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§
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BERERA VAR FUE

UAANLD R2/5z0.5mg NP
DAANY R/ 1mg INP
YUANYD Rsz2mng [NP)
YUAANY R2/5:3mg NP

BAERZ

) AR K iR

UZAANY R 1 % TNP

Risperidone Tablets, Fine Granules

Al iz

BEA (74 ba—TF 4 7 8E) . B GHERIA)

®/ oA o HOH X 4

S
WFEEEIRS (R — ERSOMSEIC L VTS 2 L)

#E 0. 5mg NP LEgh BARIERS U ALY K0, 5mg
$E Img NP L#EHR BARIERS UAXRY RN Img
% 4 & | BE 2mg [NPJ LgET AAHEFT U AN R 2mg
BE 3mg NP 1&g BHAERFH U AXY R 3mg
AR 1% NP g HAFERS UAXY K 10mg
4« U Z2~2Y R (JAN)
— fi% 4

£4 : Risperidone (JAN)
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RS CIE, YRZEIEIZ OV TSR 3 0 B SRAF R Y H OB RO 5 %
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&, BURAFEN SRS T FIL, EAETA S 25500 - HIWr - BREIRT 5 & &b
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I. BiZICBEAT HIER

1. AREOERE
UAXRY R, gmr b= RXI 7 Z =X (SDA: serotonin-dopamine
antagonist) & TN D IEEMGUEFTEE T, 5-HT, AR L D A EIEHUEN %
R, VAR TIE 1996 FEIC Bl s TV D,
=7 a7y —~<HASETIE, FHEELTY AU R 0.5mg 25 AT 5 8A %
BAZE L. FEEFEH 0331015 7 (CFpk 17 4F 3 A 31 H) ([ZHD T HME K OREBRTTE%
RE. MR, AW PR E SR A EMf L. 2007 4 3 HICAKAR A S, 2007
FTHEIDYAXRY KB 0.5mg NP, [FIEE Img NP, [FRIEE 2mg TNP) K TN 1g H
WU AXRY Rz lmg AT HY AU RUHIRL 1% NP OIRFEZ B LT, &
HI1Z 20084 3 HIZiZ, VAU R &2 3mg AT H Y AU RBE 3mg INP] Dk
A U, 2008 £ 7T A B ERGE A BAG L 7,
2013 4F 12 AT SR C AR & = 7 o RN 23 &Mk L 72,
2020 4E 8 HIZIX., U AU R % 0.5mg NP, [F&E Img [NPJ. [A4E 2mg NP, [A)
ML 1% INPY Iz, T/NERBIO BB A7 R T MEICHE D SRR loxtd % 2hie
TR, HIEROCHESBMST,

2. BA0BEEN - RFHZHEHE

OARAFINE, Te h=r+ KNI« T & A=Ak (SDA : serotonin-dopamine
antagonist) & FEIEAL D IFEMPUREHIEE T, 5-HT, Z/IK & Dy LA EFEHUEM
oY, WPEIC X0 A JTRAE O B E R & R R Ol E IS R A T D
EEZDLRTND, Y

ORI IX, B2 0.5mg NPJ, $E Img NP, & 2mg NP, HUKL 1% [NPJ IZIZH#EA
KFE. MEMMOBAARY N7 2EICHES BRI, £ 3mg INP) ITITHA K
FEICH AERRBD LN TN 5D,

OKEED 0.5mg ENBHBE SN LICE Y  EBORZRD 4 FEDEEA (0. bmg 52,
Img #&. 2mg &K O 3mg #8) & ARLAFWIV, T OM e HEFH N TR E 20 | F
TeBEAN D3 ENAE D TROMBER MBI N D,

CROEIREOREE & EIRAENR RS- ORABEENOBEN
oy EIRRZE D IR
SrEIREIC 3 0 2 AR o

- 53 B o> BRI G 1

CBENEEEOEME S 5%



OFERZANMEM &L LTl EMERERE, BRECAFXDT | HEMA LT 2, T
MR A VT & Al G WERE (STADH) | FFFERERRTE . SJE., BOBUH MUARIE .,
FEWR. WA PR SR BEIREIE S R T N = R BRI ik
MERORIERAE . A M BRI . M ZEARAE DRI AR MARAE . R b EAE 23 i ST
W5, (TVIL 8. (1) R EIE & WIHPER ] OHEE M)



AT SEE

(1) % £ UANY RBEO0.5mg NP
U AU K 8E Img NP
UARY R UBE 2mg NP
U ZA~Y R gE 3mg NP
UARY R kL 1% NP
(2) #* % : RISPERIDONE TABLETS
RISPERIDONE FINE GRANULES
(3) BMOHERX : AHK S THD Y AXY KL OE &% FE#H L. NIPRO
Mo NP &fF L7z,

— k%
(1) M & (&RE) VAU Fr (JAN)
(2) #¥ 4 (@4iX) : Risperidone (JAN)

(3) AT L4 : antipsychotics, risperidone derivatives : —peridone

BEXX(ERHERX

NFRARUHFE
ﬁ\%it o Ca3Ha7FN,0,
4y F- B : 410. 48

tE4 (%)
3-{2-[4-(6-Fluoro—1, 2-benzisoxazol-3-yl)piperidin-1-yl]ethyl}-2-methyl-6,
7,8, 9-tetrahydro—4#pyridoll, 2-a]pyrimidin—-4-one (IUPAC)

