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a)n=9, b)n=11
16.3 24

16.3.1 FEBADD T (ZE . Iy b TOT—%)
T MIBUTBHHUC-) AR F ¥ @ H A% 5 -t5 0 KN FU e
JEiE, 1ZE AL OB BTGB DA RS EIE L. 2
DHOH LTI 5 S DR L & FEREAEmZ R L7,
TS BRI RE AR 1570 o 72 I C UL IS P e BE T T D 12~ 2215
BEDY . B, NG, BT, BEL S HERARESE T b E g
REIEFEDSTHD B 7210,
R v MIZUC-1) AR N2 &5 L 2R o s W i i e i i
. IMEEREEOR1/2TH - 729,

16.3.2 M-BREPTE @M
BEHER ALY AR F 2 Imghe x BIEHES- L. WMAICBI 5 RS
I VDT b= U5-HTeZ AR IR IZ DV TRET L 72828
BZHRIEEBAMEA AT 5 2 L MR SN,
L7255 Ty JARY K EImiE-BE M 2 @3 5 2 & AR
BNtz P

16.3.3 MIFFEMEAE
) A~) R #990.0%(n vitros P ENTE. 10ng/mL)

9-b FaFo ) AR F¥ 1 #77.4% (in vitro. V&N .
50ng/mL) ¥
16.4 X35

FEREE IS ) AR R U RO L2 E, RIS RS
Ll i, EREWII-L FOF ) AR R Tho 2,
PELEEREOF IR P ZOEE - H 1) (EEIEARE)

R OO « TABW-L Fax ) 2R Froifik
\Zin vitro % Oin vivo DEEFFAERIZ B W T AR KN 2 RZ1 L
KL FIZRAME PRI EATRENT VLD 10

RS (7 b 7 0 — 4 P450) D4 TF : CYP2D6. CYP3A4

16.5 HEittt

FERERAIZ ) A1) R 2 ImgfE M O 2mgfE & f 0% 5 L7284

Be G2 72051 F CICHEM S N7 R R LRIER2%TH ) . AR

P DI- FaFx ) 2R Fd#20%TH - 7217 SHEIAT

DT — & Tld, EEERAIIUC-1) A1) K ¥ 1mgk B OH S

L72¥ie . HGRTH R £ TGO 14% 033 /12, 69%7% R
I HEE S e,

16.6 HENEREHT2EE

16.6.1 SpERUVBHEEEEERE TORIE
BERERLN . ElnE . ITPRRERE S B R OB R AR 1) R
N R Y ImghF ARG Lz e & s () AR F
VA9 FaF ) AR FY)OFEYENREIL, EERAL L
T, PEEBERERERE (VLT F=0 20T 52 A 30~
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 . 6f5 DK, ke
Tt12l230% D IEE K FAUCIZL . 45 DB R A5580 5721 (FHE
ANF—%)o [9.2, 9.3, 9.8, 11.1.5% ]

16.7 EYHEEER
TERER N, fEHE R i LB (A JE., WA iR ke &,
BUBPERE 2 REH) 20 R & L 72 3 AR O Mt R % DL
TIRT GHEAT =4 ),

16.7.1 UZANY K> OEMEEEICH T 2 FEI 0O

) AINTEES
AL TE B ELBNCCYPIATFENEH 2 BT A 7 Vv X~
(400~1000mg/ H S iE#5-) & U A~ F > (6mg/H )KiE#S) %
21HMBEH L7z & &R () AR Ky +9- Fafxiy
AR K ) O Cmac S NAUCHTAIS50% 184 L 7219,

QI *FILROEZI=ZFTI>
TR 126012 CYP3A4 K O'CYP2D6 I EEH A BT 5 A FY
> (800mg/ H FLAE# ) & ) A1) F ¥ (ImgHilal#k5) & B L 7=
& X DIEMEN S O Conax S NAUCIE Z L2 1125% M US8%HE N L 726
F/o. 9=F Y0 (300mg/HKEHRG) L L &, Zheh
369 J% V2096841 L 72, 20

