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INIAYARERT T o 720 EHWI- FrF ) 2R Fr (%)
A1) R V) O I G ARSI TR I E L R Y
21T 2 T L7z ®

REE EXEY
AR -o- -+ (h=21)
R e - (n=21)

Mean£S.D.
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Crax Tmax AUC ti2

(ng/mL) (hr) (ng - hr/mL) (hr) (hr)

7.26+4.09]0.81+0.22| 34.84+35.81 | 3.57%2.16 |0.243%0.096

5.39%2.00(2.67+2.45]116.54+32.04|20.91+3.7210.034£0.007
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KL FIZRAMRE PRGN EATRENT VLD 10
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L72¥ia s B RTH R £ TGO 14% 033 12, 69%7%R
A HEE S e,

16.6 HENEREHT28E

16.6.1 SRERUVBHEEEEERE TORIE
BERERLN . ElnE . ITPPRBERE S B R OB R AR 2 ) R
N R U ImghEF ARG Lz e & iERs () AR R
VA9 FEF ) AR N V) OFEYENREIL, EHERAL L
T, WEEBTREREEE(ZLTF=0 20T T A 030~
60mL/min/1.73m?) Tt120235% D IEE K FAUCIZ2. 7THE o HE k.



WREBREEERE (VL TF22) 79 YA 10~29mL/
min/1.73m?) Tt12l255% D IEE 2 INAUCIZ2 65D K., e
Tt12l230% D IERE K FAUCIZL . 45 DB R A5580 5721 (FHE
ANF—%)o [9.2, 9.3, 9.8, 11.1.5% ]
16.7 EYHEEER

TERERN, flEHE R i LB (A JE ., FA IR ke &,
BURPERE 2 REH0) 20t R & L 72 3 AR O Mt = % DL
TIRT GHEAT—4),
16.7.1 UZANXY K> OEMENREICXT T 2t FIDEE[10. 28]
) ANTEES

A IE B LB CYP3ALATFT BRI 2 H T 5 VN~ EE &
(400~1000mg/ H S iE#%5) & U A~x F (6mg/ H IiEHYS) &
21HMBEH L7z & &M () AR Fr+9- Fafxiy
AR K ) D Cmac S NAUCHTAI50% 184 L 7219,
QI *FICROZ=ZFI

TR 126012 CYP3A4 K O'CYP2D6 EEH A BT 5L A F Y
> (800mg/ H FLAE#H5) &) A1) F > (ImgHilal#k5) & B L 7=
& X DIEMEN ) O Conax . NAUCIE Z L2 1125% M US8%1E N L 726
¥/, 9=F Y0 (300mg/H KRG LI L &, Zheh
369 J% D200 L 72, 20
@) /saxtF>

A LTERG1260ICCYP2D6ILEEM 2T 5/ 0 F &
(10, 205 0°40mg/ H Ki5#5) &) A~ F > (dmg/H K% G-
R L7z E & RS OEFIREICBITS T 7ERENE
n1.3. 1.6% V1.8 AL 722,
@RILESY

FA JCHRE XL A SR B B s B 110 CYP2D6 L S5/ %
A AL v (50mg/HERS) &) A1) R (4~6mg/
HEAESES) 2 BE L7z & & G R 53 o % b i 6 02 B 30
MR NITERhole 720 BV T Y 2 %2100mg/HIZHEE L
BT SR OERIREEICB A T 7D 1% LA L.
150mg/ H 1234 L 72260 Tld, 2 21369% K 10852% F&- L7z, 2
(B)7IVEFH I

WA JRE R LLBICCYP3A4 K OSCYP2D6HENEH 2 B % 7
VARFH I 2 (100mg/ H RAEFS) & 1) A1) F ¥ (3~6mg/H X
BPEG) R G L7z & & O YRR o0 IUSE R O FEE L B SR 1 S
ERIEEhrolz, T2, TIVERFY I U &200me/ HIZHE L7z
BHETIE, )AXRY FUOEFREIZBIT A NI 71E)86% L5
L7225, 9-e FuF o) AR Ny OMiEhgEIc ez K3 s
Lrolz, #
6)1 bZaFJ—I

A KAERBIIBNCCYPSAAERNAET 54 hF a3+ =)
(200mg/ H FLAEF5-) &) 2 F > (2~8mg/H 5% 5) # HFH L
72 & EOIEMERSF OERIRAEI BT 5 b T 7Ml1365% L5 L 7Y,
(7N NZ83 )

B PER N 2BNCPHEE A EE % 3 %X F 783 )V (240mg
FAEPES) &) AR Ry (ImgH A S) % BRI L 72 & & DGR
3D Cmas X CAUC=EZF 2N 35 K O Af5HIn L 722
(8) Z DAt

