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16.1.1 BERE (ZEEFEE)

(TERRER A8, Z2HEINE B [EI ¢ 142 5) D
b Tnax Crax ti/2 AUClast
(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) 0.76£0. 44 16.2+4.9 6.34+6.34

a) HRME (p/ME-oRfE) . b) R £ R (R
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A WRHEER k) ICHEFREOSNBNSE.? (14 1 12H]
(RERR A 1261, 2mg™ Al HIRE L% 5)

Tmax Cmax AUCo-12 MRT kcl

A (ng/mD) | (ng - h/mD) ™ /b

ZefEiE | 1.8+0.2 | 0.06+0.01 | 0.36+0.05 | 7.1940.36 | 0.16+0.01

jogcd 3.84£0.5 | 0.14%0.02 | 0.83%0.11 | 9.63£1.17 | 0.15%0.01

T+ RS
16.1.3 RIEEHRE (RIRESE)
(HEHERA LB, 1E2mg® 1H2[E (3 - & f2t%) 10H BB IRS)Y

Tmax Cmax t1/2 AUCo-12
(h)? (ng/mL)» (v (ng - h/mL)»
2(2-2) 0.57+0.19 67.9+27.6 3.22+1.10
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BRI D J—— Mg 70>t 2 (ng/mL)
a5 A 638 281 521
N 0.46+0. 26
) 2-ARF AT - D -
mg
_ - 0.25%+0.12 0.29+0.13 0.19+0.13
s (38) © 1)
2- AW 31 - 0193 -
8m,
€ N5 745 0.45+0.19 0.41+£0. 48 0.51+£0. 27
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T 21T o 7=k 5%, log (0. 80) ~log (1. 25) DEIPHNTH 0. WHHID
EWEN RS RS N0
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16. 4.1 E/HEY
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R AR L), 121919
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JoF >ty i, FELTCYPIAATR#EN D EEZ 5N Un
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PR Fe OB 10

16.5.2 HE#=R
fEEERAGBICHUC-T O >t > dmg % W A2KE I AR 5. L /-
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(R AL2BIC T O >t U > 2me 28 A% 5)10:19 [10. 22:07)

Thmax Cmax ti/2 AUChast
(h)» (ng/mL)» (h)» (ng * h/mL)»
HUMR G i 2(1-3) 0.26+0. 11 14.9+8.5 1.94+1.03
DF % 550 3(2-3) 0.630. 24 27.0+11.0 4.93+1.65

a) PR (R/ME-FKME). b) V9fE R
o JOF bl P EETHAK DGR BETIY 20X A 2 21,200mg/H (34 %
REROEE L. TOF ) ARGRIZTY 2071 2 >300mg % ff
16.7.2 I L—=7"7I)—Y 2 21— R RABOEMENEE
(e A L2611 7 O3> ) > 2mg™® 2§ &5 5)19. 20 [10. 22:4)

Tmax Cmax ti/2 AUClast

(h)? (ng/mL)» (h)» (ng * h/mL)»
B B 2(1-3) 0.22+0.13 12.3+11.7 1.73£0. 96
B 3% 50 2.5(1-6) 0.39+0. 25 15.7+£8.7 3.17+1.71

&) WO G MBI, b) T R
o TOF >t A0SR OGRS L —T 7 )—Y ¥ 2 — Z200mLz EH
16.7.3 4 b AV — I ABOEYENE

(R A L2601 7 0> 1) > 2. 5mg™® 2l iR 5 GHELAF—4£))20 [10. 155]

Tmax Crnax ti2 AUChast

(h)» (ng/mL)» (h)» (ng + h/mL)»
B BB 3(1-5) 0.32%0.13 20.9%9.0 2.60+1. 39
BFF % 55O 4.3(2-5) 4.22%2.05 18.2+5.5 45.17+22.82

HENT A= BENT A—F
AUCo-48 Crnax Tinax ti2
(pg * h/mL) (pg/mL) (h) (h)
Jos ) Ysmg [h=17) 318942096 437.8+262. 2 1.5£0.6 15.4+3.0
Ot > $8mg 3555+ 2544 480. 0+318. 6 1.6+0.8 14.4+3.8

