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DIEETHFUGAHTH T, 5-HTo ZHIKL Dy AR EFETEM 2R3, mEMRIZEZHE A RFED
YRR LR MR O M F I RA T LB BTN, P
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YARYR Y BElmg X4 |
YARYR YV BE2mg X T4 |
YARYR§E3mg [Z 4 |

(2) *4%

Risperidone Fine Granules 1% “TAKATA”
Risperidone Tablets 1mg “TAKATA”
Risperidone Tablets 2mg “TAKATA”
Risperidone Tablets 3mg “TAKATA”
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3-{2-[4-(6-Fluoro—1,2-benzisoxazol-3-yl) piperidin—1-yl]ethyl} -2-methyl-6,7,8,9—
tetrahydro—4 /pyrido[1,2-a]pyrimidin-4-one
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106266-06-2



. FRESICEEY 5RE
1. MELFMEE

(1) SHER - tHIK
H A~ 8 B AORERIEOBI R THD,

2) Rt
A )=V FTH =0 (99.5) IZRRITITLL, 2-7 07— TR THRITIZKLL AKITIRE A
ETTI20N,

Q) WimHE
Y E R

4) R (DR | B, BER
il 169~173°C

(5) BIBEMBTEY
N E R L

(6) HECIREL
M E R

(1) 20t ELREE
YRR L

2. BEMHAOEEEHTICEITSREN
Y E R

3. B S OEBRREE
HRTVARY R OffERR BRIz LD,
(1) 8% AT AR e BE TR E 1
(2) FRANR LAY SOV TE T (BRAE Y T BEERIE)
A BEYPREDDEEE

HRTVAXYR O E&EIEIZED,
TR 7= B



V. HHI<EITSHEHEAB

1. #ifg
(1) FIRORA., SRR

in 4 YARYRHRL 1% % F1 4 |
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! 294 | [ 294 | (294 |
2 ZHEROBHDABDT 4 EFEIOF VN EADT AL L
” N ha—T 4T a—F 4§k a—F 4§k
i AN
[ER2S
[ELEE #J 6.6mm 9 7.1mm #J 8.1mm
OB X
A
Ha ¥ 0.1g #0.13¢g $0.195g
B X %9 2.9mm 9 3.4mm %9 3.5mm
=
Mo — R TTS-176 TTS-177 TTS-178
(2) HERIDOYH*
M ERRL
(3) HAla—Fk

(4)

V. 1. (M FIRORR, MEROHEIR] DESMH,

pH, RBEL. #E. LE. BEEOERUVRER pH 5F

LS

2. AR

() BMES (EERS) DEE

YAARYRAHRL 1% 5 74 )

lgHFIZUARYRY 10mg &8T5

YARYRAE 1mg # T4 |

1 SEFICUARUR V% Img B A9 5

YARYRE 2mg #9147 |

1 $gFUCUARUR % 2mg B A9 5

YARYRE 3mgl # T4 |

1 B2V ARIR % 3mg B A9 5
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I pEkRnl . ERax s L a— | Wk, hrEnay LTy kERkE L
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N e/l Sy NN v =3 =T S 2 [ a4
NND 01N V% iy 2\ =iy}
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BN
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AN L o B AR L 2 O e R HIOR A5 (210, 36 7)) OFER., 3 FRILE THHI LN R
SNz,
(1) EWfRAaER
@V AARYRUHIRL 1% 2414 1

SRSy @2y rOFRERDOELD)
B A 12 f&H # 24 5 H 1% 36 & H 1%
PR EREXRLbava]
shpeaker | A 0.2 0.1 0.3 0.3
CEERMTD | a3k 0.3-0.4 0.1 0.5 0.5
B (%) 78.1-87.2 89.5-93.0 86.4-91.2 89.8-93.3
7 & (%) 97.4-99.2 99.7-100.3 99.8-101.0 99.7-101.0
@A~ URNUEE Img[ &4 |
PTP 44k (1 =ob)
B A 12 & H # 24 5 H 1% 36 & H 1%
PR HEDEFRAOD T 4V ha—T 4 T 5
shpeaker | A0 0.2 0.4 0.3 0.3
CEETD | a3k 0.4 0.7 0.5 0.8
B (%) 80.0-86.8 87.2-90.8 76.9-89.3 86.9-91.5
iE 2 (%) 99.8 99.5 99.6 100.0