A JRE B E12B1IZCYP2D6DIE TH LT I M) 7F1) » (50
~100mg/ H K#HES) & 1) AR K> (6mg/H S EHS) 2 7THIE
BRI L72& &, R ALSHICCYPIA4EREHEZ AT H L) A
0~ A > (2000mg/ H A S) &) A1) F ¥ (ImgH #%5)
EOEH L7z &, BUBMER SR E1IBNZCYPIA4ADIE TH 5 b
Y5 < — b (100~400mg/H KEHG) & ) A K (1~6mg/
HRAEHYS) 390 BB Lz e &, EEEE1661IZCYP2D6
JOSCYP3AADIEE THBH T v ¥ 3 v (8~24mg/ H KEHS)
L) AR R (Img/HEERHS) # THHEBEH L7z & & fEHERL
N24%112CYP2D6 2 "CYP3A4D L TH % ¥ 42 ) (5mg/H
RAeE) &) A1) K (Img/HREH#S) # AHBBA L7z &
&, ENZIEMER S O HWBEEE 2 bR OEEIIFRD Sk h
,)71:24)~28)O
16.7.2 hBFIDEMEREICH T S ) AXY Ko OHE

TR E18BIIC Y T% > »(0.125mg/H) &) Ax1) K ¥
(0.5mg/H) #10HBHEH L7z & &, BURIR & B Z 10611230
70k (1000mg/H) &) A1) K> (2~4mg/H) % 14HEPEH L
ol &, ENENOEAOEYERE N OBEIRO LN
o Tre KEAEERF LB F o (IR T 4k L T443~
1330mg/ H) % AEHS- Lz L E D) F 7 2 Y BREIZ, 1) AR
Ry DA OMOFURHHEIEGE R A5 ) AR K 2 (6mg/ H KAE
BG)VPEHIANLEE L THHEBEIASN o720 $72, 16.7.1T
OFEMETT, ) AR FriEhunsEE sy, ) 2ax (v
V. PEST— N, FTUF I VR FART VO MBI
PR RITE o, 9B

17. ERERRIE
17.1 BHHRORLMICET 58

(A KRE)
17.1.1 EIREERHER

N THEM S N7z ZEE MR & ORETT27812 B 5 R
SEROAE R, AR SR 722611250 % SR EE S E DL E o
U ERIE51.5% (372/7220) Tdr o 720 F 72, ZHEEWMILEERIZ X
> TRA RIS T 2 RKFN O D FRO HI T b,

e AR EFAR R S IE B 723 61 42041 (58.19%) (2 BIVEHI 25588 &
720 EBDIE. THYYTI2661(17.4%) . HEik95H1(13.1%) . 5

FRE9261 (12.7%) . ANHRAESTHI (12.0%) « #8551 (11.8%) .
T2 8161(11.2%) T - 72, 2~

1) KRS O ARH 2 455 S L7 BH2000 % &6,
CRREADBEBAZNY b T LIS BRlEE)
17.1.2 EBRFE L HRER
DSM™V-TV-TRIZ & ) B SEREEE LSl s, Stz A3
% B (5L 18R A % R G EIN T HE M L 7z FRIR RO —
FEERINCB VT, 79 R UIARH (KE15kgbl F20kg i
0.25~1.0mg/H. AHE20kghl F45kg i : 0.5~2.5mg/H. &
#H45kgll E 0 0.5~3.0mg/H)»%1 H2BISARM RIS S iz,
FEFFHMIE H T d 2 Gl (LOCF™) (2 381) 5 ABC-]™) @i fs
W T AT =V ATTDR=A54 LD EEIEITED LS
DTHY ., 7T REELRABEOILEIZ BV CHATEN A
WD 572 (p=0.0030, FL4EHT) o 2

—EEE (8AM) ICHF BABC-JEEMY T Xy —IIL X7 DN

—Z254 > 5DEILE (FAS*, LOCF)

ABC-JELEM: PP
FTAr VAT BiLE
Bom | FEA N5 g | LZEARL DR
000 | R | o on | DK EHR
e i DEHZE pfi
R
77RARE| 18 |27.5%5.26( 24.7+9.47 | -2.8%6.62 - -
ARFH B 21 |28.2+6.36]18.5+10.57|-9.7+7.29|-7.1[-11.6,-2.6] | 0.0030
A = P

G ENT. N—=AF 4 Y OABC-JHENY 7 Ay — Vv Aa7 & kEwm L
L 7z k5o i
TEEWRMO%. KA EASAMBZEG L REES BT S
ABC-JHUABEVEY 7 A — VAT T DONR—=AF 4 ¥ b DELEIE
TEROEBY THoT2,