SEEE £ ERE R, 3061
M 3E RN TNTAUC, Cinax¥5 D8 T A —F 13, #ER# ORI, RIROERIAIEL -
IRF )5 DRl BRI & o THRIR B alfEtkA S 5.

a) HURME GR/ME-FKAE) . b) V5l +AEHER 2
o JOFtl  EETHRIL DRE5 Y HE T h 3 —)L400mg/ H KIEREI14% 5
16.8 ZDfth
FarreyriEwmg Tb—71 Z7Aar>&Y igdmg Th—71)
JoF ot rE2mg Th—"7) k7O F >t 2fEdmg Th—
714, JaF by 2 iE8mg [h—7 ) E2EREEEIE L EE,
EHZEEAF S S SN, EPENICR% E ARSI .2.2
) AANOEGR S N L - AHREIE. RAIZ1IH8~24mgZ2[81I2 /0T T, /NEIZ1IH
Amgd U BHAA L 8~16mgZ 2[EIC /0 TRER OG5 Th 5.

17. BRERERER

17.1 BHERVRLMHCET HaER

17.1.1 ENSEMEEER (BRA)
BNEGEIPERE (5mI L) ZXRICTUZARY RO ZMHEEL
e —EER B O AR E RIESRE (165ELAE) &R RITN
ORY R—=)L&MHEEE Lz —HERLEABZERL -, ToF>
tU > (8~24mg) XIIMHEE (U XX R 2~6mgXiI/NDOXRY
R—)l4~12mg) 131 H2ENZ T THARE KOS BH%ICSE MR 5% 5
UZzo EefaElilRe T O/ - BRMERGEMIRE (Positive and Negative
Syndrome Scale; PANSS) DO&EHZ a7 bE, ®ERKEH1IHE



HRIIRDEBD TH o7z, Iadb, UANRY R &R T
PANSS&RIZ a7 2 bE GFEZE-7). NaRY R—)L &0 itk
TREEE (4=10%) =HPEFEEFEHEE L TI/OF >y > &
SHHESE & DIEATEEMGE L T2,

Y AN K& AORY =L D
Howits” HL#
JaF oty | UARY R | FJoFoky s | haXRY R=)L
PANS,,E%E?PY S111417.3 | -1L5%17.4 | -10.0+18.4 | -7.8+18.2
GERT P (156) (144) (14) ain
HEIMDZED
95% {5 X i -4.40~3. 48 ~2.61~7. 00
et 51.0% 56. 6% 61. 2 513
i SRR LD qejisn) | 61/ | a2 | 60/11D
HEIMDZED
95% (= I ] -5.7~16.9 2. 7~22.4
HIH R 16.3mg | 4.0mg 15.8mg | 8.lmg

@) P+ EERE

UZRY R EQHEGABRT, T0) >ty SR ERORIEHFBIE
1394. 9% (148/156%1). FARGMEMIIMAF T O 7 F 8 (45. 5%) .
SEBEE (35.9%). RARGE (35.3%). E#E (30.8%). 7 HI V7T
(28.8%) ZETHo/z, NONRY R—=)L DGR T, 7oty
RSB ORIERFEERIE82. 2% (106/12941) . F 72 FIE ISR i
Q1.9%)., THhi> 7 (25.6%) HTHo7=,202.20

17.1.2 ERRERERER (RA)

A GRIELRE (6% R 2RI, BINE DRSS 5
Meige L 7= B G (D, SIAHEERHRE L TES#R SRR @
KUOEMZGRE 3) O3tz REL z. FilBRIcB)2%ERD
Hets, AGEMiRF ORER K O EEIHEGREIIRD EBD TH > 7z,

ElxG EisE ElRG

A (DD ikl (2)© Bk (3)9
A 03 3.9%(2/51) | 24.6%(15/61) | 24. 6% (79/321)
(Eﬁéf,g@% 283 % 75.9%(22/29) | 75.0%(36/48) | 51. 9% (137/264)
%éfﬂﬁ%f%ﬁ/ 52~56iEi% | 70.6%(12/17) | 86.8%(33/38) | 55. 5% (86/155)
ARG | 60.4%(20/48) | 68.3%(41/60) | 48.1%(153/318)