Tl 2y DOFERDEELD)
LGS 12 &5 A % 24 fHH 1% 36 & 1%
PR FEADEBEADDT )V ha—T 47 §E
shipester | M) 0.2-0.3 0.3-0.5 0.1-0.3 0.3
GERME) | a3k 0.4-0.5 0.5-0.7 0.3-0.6 0.4-0.5
T HAE (%) 80.0-87.4 89.1-93.3 81.3-93.6 90.0-95.4
7 B (%) 99.8-100.7 100.1-101.1 99.5-99.6 99.7-99.8
@V AR E 2mgl #7147 |V
PTP f)3
LGS 12 & A % 24 5 H 1% 36 f& 7 1%
PR D7 4V BT —T 7 EE
shipester | TR 0.2 0.3 0.2
GERE) | a3t 0.4 0.5 0.5
T HAE (%) 80.1-86.4 85.1-88.4 80.1-86.6 82.8-87.7
i & (%) 100.3 100.2 99.5
VAL
LGS 12 &5 A % 24 5 H 1% 36 f& 7 1%
PR DT )V T —T 7 EE
shipester | M) 0.2 0.3 0.3
GERE) | a3t 0.4 0.6 0.5
T HAE (%) 80.1-86.4 87.6-89.9 80.2-88.0 84.9-88.7
i & (%) 100.3 99.3 99.6
@V ANYRE 3mgl #7147 19
PTP 2k B ey O RDOELD)
LGS 12 & A % 24 5 H 1% 36 & H %
PR D7 4V T —T 7 EE
shpesker | TR0 0.3 0.3 0.2
CEEMTD | &zt 0.4-0.5 0.4-0.5 0.3
T HAE (%) 88.0-95.0 82.1-91.4 72.3-89.7 76.7-91.3
T B (%) 102.4-103.0 102.2-102.6 101.1-101.3 101.1-101.8
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BH A IRE 12 &5 A % 24 fHH 1% 36 fEH %
PR DT )V T —T 7 EE
aipraker | 5% () 0.2-0.3 0.1-0.3 0.1-0.3 0.2-0.3
GERME) | a3k 0.4-0.5 0.3-0.5 0.1-0.5 0.3-0.5
T HAE (%) 76.8-97.3 85.5-94.0 82.7-89.3 84.8-95.6
7 B (%) 99.8-102.1 100.4-103.1 100.0-101.1 98.9-102.0
(2) MEFBR(40°C+1°C 75+ 5%RH)
@V ANRYRUHIRL 1% 2714 1
RYZF LU B ey OFREROFELD)
B hA 1 & H#% 3 A % 6 f& 7 1%
PR SRENFIb A
e 1 1 1 1
TeRRER@ 1 ] 1 ]
L B 1 ] 1 ]
FEAFER (%) 100.0 101.4 101.2 102.2
O =i - BRI LD AR . @4RFM AT B FE I 1
@V ANYRUEE Imgl Z A4
PTP @B EYFORERDELD)
B hA 1 A 3 A % 6 f& ] 1%
PER FEADEIMADDT )V ba—T 4 7 §E
BB 1 1 1 1
TeRRER@ 1 ] 1 ]

L P B 1 ] 1 ]
FEAFER (%) 100.0 99.9 98.4 98.8
e e B ey OFRERDOFELD)

B hA 1 & H 3 A % 6 f& 1 1%
PER FEADEIMADDT )V ba—T 4 7 §E
BB 1 1 1 1
TeRRER@ 1 ] 1 ]
L P B 1 ] 1 ]
FEAFER (%) 100.0 99.8 99.0 99.4