RER 55 (488/) ICH 1T BABC-JEEMY T X5 — )L X7 DN

—Z254 2 h5NDEE (FAS. OC®)

75 & KD S OBITH ARH B S OBITH
ABC-JEAEMEA | XN=AF 1 v 75 | ABC-JREHY | N=2F1 U
T A=)V AT D%t TAr— VAT | HOELE

N—=2A549|24.5+9.73(17) 19.8+10.65(18)
S 12.9%9.90(16) |-10.8+10.47(16) | 13.7*10.46(16) |-5.8+8.75(16)
247R s 12.8+9.90(16) [-10.9%10.76(16) | 13.1%9.67(14) |-6.8+9.65(14)
A8A s 11.6+8.18(14) |-12.5+10.32(14) | 12.6+9.84(12) |-7.9%9.18(12)
FORTFFS | 13 1405 31(17) |-11.4+10.70017) | 13.0+10.28(18) | -6.8+9.70(18)
(LOCF) | ) ) ) ) ) ) )

ST + R 22 (R %0
a) B 5- W O h BREE AR B Ak
7E1) American Psychiatric Association CREH§#IE%24%) ®Diagnostic and
Statistical Manual of Mental Disorders 5Hi#EEDZMT - Hiit~=27 V)
1i:2) Last-observation-carried—forward (I5 /i |2 {12 S 7= il C R MINE % A 58)
7£3) Aberrant behavior checklist-Japanese version (S#ATE)F = v 7 1) A b
H ARFER)
##4)Full analysis set (5 A O AT 546 [4)
##:5) Observed Case (Bi%E S L7-fil, KlMEOH5E% L)
NI 0D F BB B SR 245 5 2 B £ R e L7
EI AR R BRI By Cy BIFEF £ 384 324 (84.2%) 127850 B L
7zo EDES L OIXMEIR2451 (63.2%)  AEHNNLIBF (34.2%)
LHITHELOR (26.3%) . & 71T 7 F »MAEAR] (10.5%) . AN%3
BI(7.9%) . L72N360(7.9%) . FEPED FV261(5.3%) . fHFL241
(5.3%) . fBEE261(5.3%) TH - 720

18. EEHERIE
18.1 fEHHER

TSR IR LA EFR O R LY. EELTR/XI VD2
SZERAREUER RO T b = U 5-HTeZ BAREUE IO
PR ADTEIC L Db DEEZ HNBEY Y,
18.2 EEIB(ER
18.2.1 HLK/NI L 1EH

RN VDo BEREIEREAE L, Iy b TT Y728 3 2T
TRENT 4 XN FI SN L EERE FTESEOTEIZLE
FARARAFEING L7 ZOREE N TR F— )b & @L<
IERRFHN T LR ENT, P
18.2.2 fitO = 1A

Lo b= U5-HTZ AR ZE L. Sy bTRY TH I
T XZAH Y 20 FR SN LIRS EIR Y EHZEOTHIZAL
I L 72
18.2.3 A& L7 —EiEER

Ty M TOHY VLTI =ERIERIZ, HhaRY) F=)LX)EEun,
F720 T v bOHRG - WiFR (D) TO B8 VDo BRI
T AP, SERIMREIR E OGS E VL E SNT WD
SARTOHMEL Y BV, Lo F— )b TIkEEkics
B REEBRED D B, k0 b= Y 5-HT 2R
TEFDSHREARIZ BT 5 B8 3 UAREOERT % #2F L T\ 2 W EM:
7}3‘});&)0 43) ~46)



19. B2 (CEE T 2E{LZRHER

— R ZHR 2 1) A K ¥ (risperidone)

1244« 3- 12-[4- (6-Fluoro-1, 2-benzoisoxazol-3-yl) piperidin-1-
yllethyll -2-methyl-6,7,8,9-tetrahydro-4/-pyrido[1,2-
alpyrimidin—4-one

¥ - CusHerFN4Oz

i - 410.48

R ARRIEAE~ME GO/ RIEOR R TH D,

bR

N CHs
=
o9
N

RO 169~173T
SELAREL - LogP=0.98(1-% 7 & / —)V/pH6 . IiEHA )
LogP=2.74(1-* 7 % 7 —)V/pH8 . 0%% & 171k
VIR 0 2% 2 =V ET s 2 — 1 (99.5) 12T I2 L, 27
T8 — VICHRD TEITIZ L L KRICIEE A EEIT 2V,