WEE, B4, BS,
M B L

CS&ES

CAS B E%&S
106266-06-2



M. 58519 51EH

1. YMELEHHEE

(1) 58 - R
AE~WMEARORAEOM K TH 2,

(2) BfEM%
AR )=V XiT= X /) —)b (99.5) IZRREITIZL K, 2= m X ) — LI
OTHEITITS L, KIZIFEAEBIT R,

(3) WimtE?
RS TRINoTE

(4) MR (PER), FR, HER
ks 0 169~173°C

(5) MIGEMBMEHR
pKa,=8. 24, pKa,=3.11

(6) DEEFRE
M ER R L

(7) ZTOMDFE 4 RERE "
FCRRIECRE © 0.5% LT (1g, £, 80°C. 4 KffH]),
FREVE S 0 0.1% LT (g, A@221F),

2. EHAHOEBERTICHTZREN
AR L

3. AV DOHERREE Y
HAKBD I OEKLSSLD [V AR R R BRECX 5,

4. BHRSDEEE"Y
AARERGTOEFRMESZD VAR Ko EREICXD,



V. &HK|IICEAY HIEB

1. Flfz
(1) FlROXB, 48Kk UOMHEIK
DB BEAl (7 v ba—TF ¢ 788, #A GRRLAD
2) AN R OV - PRt R #
JAARY FIYRARY R|YRARY R[YRRY R Y 22Y R
B 7@ 4 | »8E0.5mg| VFE Img v BE 2mg U 8E 3mg  |vHKRL 1%
NP | NP | NP | NP | [NP |
NI
155
54 % ‘II" .
f:::::::ﬁ
"-\\_\_____,_,-’
HED7 4 |AAEDER A0 7 4 |AaD 7 4| BED
" jw,wAz—ﬁ‘AD?NNVJMA2~?,WAZ—%? EA
A4 TEE (LA —T 4| 4 T8 | 4 T EE
N
Jo |EAE (mm) 6.0 6.5 7.0 8.1
& |E & (mm) 2.7 3.0 3.7 4.0 B
S & (mg) 80 100 130 200
g — K NP-351 NP-352 NP-353 NP-155
(2) HEOWHE : ZUEERL
(3) #Aa—F : FERIci#H
(4) pH, BEXL, #E, HLE EEOERUVRTELpHESE 324 &R L
2. HWEIOMERK

(1) Aams GEERSD) OEE

Y AU RU$E 0. 5mg NP
U 22U R $E Img NP
Y 22U K $E 2mg NP
U 22U R $E 3mg NP
JARY R UMK 1% NP

1 FEH
1 §EH
1 HEH
1 FE
lg 1

HAREE R 5
H AR 75
HARZER 75
H ARSI R 7
H A H SR 05

U ALY R
U Y Ry
U ALY Ry
Y RA2Y R

JAXY K

0. bmg
Img
2mg
3mg

10mg




(2) &Hmy
U 22U RU8E0.5mg NP, [A18E Img NP, [FI4E 2mg [NPJ. [F&E 3mg NP
LK, fmEre—2 B RefxrryabLrxy—F 7 rAn
— A, JUVUNEERT M) UL, BEEKS AR, ATTY U T XY
VA, w7 md—)6000, BB{bFH ALFUARY
JARY UKL 1% NP
FLBE KT, B o A m—
(3) £
AR

3. BAHF, LFOLEEICHT HIE
BARAAA

4. HAEAOBEFHTICETHIRE.
BN
AEBRSE - 4021°C, T5+5%RH
@V AU K §E0.5mg NP
PTP @4 : @R (KU Elkr =1 - 7L I{H)

THH & O B 4 B 17 A# 3 h A% 6 H A1
AR D7 LA d—
MR E0Z 1) T TN TN TN
¢ v T BE)
e RR R B Ry Ry Ry Ry
e R BR 1A A 1 A 1 A
ol S R — — — 1 A
101. 0~ 101.2~ | 101.0~ | 100.6~
& (95.0~105. 09
R o) 101. 6 101. 4 101. 1 100. 8
(n=3)
NTZ s s mfEERRE (R =F L )
TH B K OV R B 4 g 17 A# 30 A# 6 A
PR (A7 4 v ba—T . . . .
k) A A A 1 A
e eRE Bk A A A 1 A
T H R BR Ry Ry SRy ik
ol 5 R — — — 1 A
101. 0~ 101.5~ | 101.0~ 101. 0~
48 (95.0~105. 09 ‘ ‘ ‘ '
Ak ( o) 101. 6 102. 1 102. 4 101.7
(n=3)




