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15.1.2 HVECHEM S 72 FRAUE B L 22 5 tmiEk (KE2
MEDBESIIRIR) AT AEEE 2R & L7z 17 ORR
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WG DD
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15.2.2 Foid (w7 A, v b)) IZHWEEHED 4.7~75
R (0.63~10mg/kg/H) % 18~25 » AR II#%5 L7-2A
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16. FEMENRE

16.1 IMAIRAE

16.1.1 ‘NERUBFEDFERRBEE TORE
AINB R OH O EEFIZY A F iR 0.01~
0.08mg/kg/HOHET 1 H 2 MIBAERELRG Lz L &, &
Eh7-) OH=E0.04mg/kg/ H THIEAL L 72 AT R4 1L
1’7_1§0) Craxss KON AUC, 88 ci%ﬂi k ﬂ:iﬁ LT/J‘I/ELl‘ f%:]:1&{ﬁ
Th o7, MEREAHYI-vt Fux ) AR Fro
Craxss K OYAUC, 88 ‘i/J‘L% i %Eﬂif‘lf]ﬁ)?{f% - 727 (91‘
AT —=%)o

INB R ONFAEORMEEEZIZ) AR N2 NERLOERS
L7z an0mMbgENNIT XA —% (KEH-HN)DOHE
0.04mg/kg/ H CTHIEIL) CFYME+S.D.)

Cmax.ss Cmin‘ss AUC 7,88 CL/F
(ng/mL) | (ng/mL) | (ng - hr/mL) | (mL/min.kg)
- KB 124+ 2.06% 87.5+ 6.11+
MR es| 9.0 2.68 61.5 4.159
(6~117%) —
(n=1z) |E] 167+ | 8.98% 152+ 252+
EiiLY) 6.8 3.58 58 1.00
o H%| 225+ | 8.61= | 190+ 6.51=
W k] 239 | 131 2350 6.72>
(12~16 %) F——
(n=12) 1t 16.8= 11.7+ 172+ 2.37=%
Bty 8.8 6.9 94 1.01
a) n=9,b) n=11

16.1.2 £ EHRZEMEHER
JANRY R U8EImg [7 ANV, 1) AR FUdE2mg [ 7 A
Wl Y ARY R 3mg [7 AN KU A1) R ik
1% [7 AV ] & BEHEBHNZOWT, FRol) QDO W:ER
TR L7 g A F — N — 10 &0 I R 2 LA A
EL. Bon - YERE S S 2 — % (AUC, Cmax) 22w
T 90% 1 HA X 32 CRERTIAT % 47 o 7245 #:. log (0.80) ~
log (1.25) DA TH Y . WHI 0440 SRR
égﬂts)ﬂo)()

(1) fAEER AT

BEERBAT T2 T RO L B ) A% S

PR L) A G-
E);;«;;)Jk“/ﬁm lmg U S — L8 Img ,Zjﬁzfﬁif?l(m]}g?’\
%iﬁ&Fyﬁ&mz 1) A5 — VEE 2mg ﬁﬁfﬁiﬁéij&
1) A R AL 1% - AT 100mg (X
REXE VAT = VAL | ) e b L Img)

HWENEE ST X — 5 (WA RS

HIEINT A =% BEINT A =4
AUC (0-24) Cmax Tmax T2
(ng - hr/mL) | (ng/mL) (hr) (hr)
VAR
Ut lmg | 32.34%24.84| 6.59+3.54 | 1.41+0.70 | 3.51*+1.28
[7 2]
VA ) 14£22.70 | 6.11%2.96 | 1.34+0.51 | 3.58+1.30
JVEE Img

(Mean*S.D., n = 30)



(ng/mL)

101 —e— U ZARY KRG 1ngl 7 A

-0 U ANY —)LEE L ng

m gt Mean=S.D., n=30
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24 (IR§F)

0123456 8

12

G RFH

IMEE T ARZALRBREE (R R SEE)
Y BRE/ ST A — 5 (EWFHI )