@) /saxtF>
A LTERG1200ICCYP2D6ILEMEM 2T 4/ 0 F &
(10, 20K 0°40mg/ H KiE#5) & ) A~ F > (dmg/H K% G-
EHH L2 E &, RS OEFIREICBITS T 7ERENLE
n1.3. 1.6% V1.8 AL 722,

@wILESY
FA JCIRE XA A SR B B s B 110 CYP2D6 1 %
HEHEI T ¥ (50mg/HEERES) &) AR K (4~6mg/
HEAEHES) 2 BE L7z & & iR 53 o e b i 02 B 31
MR NITE R h ol 720 BNV T Y 2 %2100mg/HIZHEE L
BT R OERIREICBE A T 7ED 5% LR L.
150mg/ H 234 L 72261 Tld, 2 21369% K 10°52% F&- L7z, 2

(B)7IVEFH I
WA JRE R E LB CYP3A4 K OSCYP2D6HENEH 2 5 % 7
VARFH I 2 (100mg/ H KBS & 1) A1) F ¥ (3~6mg/ H X
B¥G) R L7z & & IR O M R I HF T SR I3
ERIEEhdrolz, T2, ZIVRFY I U &200me/ HIZHE L7z
BHTIE, )AXRY FUYOEFREIZBIT S NI 7E7586% L5
L7275, 9-& FuF3) A1 R Y OIS EEICHEE RIFES
Lrotlz, #

6)1 bZaFJ—I
A KA R B 1IBNCYPSAALERAET 54 hF a3+ =
(200mg/ H FAEF#5-) £ 1) 2~ F > (2~8mg/H A% 5) # HFH L
72 & EOIEMERSF OERIRAE BT 5 b T 7Ml1365% L5 L 727,

(7Y NZ83)
TR RN 2BNCPHEE A EE 2 3 %X F 783 )V (240mg
FAEPES) &) AR R (ImgH AL S) % BEH L 72 & & O ER
3D Cmas & FAUCEZ 2N 35 K O Af5H I L 722

(8) Z DAt
A SR B E12B1IZCYP2D6DIE TH LT I M) 7F1) » (50
~100mg/ H JK#HES) &) AR K> (6mg/ H S EHS) 2 7THH
BER L7726 &, R ALSHICCYPIA4ERH AT H L) A
0~ A4 > (2000mg/ H A S) &) A1) R ¥ (ImgH #5)
EOEH L7228 &, AU SR E1IBNZCYPIA4ADIE TH 5 b
¥'J<— b (100~400mg/H KEHG) & ) A K (1~6mg/
0 RAEHYS) #3090 BB Lz e &, EEEEE1661ICCYP2D6
JOSCYP3AADIEE THBH T v ¥ 3 v (8~24mg/ H KEH )
L) AR R (Img/HEERHS) # THEBEH L7z & & fEHERL
N24%112CYP2D6 2 \CYP3A4DHEE TH % ¥ 42 )V (5mg/H
RAFRE) &) A1) K (Img/HRKEHS) # A0 BBA L7z &
& ZNEIENEN S O BRI PR OB BT SN p
- 7':24)~28)O

16.7.2 B DEMENREICH T S AXY K> OHE
HEHEFEESELISHIIZ Y TF 2 (0.125mg/H) &) AX1) K>
(0.5mg/H) #10H BB L7z & &, BURIR & B2 10601230
7 ak (1000mg/H) &V A1) K> (2~4mg/H) % 14HEPEH L
ol &, ENENOEAOEYERE N OBEIRO LN
Mo 7ze FEMIHEELIFNZ ) F 7 4 (B F 7 4k L T443~
1330mg/ H) % AEH G- Lz L E D) F 7 2 0P BREIZ, 1) AR
) R DA O o BURS RSB 2 5 1) A1) R (6mg/ H RS
BG)VPEHIANLEE L CTHHEBIASN o720 $72, 16.7.1T
DOFREMETT, ) AR FriEhunsEE sy, ) 2ax (v
V. PEST—b, HTF Y IR ARY I DMSEFEEEC
PR RTE Rl 9B

