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ABC-J Aberrant behavior checklist-Japanese version
WEITEF = v 7 U A N ARGE

ALT Alanine aminotransferase
TI=T ) NTUARAT 2T

AST Aspartate aminotransferase
TARTGXURTI ) FTF AT 2T —8

AUC Area under the concentration-time curve
R — IR ] A o

AUC_ Area under the concentration-time curve during dosing interval (t) at steady state
TERRRBIC I T 2% 54 0 R[> & 4% 5 I RRIRF ] 22 ~C oD i o A7 it FE5 IR ] i fit 1 i 2

CK Creatin kinase
JVLTF xS —F

CL/F Apparent total body clearance
RnFoeg s )77 A

Croax Maximum blood concentration
I e I

Craxss Steady-state maximum blood concentration
TEHRABIC 51T 2 Fie e i H A R B

Cin.ss Steady-state minimum blood concentration
TEFARABIZ I T 2 Fe il 3E i

CYP Cytochrome P450
F K7 u—2 P-450

DSM Diagnostic and statistical manual of mental disorders
BB OB - it~ == 7

FAS Full analysis set
e R DM G4 ]

7-GTP 7-Glutamyl transpeptidase
Hy<TNBEINET AT FL—E

LOCF Last-observation-carried—forward
AL EE S 7l © R Ml & Al 52

oC Observed Case
Bl

PTP Press through package

RMP Risk management plan
EHR S U R 7 S PR

SDA Serotonin dopamine antagonist
o h=y KAV FTUHIT=A K

SIADH Syndrome of inappropriate secretion of antidiuretic hormone
FURIR AR VE ARG AR

ty Elimination half-life
AR

t Time to maximum concentration

‘max

I 1 0 3 B M ]




1. BZEICEY 5EHE

I. BiEICEI SIER

1. AEORE
Tx ) FT VRS, TFu Tz UREANL, EE LT RAI Y D FRETUERICK
0. PUREMIEIERZ 2T 5LZ 26T\ 5,
—J7. Bu b= 5-HT,, ZHAERFEHERIC LV . A IRAE O BMAER O E 1SR S,
WRDT7 = ) FTVURER, TFuT ) CREANCHR SN WIRNEI ST,
ZDOX T, RN D, ZREIEFUEM & v k=2 5-HT,, ZAEEEFUER 2464 2 ikt
IO BT b U AT R s,
U ALY RUATERE 2 2 B bt b=« R8T d=2}F (SDA) LI
o, A RKIEOIBFICLA ST\ b,
UARY RBEImg - 2mg [ ), URARY RUMRL 1% T3> h3 ) iE, 223N T
FRASHEN B BER M E UCHBLAER L, EHRFKH 4815 (CFAL 1144 A 8 H) 105D
XS R OB E 23 E, INERER, AR SRR A F56E L, 2007 4F 3 A IZ&R
Bf5, F4E7 i kil
UARY ROWHIK Img/mL 132 R (%, EEEEETHRS DN B RES ST & L CTH%
A L, EHFEE 481 5 (PR 1144 H 8 H) 1TSS L OB T £ 474 E, IE
B, AEWEnoE S B 2 K L, 2007 4F 3 AICAGRZ IS, R4 7T Alc EfiL7-,
D%, RN TERSHIE, Ik E LTU ZXY R 05mg 28 HFT 5 ALY R
BE0.bmg T3 b &, XHUEHAE LTY A R8E3mg 92 F ) OB Z R
L. 3AEFRE 0331015 & CEEE 1743 H 31 H) (TR SR OB HEZ 3 E, st
B, EWrORSE R ER 2 S L, 2008 4F 3 A IZEKGR 2 B, R4 7 Al EfiL7=,
FIC AR TERASHE, DFENRESEE LTU AU R 0D 0.5mg (3 F3) K&
OF OD $E 1mg « 2mg » 3mg =+ k3] OBFAAEE L, FEAEFE 0331015 5 (FK 17 4
3 H 31 H) ICHEDZBUE R OGRBR L2 E, IERER, AW rom Sl e e L, e
(32012 48 A, #%H& 1L 2011 4F 1 A KGR A EUS, Wi & b 201347 HIC B L7z,
20208 A, U AU KU$£0.5mg* Img* 2mg [ F ), U A~Y K2 OD $£ 0.5mg *
Img-2mg 3 h ), URXY RUMIRL 1% (5 F ), U AXY FRONHK lmg/mL 13
AT TR - R RO THIE - HE] o—HEERAR I, UNE oA~
N T BREIZPE D Syl ) (SR D 2 B LT,
20211 A, UANY RUBElmg T3 F ) (3EM EEEZHE L AR AR S
. BIEICE S,