HENT A—=% BEINT A—F
AUC (0—-20) Cmax Tmax Tz
(ng - hr/mL) | (ng/mL) (hr) (hr)
AN R
V§E2mg | 50.57%42.43 | 9.92+4.65 | 1.76+1.09 | 3.03%1.75
[7 2V
'I) Z/\°§7»__
sz 50.67+40.39(10.33+4.90 | 1.44+0.83 | 3.04+1.39
JUEE 2mg
(Mean*=S.D., n = 44)
(ng/mL)
14 r —e— Y ZAXY K gE2mgl 7 AL
--O--- 1 ANY —)VEE 2 g
ifiL 12 r Mean=+S.D., n=44
510
i
&£ 8 F
E
f 6
&
w4
By |
0 .'
0123456 8 12 24 (IKfFe))
e G IFH]
MR R AR (A= RSEE)
SEWENRE ST X —F  (AEWFEREEEE)
BT A =% BEINT A—F
AUC 0-12) Cmax Tmax T2
(ng - hr/mL) | (ng/mL) (hr) (hr)
VAR
UKL 1% | 28.71%£24.34 | 6.68+3.46 | 0.96+0.26 | 3.04%1.01
[7 4]
28T~ 29.55+23.09 | 7.17+3.79 | 0.89+0.23 | 3.06*1.11
VAT 1% e T U U

(Mean=S.D., n = 16)

(ng/mL)
10 1

—o— JANRY R MK 1 %7 AL )
-0 U 28— )UHIKL 1 %
Mean=*S.D., n=16

BEFCSMMEERE

01 2 3 4 5 6 8
G RIEH
AP RAA LR e (AR B IR 451
) AR

12 (R§Fe)

(2

MraRELE (B6pl, 4Bl (CHEKRIM 1, 1H2

M, 7 H e %

Tt A 5 A G-E (1 hE)
1) AR R Y §E 3mg i g FTNENLEE () AR
] 1) ZA78% — V§E 3mg k> E LT 3me)
FWERE X T X — ¥ (EMFERIESEN)
HENT A =% BEING A4
AUC 0-12) Cmax Tmax T
(ng - hr/mL) | (ng/mL) (hr) (hr)
AN N
v $E3mg  |531.81+477.94(65.72+45.96| 2.3+1.3 | 7.96+7.20
[7 2]
) ZINY —
e 538.94+466.38(62.39+42.32| 2.7+2.2 |11.24*16.79
JVEE 3mg
(Mean*S.D., n = 10)
(ng/mL)
120 - —e— AR R BE3ng 7 AL
---0--- U ZNY —)VEE 3mg
ifg 100 Mean=S.D., n=10
i3
m 80 |
ES
2 60 fr | m
{t.
&40
b
I 20
0 11 1 1

0051 2 4 8 12 (58
P HIER (7 0B, EHIRE)

MSE R LRIE R (WA R SEE)

MAEFEEENE O AUC, Cmax 220785 X — ¥ 13, s
ORI, AR ORI 5 - B O BRSM I L > TR L S
WHetEN D %o
16.3 27
16.3.1 AEADS M (BE: v b TOT—4)

T MIBUFAHUC-1 AR F O HEH S 50 Mk
SFIREIEER 1L, 13 & A E ORI BV THS- 2 BRI LIS s
fEIZE L, ZOBOMEEIMEE D2 5 O & Rk Em %
Rz

W I FE S R D E <L B AN, BIE. B 0%
FERRALRESE O BV G REIR EE 25520 5 721D,
16.3.2 IM#&-fEEEFEE M

TR AIZY) AR RV Img $E% HIAE S L, I8
HERERI VD Ot k= 5-HTe S EREIMFRIZON
THGET L 2R3 BB RIGE S E AT 5 2 & HHERR

Iy (A
L7285 Ty ) AN R A M-I B M Z il 3 5 2 & A
R & 712,

16.3.3 MIFEAFEESE

JANRY R 1 #90.0% (in vitro. “FH7#ENTE:, 10ng/mL)
9- PO ¥ ) AXRY K #77.4% (in vitro. “FEENT
7. 50ng/mL) 3
16.4 X3

