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14.2.1 a@MIZBWTIE, 3EOFFRALZV &,
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BfETH o 7228, MEEPFERHY - FoF ) A~ K
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Cmax,ss | Cminss | AUC 7,88 CL/F
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- K| 12,4+ 2.06+ 87.5% 6.11+
AR ekl 9.0 268 | 61.5% 4.15 @
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(ne12) |EfE] 167+ | 8.98= | 152+ 252+
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45 Mean=+S.D., n=30
Tl
%
it 4
%
i
iz 2
0 I 1 1 1
0123456 8 12 24 (5D
5% R

MmAEmRZ LR (AW Frg RS

MAEFREEIE NN AUC, Cmax ED/85 A — %1%, #E
OER, RO EL - BRSSO REBREIFIC L > TR R S
RN D %o
16.3 9%
16.3.1 AEEADSM (BE: v hTOT—4)

T MIBITBHUC-Y AR K o a5t 0 /%P i
SRR IX, 1T & A EDORBRIC BTG 2 B LIS s
fEIZFE L, ZDOHROMIZIME 2 5 O & Fkk 2@ %
RL720

TR IR R b E < By M. BIE. BEKL 0%
FEPGHRSE C O B WU REIREE DS 320 S 1729,
16.3.2 IM-AREFTE:E M

BEREAIZY ZAX) R Img $E%2 WS L. BNICB0T
HERRI VD KOt E b= 5-HT SRR EE 2D
THRES L7, %R SRS 2 5 5 2 & 25
Iz,

L7235 Ty ) AR B AZIMGE-ME M 2 @83 2 2 &8
TR & 7210,

£
(i



16.3.3 MPFEEAFKEE

AR K2 #190.0% (in vitro. P #ENTP:. 10ng/mL)
- FaF ) AR N % 77.4% (in vitro. “FH5ENT
. 50ng/mL)
16.4 {3

TERERLALC ) AR R 2RO G L2356, EICHHR TR
Aeng LHEE S, ERBWIE - FaF ) Ay K
WALEE OGN SZFOEE  H Y (AT
R OEEOFE  ERHFW - FaF ) Ax) F o
DIEMN in vitro K OY in vivo DIEHRERIZ BT AR
FYRZAEK ENTIZFABE PRIV EDIREN TV
51,

R#BESZ (F b7 10— 24 P450) D4 FFE 1 CYP2D6,
CYP3A4
16.5 HEtt

fEHERAIZ ) 21 B> Img $E K U 2mg $E & RIS L
T a . x5 72 R F ISR S 2 R R LRI
2% THY ., ERFWD - FuFx ) 2R FUiE# 20%
Tho725, HEINTOT— % Tl BERAIIUC-1) 2
) R ¥ lmg % BB H%S- L7235, #5% 7 HB Tl
WG TED 14%H33FEH12, 69%AN R I HEME & 7212,
16.6 HEDNEZEHI 2E8E
16.6.1 SEE RV BEREREEEE CORE

[ I NN N ] e e O S s e )
A1) K Img $E & HEREOHRG Lz e & EERS ()
ARN) FY+9-L FaFi) AR FY) O3EYEHREIL,
fREEER N &L ¢, mEEBREEREERE (2L TF =00
)75 A 1 30~60mL/min/1.73m?) T T2 2 35%DIEE
RN AUC 2 2.7 fEofik, EEERERESRE (Z LT T
— YT I A 1 10~29mL/min/1.73m?) T Tz 12 55%
DIEE RO AUC 12 2.6 DK, Eilii# T Tz 12 30% DUk
RO AUCIZ 1.4 RPEO 520 (MEAN T —
%)519.2, 9.3, 9.8, 11.1.5 =]
16.7 EMHEEIER

TEFERL N, e S E LS GRAETHE. HaREky
s AURPERE S REHR) RS E LR B o
FHERELDTIORT WHEAT—%),
16.7.1 UZANXY K> OEMENRE I T B EID
B
(1) AIVNTEE>
MAJGRAERE 11 8112 CYP3A4 FEMEHEAET 5 A LN
<X ¥ ¥ (400~1000mg/ H K8 5) & 1) Ax1) K (6mg/
HREE#S) 227 < b 48MERE L E &0 S
(WAXRY FU+0-L Faf ) 2~ KY) oIidEdikes
. JARY FUHMEG Lo & L TAEIZET
L729,
(2 NaxtF>

WA S B 12 612 CYP2D6 FHEEH # /3 5750 %
tF > (10, 20 U 40mg/ H KiEFxYE) &) AR F o
(Amg/ H L BH5-) #PEH L7z L &, IR O E T IREE S
BIF5L NI 7EEBFNLFENLS, 1.6 ROV 185 LA L7722,
(3) wIVESUY