O 7= R BRI L2 REASIS, @S rIHLROCEERIE




@V AR UEE 2mgl # A 4 |V

PTP B Y DRERDELD)
B AA 1 & H#% 3 tEH 1% 6 f& 7 1%
[T HEDT VLT —T 4T HE
feB RO 1 1 1 1
feRRER@ 1 ] 1 1
iz 2 7R 1 ] 1 ]
FEAFER (%) 100.0 99.4 98.8 98.9
RYTF LR B EyORERDELD)
B AAHE 1 & H#% 3 & H 1% 6 f& ] 1%
[E27N HEDT AV La—T 4 T EE
BB 1 1 1 i
TeRRER@ 1 ] 1 ]
iz 2 7R 1 ] 1 ]
FRAFR (%) 100.0 99.6 99.0 99.7
O =i - BRI L D AU, @4RAM AT B FE I 1
@V AR UAE 3mg Z A4 |
PTP B Y DRERDELD)
B AAHE 1 & H#% 3 & A 6 f&H 1%
[E27N DT (VLT —T 4T HE
BB 1 1 1 1
TeRRER@ 1 ] 1 ]
iz 2 7R 1 ] 1 ]
FRAFR (%) 100.0 99.3 97.3 97.7
O =i - BRI L D AR, @URAM AT FE I 1
(3) MEAHIRRED L ENE(ZEE R
@V ARYRUAHIRL 1% 514 17
40°C (KU, HO0) L B D T Ak
B AR 1 &5 A #% 3 fEH #%
PR 1 D AR A 27l 27l
B o) 88.7 89.9 90.8
FAT=R (%) 100 98.9 99.1

A BV - AR (KT IS 1T 5 30 43t DIFEIEE RS T5%LA L




25°C. 60%RH(BAAL, ML), 8D T A

B AR 1 &7 % 3 & H #%

PR I D HRLA Y X (9448 A7zl
B M) 88.7 85.9 86.5
FRATER (%) 100 99.3 100.4

A BV - SRBRIR (KO IS 1T 5 30 43t DIFEIEE RS T5% LA L

3000 Ix. 400 BERE (B, > v—1L

BA AAIRE 120 Jj Ix-hr
PR 1A DR A EAb7eL
T HMECe) 88.7 85.8
FEATER (%) 100 100.3

XA BV - SRBRIR (KO IS 15 30 43t DIFEIEE RS T5% LA L

@V ARYRUEE Img # A4 |?
40°C (K& ) | # D 7 A KR

BRI AR HF 1 & H#% 3 5 H 1%
. F o DOEFRAD D - R
RN L ZfereL ZEfereL
Tas HEE(%) 88.0 87.0 91.6
i (kp) 5.9 5.5 5.8
FRAT2 (%) 100 99.8 100.1

A HHEURS TR KI8T 2 30 43R DOIFIIEE RS T6%LA L

25°C., 60%RH(BAAR, ML), $8 8D AT Ak

BH AL 1 5 A % 3 & A %
. FADOERRADD . R
M IR T AT ZAeiL ZAe7sL
o5 (%) 88.0 87.3 90.7
i (kp) 5.9 4.2 4.2
AT (%) 100 99.7 100.7

XA BV - SRBRIR (KT IS 15 30 43t DIFEIEE RS T5%LA L

3000 Ix. 400 BERE(BA D, > v—1L

BHAGIRE 120 J Ix+hr

YRS H @O ERRAD D -

EVN Sl A X9
Vs H () 88.0 85.6
T (kp) 5.9 3.3
FATH (%) 100 99.0

IR RS - BRBRIECKOICIS 1T D 30 4314 D V-2 =R 23 75% LA



Q@ AR UBE 2mgl Z 1% 1Y
40°C (R | EE) | 18D H 7 A

BRI AR 1 fEH#% 3 5 H 1%
i M Eé@ AN IR
AR o et | EfEBL ZEfEAL
Tas HEE(%) 84.1 84.6 87.6
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(2) A=W 22 RV S 3R BR T A R T A N3 B R HE U & O ¥ HH 25 B D A 09
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ISRIVIE SRR n=12

@ VAAYRUARL 1% 2414 |
—_—— VARV RN % T3hA]

Qe gEEIA| GBI %

[7K. 50rpm]

0 60 120 180 240 300 360
wF R (47)

[pH1.2, 50rpm]

T
0 10 20 30
W (4r)

[pH5.0, 50rpm]