@V ARY KUgE Img INPJ Y

PTP A3k « AldkigRe (R U =1 « T3 {H)
TH B K OV R B 4 g 17 A# 3 A# 6 A #
AR D E 7 4L . . . .
R (BEDHBRAD 7 4 TN TN TN TN
La—T 4 > T HE)
e eRa Bk A A A 1 A
I H R BR R Ry SRy Ry
ol 5 R — — — 1 A
101. 5~ 101.8~ | 100.6~ 100. 7~
48 (95.0~105. 09
A ) 101. 7 102. 2 101. 3 101. 6
(n=3)
NTZadE s mEERRE (R =F L )
H B K OV B 45 B 17 A# 3 A# 6 51 A #
P D H y \ \ \
PR (REOEBRAD 7 44| TN TN A
La—T 4 T EE)
e RR A B Ry SRy SRy Ry
e R BR 1 A A A 1 A
il B S R — — — Ry
101. 5~ 101.5~ | 101.1~ 102. 1~
&8 (95.0~105.09 ' ‘ ‘ '
R o) 101. 7 102. 3 101.7 102. 6
(n=3)
@Y A~ R gE 2mg NP P
PTP A3k « AldERe (R U (e =1 « 7L I {H)
TH B K OV B 45 BF 14 A% 3 HHH# 6 H H#
TR D7 4V a—T
MR (A E0 7 1 7 e e e o
© T EE)
e eRE Bk 1 A A A 1 A
e R BR 1 A A A 1 A
il B S R — — — Ry
99. 0~ 100. 4~ | 100.1~ 99. 3~
48 (95.0~105. 09 ' ' ' '
Ak ( o) 100. 4 101.1 100. 6 99.9
(n=3)




@Y Z~_Y K8 3mg NP ©
PTP @3 : @3 RE (R Uk =1 « 7L 2 )

HH & OV B Afi K¢ 15 A 3 1 7 6 71 H 1
ﬁ%{@@@74»A:~? o o o o
7 ¥ T EE)
file 78 A B ey ey ey Ry
B R ey ey ey ey
B3 2 — P R ey — — ey
i BUBR — — — ey
2B (95. 0~ 105. 0%) 100. 8~ 100. 8~ 100. 5~ 99. 8~

102. 1 101.1 100. 7 101. 3
(n=3)

®Y AU KMk 1% [NP) 7
NZadE s s (R F L UR)

TH H K OVHL# B 4 k¢ LB A% | 3HH% | 6 A%
MR (B ORIk ey ey ey ey
fife 78 A B ey ey ey ey
i ey ey ey Ry
B H R ey ey ey ey
il B R R — — — ey
LB (95.0~105.0%) 99. 5~ 99. 7~ 100. 0~ 100. 6~
99. 8 100.5 100.5 100. 7
(n=3)
B R AL BB & WL T2 R (40°C, MR 75%., 6 W HA) OfER. BmE O
Ll FIZBWTC 3HEMEZETH D Z &M =,

C RAEERUVABREOREN
AR

D EEDOEBREZEILE (WEBEENEIL)
MY ERR L

. BHM

WHZEENZ B0 5 [A) 21k

(TR EERLOLEYFHREERBRTA N7 42 FRR9F 12 A 22 B EHKESH
487 5. Rk 134 5 H 31 H —HitkiE EIEREE 786 5 ))

DY ALY K82 0.5mg [NP) ®

BTG  BAER T — R EE HRERE (O8N FviE)




B
ARBRIE DIRFE : 37£0.5C
AREBRIE O & 2 900mL
BRI : pH1. 2= P AHEJG J5 H BB 2R 1
pH5. 0=0. 025mol/L 7 = » EEEHRIZ 0. 05mol/L VU U EEKFE —
TRV AR AEMZ TpH5.0 &2
pH6. 8= H AH 5 75 HA SRR 5 2 1%
K
AR OFEFE - [ERH 50rpm D BE pH1.2, 5.0, 6.8 XL UVK
[ml#5% 100rpm D4 pH6. 8
) E FL v LR LR oD SR R A B VERLF O P R L iR D
FTRCOBEHRBREMEICB W T U TOREICHEAT D & &,
% LT 5,
(1) FEHERLFN AN 1653 LANIZ - HI85% LA WS 5 56
ARBREANT 155 LLNIC 8% UL IR+ 5, X%, 15
ST I T R LA oD S P SR T AR E B 0 S Y
RBE15%OHMIZH D,
(2) BEHERLF AN 16~3057 (T F-H)85% LA LW I 5 56
A5 Y K1) 0D S ) 5 HH 2 3 60 % Ko N85 Yo f5F 3T 0D i 24 7 21K 4R
(ZH U T BB B A 0 SV 25 5 H R (3 HE B oD S22
+T15% DHAICH D, Xix, 2B DOMEIT46U ETH D,
(3) ERUA DS A
A BT 0D SE U 3R D340 % S D85 % i 3T D 3 2 72 21K 45
(ZF W T Rk BRI 0D S 85 T HH SR T ATE M L oD SR R R
+T15% DFEMICH D, XiE, F2BEEOMEIT4L ETH 5,
RBRAE R ARBEMIZBW T, U AU RUgE 0.5mg NP & AT HERIE O ¥
AR A2 0 L2 fE R, WA OB MEEIIR%E CTh D LW & h
7=,

REEREH1.2I12HB T2 F A HBR#R (mean+=S.D., n=12)

100
90
80
70
60
50
40
30
20
10

BHE (%)