2. HEDERERFHRE

(1) RS2 Dy ZERK DT b= 5-HTy, ZAREIEHUEMZ A L TEBY | HAEKLHRAIED
BB PEREIR K O MR~ DR DT T E D,

(2) ERZEIWEM & UCTEMEREGERE, B A XX U7 BEMEA Ly X HURRALE
NG WAERHE (SIADH) . FFRERERE T . Sy, MBUTAARE, AR, i 8 s
LS, BEPRISPE S b7 o F— & BEPRINPE R, (RIAs, MERKIERAE, H i BRI
JHiZERRE, PRABFRIRILARIE, R e S Tnsd,  (IVIL8.EITEM ] DIHZR)

3. RROBALHHE
AR L
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4. BIEFERAICEL TAMY REHE

WIEERICBT 2 &M, RdtEAHED A F7 (% | A LA R - BRI
RMP i -
BMOY 27 F/MEEB & U TER STV 5 E# Je -
e AHEET A KT A d: -
TRBRTE T o> B B e S i -
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0. £#ICEY 5EHE

I. AFICEI SEE

(1) 04 -

UARY RU$E0.5mg 9 h3 )
YARY RUgEImg (92 R
UARY RUBE2mg (3 R 3
UARY RUgE3mg 3 R
JARXY R 0D & 0.5mg 33 k3 )
UANRY R 0D $E 1mg (933 kX
YA~XY R 0OD 8 2mg 33 kX
UARY R 0OD$E3mg (93 k3|
UARY RUMRL 1% =3 b3
UARY RUOWARK Img/mL (93 kX

(2) #*4 :
Risperidone TABLETS 0.5mg * 1mg * 2mg * 3mg [YOSHITOMI |
Risperidone OD TABLETS 0.5mg * 1mg * 2mg * 3mg [YOSHITOMI |
Risperidone FINE GRANULES 1% [YOSHITOMI |
Risperidone ORAL SOLUTION 1mg/mL [YOSHITOMI |

(3) BFFDHE :
—fkA b IS, RIeA EEE LT,

2. —ik4&

(1) #& (@R%) :
UA~Y R (JAN)

(2) 8 (X :
Risperidone (JAN)

B)ATL (stem):
-peridone : U AU R RHUFAREEE

3. BEXRTRER



. BFICEY SHIEE

 BFRRUHTE
7 CyHy, FN,O,
- 410.48

AERR (fEER) XIEEXE
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

CBR4A. B4, KBS,
P - L 2

LEES



M. A3 Y B

M. A% ICEEd 5IER

1. YELEFHTE

(1) 581 - 1K -
A~ A BORRBIEOBMRTH 5,

(2) Bk -
AH =T H 7 — (99.5) ([T ITI2L <, 2=-F a8 ) — )UTHRD TEEITIZ <
<L AKITIZEALETET R,

(3) iR -
mMER L

AR (iR, |, RES
Bl 169~173°C

(5) BB EFERETE 2K
pKa,=3.11 (E'U I VB, EiE) Y
pKa,=8.24 (N AAFHY —)L JHEE) Y

(6) P ERREL :
1-4 27 % ) —)VIpH2.2 7 = F- V) L BREEMETR ; 1.28 X102
1-4 27 % ) —)VipH4.1 7 = -V BREREETE ; 1.46 X107
1-4 27 % ) —)VipH6.1 7 = -V ERREEIR ; 9.58
1-4 2 % ) —)VIpH8.0 77 = L fig- V) L BRFEMEIT ; 5.55 X 102
1-F 2 % 7 —/VipH9.9 &R UEE-—IKEE{LT U 7 AFEEHK ; 1.10X10°
(AASER/ S EHELEHR 20112 L0)

