15.154.88). -8.0 ( -17.561.51). -26.8
(-36.23-17.43) . 77 KB L D% [/ FHHE (95%
BIEXM)] & 8mg #ET-2.9 (-16.7310.95). 16mg #
T-21.7 (-35.42-7.97) Tdh o720 15U EOEFD~N—
A5 A4 @ PANSS 522 71%, 91.7+10.75 (33 1),
88.9x14.44 (35%1), 89.4+14.71 (36H6l), N—AF A >~
oG 6 %O PANSS AR A a 728 b=E01E, -13.3
( -19.73-6.78 ). -18.5 ( -25.01-11.92 ). -17.6
(-24.06-11.14). 75 KB L O #1L 8mg B T-5.2

(-14.424.01). 16mg #T-4.3 (-13.494.80) TH - 7z¥
32)

1) BEEMRERGRE M. N— 2T A fER O GREE
FEMGEEA O HAE ] % 4528/ & 375 MMRM 12 & % i % 92
jj"@[/f:o

Tudr) S EEORIEH I 8mg #E T 54.9%

(28/51 f81). 16mg #C 75.5% (40/53 f51) TH . F72H|

PERX T 71 ¥ ¥ 7 (8mg B, 16mg D NEIZ LUFERIRE 13. 7%,

32.1%) IR (13.7%. 17.0%) . & 70 5 7 F ~ MIE (9.8%.

17.0%). ik 7 a5 7 F 8 (5.9%. 13.2%). ik

(9.8%. 9.4%). YA N=T (2.0%. 11.3%) S5TH 7,

F 7o, 16 RN & /ANEEE 26 TRIER SR ICERITFR

DN o203,

17.1.4 ERRPHRSEHER (NE)

FEIA 46 T AH U 2 & AT L 72 /N B A S TiiE s 2 /PR S

FERMTEEN S B E TR L 72 7uF o) v 4~

24mg™ Y W EMER L C 1 H 2 B2 CHIE R RS &

R B2 AMRO%RG Lz &, BHEBON—-2F 1~

5 %552 8t £ To PANSS &5t A a 7 2L 1Tk D &

ﬁ V) /Cﬁ) ) 7:5)34)0

- N B} N=2F4 b
Rl 1 A% 5
T RS %% | PANSS &5t 227 DELE
FEaEgo

Pilgegng s 106 68.7+16.01 -
12 % 95 62.0 = 15.26 -5.6+11.34
28 % 81 60.3+16.12 -6.7+13.51
52 A 63 56.1+15.29 -9.7+16.18
fracsadiflics ~
(LOCF) 9 105 62.9+18.82 6.0+15.77

SEH il + (R 22

a)LOCF : Last observation carried forward

F 72, 15 kG (30 f1) DEEZEOEMHEBEON—2F 1~
@ PANSS Gt A a7 (Pl + i F2) 1X 67.3+14.06,
N—2A T4 »h5Efa i (LOCF) FTo PANSS &7
A a7 bs (CFHME + EiEFE) 13-9.3+11.563 Th -
720 15ELLE (76 61) OBEHEOEMHABEOR-2F 14 D
PANSS 81 A2 713 69.2£16.78. N—2 F £ 5k
Sl (LOCF) F T® PANSS & &2 a7 £t &
13-4.7+17.07 Td o 7293,
BIVEHIZEHIER12 65.1% (69/106 6) . EREIWERIET 7YY
7 (17.9%) . & (16.0%). YA =7 (11.3%). &7 1
F 7 F VIME (9.4%). KEBEN (9.4%) . Mih 705 75
CHAAN (9.4%). EIR (9.4%). fHEL (5.7%) ZETH -7z,
F 72, 15 R & /NB B E A6 TRIWE R BB RIS ERIZE
BNz Ao 7253,

FE2) AR ONEOKEHE XL H dmg £ B L 8~16mg T

5.
18. ZEzhZiE
18.1 {fERARF

In vitro ZHRFEERERICBWT, 7uF k) LiF koS3
VDemEARY 777 3)— (D2y D3) Nk T b= 5
HToa ZHMEI L CHMM 2R L, S&8RPE e L TEN
L7co EERHIWTH D N-LoF VLD K83 Do i
K777 31)— (D2y D3) ROt 0 k= 5-HToa S2HME
W2 L CHAME R R L7205, F283 ¥ Do BRI
F7aF sk oy 1/10 Th o7z N-LTF VIRIZ
O k= 5-HTo &M O 5-HTe 24120 LT M
PERFRD NIz T, 70aF ) X7 RS Y ar,
LAZ IV HLAANY) Y M KO M3 DS EMRIZH LT
FEHATHD K83 v DeZBKY 777 31— (D2 Da)
ROt b = 5-HToa ZEERNOBAEI LN TERWHE
MtEzR L, N-IJR=FVEL 7 FLF ) Y a1, BAS 2
Y Hiv A AH) ¥ M1 FEOZHERITH T 2 BAEIZK A -
f:36)~39>o
18.2 ZEIE(EA
B FEERIC BT, ROFEHIEHDIED LT 5,