SR ARG R 14. 4mg 12. 8mg 13. Omg

a) AAETURS R E OSER

b) 1H2MERR O, #5000 « 230158 ARG RS I &2 506 5 A LLELT4E2 7 H A5

© 1H2[EREO%E, #5010 : 26~56i[H]
EH5RB Q1) ORIEMFEBIRII65. 4% (34/5261) . FA2gERIZY
HTT (28.8%) . AHREE (25.0%) . ¥k (15.4%) . HWEHZ
(13.5%). fHEAR (13.5%). MiEt&mE (11.5%). fHfp (11.5%). Hig
(11.5%) % Th-o/=. G 2 ORIEAFEERII2 1% 44/
61%) . ERBMEMI T H Y7 (32.8%) . I 7 oo 7 F 2 8n
(29.5%) . #REE (21.3%). ANHRGE (18.0%) . fHAR (14.8%) . L&
(14. 8%). FEEFEE (13.1%) % ThHo/-. EWRGAE 3 OFIEM
FEIHEZ68. 5% (220/32141) . ERBMEMIZMb T oS 7 F > 8
19.9%. ARRE (17.1%). 7 H> 27 (16.8%). #EEE (15.9%). {HFKL
(12.8%). @R (11.5%) % TdH >/, 20~3D

**x 17.1.3 EINFELHERE (MD

INVERR A RE BB (12~18)5%) & K RIT T T 1 Rk HE — 5 S M bt
R Lz, 7052t > 8mg. 16mgXid~ TR Z1H2ENIS)
JTHABROY BRICCGHEMBERG LZEED, X=ZXF1 205
56 DPANSSAEF A A7 ZILRBIZRD EBV TH o /=,

(-16.73,10. 95), 16mghET-21.7(-35.42,-7.97) TH > 7=, 15U LD
HEDRX—Z 51 > OPANSSEET A 713, 91.7+10. 75(33%1). 88.9
+14. 44 (35(1).89. 4£14. 71 (36f1) . X—Z T > n 6 E6EEZD
PANSS& &t A O 7 2 k&3, -13.3 (-19.73,-6.78), -18.5 (-25.01,
-11.92), -17.6 (-24.06,-11.14), 75 REEE DZII8mght T-5. 2

(-14. 42, 4.01), 16mghtT-4. 3(-13.49,4.80) TH > /=,
X EENRERE SR . N—2 5 KOS &SRR 05 B

P 2 45 B & 3 5 MMRMIC & 2 b7 2 06 L 7z.

JOF ot 5 ORIERFEERII8mehE TH4. 9% (28/5141) .
16mgHE T75. 5% (40/5361) TH D, TRBHERIZITY 127 (8mght.
16mgE DNEIT LAREFIRE. 13. 7% 32.1%). MEIRA3. 7% 17.0%). =70
Z 07 F 2ME 9. 8%, 17.0%). 7052 F NG, 9% 13.2%). &
B (9. 8% 9.4%). A7 (Q2.0% 1L3NHETH-o/-, F/=. 15kEA
i & /NB R 2B CRIMEFRFBIRICE RIS s e h > .Y

** 17.1.4 EBRRIIRERER (MR

NS AR SR 51T U 72/ NE R & 2R TE BB & M RICIE B Bulikise
E Gz Em L7z, 70t 2 4~24mglh Z @R L T
1H2ENZ T THIB B KOS BRICS2EBR OKRSG L-E &0, EH
REBDON—Z T4 > 685521 % £ TOPANSSEEF A O 7 AL &l
ROEBOTHoT=,