100 7 —0-——0——8 & —0
80
B 60

&40

20 1

T T T T 1
0 60O 120 180 240 300 360



[pH6.8, 50rpm ]

100

80

60

U . T T T T T 1
0 60 120 180 240 300 360
B M (9)

[pH5.0, 100rpm]

100 7 A~y - - - g

80 1

60 - 3

St (%)

40 1

20 4

0 30 60 90 120
B Al (45)

@ VAYRUEE Imgl ZH# ]
—— ARy &1 mgl2hE]

s EsEm ] &1 mg

[7K. 50rpm]

100

.O(_}‘{-)-—C ------ (rmm--D--em Onme== I's

SHIEE ()
[=7}
=

»
r i
.
=

U T T T T T 1
0 60O 120 180 240 300 360

BE R (47)
[pH1.2, 50rpm]

100

80

60

ViS58 (%)

40

U T T T 1
0 30 60 90 120

B [E (47)



(%)

'1;?:

AT

100 7

Hg (%)

'1;?:

AT

Hisk ()

i

.

[pH5.0, 50rpm]

0 60 120 180 240 300 360
WM ()

[pH6.8, 50rpm ]

80
60

40

0 30 60 90 120
B[ (4)

[pH6.8, 100rpm]

100 7

80 1

60 7

40

20 1

U T T T 1
0 30 60 90 120
W[ (47)

VAR BE 2mgl 2 H 4 |
—— J2ARUEVE Z2mel8hA]

O EHEBF FE2mg

[7K. 50rpm]

0 60 120 180 240 300 360
W (4)



EEY)

A

Hsk (%)

[pH1.2, 50rpm]

100

80

60

40

0 : ‘ | .
v 30 60 90 120
BE M (4)

[pH5.0, 50rpm]

100 e .

80 1

60 7

40 7

20 1

0 30 60 90 120
B M (47)

[pH6.8, 50rpm]
100
80

60

0 30 60 90 120
BE [ (47)

[pH6.8, 100rpm]

100 7

80 7

60

0 : , . .
0 30 60 90 120
B R (9)



@ VAXRYRUEE 3mgl &A%
—— YIARYEE ImelBHA

2O FERA & 3mg

[7/K. 50rpm]
100 A

80 1

0 60 120 180 240 300 360

100
80
5 60
& 40
20
0 . . : .
0 30 60 90 120
BE R (43)
[pH5.0, 50rpm ]
100
80
B 60
&40 o
)
20
U T T T T T 1
0 60 120 180 240 300 360
B R (43)
[pH6.8, 50rpm ]
100
80
ol 60
& 40
20
0 . . : ‘ : .
0 60 120 180 240 300 360
B R (41)



[pH5.0, 100rpm]

100 { 988008 nrB-n- @@

e =2 (%)
- X
<

K T T T T T 1
0 60 120 180 240 300 360
e [ (47)

8. £YFHIBERE

BALIYAND

9. HWAROAMES OHBRRE

H g TUASRYRHIRL | e OVH iy TYARY R B8 | OB aERIZ LD,
SRAN AT B T E

10. HFEPOEMRSDEEE

HRTUASRYRAMRL | K OVA S T AU R B8 ) O 8 EikIc LD,
Wik ra~ 57 40—

11. Aif
AANIHMMFTRITIEE LR,

12. \BAT HOREMED H 5D
M EERL

13. FENDELGES - MENFHLERICET HHER

MG R RL

14. £ Dtk

MG R RL



V. ARICEET SEHAB
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~6mg ZFHIEL T 1 B 2 ENZT TROEL-3 5, 7ok, 4k, FERICEVE T2, AL, 1 A
H=T 12mg X RN &,

2/ NBHID B AT 7 NEIZLED 5 RIS
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5425, ERICE0E BT 528, BT 5541 1 EMLL EoMREESHIT T 1 BELLT 0.25mg
FTOETS, HL, | BT Img 2272028,

R EE 20kg DL ED BRI :