)it ED & %\ 3 EDso (mg/kg) i
(ByiE, #5#58) | 7o For)saxRy F—) "
G I S e )
1M
HEEG (7v b, EDs0:0.55 EDs00.62 | HURHRIR) R
L) 36 iz L i 7 L & AHEE
AE#S (72 b,
L) 30
BIASHAP 1753 ko8 vimat
AR 1 &I e
gty ~ | ED0.3~3 ED:l. 3 | KiEDHRE
ZOWHIER (5 v L~
b RRE) O 7

e

Ay T I ARt
BRI - SORE ieey
FEFE NI E DU ED:1 — FRRAE DI RE
e (v b Bk EF D
p) o i
Ay T I
SR 2 ] ’ ’ RN
e (5 b, g | ED00AM6 1 ED00.28T g
D) 41)




PES YA g ot 6
FEEBUEEN | EDO.3. 1 — P
(v A, #&O) e
TREL L RFHR

PAAVI S ] Ao A AR E L
FYWIEN (55 | EDOIS EDL 3 o gt
by fELD

Hy LT SRS
TER (9 b R EDs0:16.4 EDs0:5.63  |EARREITEH O
1) % s
SKF38393 #H5H | |0, TP
VB BB 3 it ED3  |BARAIEHO
(5~ gy w | CTPAEL i

EDAER A&, EDso:50%1F i il &

19. B3I ICET 2 B{EZHAER
—fig$
7a} >+~ (Blonanserin)

t¥%

2_

(4-Ethyl-1-piperazinyl) -4- (4-fluorophenyl) 56,789,

10-hexahydrocycloocta[ blpyridine
SFR

CasHs0F N3
SFE

367.50
MR

HOOHETH S,

fit iz (100)

WCHEITFR T, A% =V IZy /) — )

(99.5) 1IZRREITIZL L, KIZIFE A EREIT V.
BER

_CH:CHs

@

F

22. a%

(Fa+>+YgE2mg [7AIL])
100 ¢ [10 # (PTP) x10]
200 $¢ . /~F]

(FAF>tY > iEamg [7AIL])
100 ¢ [10 ¢ (PTP) x10]
500 §E [, /¥ 7]

(Far+>+&8E8mg [7XIL])
100 ¢ [10 ¢ (PTP) x10]

500 §E [, /3T ]

(Far> U 2% [7AIL])
100g [, 737 ]

23. FEXH

SEERERER (HEH5) (ot v $8/8 2008 41 A
25 HKRE, HFBERHME 2.7.2.2)

HROFEOKE (Tt o 88/ik - 2008481 B 25 H&
FU. HRHERMRE 2.7.6.9)

s ERERER (UEHS) (ot v 88/8k 2008 4 1 A
25 HAGE., HiF&EFME 2.7.2.2)

INBIRERTHERE LR E L7 T b R aER (o
Ft ‘/f%/%ﬂz 12021 4E 3 A 23 HAGE, HRHERMRE
2.7.6.1

NSRS RE R xR & L - Bk G-t (o
>t yﬁf/%&z D2021 4E 3 H 23 HAKZR, HRHERMEE
2.7.6.2

INEREESGTIE B CoEYEIRE (0 & v E/H 2021
£ 3 H 23 HAKGE, HiEERHME 2.7.2.2)

AN SR R R G & L 7o R SR B REfRAT
(Tt o 88/6k 2021 46 3 A 23 HAGE, HRSERMRE
2.7.2.3)

PR - AR SRR (5 4ma. #72%]

9)

10)

11)

12)

13)
14)
15)
16)
17)

18)
19)

20)
21)

22)
23)
24)

25)
26)

27)

28)
29)

30)
31)

32)

33)

34)

35)

36)
37)
38)
39)
40)

41)

WL (7t >~ 88/8% 0 2008 4E 1 H 25 H7&ER.