Rl Bil%x PANSS&Et A7 RN=RAF1 6D E LE
EES RN J0) -
RO 50y | 106 68.7+16. 01
123 95 62.0+15. 26 -5.6+11. 34
28384 81 60. 3+16. 12 -6.7+13.51
523 % 63 56.1+15.29 -9.7+16.18
RS AT AR _
(LOCE)® 105 62.9+18. 82 6.0+15. 77
SR £ B R 2

a) LOCF : Last observation carried forward
F7z. 15%AM G0 OEFOEMRBOX—Z 1 > DPANSSH
ErRa7 CEE+ B RS 1367.3+14. 06, N—Z 51 25 EK
Al (LOCF) £ TOPANSSHEIZ a7 2MbE CFAfE + 2R E)
13-9.3+11.53 Th > 7z, 15mELh E (7661 DREFOEMHBFOR—Z
54 > OPANSSEE A I 71369. 2+16. 78, R—RZ T A > 5 BT
B (LOCF) £ COPANSSEFH A 7 ZL&I3-4.7+17.07TH > 7=,
BIVEF R HIT65. 1% (69/10661) . FREIEMAZT B 27 (17.9%).
Rk (16.0%). YA RZY (AL3%. &m7O57F ImE 9.4%). 1K
EHN (9. 4%, M TO5 7 F 8 (9. 4% . EIR (9. 4%) . FHK
(GB.7%) HThotz. E/z. 15FAME/NEEF 2 TRNERFEHER
WCEFRIIED 5NN o 12D
) AAI D /N ORGE R RIZ1H Amg & U P#E L8~16mg TH 5.

18. EERHEIE
18.1 kR

In vitro ZHEEEERBRICBWT, JoFrtY JIE RN 2D
BT TT773IU— (Do D3) KUtEO b= 5-HToaZHARITH L
THMEZRL, BEEHEEUTEMNLEZ, TERMY TH DN-
JRZF RS RN 2 DeZBRY T 773U — (D2. D) KUt DO
R Z 2 5-HTAZ BARICH U THAMEZ R LU 7Z0Y RN D DoZ AR
ANOBFHE T O Y > ORKL/10TH > 7z N FILIKITE
O~ = 2 5-HTocZ BAR R US-HTeZ BRI U T HEFMMENED 5
Nice oo JOF oY 37 RLVFU > an EXY I UHL A
AR MK UOMZE DO ZERICH U TEEATH S RIS > Doz
BARTT 773U — (D2 D3) KOO K= 5-HToaZ RN DHE]
IR TEWE MM ZRL, N-lRZFILAEST RLFY > al.

PANSS&FEt 23T 7T TR & DL g
Prpep—— EXS I ZHi LAAAY XM OQZERITHT S BAEILED S
e AN S G A 2 -1 ) I ) Teo B
ZALE (osfzsginy) | P 18.2 SRE{FH
TAE R R | BN RTI  FEEE B EBICBNT, ROFEEEANRD SN TV,

JobR | 47 89. 8+10. 41 -10.6£2.78 — — VR OF%E EDd % W3IEDs) (mg/kg)

47 WRE. 25D | Jnys vy | ADRy k- fi
8mg 51 86. 5+13. 53 -15.3£2.76 [-12 49' 3.03] 0. 230

ki i#l?li%&(ﬁ??ﬂl%g{?%

_ -9.9 HEE (Fv bk, f EDso : 0.55 EDso : 0. 62

16mg | 52 88.7+13.81 20.5+2.71 17, 61 -2.25] 0.012 D)/zz),L B Bk RN S & AH

@ WIEARERTRE PRGN, ~N— X 51 A O 5 S PN EL T 2 Je ks Gy &) EEsL fifters
28 LT HMMRMIC & 5 f@hi & % L 7=,

b) BEEELT, FoRERETOF IR DA (T2t S 8malEs WAk KNS S T
16mgBEDHFEHE) O e AT RKIERIRISY TT, AT ADTRRD N BEICOH, CE2DBIHBLOWH | pp . 503 ED:1. 3 | <ok o miE
BUBWE LT IO ) SR RS 7R & OX e A K ET RIS T EH (T Y b # O e 2= omm
1752 T. REDSEIEMIEL 72, H—BIOTFLREE TOF > I hE H)