WHE L UARYRELTL H 1A 0.5mg KUBHAAL. 4 HEXY 1 H Img % 1 B 2 BN TR D # 5
T, SERIC KO T 528, BT 285403 BRI EoMFEE2H0C1 BHEELT0.5mg 972
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ARANOTEMEREI L SV ASIRTHY, NUSYR ORI IVER SR T DB 201 H 5T
D ARFN LYY 2G0T 08 A RWFEOH L, BT DL,
(BEHN D H DU FEHFIH)
0.25mg AL TOFE LG A3, WRHBCUIHRIZ 3028,
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VI. EMEHECEIT HHA

1. EEPHICEESH S EEMITEEHEH

NoR O AR KT 7 =T T T VR AT TS — L
2. EEER

(1) VEFRERAL - VE IR
YARYR UL, Buh=r KX« 72T = AR (SDA : serotonin—dopamine antagonist) &FEIZIL5
FEERPURFMIFIE T, 5-HT. ZHIRE Do RARFETUEN 2773, MERIC LS KFRIED B TEE
REFEMERER DM A (N RAERIETHEEZ LN TND, Y

(2) FhA AT DR kg
YRR L

(3) 1EH I BLRRRH - Frfoe RE R
MR AL



VI. EYEBRBICEIT SHE

1. mAREDHER - AlEE
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3)

MRl

Hc e 1, HH 9 B R ] 1071
SJARYRUARL 1% [ 214 ]
1.30.5 KefE] % (CE9 PR RSP ER L)
VANRYRUEE Imgl X714 |
1.20.5 Kef % (CEM PR R SEMEREBR L)
UANRYRUEE 2mgl X714 |
1.20.3 KefE % (CEM PR R SEMERER L)
VARYRUEE 3mgl #7154 |
1.00.3 KefE % (CEM PR RSP ER KV)
T oD [ e 1019
@V ANRYRNUMIRLL Yo [ 27147 ]

AT EAEAERLA (HRL, 1%) &7 A — S —RIZ XD R 51 22 4122 0.1g (VAR
YR ELTlmg) #ZEfERFICHLEIRE O 5-L . #5011, % 5% 0.5,1,1.5,2,3,4,5,6.8,12 JL U 24 ¢
AT ER IR HE ML L 72, LC/MS/MS (IZEDIE LI AR R 0 i Hi BE OHERS K OV 3T 2
—HIRDEBVTHY, HRHEHTIZ T I0%EHE XA RDTER . HIE ST A—F DR AE DL

ED 71T 10g(0.8)~1og(1.25) DFIPHIZHY | WA D AW FH R F D RSN,

(ng/mL)
6 —_

—®— UZRY RVHKEL %14 514 |
O RRMEELK (RERL. 1 %)

1 mg (n=22)

mean=*S. D.

L
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e
9 I
1
0 - .
0 2 4 8 12 24 (hr)
LS
HE/RTA—H BEINTA—H
AUCt(ng*hr/mL) Cmax (ng/mL) tmax (hr) t1/o(hr)
YARYR kL 4 4 N N
1% 2954 | 15.691£8.45 3.69+1.60 1.3£0.5 2.8+1.0
FEHERLA
PO 15.32£8.22 3.82+1.85 1.1%+0.3 2.8+1.0
(Fihr, 1%)

(mean=*S.D.)

I PR TN AUC, Cmax S50/ 3T A—213 #EBRAE OIRIR | RO TR - FrfE] S5 DRl Sk
TR Z > TR D WRENED B D,



@V ANYRUGE Imgl X4 |

AFN AAEAERLA (BEA, 1mg) 27 mAA—/N—{EIZED | AR AT T 23 A lcen i1 g (VALY
R &L Tlmg) ZZEJERFIZ AR O i 5L, #5010, & 5-14% 0.5,1.1.5,2,3,4,5.6.8,12 K T* 24 I
AR ORI L 72, LC/MS/MS IZXVRIE LY AU R DI R EEOHERS Kk OV RT A
—HIRD LBV THY, HEEHEHTIZ T I % E X Z RO TR HIE ST A—F DRHEIAED -1
ED 71T 10g(0.8)~1og(1.25) DELFHIZHY | [ H DA W71 RS D R ST,