---0-- - A EA . 1. 1)
—— 2P A0 Smal NP ) (20 )

o
o

10 15
B f(5)

79i



HEREPH5.012H 1T 5 A H B #R (mean£S.D.. n=12)

100
90 i R R
80 ,

70 | %
60 -

S0 r SO BRI B, Tme. 150
——JZAA)N UER0.5mel NP | (288)

BHE(%)

30 -
20 -
10 |/

0 5 10 15 20 25 30 35 40 45
B @ (%)

FHERKPH6.8IZF 1T 5T AH #R (mean=S.D.. n=12)

100
90
80 -
70
60 .
50 -o O - - RAERH| (R, Ime. 160)
40 -3 —— RN E20.5mel NP (262)
30 ’
20 -
10 7

B (%)

0 5 10 15 20 25 30 35 40 45
B (%)

HERR K IZHI1THF A LR (mean£SD.. n=12)

100 |
90
80 -
70 t
60
50
40
30 -
20+ T
10 [ .

---0- - - REERH (GEH]. 1me. 188)
——JRA"NUEE0.5mel NP | (28%8)

RHE(%)

0 5 10 15 20 25 30 35 40 45 50 55 60
B [ (53

FBRi&pH6.8 (5 100[HER) (2115 F A H iR
(mean®=S.D., n=12)

100 |- . s 5
90 - T R (= SRR o
80
70
60
50
40
30
20
10 R

---0- - - RAERH| (G, 1me. 145E)
—— 2~ UEE0.5mgl NP (26%)

BHE(%)

0 5 10 15 20 25 30 35 40 45
B R (5



@V ALY KUBE Img NP) 9
B HIE - BASRF — e BREE HaBRE (O3 k)
AR SR A
AUBRIE DR L : 37+0.5C
AREBRIEOE 2 900mL
ARIBRIK : pH1. 2= P AHEJ J5 B e BR 2 1
pH5.0=0. 025mol/L 7 = U FE#RKIZ 0. 05mol/L VU U FR/KFE —
FTrY U LAREEMZ TpH5.0 &5
pH6. 8= H AHE & 7 Hr SRR 5 2 1K
K
AREBIK OFESE - [BEEE 50rpm DA pH1.2, 5.0, 6.8 KUK
[FI#5%E 100rpm DA pH6. 8
i E B v SRR B O P R e IR VERFI O R LT D
FTRCOBEHRBREMEICB O T U TOREICHERT D & &,
A% LT 5,
(1) FEHERLF AN 1655 AN T 2)85% LA EH I 5 56
ARBREANT 155 LLNIC 8% UL IRt + 5, Xix, 15
I3 T BRI oD S P T SR T AR ME B 0 S Y
KL% DHFHIZH 5,
(2) FEHERLF AN 16~3057 (2 F-H)85% LA LW I 5 56
A Y B 1) 0D S B I HH R 360 Yo Ko TN85 Yo f5F 30T 0D 3 24 7 25 4R
(ZF W T AR BRI 0D S 85 T R 3T HE B oD ST R i R
+T15% DFMICH D, XiE, F2BEEOMEIT45L ETH 5,
(3) LRLBMS DG4
Y 1) 0D S I H SR 340 % K Y85 %o £ 3T 0D 3 XY 7 20K 4R
(ZF W T AR B B A 0D S 85 T H SR T MR L oD S R R
+15% DHEEICH 5, Xik, F2BBOMEIZ46LL ETH D,
B ARSI T, U AU RUBE Img TNP) & A HERIE| 0O 35 HY
AR 2 Feht L 72l R T A O B 2R E R TH D LI S T,



BHE(%)

BHE (%)

BHE(%)

RHIER (%)

100
90
80
70
60
50
40
30
20
10

100
90
80
70
60
50
40
30
20
10

100
90
80
70
60
50
40
30
20
10

SHEREPpH1 2(2 BT B FHE H R (mean=S.D., n=12)

- -0 - - FREERH (G2, 1me)

—— AN UEE T megl NP

B [l (53)

HERBpH5.0128 115 F 1A H R (mean£S.D.. n=12)

0 15
e 1

- -0 - - AREEBH (52 1me)
—— AN UEE T mel NP

15 20 25
B i (93)

30

35 40 45

SHERKRPHE.8(ZH(THF B H AR (mean=S.D., n=12)

- - -0 - - RS (EF. 1mg)
——YZAYNUEE Tmgl NP |

15 20 25
B [ (5)

30 35 40 45

HERR K 2B F B HE#R (mean+SD., n=12)

---O- - - REERF| (FEF]. 1me)
—— 2NN U Tmgl NP

20 25 30
i R (53)

35

40 45 50 55 60



HERpH6.8 (85 100HER) (25T 5T 1B H R
110 (mean£SD., n=12)
100 . .
90
80
70
60
50
40
30
20 -/
10

L B —

AHE (%)

- -0- - - AREEHR (FEHF]. 1me)
—— RN UEE T mgl NP

0 5 10 15 20 25 30 35 40 45
B (%)