(7) DMt E R EE -
P L

2. BV DEEEHTICEITHREM
K KBRETE (pHS.5), 100°C, 12 KR T 1.1% 0+ 5 Y,
&M (pH) : 1mol/L #if&, 100°C, 5 HIIZETHD Y,
Imol/L /KE&fkF kU 7 A, 100°C. 24 FF T 0.4% 5545 v,
o U AU RUERIE 17,0001k FTT7 HIZZETHDH Y,

3. B S DERRERIE. B2
FERREA BRI
THE] UAXY otz L5
(1) $-AN PIHR IR G BE I E 15
(2) TRANRIL AT S OVREYE (RALT U 7 LEEANE)
EEiE
TAR U ANRY R OERIEIC X DBAAEREE (0.1mol/L EHE 3 mE)

S



V. RAICEY SHER

1. #IRZ

(1) FIRZ DA
Y A~Y RUBE0.5mg :
U AU RU§E Img

U ARV R §E 2mg

U AU RUEE 3mg

18R HRY AXY R 05mg 258 T HHGBOT 4V ha—T
4 TR

C1EEFARY ARY R lmg 258 T GO 7 4V ha—T 4

NS

18R HRY ANY R 2mg 25T H0HAD T 4 v ha—T ¢

N

C1EEFHRY ARY Ro3mg 2 88T HHEBDT 4 v ha—T 4

N

<Y AXY R 0D &>
JZ~2Y) R OD $E0.5mg : 1EETHE Y A~2Y Ko 0.5mg &4 5 [Atandkse (D

P AR EREE)

UARY R OD§E 1mg 18P RARY AU R 1mg #5403 5 AEAOEIRRA D #iE

(PPN AR )

JZ~_Y R OD#E2mg 18T HRY AV R 2mg # &5 AT 5 AEa0OHEE (DPEN

AASESE)

JA~Y R OD§E 3mg  : 1EEFARY A2V Fo 3mg 2561 5 EGOFEE (DPEN

<Y ARY R L >

RAESE)

UANRY RUHEL 1% : 1g FHFY AU K> 10mg 2 &4 9 5 F G OHTRIA]

<Y ARY R UHNATR >
U AU FWHHE Img/mL - ImL HHR Y AU R 1mg 2@ A7 5 BEEHOHE,

(2) RENIDHNER KR TR -
<Y ANY R ogE>

BT

Loned JARY RUBE0.5mg T3 kI ) 2RY FogEimg (93 b3
e e B
iR pallblZ T 4N T—T 4 T

e — S @ =

fEfE (mm) 6.0 6.6
i’g J£%4 (mm) 2.7 3.2

#Hi (mg) 80 97

=2 — K Y-R05 Y-R1




V. REIEYI SHEE

R4 UANY RugE2mg (33 b3 UANY RugE3mg (33 b3 )
’l“i x| =R
iR billiz T 4N —T TR

e (1) = (3) =

$EE (mm) 7.1 8.1
% J&Z (mm) 3.8 4.5

H= (mg) 134 204

Akl — R Y-R2 Y-R3

<Y A~Y R 0D §E>

Woesh YARY ROD#E0.5mg (a3 v )| UANY R OD$E Img (33 k3
b B fie
® bl FEE (DPENAEESE) FZHE (BERA D . OFENREESE)
I ) qa = @) =
$E£E (mm) 5.0 6.5
1’% JEZ (mm) 2.4 2.3
HiE (mg) 9 50 #1100
Ao — R Y-RDO.5 Y-RD1
{ionza YA~Y R ODfE2mg T3 R3] | UA~Y R OD g 3mg 193 kX
P x| M
i® HIi S (DP9 HiEsE)
S CDh[zj CD» —
$E£E (mm) 7.0 8.0
i’g =7 (mm) 2.6 3.1
HiE (mg) #1130 #1200
Al — R Y-RD2 Y-RD3

<Y AT R MR >

MR e 4

UARY RUHRE 1% T3 b2

PEIR - AT

A

< KL

<Y ANY RN >

HRoe4 YARY RUONHHE Ilmg/mL T332 kX
Pk - A N E R A M QNN STV E ¢/
pH 2.0~3.0
o SR (FAI7 I F— 1) FELE (B T A H)
e
0.5mL, 1mL., 2mL. 3mL 30mL, 100mL