(ng/mL)
10
o O UZANRYREE 1IN
L O YRR (BEH. 1mg)
1 mg (n=23)
r mean+S. D.
I L
i
o5
i
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\_\4%&_
0 e———d
0 2 4 6 8 12 24 (hr)
ke [
HTE/RTA—H BB NG A—H
AUCt(ng*hr/mL) Cmax (ng/mL) tmax (hr) t1/2(hr)
YANRYR B
-+ + + -+
Imgl 754 28.57+25.80 6.16£3.55 1.2%0.5 3.1x1.4
5 Y 1
PR 27.82+27.82 5.67+3.46 1.3£0.6 3.0%16
(BEAI. 1mg)

(mean=®S.D.)
MAE R EEF ONT AUC, Cmax 250D/ 37 A—H (3, #BRE O | (RO BRI A1 - R S0 iRER 5%
HIZ L TR D RN D,

@V ANYRUEE 2mgl X 14 |

A LAEAERIFN(BEA, 2me) &/ m A — R —EIC KD EEER A BT 20 42z nEhlse (YA~
R &L T 2mg) 2 MERFICHERE A& 5-L . #5011, % 5% 0.5,1,1.5,2,3.4.5.6.8,12 U} 24 I
NCHIBEEIRD ORI L 72, LC/MS/MS (ZXVHRIE LY AU R D i iR EE OHER K TV RT A
—ZIRDEFBDTHY | AT IZ T I0%IE X H 2 RO T R HIE /ST A—Z DO E A D -1
ED 71T 10g(0.8)~1og(1.25) DELFHIZHY | [ H DA Wy F 1 RS D R ST,

(ng/nL)
15: —&— UZXRY REE20g[FH 5]
r O PEHERLE] (FEALL 2ng)
B 2 mg (n=20)
L mean=£S. D.
% 0+
H L
#® [
[
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5
I
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ST A— BESG A
AUCt(ng*hr/mL) Cmax (ng/mlL.) tmax (hr) t1/2(hr)
YANYR
+ + + +

omgl #74 53.95+43.61 10.60*=6.34 1.2%0.3 3.7£1.7

= LA

PR 54.90+47.92 10.53+6.81 1.340.3 3.6%+1.7
(BEFA, 2mg)

(mean=®S.D.)
M AE R EEF ONT AUC, Cmax 250D/ 37 A—H 3, R OBIN | (RO B A1 - e S0 iR ER &
HIZ L TR D RN D,

@V ANYRUBE 3mgl Z A1 4 |

A LAEAERIA (FEH], 3me) 22 AL — R—JEICX R A B+ 23 L icEnE e (YA
R LT 3mg) #ZEfERFIC R O 5L, & 581, %5 0.33,0.67,1,1.33,1.67,2,3,4,5,6.8,
12 Je O 24 BRI BT AR SER L L 7=, LC/MS/MS (ZXOHIE L 72U A~ R o I 4 o BE o #
B ORTA=ZFTIRDOERBYTHY, AUC KON Cmax 2DV CHEEFRIEEMA T T o755 R HIE T
A—Z DA EAED LD FED 10g(0.90)~log(1.11) T, 73>, IEHRBR THETHETOLRMETHE
I AR ThDHIED D, BAIO AW F I RS RSN,

(ng/mL)

30 -
—e— 2R K4 3nel ¥ 5]
5 || O B GEA. 3ne)
[ 3mg (n=23)
mean=*S. D.
i
L' 3
r
bl
-3
12 — o= (hr)
e [H]
HTE /T A—H BB NG A—H
AUCt(ng*hr/mL) Cmax (ng/mlL) tmax (hr) t1/2(hr)
YARYR L §E
+ + + +
S 7% | 74.11£54.26 21.39£11.39 1.0%£0.3 2.620.9
VA 1 X
*fE%%J 80.10£59.78 20.84+8.37 1.0x£0.4 2.7£t1.0
(FEA, 3mg)
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2. EYEERI/NT A4

(1) R I7 1k
M ERRL

(2) WML B TE 4
B R RL

(3) NAFT ATV T ¢
AR AL

(4) W g 0
* 1%#Ik7 :0.27£0.06 kel(hr ™)
«Img $#:0.26+0.09 kel(hr ")

+2mg $£:0.23£0.10 kel(hr ™)
*3mg $£:0.29£0.08 kel(hr ™)
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