A JE XA A e IR IE R 2 3 11 B2 CYP2D6 [
EEMZHT ALV T v B0mg/HKEHRS) L) A
) FY (4~6mg/H RS 2 L72L &0 HERSO
IMAE RIS PE SRR RTS8 e hoTze /20 BV B
F1) % 100mg/ H IZBiE L 72 BE Tl Mo wik
FEIZBIT S b T 7D 16% 58 L. 150mg/ H 12845 L 72 2
BITId, FNEN 36%K U 52% 1517217,
(4) ZIVKRFHI>

WA Je e B 11 6012 CYP3A4 JL 08 CYP2D6 [/ %
B H7VREFY Iy (100mg/HKEHRST) &) AR R
v (3~6mg/HAERS) & L7z & &, WM o IsE
R IO RIEE ol T TIVEFY
I V% 200mg/ HICHWEE L2ZEHTIE, ) AR FYOER
REEICBIT S b T 7% LA L7225 9-L Faxi ) 2
AR OMBERREEICEEE AT S o 7218,
5) 4 vhZaAFJ—b
RASRAERE 196012 CYP3A4 IHEEMZETH4 5
a5 =)V (200mg/ H g G) &) A1) K (2~8mg/

B4

e

[10.2 &

H RS 200 L7z & 2 OiFER S OB IREIC BT 5
kT 7% 65% 5 L7225,

(6) NZINI IV
TEREI RN 12 B2 PHEEAMEEH 2 A3 5 XF /83 )1
(240mg FAE#E) LV A~ F¥ (Img %S %6 H
L7z & E OGO Cmax K U° AUC-Z 221 1.3 1%
T 1.4 fEHImL 7219,

17. BEERRIE
171 AR ORLMICET 5 HER
(&K RIE)
17.1.1 EREKRRER
FEIN THM & - “EHRILERERZ & O aeh 727 plics
F5 ) AR RV EE - AR O RERSER O A% 5 A RIS
FAERB) 722 BN K9 5 R &L E L E o #E#E 1L 51.5%
(372/722 1) THhotzo T2, “EERLERRICL T
MATTEISRT 21 AR Ko OfF AR 5T
Z)O
AP FFART SER] 7235 Bl 429 61 (59.3%) (ZEWEHAS
HDOONTe ThIDIE, THI YT 1248 (17.2%). #E
ik 92 B (12.7%). Zhiser: 31 61 (4.3%) . /NHRSE 92 %1
(12.7%) foilE%E 84 41 (11.6%). Wit 82 61 (11.3%)
f% > f:20)~29)o
W) RBHEINOY A Ry afEan-BELED,
CMNREIOBBZANY b LEICHES BRIEIE)
17.1.2 ERE MHEHER
DSM#D -IV-TR |2 & ) HEMEREE & W s v, Bl %
Y 5EFE G 18 KR xS EN TEM L7
MR REBEO “EERIIICBW T, 79 2R UT) A1) Ko
(A 15kg Pl 20kg A 0 0.25~1.0mg/H . AE 20kg Ll
I 45kg K5 :0.5~2.5mg/H . /K& 45kg Ll I-:0.5~3.0mg/
H) 281 H 20 8 MR OHKG- sz,
F AT H C & 2 kel (LOCFE2) 12815 ABC-
JED @AY T A — VAT T DOR—RAT A v b DEL
HIITEOEBYTHY, 7T KLY AR FUEHEOIL
BAZBW TN A EEN B 5 (p=0.0030, 3t
GIERGAT) 08D
TEEHRIE (8EM) 2BI1F 5 ABC-] BIAEEY T A — )L A
AT DN—AF A4 Vb {tE (FASEY, LOCF)

ABC-J 85 1%
YT A= ZAbE
. A7

g | i R

N=2 | i | TA Y| e T

T4 v | G | 50 OFERE b f#

ZALEE | [95%/F X M)
T | g [27.5% |24.7% | -2.8% ) }
RHE 5.26 | 9.47 | 6.62
1) A
28.2% | 18.5+ | -9.7= -7.1

% g 2z 6.36 | 10.57 | 7.29 [-11.6-2.6] 0.0030
I + R

a) BHBEA KT, X—AF 4 O ABC-] B 7 A r — V237
EIERE L2 BT
THEEBEHOKZ, 1) AR N rE 48 G- L - KIS
WzBF % ABC-J BEWYS 7 A — VAT T DONRN=A 54
YILOEALREIITROLEBY THo Tz,