V. ®FICBEd 5IEE

(3) #AlO—F
$E 0.5mg
#E 1mg
#E 2mg
#E 3mg
OD #E 0.5mg :
OD #& 1mg
OD #E 2mg
OD #E 3mg

(4) HEDYE

: Y-R0O5
:Y-R1
: Y-R2
:Y-R3

Y-RDO0.5

: Y-RD1
: Y-RD2
: Y-RD3

<Y ARY RUgE>

o (N)

#E 0.5mg

30N UL 1

& 1mg

30N UL 1

& 2mg

35N LUk

& 3mg

50N UL 1

<Y AXY Ko 0D gg>

o (N(kg)

OD #& 0.5mg 19.6N(2.0kg)LA E
OD #& 1mg 24.5N(2.5kg) L |
OD #£ 2mg 29.4N(3.0kg) L |
OD #& 3mg 34.3N(3.5kg) VL |

< U ARY R UKL >

AR H HKL 1%
185 : 4@
WL AR 30 5 : EETLHILDIIEED 5%LUT
200 5 : WIET DL DITEED 10%LL T

TH R 16 BLAIHR I O APRLAI O FE & LT D,

¥ 18 & 4l

30 5 FRE T2 b DIFXEED 10%LL T

<Y ARY RN HER >

pH 2.0~3.0
b 1.03~1.07
(5) FDith :
MR L




V. REIZEYI SHEE

2. HH DR

() BREy GBS OEERVHEMA

<Y ARY RUgE>

YANRY RUBE0.5mg T3 kI

YA~ FygElmg T35 k3

AR U A~Y R 0.56mg

Hfg UA~NY K 1mg

PR, B —A B Ra¥xvra
ENNAK—F bTmAu—RA TN

LRI, FoEoaLToSr . B
o—A, b umAo—RA WK AEE A

Al g r U oA, kT Afg, ATT VN TT VU~ TRy T LA, 70 d—)L
it~ /%LU L v/ A=/ 6000, B 6000, XL, ELTFTH . AT TN
tbF&v, Anrosay =0

e Y AAY FrfE2mg [9v F 3 Y AAY Kb Smg (3 b3

VZANNVANS =N

EE(JIJ%]?E];); HJm U AT R 2mg HIE U AU RV 3mg
WHKF, hrEaasFTr e wu | HEKRY, FrERas T U B
H—A, b mAn—R SKTARR A |vn—X KEHREE FeXs T u e
vomal |77 VYRR 7RSO L vyadoL B—A T A An—A MKS AR A

6000, Z /7, WRbF X, o
=8

TTV U~ TR T A, v/ ad—)b
6000, X7 (LT Z 2 HF N
=874

< U AXY R 0D fE>

e 4 YRAAY R 0D 0.5mg 93 k3 YANY R OD$E1mg a3 3

Bioy - oy . TR . 1] 1ee

(1 ) AR U AXY R 0.5mg HF UA~XY R 1mg
D-~r=Fr—Jb, huERITT T BKY VERKFBHILV T A T AB—A

wshng HNAT—AHNLT T A B Rax et ilia—R WEEKr AT, 277 Y
N TR TN, T AT =5 (L7 2= AT T = AB ) - A Y =, B

W7Ed YAXY R OD#$E2mg 32 h ) YAXRY R OD$E3mg 3+ F3)

HRE U AXY R 2mg AR U AXY KY 3mg

D-vy=h—, hvERATT T MK VKRBT A AR
ANAB=AH Y YL FRRyTREL A=A, BEIOKT A [ AT T Y
VR TRV T A, TASAVT =L (Lm7 ==AT F = Ab8 ) A b, Bk

<Y AT R AL >

R5e4 UARY RUHRE 1% T3 b2
AN =R

EJZ();g q?)g HE U AT R 10mg
RNl HAMRFI, D-~v>=F—Jb, b7 Ara—A KT A

<Y ANY R PR >

U LN

R, JAARY R PNK Tmg/mL 193 3
ShEb A4S
fjljjkg) HR UA~NY RY 1mg
Nl D-Vt i, EGEEE. ZEER. ik
(2) EMEFORE