TEHERALZ ) AR R 2 2% L2 54a ., B TR
Frahs bEEsh, EREWIZO- Faox i) 2ax) R
WEER R OF R ZF0EE - H Y (EIEIIAEE)
REWOFEEOFE - ERHEW - FuFxi ) A1) Fr
DOIEMNL in vitro KO in vivo DEILFER |2 BT 1) AR
Fi*%%%&ﬁ@ﬁﬁ%#@%%witﬁ%éhfw
51,

R (F 27 a— 24 P450) o4 H2 © CYP2D6.
CYP3A4
16.5 HEt

TEEER ALY A1) B> Img $E & U 2mg $E & FE %5 L
723 E . PGk 72 R F TSRS Nz R SR LRI
20 CTH Y. ERBEWDO-v Fax 1) AR R U389 20%
T 7210, FLEANTOF—F T, R AIZHUC-1) A
J F ¥ lmg Z HRE %S L2a, 5% 7 HE Tl
HFHE D 149%753FH 2, 69%AN R A 12 HEE & L7219,



16.6 HENDEEEF I HEE
16.6.1 SE RV BHEEESEE CORE
TEHER N, s, A AE R & B B OVER R S R 12 )
AN RV Img $E% BEFRIES L2 & & s (U
AN FY+9-L FaFxy ) AR FY) O3EYEHREIL,
TR A &L LT, hEEEREEERE (2 LT Ty
V79 A 1 30~60mL/min/1.73m2) T ti2 12 35%DIEE
JeON AUCIZ 2.7 5ok, BEEEREREERE (Z LT F
—o 7079 A 10~29mL/min/1.73m2) T t1/2 12 55%
DILE T O AUC 12 2.6 50K, EiliE T tie 12 30% DIk
FER O AUC 12 1.4 o AIRD 5720 (ALEAN T —
%)509.2. 9.3, 9.8, 11.1.5 Z&]
16.7 EMHEEIER

RN, R UL EE (A RE, Sa ks
REdr, BUBIEREE . HHR) 20 % & L3l e H o

FHRERALTICRYT WMEAT—%),

16.7.1 UZAX K> OEYBNREICK T 2 MmF D
Bg]

(1) NaxtF>
WA SR B 126012 CYP2D6 HEEH 2 /3 580 %
tF > (10, 20 U 40mg/ H KEFxE) &) AR F o
(4mg/HKAEHS) 20 L7k &, IS O B & IRRELC
BUAL NG 7HEPFENFNL.3, 1.6 ROV1.8K A L7722,

(2) EIWVFSY
A B S A A e R RS I R 11 61z CYP2D6 [
EREMEHRTLHEIV T Y (50mg/HKEKRS) &) AR
) K (4~6mg/HAEHS) L& & RSO
M BRI TS o /ze T2 2V b
F1) v % 100mg/ H 25 L 72 B8 Tl iR 0 E 5k
BB A N T 7D 15%E5- L. 150mg/ H 128 L7 2
BITld, FNFN36%K U 52% 1517219,

(3) ZIWEKRxHI>
WAL HEEREE 11 6112 CYP3A4 % O° CYP2D6 FHE/EM %
ETH7IVARFY I (100mg/HEEHS) &) AXRY R
v (3~6mg/H G # L7z 8 &, RS oM

SRS PEHSRIA B R KT E oz, T2, TVRFY
3 0% 200mg/ HIZHIE L2 BETIE, U AR KU OFEHR
RREICBUT S T 7MHA86% LA L7275 9-L Fuf vy 2
N R OMBERREIEEEZ RITE hho 7219,

4) 4 vZaFJ—n
HALTERE 196112 CYP3AA BREFEHZHT A4 + 5
) =)l (200mg/ H FfE#x5-) &) A1) K (2~8mg/
H G #0000 L7z & & O OERIRIEIZ BT 5
kT 7HIE 65% 5 L72Y,