BEE DI BT BplflF0. 032TH - 1=, . Eg——

’ "~ - AL 2T 1y I ER RS2 ARSI 5
E7, IRARMOBEDN—Z 51 > OPANSSEE 2 37 (Fifl + 2 i 2 P 676 i ED: 1 _ DA it
MefRZE, 7T ARET85. 448,35 (141). 8mghf T8L. 5+9. 87 (16 e (77 DY T
i), 16mgHET86. 9=£11. 80 (1661 (LAREFINE . X—ZX T > 556 !
JA% OPANSSEFFZ 1 7 28 RH [/ — ST 494l (95K (3 I <) ] AT I LT _ _ B i 4 3 £ 1
13, -5.1(-15.15,4.88), -8.0(-17.56, 1. 51), -26.8(-36.23, -17. 43). I % B IER ) EDsot 0446 ) EDso 0287 | e
ToeRBEDE BN R FIEHE (95%EMXMH)] 138mgltT-2.9 :




VEF O fE%E ED® % WIZEDso (mg/kg) e
@IEL BEFE8) | Tnyoby s | Aoy k-
PV AP - s g
WEHEEEMN (<| ED:0.3 1 - e EERER R ©
A, FE11)32 A
TREINVERFERT L S e e i ,
POV Z IR E S EE | ED : 0.3~3 ED:1. 3 ;Efnﬂﬁg“&gwﬁm
A (5 b R o
hE VT —EREM . . 2 S Bl R S B R A
e EDso : 16. 4 EDso:5.63 | (o b
SKF38393 5 R 11 A -
T | 10mg/kg/day . 12 1 300 80k 1A 51 1 R |

T g ! ED:3 it
FHIRRIER > cEmaL 1R O F5

ED : {EFf 5. EDso : 50%{EM &

19. BYHSICEAT 3ELEZHNMA
s K\N/\CHS
A
| AN
=
F
—f%4% : 707>+t > (Blonanserin)
(k244 : 2- (4-Ethyl-1-piperazinyl) -4- (4-fluorophenyl) -
5,6, 7,8, 9, 10-hexahydrocycloocta [ b ] pyridine
43 F2 - CosHsoFN3
srF i - 367.50
TR BEORBMEOMKRTH S, EEE (100) IZETOT L. A
& )=V XiZL% /=)L (99.5) IZ00EITFiz< <, KiZ
FEAEBTIRN,
mh s 123~126C
*x 21, RERSEM

BEEESY A 7 EHENE E RED b WYICEBT D I L.

22.

a%

(FarrtlrtE2mg k=71
10082 [10$€X<10 : PTP]
(ZOF>t oégsmg Th—=71)
1008 [10%¢X10 : PTP]

5008 [108# <50 : PTP]

1008 [NF]

(Zas+>rtY rtg8mg (k=71
1008 [10$gX10 : PTP]

5008 [108E X 50 : PTP]

1008 [NF]

*% 23,
1

2)
3

4)

5

=

6

=

7
8)

9)

TX-1

FEXK

sEpEreRik (ARG (Ot 8 - B2 : 2008451 H25H KGR, H
FHERHEE2.7.2.2)

REOHEOHT (Ot 8 - 8 20081 H25H AR, HREER
HESE2.7.6.9)

sEygaeaA B (KERS) (OFt 88 - #1 : 2008E1 H25 A&, H
A ERMYE2.7.2.2)

INGRBRTIEREEZRNRE LT TR (o)t -

M 20214E3H 23 HA&GE. HAEERMTEE2.7.2.2, 2.7.3.3, 2.7.3.6.
2.7.4.5, 2.7.6.1)

INEFE G RFMERE 25 & LBk 5R R (OFt 8 -

B : 20214E3 A 23 H AR, WG ERMEEE2.7.2.2, 2.7.3.3, 2.7.3.6,
2.7.45 2.7.6.2

INBREERIE R E xS & U RISy BT (Ot >
B - B 20214E3H23HARGE. HIGEERMEEE2. 7. 2.3)
FENEE - YRS (E8me)

WY (ot 8 - B : 2008451 H 25 H K.
2.6.4.3)

b MiEZ VBRSSO (B MIE, b RIETIILTI > BXY
o I-FEMEREE A E W RED (OJ)& 28 - 8 200851 H25H 7K
A HEEEEMEE2.7.2.2)

H G5 BRI 2

2i

10)

11
12)
13)