EP 50 (48 M) 125175 ABC-] BUEMEY 7 27 — )L A
A7 DN—AF A HhbOE{LE (FAS, OCEY)

o by B I B LA ) AR FUBER LD
77 R EED B OBATHI i
ABC-] Bi%5 | R— A5 4 | ABC-] Bif5 | "— A5 4
et 7 2 - b0 | YT AT LD
—VAa7 At —VAa7y At
N—A | 24.5%9.73 B 19.8+10.65 -
54 a7 (18)
o E 12.9%9.90 [-10.8+10.47|13.7%10.46 | -5.8+8.75
_ (16) (16) (16) (16)

o s | 12:8£9.90 -10.9+10.76| 13.1%9.67 | -6.8%9.65
= (16) (16) (14) (14)
sg s | 11-6%8.18 |-12.510.32) 12.6+9.84 | -7.9%9.18
= (14) (14) (12) 12)
TGRS | 13.18.31 |-11.4=10.70{ 13.0=10.28 | -6.8%9.70
(LOCF) ) (17) (18) (18)

Il = kR 2 RRAGBIED)

a) R G-H0 R ERSE R F B 4G

7E1) American Psychiatric Association CKEFEHIES4) O
Diagnostic and Statistical Manual of Mental Disorders (B D%
- AEt~ =2 TV

i 2) Last-observation-carried—forward (MR |2 B1%F S 724l TR
fili % Hise)

£ 3) Aberrant behavior checklist-Japanese version (¥4 TEIF =
v 7 A N HARER)

7£4) Full analysis set (KD BT R4 M)

#:5) Observed Case (%7, KMEDOHTEZR L)

NRETO B PR E IS Bl R T A BB E SR L
L 7z ENEE R R ER o —EH M B 2 8I7ER 1% 21 B
14 B (66.7%) [ZRBH SNz TDOEZR D DOIZMER 11 61
(52.4%) . FEITHES B (23.8%). AEHEN 4 51 (19.0%)
HTholr, Tz, BUFGINCB 2 EITEFIZ 35 1+ 28
B (80.0%) ICRR®O LI, DO FE%2 b OIXMEIR 17 6]
(48.6%) . TREEHEIN 12 51 (34.3%) . FERRITIHE 9 B (25.7%) .
BT s F VIE 4B (11.4%) ZTHh - 723,

18. ZERHEKIP
18.1 1B+
ATEYSEHE IR L ERROKE R L ) EE LT R/83
¥ Do SRR ER RO =~ 5-HT AR Pule
ﬁf%d<\¢WWﬁ%®%%K;5é®k%i%ﬂ
70)32 33 o
18.2 ZEIZEA
18.2.1 i K/N3 1EH
RS2 ¥ D ZBREEPUER AL, 9y hCT v 7243
YUETARENT 4 VIZE ) FER SN L EERE MATHE
DATENZEAL % I EARERCHH Lz ZOREIZ T XY
F—=)b & AL L < IEReRign 2 &R SN2,
18.2.2 itO = 1EH
to b= 5-HTe B RETERZA L, 9 FCThY T
I VRO RAAHN) LX) FHFE SN DIRE R EHIR D HE
EDITENZEAL & JIH] L 7232,
18.2.3 A& LT —EER
Ty NTONY LTy —FRIERIEZ, NaXY F—)L XD §y
Vo T Ty bOHN - iR (BUEEED) ToO RS v
Do S BRI 3 A REA ML, SRSV IR & o RIS
BVE SN TULMEERTOBIEL D Hwv, LAl o
AR K= )V TUEFEMRIIB T 2B T E v, %
B, o b= 5-HTe S BEEIEH LA BIT 5 K
IN I RO F AR L T AR A D 5323,

19. B3Ik BT 2 B{LZAAER

—fE &
1] A1) F > (Risperidone)

1t% 4
3-12-[4- (6-Fluoro-1,2-benzisoxazol-3-yl) piperidin-1-
yllethyl}-2-methyl-6,7,8 9-tetrahydro-4 A-pyrido[1,2-
alpyrimidin-4-one

SFR
C23H27EN4O2

SFE
410.48
N
I~ OO EO R R TH 5,
AY )= VHIFTH =) (99.5) IZRREITIZL, 2-
T8 ) = VIO TEIFIZL L KIZIFE A EBIT R0,
B

o=
169~173T

20. RV EDEE

(i)

20.1 FESEATHOTEEM 3D 2 DT, WS OERIRO LT %
WP TRET LI L,

(B3a)

20.2 HFE TR CTRET A L,

GE. 29

20.3 NEDOTOEDPLVATICRET L2 &

22. ‘G

(UZANY KRARK 1mg/mL [7 XIL])
100mL [3]

(JANY K RA®ERDS0.5mg [7 XJL])
0.5mL x50 4, [4]

(UZAXRY RCAR#&DE 1mg [7 XIV])
ImL x50 @ [4al]

(UZAXRY KCAR&?E 2mg [7 X IL])
2mL x50 @ [43a]

(JZANY KCHA®KRSE 3mg [7XIL])
3mL x50 4, [434]
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