@Y ALY K BE 2mg [NPJ 10
RERTIE  BARKR T —RRBRIERHRRE SR
AR SR A
AUBRIE DR L : 37+0.5C
AERK O & 0 900mL
AR R : pH1. 2= H ARSI 5 AR 1]
pH3. 0=0. 025mol/L 7 = » ek |Z 0. 06mol/L VU /K3
TR U LAREEIMZ TpH3.0 &9 5
pH6. 8= H A &) J7 A BEEABR 27 2 IR
K
REBR OFSE - [BEE5 50rpm DA pH1.2, 3.0, 6.8 KUK
[l#5% 100rpm DA pH3. 0
il AL SRR O YR R o FRERF O R LT D,
TRCOBEHRBREMHFICB N T U TOEREIZHEGT D & X
% &35,
(1) FEHERLF AN 1655 LANIT T 2)85% LA EW I 5 56
ABR AT 154 LANIC B85 % ML BIs 45, i, 15
ST T L RRBR A D 2 P A HH R R ME LK o0 SR P
REBYDHFIHIZH 5,
(2) BEHERL A A3 15~ 3043 |2 FH)85% UL B HI T 2 56 -
A UE BT 0D SE P SR D360 % S D85 % i 3T D 1 2 7 21K 45,
(23T RRBR LA D 2 P4 HH SR AR HE L) oD SR I L R
+15% DFMIZH D, XiE, F2BEEOMEITALLETH D,
(3) ERELMSN DA
A Y K1) 0D S HE) 5 HH HE 3 40 % K Y85 Yo f5F 3T 0D i 24 7 2R 4R
(ZH U T AR BR B A1) 0D ST 25 R H R (3 HE B oD S R i
+15% OFHIZH H, XL, 2B OEIX45LL ETH B,



ARG R

BRBREMEIZB W T, U ARY KU 2mg INP) & AEAERIF O ¥A H
bR A I L2 R A OB HEENIRSE CTH D LT,

100

80
70

50
40
30

IR (%)

10

100
90
80
70
60
50
40
30
20
10

(%)

100
90
80
70
60
50
40
30
20
10

B (%)

100
90
80
70
60
50
40
30
20
10

BHE (%)

SAERiEPH1 212 BT B A H AR (mean+S.D., n=12)

B ---0-- - REBF (SRFI. 2me)
. { ’ —— YA U8R 2me NP

B (%)

SHERPH3.01ZH 115 F 1 F H i #R (mean£S.D.. n=12)

P 3 -.g

IPPPEEEER x4
. <0 - REMF (EH. 2me)
{ ——UZAYN UEE2mel NP

5 10 15 20 25 30 35 40 45
5 (93)

FAER&PH6.8(2H T 5 F A H R (mean+S.D.. n=12)

| =
= AP EEEE —®
<D BAEBF (SF. 2me)
i % ——YZA YN UEE2me NP

5 10 15 20 25 30 35 40 45
B i (53)

HERR K ([CHBFTEHFHBEHEER (mean+S.D. n=12)

-0 - - REEHI (525, 2me)
—— RN UEE2mel NP |

5 10 15 20 25 30 35 40 45
B A (53)



B &pH3.0 (85> 100[ElER) (CHI1THF A HEIR
110 (mean=*S.D., n=12)

100 e - S S S g

90 I ﬁ

80

B (%)

70
60 R
o S-eDe - AEBAI (B, 2me)

:8 L ——YRAA YN UEE2me NP |

20 7
10 [}
0

0 5 10 15 20 25 30 35 40 45
B (%)

@Y ALY K8 3mg [NP) 1V
BRI BRI G R BRIE R R BRIE (X RLiE)
BN E S
ARBRIE DIEE : 37£0.5C
BRI D& 0 900mL
AR : pH1. 2= H AHEJH H A B 1]
pH3.0=0. 025mol/L 7 = U E#RKIZ 0. 05mol/L VU U FR/KFE —
FTrY U LAREAEMZ TpH3. 0 & T 5
pH6. 8= H AH )5 75 H SRR 5 2 1
K
ARBRIR OFESE ¢ BlREL 50rpm DG pHL. 2, 3.0, 6.8 KUK
[l#5% 100rpm DA pH6. 8
I A BRI O R H R A FRERLE O SR R L T 5,
TRTOBEHRBREMFIZB T U TOREZHEET D L&,
[ &35,
(1) B R AI AN 1553 LN IZ - 2I85% UL B HI T 2854 -
AR BANT 15 AN I E85% UL IR+ 5, XX, 15
ST RRBR A D 2 P A H R R ME LK o0 SE R P
RE15% DHFPHICH D,
(2) FEHERL A AN 15~3047 (2 FH)85% LL B+ 254 -
A3 Y K1) 0D S ) 5 HH HR 3 60 % Ko U85 Yo f5F 3T 0D i 24 7 2R 45
(ZH U T AR BR B A1) 0D ST 25 A H R 3 ME B oD S B R
+15% OFEHIZH H, XL, F2BIEOEIZ45LL ETH B,
(3) LRSS DG
12 UE L) 0 S 35 PR HH 3R 2340 % S V85 Y% £ 3T 0 i 24 72 2R 1
(23U T RRBR LA D 2 P4 H SR AR HE L) oD SR I R
+15% DFMIZH D, XiE, F2BEEOME T4 ETH D,
R SRSV T, U AU RUFE 3mg NP & AEHERF o 5 H
AR 2 Feh L 72l R L A O PR BB T hH D LIl S T,
15—