. BB 21EE

(3) B= -
LA

. ATERROERRUVEE
LR

i
L

CIBAT BAREMED B S K Y
IRIENTIEIND E/2 5k MEmIZ s FETH D Y,

N. _CHs
o9
iji/\N F oo
0 H R
X F

@O

0
(1) X=N-OH(E) (3) Ri=Rs=H, Re=0H, R«=F
(2) X=N-0OH(Z) (4] Ri=R2=R4=H, R3=F

(5) Ri=CHs, R2=R3=H, R«=F

 HBIOEEELTICEITAREN
<Y 2ALY RUBE 0.5mg > 9

R DO FER PRAFSR1F PRAFIEHE PRAFHITH il
PTP 13 + #5758 4 1 Eiele L
EpR TR © 25°C. 60%RH
’ HY T F LA M 44 Zb L
R =F L o Awem+H RS 65 A Eie7s L
iR 40°C. 75%RH A TR “1
PTP 355 +He4s 6 #» A b7 L
40°C, X A o AR, ke 3% H Zibin L
q 0 EEEDIKT (39.6N—22.0N) A
P I (TR S 4 SHA | bae. RN,
A = hooIE B TIEZE 7 L,
EifL HOAT e ) .
(20001%) (D ) 2R B 120 5 Ix * hr Bl L
a)ikBRIE B ¢ PRIR. FERBRABR, RORERBRE. MR M EEME, R CGX o BIIAEE R O 3 %)

b)RABRIE H Rk, RS, f@f%%ﬁ SERE, FEHE
FBRIEE : PRIR, VM, MR, T fE, B




. RAICEHT SEE

<Y AAY RUBE Img > 79

FBR O FEEH PRAFERA PRAFIERE PRAFHI S
Y TF LR 6/ B L
IR o 40°C. 75%RH S -~
PTP &k 6% H Eie7s L
40°C, #Hk W7 AR e 3% A el L
. , WEDIET (56N—36N) 7%
e 2;)% TS%RH. o Lk 3n A |Hoins, FEEENT, i
A = DOIEH I L,
(%fgbf)%“ FH T A ke 60 77 Ix - hr sk L
a)FRBRIAH « MR, FRaRBR, MEERBR, WA —ME, EEBE. WRHE
b)FRERTH H - PRIk, AR, MUERER, EEE, WE
<Y AXRY R UE 2mg > 01
FRBR O FEEA RIS PRAFIERE PRATHI IS
PTP a2 4+ #%58 34E el L
FpR el © 25°C, 60%RH
KU =F L o5 asHGE 34 el L
SRR S]]
ey 6 #x A b7 L
NS Y 40°C. T5%RH | <A &
PTP wl& 6% H el L
40°C, RY F LR ER 3 H A7 L
et o zﬁfjg TSWRH. | oL B 3 J] ALz L
SR, HEAT o . I
(10001x) vy — L Bk 60 5 Ix * hr 2 7e L
a)FRBRIE H - MRk, MUERER, EEME. EHE
b)FRBRTE H : PRIk, HERREABR, RIEERER, RFI e, EEME.
OFRBRTHE  MRIR, AR, MUERER, EEE, WE
<Y ARY RUEE 3mg > 120
BR O FEEE RIS PRIFIERE FRAFHI R il
PTP a2 4+ %48 3 2h7r L
FpR TR © 25°C. 60%RH
KU =F L o5 HGE 34 el L
WY =T L g 6 # /1 A7 L
P v 40°C. 75%RH
PTP @k 6% A b7 L
40°C, ¢ ANl SRS e Y 3% H i L
9 0 WEOIKT (65.7N—36.3N) 73
T e D . SHH  |BOORER, FERINT,
AN = hooIE IR L,
it HOLA v — LBk 60 7 1x + hr ke L

(10001x)

)R BRIEE - PRIk, MEAERARR, E AL, A
b)RBRIE H PR, RERRAUER, MOAERUBR, MUEIY e, ERGE, W
ORBRIHH PRIk, FEHIME, MUERRBR, EEM, mE




V. REIEHI SEE

<Y AT K 0D

&2 0. 5mg > 15, 16)