BEZE 2.6.4.3)

b MIEZAEREORET 1 (b M., © b IE 7oy

TIVBIY a -BUHEES T HuomE) (mrtks

SE/Hk 2008 4E 1 H 25 HAKGE., HREERMRE 2.7.2.2)

v B AR EORE 2 (7utr b)) ¥ BL UK

B A W7o iE) (a9 b ogE/Ek 2008 451 A 25 H
2. HIEERMEE 2.7.2.2)

v M E 7z AERS G OMET 3 (BREIAEEY) & O A

MokE (oFt v §e/ik - 2008451 A 25 HAGR, H

FEREE 2.7.2.2)

A OFBER (in vivo 3{E%) (Tt v $8/8 2008

E1H 25 HARR. HrEERRE 2.6.2.2)

AR (Tt v 8E/8 0 2008 4E 1 H 25 HAZR, HiF

G 2.7.2.2)

B P (a9t v 88/8 2008 4E 1 H 25 HAK:E, H

ATEREE 2.6.4.5)

v U CYP ofFsE (a4t v 82/8 1 2008 45 1 H 25

HAGE, HREERIE 2.7.2.2)

UC [k % FHN 72~ ANT v ARER (04 v gi/8

2008 4E 1 H 25 HAR. HiEEFHRE 2.7.2.2)

FAAFIM, Ml - BRPSRSIEEEL . 2008 5 11 : 891-899

Ty AU~YA Ty OIEYMHE R (1)t e/

B 2008 4E 1 H 25 HAKFE., HEEEEE 2.7.2.2)

FAAAID, il © ERASREAISEIE . 2008 5 11 @ 901-909

TL—TIN—0T 21— AL OMEEHRE (04

$E/80 0 2008 4E 1 H 25 HAKER, HIES@EEHEE 2.7.2.2)

N aFy =& O3B R (0 8/

2008 4F- 1 H 25 HAGE. HEEEAHETE 2.7.2.2.2.7.6.13)

FEPUER - YR SRR (BT EIEE)

S B ERPR RS RhEE R 2008 5 11 1 297-314

KA EFR © FRPRRS SR 2007 5 10 © 2059-2079

NKEELTERE 2R E Lzna ) F— L xiEEt

B (0 o gE/8 0 2008 4E 1 H 25 HAKRE. HIGETEEHE

92.7.6.15)

WNFEAE B 27 5 & Lz ElES3E (1) (o

Ft U EE/B 2008 4F 1 H 25 HAKGE, RS SR

2.7.6.20)

FFIGEES © BRRASASEEL . 2007 ¢ 10 © 2241-2257

BN RTERE 2 S & L EDRS SR (2 (1

Ft U EE/B 2008 4E 1 H 25 HAKGE, RS SRR

2.7.6.21, FTEHLE)

ARTHE | BRI, 2008 ; 11 : 135-153

N LR RE 2R & L EDRS R (3) (1

Ft U EE/B 0 2008 4E 1 F 25 HAKGE. FEE SR

2.7.6.22, FTAHLE)

INEREARTIERE 2R R L LT T KR R (1

Ft U g/B 2021 4E 3 H 23 HAGE. HEEERE

2.7.3.3, 2.7.3.6)

INEREARTIERE 2RISR LT T o RR R (o

F UEE/BL 0 2021 4 3 H 23 HAKRE, HREE R

2.7.4.5)

INRREASRERE 2 S & L BNk SR (o

Ft UEE/BL 0 2021 4F 3 F 23 HAKRE, HHEE SR

2.7.3.3, 2.7.3.6)

NRMEASRERE 2SR & LBk G 28 (o

Ft UEE/B 2021 4F 3 F 23 HAKGE, HES SRR

2.7.4.5)

SRAERE, Al - EREARRSAISEEL . 2007 ;10 © 1263-1272

K83 ¥ Do Ds oMt b = 5-HToa ZBARIZKT 5

EBIVER KM OEPUER (02> 7—7 1201946 H 18

HAGE, HFTERIEE 2.6.2.2)

DA ¥ M3 ZBAENOREERE (v FtLr 7 =7

2019 4E 6 H 18 HAKFE., HFEEHME 2.6.2.2)

N-oF VAR DOFEBWEN (i vitro3BR) (95 & 2§ -

#2008 4 1 A 25 HAGE, HFTEFIEE 2.6.2.2)

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

745-751

AF T2 I VFHREERL T A EEIER (1)

b g/ 2008 4E 1 H 25 HAKFR, RS RORM

2.6.2.2)

FG R



24. XEREERERUVEUVEDESL
A TERA S BRWEDbERDO
T 530-0005 AP ALK 2 B 3-2-4
&8, 0120-041-189
FAX 06-6121-2858

26. HERTTRES
26.1 SGERRIET

HNFEm [ ERRSF

AR @mIdEXP 28683 -2 -4

TuF k) VW