(5) XZINZ I
TERERHRN 12611 P HEERAMERN A ETHRNT/53 )1
(240mg JE#HG) &) A~ F¥ (Img Hialg%S) %060
L7z & EDIHHERST O Comax 2 08 AUCIE 24 1.3 45 )%
O 1.4 58 7220,

16.8 Z M1t
YANRY FUEE0.5mg [T ANV 12OV, [SEDPEL D
ROMIZEA O LYW REERBE T 1 K91 2 CFR 18
E11H24 0 FAFRSIEE 1124004 5) | 1I2HESE, VR
A R lmg [7 AV | #fEHERFIE Lz & EHZE)

SIS LRI S A, RIS & A S 7z,

17. BRRRIE
171 EHRCREMICET 2558

(&K BEE)
17.1.1 EREKRRER

EN TG S - “EERILERERZ & OREH 727 62 B
350 AR R - M OB RER O T AR
GREB 722 BlIZKE T 5 R EEGED L oEEIL 51.5%
(372/722B) T o720 72 “EHEHRIERBRIZL - T
HAIFTEICH T 210 AR K ofF AT 5 RTw
%O

LA VRN SAER] 7235 B 420 B (58.1%) \ZEWEM DS
BoObNT, Tabold, 7THYY T, k. Bk, R
HRAE. ARG, IR E T - 722230

W) AEHEIND) AR Ry R X0 BE 20 flh
{FO

E/
%

[10.2 &

CMNREAD BB XY b T LREICHES ZFEM)
17.1.2 ERE IR
DSM#D -IV-TR |2 & ) HEMEREE & W & v, Bl +
A3 5EE GRELLE 18 mAm) & GICENCER L2
RSB “EERIIICBWT, 79 R UT) A1) Ko
(fk = 15kg LIk 20kg i 0 0.25~1.0mg/H. 1A 20kg L
I 45kg A5 :0.5~2.5mg/ H . /K& 45kg Ll I-:0.5~3.0mg/
H) %1 H 2\ ARG Sz,
FIEEHMIE H T A iR EEMi (LOCF®2) 1281+ 5 ABC-
JED @AEMEF T A — VAT T DOR—RAT A Vb DEL
BETEOEBYTHY, I KEEL Y 2R FUEOR
BIZB W TR 2 A E2AD 0 57z (p=0.0030, 3t
TERAT) s
—EERY (8HEM) 2B B ABC-] WEMEY T A5 — )L A
a7 DR=A54 9 boZibiE (FASEY, LOCF)

ABC-J BT
T AT =) 2l
; Aa7
R Zg Ne2 | TIeRBE OB
N=2 | B# | T4 V| Tl
IS4 | BN | 250 | opepae p
ZALE: | [95% (= TEIX 4]
77k | g |25 |27 | 282 ) .
R 5.26 | 9.47 | 6.62
1) 2~
"/ 282+ |18.5% | -9.7+ 7.1
%; Mol 2 16 ss | 1057 | 7.20 | [11.6-2.6] | 0-00%0
SEE il + R (R

a) BHEEART, X—AF 4 O ABC-] B 7 A r — V237
R AL b L7 ST
TEERPOK, VAR FrE 48 MRS L ELKS
WIZHB1F 5 ABC-] BN 7 A — VAT T DNR—A 54
VINLDOEALREIITROEBY THo 72,

FEU#%5H (48 ARM) (2B A ABC-] BEMT 727 — )L 2

7 DONR—AF A Hh DR (FAS, OCED)

ey e Py AR RHEDPLD
S N A 1 -

77 ﬁf] ﬁ)@*{/ﬁ%ﬂ %ﬁ,@u

ABC-] Bifs | X\— 254 | ABC-] B | N—2AF A

P72 | b | MY TRr | vhbo

—VAar A& — VAT A
~N—A | 24.5+9.73 B 19.8+10.65 B
54w an (18)

g | 12:9%9.90 |-10.8+10.47|13.7+10.46 | -5.8%8.75
= (16) (16) (16) (16)
o | 12:8%9.90 -10.9510.76] 13.1+9.67 | 6.8+9.65
= (16) (16) (14) (14)
sggps | 11.6%8.18 [-12.510.32) 12.6+9.84 | -7.9+9.18
= (14) (14) (12) (12)
A | 13.1+8.31 |-11.4£10.70| 13.0£10.28 | -6.8+9.70
(LOCF) 17) a7 (18) (18)