SR BpH1 2I12H T HF B H R (mean+£S.D., n=12)

100 -
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BHE (%)

—O— JARIYRUEE3mgINP
o -- O - - ARHERF) (5% 3me)

M (53)

EXERKRPH3.01Z35 (4B F B Bl #R (mean+S.D., n=12)

100 -
90
80
70
60
50 |
40 . —0— JRARIFUEE3mel NP

30 SO - ABEERIH (§EF. 3me)

20

10

0 L’. L L L L L L L L I}
0 5 10 15 20 25 30 35 40 45

B (43)

BHE (%)

ERER%PpH6. 812115 F i #R (mean+=S.D., n=12)

100 - =

—0— AR R EE3mg NP
-0k - - FREERAI (FRH. 3mg)

TAHE (%)

20 25 30 35 40 45
B (5)

BRI K 12H1THF 1B IR (mean£8.D.. n=12)

100 |
90
80
70 |
60 |
50 |
40
30
20
10 /.
0 o

0 5 10 15 20 25 30 35 40 45

B (49)

B (%)

—— AR E3melNP |
-0 - - AZEEREI (52K, 3me)




FABR%pH6.8 (5 100[HER) IZH1+5FH A H R (mean£S.D., n=12)

BHE (%)

—— JRRIYRUEE3meg NP
O - - BREESF| (FEH. 3mg)

0 5 10 15 20 25 30 35 40 45
R (5)

®YU ARY KUk 1% NPy 12
REBRTE - BARER T — R BIEE HRBRIE (S RER)
BN N
AUBRIE DIRE : 37£0.5C
AEBRIK O & 900mL
AR R : pH1. 2= H AHEJG AR 1]
pH3. 0=0. 025mol/L 7 = » ek |Z 0. 05mol/L VU /K3
TRV U LAREEIMZ TpH3.0 &35
pH6. 8= H A &) J7 A B e BR 27 2 1R
K
REBR OFSE : [BEE5 50rpm DA pH1.2, 3.0, 6.8 KUK
B85 100rpm DA pH3. 0
il AL SRR O YA R o FRERF O R LT D,
TRCOBEHRBREMHFICB T U TOEREICHEGT D & X
% &35,
(1) BEHERLF AN 1655 AN 2185 % LA EW I 5 56
ABRBLANT 154 LINIC B85 % ML Fis 4 5, i, 15
I3 I T R L 0D S P T SR LA YE SR 0 S Y
REBYDHFIHIZH 5,
(2) BEHERL A A3 15~ 3043 (2 FH)85% LL BT 2 56 -
R UE BT 0D SE P SR D360 % S N85 % fi 3T D 1 2 72 21K 45,
(23T RRBR LA D 2 P4 H SR AR ME L oD SR I R
+15% DFMIZH D, XiE, F2BEEOME T4 ETH D,
(3) ERELSN DA
A Y K1) 0D S ) 5 HH HE 3 40 % Ko Y85 Yo f5F 3T D i 2 7 215 4R
(ZF U T AR IBR B A1) 0D SV 25 8 HE R (3 HE B oD S B R
+15% OFHIZH D, XL, 2B OEIT45LL ETH D,



B R . SR BRIV T, U ARY RUMRL 1% NP & EEHERIAI OB
HEER 2 20 L7553 WK OmHEERENIRZECh D &l S

7’9
—o

BHE (%)
[=}]
o
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B (%)

SHERFPH1 212811593 H R (mean£S.D.. n=12)

- - -0 - - RERH GRAIHL. 1me)
—— AN N VBRI % NP (0.1g)

B fE (43)

HERKPH3.0IZHITH A H AR (mean£S.D.. n=12)

:

- -0 - - ARERH GRKIHL, 1mg)
—— 2N U1 % NP (0.1g)

B (%)

HERBpH6.8IZH T BB HE AR (mean+£S.D.. n=12)

B
-+ -0 - - AR (HBRIF, 1me)
—— A~ N U1 %I NP (0.1g)
5 10 15

B (43)

HERR K ICHBTHFHBHEHR (mean£S.D.. n=12)

---0- - - RELF (HBRFL. 1me)
——ANTYN U1 % NP (0.1g)

5 10 15 20 25 30 35 40 45 50 55 60
B (%)



10.

11.

12.

13.

HERRPH3.0 (55 100[EER) (28115 F 1R HER R
(mean*+S.D., n=12)

100 e i -----------------------
90
80
70 -
60
50
40
30
20
10

[54

B (%)

-+ -0 - - B RE] (HBRIF, 1me)
—— AN BRI % NP (0.1¢)

B (5)

(AHITE B ~ D &)

ik c BARSER EHEBRE (N FviE)

ABRE 2 K 900mL

[Al#5% @ 50rpm

ARG R 0 30 3 LANIC T5% LA BysH L7z,

U Z2~_Y RUBEO0.5mg NP, [FEE Img NP, [F&E 2mg NP, [F14E 3mg NP KRV
AR RUHRL 1% INP) X, AARERHFEELSRITED Y AU R g
KO AU ROHRLOE B ICEEG LTS 2 ENHER I TV D,

- EYMFHEERE

LN

- HE D OAMES OHERRRE VY

HAKRBHFOEIKLESZD TV AXY Rogg) o TUARAXRY RUMRL) mERRERE
k5,

HEhOENRSDEEE DY
AARR OERRAGZD T ASY Fogi] o T)AASY Rk i Rk &
5.