20. BV EDEE
20.1 WAE B THRET S L,
20.2 NEOFORPHGHIRET L2 L.

22. ‘A
(1) R84 —JLEE1mg)
1008t [108% (PTP) x 10]
1,000%¢ [10§¢ (PTP) x 100]
1,0008E[K bov, /NF]
(1) ZINE —JL§E2mg)
1008% [108% (PTP) x 10]
1,000$[10%2 (PTP) x 100]
1,0005E [ b v, NF]
(1) R84 —JLEE3mg)
1008 [108% (PTP) x 10]
1,0008E[K b v, N ]
() 285 — )UK %)
100g[F » V]

23. EEW

1) Hill RC, et al. : J Clin Psychopharmacol. 2000; 20: 285-286

2) Saito M, et al. : J Clin Psychopharmacol. 2005; 25: 527

3) Spina E, et al. : Ther Drug Monit. 2000; 22: 481-485

4) Mahatthanatrakul W, et al. : J Clin Pharm Ther. 2007;

32: 161-167

5) Jung SM, et al. : Clin Pharmacol Ther. 2005; 78: 520

6) FNEE D ) AR RO AR RER
7) AANEE ) AR R oA RN
8)
9)

FEPVER ) AR R U oS EIREO M

HNER  NEROHFEORMEERZEIIBIT A1) AR F
> DI BREOMET (20164£2H 29 H K%, CTD 2.7.2.2)
Van Beijsterveldt, L, [T, il @ 2548 & FER. 1993; 27:
3053 -3062

FENEEL - ) AR N 2 ORG#ERAT O MGG

Nyberg S, et al. : Psychopharmacol. 1993; 110: 265-272
Mannens G, et al. : Psychopharmacol. 1994; 114: 566-572
Mannens G, et al. : Drug Metab and Dispos. 1993; 21:
1134-1141

Schotte A, et al. : Jpn ] Pharmacol. 1995; 69: 399-412
TR ) AR R oREY OO BET

FABREAG, A c ERREHm. 1991; 19: 93-163

Snoeck E, et al. : Psychopharmacol. 1995; 122: 223-229
FENERL AR AR R UBFEIE VN B v L O EAE
oS

MEERL RO AR RUBHIE Y AF VR T=F TV
& OHEANEH OGS

Spina E, et al. : Ther Drug Monit. 2004; 26: 386

D’'Arrigo C, et al. : Pharmacol Res. 2005; 52: 497
Nakagami T, et al. : Clin Pharmacol Ther. 2005; 78: 43
FNERL RO A FUgHil 7 I M) ) v EOME
e o ¥eat

FEPVERL R AR R EFIE ) 2Au~ A Y v EDHE
TEM oMt

FEARORL ) A FrBHIE YT — b EOMEEH
DR

FENERL ) A FUBEIE TS 0y 3 v oM
DT

AR AR A1) B U EE L R ARDIV E O EAEFH ORGT
PR AR AR R BFI L D TR v L oM B ORBET
PTG ) A1) R85 LN )L 7 alik e O EEH OB
FEAERL @ 111 A1) R 888 ) T 2 L O EAER O

BUEARTETT

Yoty 7 7—vHASH

T101-0065 RFEBTFHX FHEEH3-5-2

32) JURRISE, Ml ERFRASAIZES: . 1991; 20: 529-542
33) JUKRHIF, A ERARRS RS, 1993; 22: 1059-1074
34) BEFHHES, M EREARRSAIEE S, 1993; 22: 101-116
35) Rk ANE: Al AR ASERE . 1993; 15: 617-631
36) JUKIISE, Al BRFREESE. 1993; 9: 2725-2739

37) PAREE, Ml ERPREESE. 1993; 9: 1453-1470

38) KA #, i phEEREAISEREL . 1993; 15: 749-762
39) FrRREAG, Al ERERAEAIEESE . 1994; 23: 507-522
40) FHIEEHS, b ERPREFAL. 1993; 21: 221-259

41) THEFEHE, Ml ERARRERIRSE . 1994; 23: 233-294
42) AR NEI O BETEREE IS SRl A AT A BE

xR & L7 PSS AR (2016452 H 29 H &R, CTD2.7.2.2)

43) Janssen PAJ, et al. : J Pharmacol Exp Ther. 1988; 244:
685-693

44) Leysen JE, et al. : Mol Pharmacol. 1992; 41: 494-508

45) Megens A, et al. : ] Pharmacol Exp Ther. 1992; 260:
146-159

46) A, i SEW - Rith - 478D, 1993; 13: 39-42

24, XHEEKERUVEWVEDESE
Yoty 77 —HREH ATAANA Y TrA=Tarbry—
T101-0065  HRTHST-ACH X P i HH3-5-2
7Y —=54Y)V 0120-183-275
https://www .janssenpro.jp

26. WERTEES
26.1 BEERSETT
Y vy 7y —<HASH
T101-0065  HUHUART- X HH X o i 3-5-2

=
janssen )'