EX % RAF LA R A7 BE JEEes R
PTP +7 /L3 B o —ai#+ .
e DEMIERE ORI (ks
hnsEEAER @ 40°C. 75%RH 6 7 H W) MWD L0, hoIEH
KU =F L (REEEHIA 27 L
n) +HRGE
40°C, #Ok SRR 35 A el L
. . HEDET (3.0kg—1.6kg) 2
gg‘HAML B e 3HA  |BOLRER. fOEH TEE
= b7 L,
AE/) 2 B )
o O T (2.9kg—1.4kg) 7
i, 10001x B ik 60 7 Ix + hr |#B® SN0, thOIEH T
b7 L,
SR, B e 35 H AL
ARBRIE B MR, FeRRaRBR, MIEERBR, ;mw Ph. HREEME. R, VA
DRBRIE A : MRk, BEEE. MIEERRBR. AREEVE. ER. WHE
<Y ALY R 0D §E 1mg > 1719
SR A e It 1RTFIV 1. {774 5
?T+7wifﬂ~@%+ DENIERIE ORI Bk
. . ] ) & U ORI 1 72 i R
Env:: a) 00
IR 40°C, 75%RH S ———_— 6 »H W EASN) A8ERD B LT AR
V) MU oD FE A TIEL b7 L,
40°C, e IR 3% H el L
L [ 3% A LA L
AR D = T -
; ) G DRI TR 63T 78,
. 10001x/hr | PRk 60 5 1x * hr WO A G L.
=R, B e 3% A bz L
a)RBRIEE - eIk, FEERERER, MIEERBR, ;ﬂw Ph. HREEME. R, VRME
DYRBRIEH Mol B MOEERABR. HABEME. R VAHME
< U 22U K> OD 4 2mg > 1920
S kit {RAESAE R 1E I BE JEEes ul R
?T+7»iﬁﬂ—@%+ OP IR B ORI (ks
- . A ) & A O AR 72 i HH
= ES a) %
PUIBEEaw 40°C, 75%RH T ———— 6 7 /1 W SRR 283R B LT 78
D) +HE OEH TIFELR L,
40°C. R 3% A b L
25°C. 75%RH. .
st o B e 3% H Ak L
=R, 1000lx/hr | BAJK 60 )7 Ix + hr ik L
SR, W B fie 3% H LA L
a)RBRTEE - MR, FERRERBR. MR, @mw Mh, HEENE, ERAE, VA
D)FABRIE F : MR, BREE. GOECRRER. AAEENE. E A, WEHIME
<Y AY R 0D $ 3mg > 2122
RO {RAESAE S e {17 HIRE R
PTP +7 /L3 B —aldE+ DFDIERE ORI (ks
. i A P) & VR HAE O SR BFAG 72 VA
= 2) 0,
IR 40C. T5%RH oo | © # H SRR 2SR B AL 78,
D) -+ fho>IE B IR L,
40°C. R 35 A b L
RO A [ 851 i L
=i, 10001x/hr | BAJiX 60 I 1x * hr 2L
ESNELS B fie 3% H LA L




HHICEEY HEHE

a)PkBRIE E PR, MERRRUBR, RUEERRBR, TR, pRBEME. ERE. WM
b)FABRIEH - MR, AR, AIRERAER. AiEEME. EEM. WAHME

<Y AAY R ARRL > 28729

Bk O FRAH PRAT S PRI TE PRAF I R
EWIR AR 2 25°C. 60%RH RY TF L KR+ 1 34 b7 L
N o A 6 A%
= ) 0, R
PIBEEEY 40°C, 75%RH P 6 5 H i L
40°C. Wt RV oF LR/ B 35 M LAvia L
T gg\%%ML Lr—L Bk 3 5 J1 IR L
SR, AT N . s
a)kBRIE H : MR, MUERER, B, W
bFRERIE B ¢ MR, WERRRRER, MUERER, TR, B
ORBRIE H ¢ MR, VEHME, RIERER, E Rl
<Y RRY R P> 0
FER OFERA PRAFSAF PRIFIEHE PRATHAR i A
FWR TR © 25C, 60%RH 3l TIITIx—h 34 b7 L
ALY [T 7 AR 67 A Eiere L
pibee 40°C. 75%RH = i il
4yl @ TIITIFX—h ;| EieZe L
TR RATARER @ | VR w7 AN Ee TEST 4 3E™M B L
2HME LV, BiElckd &
S, HELE w7 A Bk BT 4 31 B b EROBMNED 5
ni,
)RR O fleEbT 722 L
e NI N - 2WME LD, WL D &
/TJ}EEJEA %éﬁ7zﬁﬁ/gﬁ*% IEJ 4]5'353 ;%\bﬂéﬁ%@%bﬂﬁ)aﬁ&)%
i,
a)FBRIEE : MR, pH. #UESBR. MAEWIRERER, R
bEBRIE H - MR, WS, pH. . MEWIRERE . EEE
OFRBRIEE Mk, FERREBR, MIEEEARR, RUAI—MERER, pH, MAEWMIIREARR, E R
DFRBRIEE : Mok, pH, MUEGBR, E Rl