73 {i
Y LR

BAT AR & 5 KA
B R L

ERNREGRSR - NEARRLCRRICEHT SFER
YL



14. £t
Y LR



V. REICET 5ER
1. MEXIFTHE
(VAR K28 0.5mg. Tmg, 2mg, #BHL 1% [NPJ )
OHt A 2K iE
O/NRBOBAAARYZ N T NREIZFE D 5 fili
(YRR K2 3mg TNPY )
e B R A
5. %088 - HRICEHETSERLDERE
UNREIOBRARRY b3S LEICHES RS
5 1FAIE LTHml B I8 ARMOBEICHEMATHZ L,
2. AERUVHAE
(#E & KFE)
WH LR ACIEY A2Y R LT 1E Ingl H2EEVBMBL. e lCHET D,
MEFFEIT@H 1 H 2~6mg ZJFHIE LT 1 H 2B T TRAOKLET 5,
¥ FE, ERICK D EEHEET S, HL. 1 BEIT 12ng ZER RV &,
UNEREOBBARRY b3 LEICHES ZRE S
(KR8 15kg DL | 20kg Ri o BFE -
WwHE., VASNY R LTIH1ME0.25mg KVPBHBL, 4 BHEY 1 H0.5mg % 1
H2BENZHTCROZESLST 5, ERICEVEEEBET 223, HMET 25613 1 HM
UEOMBEEZHITT1IAEE L TO0.26mg THOMET S, L., 1 A&EIT Ing ZH 2
AN
{KE 20kg LA BB -
WH.UARY R LT1HLIEO. 5mg KYVBMBL.4HALEY 1 H Ingx 1 H 2
ENZA T CRAK ST 2, ERICEVEEEET 228, HET L2561 1 BRI E
OEFEEHITTIHELE L TO.5mg 28 &ET S, (AL, 1 HEIL, {RE 20kg UL |
45kg Rl OHA1E 2. bmeg, 45kg L EOHAIE 3mg B AW L,
1.RE - AECEETSFERLOEE
1.1 KHENOFEMENAFHDIZ Y R FrThh, NURY REofffick v EM
DR T HDBZENNH DD, KFEANUXRY Rozgd687 58084 & off
AIx, BT DL,
¢3-)
7.2 0.25mg (. COFMEI N L ERG AL, MR ZEHT 22 L,
3. ERERAE

(1) BERT—3NNvr—>o
L7




(2) BRERHE
VoM B R L
(3) ERREBHER
WM B L
(4) REMRBR
M B L
(5) BIEMHER
1) FEBILLTRERGHE
WU B L
2) HBRE
LB L
3) REMHER
LB L
4) BE - FEHRR
PO E R L
(6) AmHER
1) ERRERE  BEEARERE (BUAD) - WERERBERR (h
B 4 B P AL B8
P B L
2) RBEHELTEBFEONBEREER L -HRBOBE
M B L



VI. EMEBICET HIER

1. EEZPHNICEEHHILEMXIIILEYEH
FEEMPUEHIFRIE (NXu A n JEREKY, 7 2F 77~ VviglE, 7 >
Y., TIETIY— )

2. EBER

(1)

(2)

(3)

ERE L - EREE Y

o h=r+« FXI Vv « 7 X d=A] (SDA : serotonin-dopamine
antagonist) &M XN DI EERPUEMIIL T, 5-HT, T RIR L Dy T AIRHEE L
TER R4, WAEMIC X0 KA RRE OB IERER & B2 PEREIR o W #1220 R %
HETLHEZEZ LN TS,

EWNEZEMTITHHAREIE

BRI L

EFA SRR - FEfGERE

MM ER e L



VI. EYEHRE

ICEJ 51EH

1. MPREDHR - AEE

(1)

(2)

(3)

ARLEAMGOFRE

HMERR L

&= I R E E R

BERER AN T2, U ANY RUBEO0.5mg INP) & 28 (U AU Frr& LT

Img, n=19) HafEfE O 5 L7-H o Tmax 136 1.6 BRI ©, U 2~2Y R

Img INPJ % 188 (U AU K& LT img, n=19) MRKFEOEE LZKO

Tmax (3K 1.7 B0 9, U AU FoBg2mg INP) Z2 188 (U ALY R L

T 2mg, n=24) #aAMRFEOHG L2 O Tonax (349 1. 8 B[] 10, U 22U Fu

BE 3mg INP] % 18 (U AXY K& LT 3mg, n=20) #MERKEOEE L

D Tmax 1349 1.5 KEfE 10, U AU RUHIKL 1% NPJ % 0.1g (U 2
Ry & LT img, n=20) MR EFRE O&EG LZFF0 Tmax 13K 1.3 B 2 TH -