17. ERERRIE

17.1 BHHRORLMICET 58

(A KERE)

17.1.1 EIREERRR
N THEM S N7z ZEE MR & ORETT27812 B B R
EROAE R, AR SR 722611250 2 SR EE Y E DL E o
U EARI351.5% (372/72280) Th o 720 72, “EHEMRILEERIC X
> THRAITEI S 2 ARFNOF D RO 5T b,
e AL EFAR R SR B 7237 61 42041 (58.19%) (2 BIVEHI 25588 &
Too ERDBOIE. 7H YU T12660(17.4%) . IREI5HI(13.1%). 5

[10.23H]

FEE9261 (12.7%) « ANHRAESTHI (12.0%) « #8551 (11.8%) .
HEB 28161 (11.2%) T o 72, 2~
1) KRS O ARH 2 455 S L7 BH2000 % &6,

CRREADBEBAZNY b T LIS BRlEE)

17.1.2 ERFE L HRER
DSM™V-TV-TRIZ & ) B SEREEE LSl s, Stk s A3
% B (5L 18R A M) % R G EIN T HHE L 7z BRIR RO —
FEERINCB VT, 79 &R UIARH (K E15kgbl F20kg i
0.25~1.0mg/H. AHE20kghl F45kg i : 0.5~2.5mg/H. 1k
F45kgll b 1 0.5~3.0mg/ [) 751 A 208 A2 1% 5 S 7z
FEFHMIE H T 2 Gl (LOCF™) (2 381) 5 ABC-] ™) @i fs
W T AT — VAT DR=A54 P bDEEEITED LS
DTHY ., 77 EREELERABEOILEIZ BV CHATFN A 5
WD 572 (p=0.0030, FL45EHT) o 2

—EEE (8AM) IS B BABC-JEEMY TR —IL X7 DN

—Z254 > 5DEILE (FAS*, LOCF)

ABC-JHU i
FTAr— VAT e
R (A nen g g | L ZERBL DI
70 |y | v n o | WK T
e i DEHZE pf
B | oswEmxm)
T7RRRE| 18 |27.5+5.26] 24.7+9.47 |-2.8+6.62 - -
AR 21 |28.2+6.36(18.5+10.57|-9.7+7.29|-7.1[-11.6,-2.6] | 0.0030
S +

A GHENT. N=A T4 Y OABC-JHEVEY 7 Ay — Vv Aa7 & kEw L
L 7z 355 o i
TEEWRMO%. KA EASAMBEG L REES BT
ABC-JHUABEVEY 7 A — VAT T DONR—=AF 4 ¥ b DELEIE
TEROEBY THoT2,
RER 5 HA (488/) ICH 1T BABC-JEEMY T X5 —IILZXAT7ON
—254 2 h5NDELE (FAS. OC®)

77 REED S OB ARH B S OBATH
ABC-JHEVE | R—AF 4 V5 | ABC-JHEMA | N=2F 1 v
TAr—VAIT DAL TAF—=NVAAT| HOEE

N=A74 | 24.5%9.73(17) 19.8+10.65(18)
Billk; 12.9%9.90(16) | -10.8+10.47(16) | 13.7+10.46(16) |-5.8+8.75(16)
2481k 12.8%9.90(16) [-10.9+10.76(16) | 13.1+9.67(14) |-6.8+9.65(14)
43I 11.6+8.18(14) |-12.5+10.32(14) | 12.6+9.84(12) |-7.9+9.18(12)
=Ry e