14

fud

15)
16)

17)
18)

19)
20)

21)
22)
23)
24)
25)
26)
27)

28)
29)

30)
3D

32)
33)
34)
35)

36)
37

24.

b MMIEZ ABRAE OB (T O ) B I OREYZ Wiz

Wah) (OF &8k - 8 20084E1 A 25 H KK, HIZE SRR 3

2.7.2.2)

b MiE 7 A B RS S OMET3 (B L FEEY & O EAER OMED
(OFE 8 - B : 20084125 F /RD, A LERHESED. 7. 2. 2)

R OEIEI Gn vivo B (OF 1 28 - B : 20084F1 A 25H

. HEEEEHEZE2. 6. 2. 2)

TREHRREE (Ot > - B @ 20084E1 A 25 H 7K A2, H 55 AR 52
2.7.2.2)
IENAREI (O 8 - B 2008451 H 25 H KGR, HH B BORMIEEE

2.6.4.5)

t MEHCYPORIE (OF 1 28 - B : 20084E1 H 25 H K.
BHESE2. 7. 2. 2)
UCHESRZ FI W= 2N T > Akl (Ot 8¢ - # : 2008451 A
25H7RRE. HREERHIEE2.7.2.2)
FAAFIHIE A © RS AR, 2008 5 11 : 891-899

TYRORA > EOEYMAEIERRE (O 8 - 8 : 20084
1A25H&GR. HIFEERMYE2. 7. 2.2)
FRAFIHIZE A © EEPRRS OFSEEE, 2008 ; 11 @ 901-909

L= 70—y Y a—XLOMEMEARR (D8 8
200841 H25 HA&GE. HIGEERMEE2. 7. 2. 2)

rhaF =) EOEYMEERRE (O 8 - # : 20084F
1A25HAGE, HEEERMERE2.7.2.2, 2.7.6.13)
tENEEL - AR (BE2me)
tENEEL - AR (BFdme)
=R  EEOR SRR, 2008 ; 11 : 297-314
IR © BRPRRSAISEEE 2007 ; 10 : 2059-2079
RARARINERFZ R ELENORY R—)LlgRBR (Ot
T8 - L 20084E1 H25 HARGE, HIGEERMEEE 2.7.6.15)
RANRERTVERLE 2R E L ENRGHABRO (D> 8-
H: 2008F1 H25 HRGE. HFEERHIE 2.7. 6. 20)

RHESEFR © RS SRR, 2007 5 10 : 2241-2257

AR EEERE ZRARE L ENRGABRO (> 8-
O 20084E1 H25 HRGE., FIFEERHMEE 2.7.6.21, HAHED)
ATHIE © BERSHSEEL 2008 ; 11 © 135-153
RARELIVERE 2R RE L EMRGHBROG) (D>t 8-
B 20084E1 H25 HRGE, FIFEERMMEL 2.7.6.22, HAHED)
SKAEERRIE A ERPRRSREEE, 2007 5 10 : 1263-1272

K/X2 2Dy D3Ot 0 b= 2 5-HToaS BRI 2 (EBHE A i OF
%W’E))ﬂ (OFt>F—7, 2019466 H18HKA. HFHEEHEE
2.6.2.2

LAT) DM BARANOFREGEFE (Ot > 57—7. 2019464
18HARGE. HFEERHEE2. 6. 2. 2)
N-L T F )R D IEBER (in vitro #tBR) (Ot > 8 - L - 20084F
1H25HA&FE. HIFEEREMYEE. 6. 2. 2)
Noda Y., et al :J. Pharmacol. Exp. Ther. 1993 ; 265 : 745-751

ALY T T I UAFEBRL KT SIEIER (o)t 8 -
HL : 20084E1 25 H7&GE. HIGEEEHETE2. 6. 2. 2)

XEFERERVBOEDEE

HIGH 2

AR EEDIE > 5 —
T570-0081 ABfF<y i HEHT2T H5%H 155
TEL 0120-108-932 FAX 06-7177-7379

26.

BUERTREF

26. 1 BiEHRFETT

RIMFEmRNE

AIRFPIEDHMIBE2E 1S