7=

BRAREBR CHERE I -OPRE

TR ERRBR T A R T A >

(MERBEIELOEM TR EERBRT A RT7 A4k 944 12 H 22 B B3

FH 487 B, Rk 1345 A 31 H — it iE EIKFEFHE 786 5 1)
U AT R 8E0. bmgI NP2 58 & AEHERLF 1 € (U A_ Y K & LT lmg),
UAARY RUBE Img TNP) CHEMERAIOZZ4 18 (Y AU FueL
T lmg). U AU FU§E 2mg INP) SEEHERAOZAZN 18 () A
Fr b LT2mg), UARY FUBE 3mg INP| EAEMERIAIO ZEH 16 (VU
ANRY Frrb LT 3mg) KU AU RUMHRL 1% NP & AEAERLEI O Z
Zi0.1g (VAXRY R &L Tlmg) Z, 2H 2807 v A5 —1"—IkIC
F 0 BERERR AT I A B EIRR 0 LT LC-MS/MS ¥EIZ X v i #fE R 48
EEREEZRE L, ol ZNENOEYERE NT A — & (AUCo- 240+
Cmax) (22T 90% 13 #8 X MBI THEGHRAT 217 o 725 5. log (0.80)
~log (1.25) DOHHNTH V. WA O EWFIFEFEEDHER S i,



DOV A~XY K8 0.5mg NP ¥

(ng/mL)
100
m 80 r —e— YRR K 5205mg NP (288)
S N =1 RCTNRES)
Y 60t Mean+SD., n=19
A
~
y
ko0 |
Z
4
e T~
00 - L : : —
0 4 8 12 16 20 24
B (hr)
HE/NT A —H BENT A —H
AUCo—24nr Cmax Tmax t1/e
(ng+hr/mL) (ng/mL) (hr) (hr)
UARY RUgE 4,274+
" 30.4444+20.123 | 5.443*£3.252 |1.6=%£0.4
0.5mg NPJ (2 &) 2. 150
Fo HE A 4,957+
: & 32.072%£21.012 | 5.359%2.592 | 1.3£0.3
(FEAI. 1mg) 2.004

(Mean=£S.D., n=19)
I 45 H P2 BE S ONZ AUC, Cmax ZE DX T A —F 1%, WBREF OZEIR, KIROFEIRE % - BF
M ORBREBICL > TERALDAEENLD D,

@V ALY KE Img [NPJ ¥

(ng/mL)
80 r

60 - —— )XY K88 1ng TNP)
——FERA (GEF. 1ng)
Mean+S.D., n=19

20

L5 ANy AP BN RS o =
F=S
o

A

00 | | | T —

0 4 8 12 16 20 24
5 (hr)
HE/RT A —H BENRT A—H
AUCo—24nr Cmax Tmax t1/e
(ng-hr/mL) (ng/mL) (hr) (hr)
U 2Y R UgE 4. 068+
26.789+20.924| 4.609*+2.312 |1.7£0.7
Img NP 2.270
Fo HE A 3.586+
:Ei{ﬁ 24.480+18.534 | 4.803+£2.479 |1.2£0.5
(BEAI, 1mg) 2. 386

(Mean=£S.D., n=19)
I 45 H P2 BE S ONZ AUC, Cmax 2D /X T A —F 1%, HBREF OZEIR, KIROFIRE % - BF
M ORBREBICL > TERALDAEENLD D,




@Y ALY RUBE 2mg INP] 19

(ng/mL)
150
% 120 |
?JJ 90 | —— 1) 21 K og22ng TNPJ
A —— AR (#F. 2ne)
"i 60 L Mean+SD., n=24
z
jg 30 +
00 ¢ L L T 1 i A
0 4 8 12 16 20 24
RFfE (hr)
HEINT A—H BENRT A —H
AUCoﬂ24hr Cmax Tmax t1/2
(ng*hr/mL) (ng/mL) (hr) (hr)
U AU Ko 4. 285=%
42.264+27.575| 8.396*=4.649 | 1.8%£0.7
omg NP 4.700
R T B | 3.277+
: B 45.010+28.695| 8.590+4.162 |1.6+1.1
(BEAI, 2mg) 1.648

(Mean=S.D., n=24)
1 48 £ BE A ONT AUC, Cmax D /%5 & — & 13, BBRH ORI, RE O RIREI% -
% DORBRSGIEIC L > CRAD RN D 5,

@Y A~_Y K ¥ 3mg NP) 'V

(ng/mL)
200
% 160 |
BN .
U 100 —o— 1) A1) K §83mg TNPJ
A —— R (52F. 3ng)
'FJ: 80 L Mean+S.D., n=20
z
E‘ 40 |
00 ¢ s n ‘ :
0 4 8 12 16 20 24
B (hr)
HIE/NT A —H BEINT A —H
AUCoﬂ24hr Cmax Tmax t1/2
(ng*hr/mL) (ng/mL) (hr) (hr)
JARY RUgE 3.571=%
64.424+59.225112.090%£5.604|1.5%x0.9
3mg NP 1. 604
HEE Y B 4| 3.122+
: 59. 752+44.555113.069=%=5.131|1.5%E1.2
(BEAI, 3mg) 1.289

(Mean=£S.D., n=20)
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