ET&O”TC@)BT 13.1£8.31(17) {-11.4+10.70(17) | 13.0%10.28(18) | -6.8+9.70(18)

ST + R 22 (R E %0
a) B 5- W O WG BREE AR B Ak s
7E1) American Psychiatric Association CkEH§#IE%4%) ®Diagnostic and
Statistical Manual of Mental Disorders GEHliEEEDZMT - HiFt~=27 V)
11:2) Last-observation-carried—forward (5 /i | B 5 S AL 7ol T RMME & HH5E)
7£3) Aberrant behavior checklist-Japanese version (S:#ATE)F = v 7 1) A b
HAGEM)
##4)Full analysis set (5 KO AT x5 46 [4)
##:5) Observed Case (Bi%E S 7= M, KlMEOH5E% L)
NI 0D FI R A B SR £ 455 2 I £ X R & L7
FEI AR R BRI BV Cy BIFEFIE 384 324 (84.2%) 127850 B L
720 EDOES S OIXMEIR2451 (63.2%)  AEHINLIB (34.2%)
LHITHELOR (26.3%) . &7 10T 7 F »MUEAR] (10.5%) . A%3
BI(7.9%) . L72N36B0(7.9%) . FEPED FV261(5.3%) . fHFL241
(5.3%) . BEE261(5.3%) TH - 720

18. EENERIE

18.1 fEHHER
ITEPFEFRN ONHIFA L A EBROKE R L ), L LTR/E2 U D2
ZEREEHUEM LT+ = U 5-HTeZ BRI EM IS
PR RO L 2 DEEZ HNBEY Y,

18.2 EIB(ER

18.2.1 HiK/NI 1R
PN VDo BERETEREAE L, Iy b TT Y728 3 2T
TREIVT 4 2 XY FREENLEERE TS OTEIE (LY
FARARAFEINE L7 ZOREE N TR F— b & @L<
IERRFFN T LIRS Nz, P

18.2.2 fitO = 1A
tu b= US-HTeZ B HETERZ AL, 9 FThY 75 3>
X AHY) 2 X ) FR SN LR EIR Y EHZEOITHIZAL
L 72,

18.2.3 h &L 7Y —&EiElER
Ty NTCOHE LTI —FRIEHIZ, ~NaRy F=)L L) §5n,
F720 T v oW - WiER (D) TO B8 VDo BRI
T AP, SEARIMNREIR & OBLEDE VL E SNT WD
SARTOHMEL Y BV, Lo xR) F— b TIkEkics
A REABMEO T E V. B, 0 b= Y5-HTo 2 AR
TERAHRSARIZ BT B K283 UASEOMEW 2 %A L T 5 gl
753‘&);&)0 43) ~46)



19. B2 (CEY 2IE{LZRFER

— k% 0 1) A1) 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

¥ - CusHarFN4Oz

3 fi - 410.48

R ARRIEAE~MEAEO/RIEOR K TH D,

b

N CHs
=
o9
N

B 169~173T
SRR - LogP=0.98(1-% 7 & 7 —)V/pH6 . IFEEA )
LogP=2.74(1-* 7 % 7 — )V./pH8 . 0%% & 171k
IR T 2% 2 — W AET s 7 — 1 (99.5) I2RREITI2 L L, 27
T8 — VIO TEITIZ L <L KRICIEE A EEIT 2V,

20. BBV EDEE

20.1 WAE B THRET S L,
20.2 NEOFORPHCHIRET L2 L.

% %22, ‘@IE

(1) R84 —JLEE1mg)
100%% [108E (PTP) x 10]
1,0008E[ & F b, /T ]

(U ZINE —IVEE2mg)
1008 [108% (PTP) x 10]
1,0008E[K hv, /NF]

(U 285 —)U$E3me)
1008 [108 (PTP) x 10]
1,0008E[ & F b, /T ]

(U 285 — JUHKE1 %)
100g[ & b V]
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