T = e m . GHEEIE

a) FWH G- M OGRS R ARk

7£ 1) American Psychiatric Association CKERHIES4) @
Diagnostic and Statistical Manual of Mental Disorders (f§ i £ D%
Wi - At~ =27 v)

7 2) Last-observation-carried—forward (ELR{TIZEIZ2 S 724l Tl
it % 52

7 3) Aberrant behavior checklist-Japanese version (¥ 717H)7 =
v 7)) AN HAGERRD)

7 4) Full analysis set (5 KO xR

##:5) Observed Case (B%2S/-fi, RIMMEDOHTEZ L)

18. FExhEIF

18.1 {ERAFF
TP EEEAL ISR LA EBR O R L D & LT R/3R
¥ Do ZHERFEPUEH L O a + =~ 5-HT2 ZHEIEHUE

&S, FiEMEROFHICLL2bDEEZ LN
%) 33),34) o



18.2 ZEIB(ER
18.2.1 i K/XI T 1EH

F/83 ¥ Do ZFERPUE 2A L, 9y hCTT Y7243
YAET AREIT 4 XD FHR SN L BT R AT S
DATENZAL % A= AKAEBICHIH] L7z ZOREIE T XY
K=V & a4 L IFRRIIV T LR ENZD,
18.2.2 ;itO M= 1R

to s = 5-HTe B/ RETE 2L, v FChY T
FIVROAAHN V2K FR SN LIRS EHIR Y EE)
EDATENZEAL & W L 7233,
18.2.3 A& L 7L —FERR(EH

Ty FTOHY LT —ERIETIL, nu«UP~»ib%
Vo F7o. Ty PO - iR (BEE) ToO Rv3

Do BRI 0§ 2 A A, %wﬂ%r&twﬁ@#
WWEENTVLHEERTOHEMMELY H, LA
AR R =V TIEBEERICIB T 8GO E v, %
B, o b=V 5-HTe ZHEEPERAPBSEMEIZBIT L K
I8 3 AEEDMEWT % R LT\ B BB S 533)°36),

19. B3Ik CEE Y 2 LZHHER
—hg$
J 2~1) K (Risperidone)
| g=a=2
3-{2-[4- (6-Fluoro-1,2-benzisoxazol-3-yl) piperidin-1-
yllethyl}-2-methyl-6,7,8,9-tetrahydro-4 H#-pyrido[1,2-
alpyrimidin-4-one
FFRX
CasH27FN4O2
SFE
410.48
R JR 7N
HEO~ A O IEDOH R TH %0
AY )= NVIUTTF 7 — (99 .5) f@é‘?iew‘ {<L2-7u
IN = VAZRRD THEIFIZ L L KIZIFEAEEIT R,
BE

=
169~173C

20. BURVL EDEE
201 BAEBIITHRET AT &,
20.2 NEOTFOREDPVENICRET L Z &,

2. A%
(JZANRY K88 0.5mg [7ZXIV])
100 $¢ [10 8 (PTP) x10]

1000 §& [, /3]
(UARY K8 1mg [7 X IV])
100 ¢ [10 8 (PTP) x10]
1,000 $¢ [10 & (PTP) x100]

1000 §& [, /3]
(VAR K 2mg [7 AIL])
100 ¢ [10 8 (PTP) x10]
1,000 $¢ [10 & (PTP) x100]
1000 §¢ [, /3]
(VAR K82 3mg [ XIL])
100 ¢ [10 8 (PTP) x10]
1,000 $2 [, N7]
(DARY R MR 1% [7XIV])
100g DK, »¥7]

500g [ff. /N7 ]
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