RBERUERR

L

BROREM

CfeF & DEREELE (MEEFHEL)

JARY RgE - OD 2 -

Y LR

UARY R : TXT. % 2. 68562 k) @ [(1) UVAXRY RUMRL1% a3 &
fthl & DBLAZAb] DIESMH

U ARY RN

(D) FTADATEDT R vvmy 7 (S 7afg) ) vn) kU

T LT MR ERDOT 5T v 7 AP ry 7 0.5% (b Fr
XFLUV) LORAIZEY, BB, WESEEIR T2 &)
O, BAIETSZ L,

(2) FRZER R (R,

H A

RE) KOHIL, BRET D EEENK
TT22E083H250T, HRUCTHAT L Z L1385 X 5 EE4
LTk,

X % 2. BaZ) o 1(2) UAXY RUONHK Img/mL T3~

N3 ORAZEL] OHESR



V. X9 d H1EE

9. AHM
(1) BAERAEEREFORKRIIHIT HEEMH
YRR FUgE>
WHRBRE (AARIE[HEELSES TV AXY RUBE] I2X5)
A A R 7 — B E - TR HEER X Rvik
ARBRZEAT - B #R 4 50rpm
A OB oK
BRI & : 900mL
W E ke~ 7 Z77 00— (UERE : 237nm)
fEA © AANILL T OBUEIZH G L7z 3039,

A58 FiE ] TR R
UARY R 0.5mg (33 b3
YANY RUfEImg (5 h 3 N 75%LL I
YARY RogES3mg a3 1)
URAY R 2mg (92 hX) 80% LA L

<YRAAN1 K2 OD fg>
HEREBRTE (AR T —iakiis: NataiE OSRuVE) ) 2k %)
<Y RRIY KR UHR>
WHRBRE (AARIE/HEERLES [V AXY Rk 12k 5)
A AR — W BRiE - TR N Mk
ABRSE « [F] 5 %X : 50rpm
RO K
BRI & © 900mL
WoE kR a~ N7 70— (ERKE : 237Tnm)
fa R AANTLL T OB IZE S LTz 3,

R E R PR
3077 75%2h

(2) BHEEHICH T HELM
- AR K OD#E0.5mg NAL ~3)
(2 RS DAY FI R R AT A K74 2 CFRk 18 42 11 A 24 A HEAFARE
1124004 7) | 29V, RFIHGERER 21T - 72 3,

TR LA JUARY K OD#E05mg =233
PR J 234 —/L 0D §E 0.5mg
HETE HARTER 7 —ixakBris - BHEEr X Rk
BRI 900mL
R 37°C+0.5C
EILS 50rpm (pH1.2, pH4.0, pH6.8, /K). 100rpm (pH6.8)

pH1.2 : AASER I OB 1]
BRI pH4.0 : 0.025mol/L 7 = VEEFRIKIZ 0.05mol/L U U EE/KSE =) b U 7 A3RIK
o ZMZ T pH4.0 & L=

pH6.8 : HAZER T OF HIGRERES 2 i

N




V. REIZEYI SHEE

; ARERTE 7K
T mmmsEn | 2L
| s o IV RS 80% A HE 2 - I M CHE T & 3 5.,
<HITE G R OV E R e >
O : EERIFIN 15 53 INIC Y 85% UL Biat 4 28546 T, WBREAIN 15
ST LAY 85% LA FYEIT 2 7>, X% 15 4312810 DR BRIAI D -1y
TR H SR AMEHERLAN O SEH PR =R = 15% OFEFRIC 5 5,
@ AEAERIAIN 15~30 2 85% UL HiaH+ 554 T, AEAERGE 0
BIRHERDS 60% K TN 85% 3T & 72 D3 24 72 2 BE sl BT, akBRisA
) R e D IF-HIER 2R DMEAERLAS) O SR 2R = 15% OFEFAIC & D 0>, T f
2 BB DN 42 UL ETH B,
@a : FEAERIFIAN 30 43 LAPIZ ) 85% LA EVEH L2 WA T, HlES =R
BREFMNC BV CTIEHERIA O S RN 85% LA L& 7e 5 & & fEUER]
TN HFRED 40% 2 Y 85% I il 24 7 2 REAIC IS\ T, kR fd
F D IR HH 2R DMEHERLA O SR R £ 15% O#FEPAIZ H B 0>, XU
f2 B oElT 42 L ETH D,
120 120
100
b1
: 80 W
f 60 f
# 4p E
20
0
[i] 5 10 15 20 25 30
SR (5 S B (55
120 120
100
2 B0 i
¥ o5 ¥
% 4 %
20
o
1] 15 30 45 i 15 a3 45
BB (5 e T
120
100 2
B
B0
E [ cH6.8 100rpm |
% 4 —— EEEH
- —o— s
20
1]
i} 5 10 5 20 25 [
SR (5




V. ®FICBEd 5IEE

®  HZEEC T DHUE GRBREA K OFFEHERGH O P49 H R O i)

= e Y A~Y R 0D $E
SR 2
RERAAF (g2, 0.5mg) | 0.5mg = k3| F'%ﬁz s
BS
SR FVE | S | BRBRIE | e ZEYE | R R | SRR R (%) | EREHE (%)
pH1.2 ® 15 %y 97.0 101.4 — | W
54y 67.5 90.4
pH4.0 @) 43.5 | o
15 %y 80.8 99.8
50rpm 3 547 67.1 89.8 SN
o ety pH6.8 a 37.5 | NG
aLes 30 %y 83.2 99.0
54y 62.7 88.6
VIS ® 46.3 | w4
154y 83.0 100.8
101(1)1rp pH6.8| @ 15 43 100.0 102.0 — | #A

<>
PRBR LA & AEVERIAR| O B A ki L7 & 2 A, 50rpm-pH6.8 LAk OiEkRiE T, A2
YERIAI L GRBR BIA O VR H 258 O FERIPE GRS H 7=, 50rpm - pH6.8 FERIE IZ IV Tk,
L OWRME & [FERIZIE-L RS M 2 7R U, AR MERLA] & O3S HZR BN IREEITRE O B A7
Do To M BEEERAS 255 & LAY Pa R EERER T, mfAIT A I E
HTHDLIEDHERINTVD,

(3) AHEFICHITAEEM
- )ARY RUgE3mg N3 R
YARY R8E3mg 133 b ) IBEAGREAICTHL Y AT FUBE 2mg T3 kX
DEEEMBTH D, Pk 124 2 H 14 BFTEIRGESE 64 5 15 &N 72 588 0 [EHRLA]
DAL RIEMRBR AT A FT A > ) (CFk 13455 H 31 BATERES 787 5 —Ebik
1E) IZHEV, AR S ME & FREE L 7z %9,

AR UAANY RUgE3mg (33 h 3
YRR UAAY RugE2mg T3 k3
A58 B K U C k¥
HiE A ARIE S 7 — kB - IR /S KLk
BRI 900mL
4 R 37°C+0.5C
% [ElLzexs 50rpm (pH1.2, pH5.0, pH6.8, /K). 100rpm (pH1.2)
ik BRI pH1.2. pH5.0. pH6.8. 7k
FEIEEANRIN | 72 L

HEAE R O SEIS RS 80% & 2 1= S T T &5,

<EHEE R >

@ : FEHERIRIAY 15 43 LINIZ ) 85% L R T 2454 #BREAIN 15 43 LI
W 85% LA VRIS 5 0, ST 15 /01281 2 3 BR LA O S IR H = 3
YERUA OO SV I £ 10% OFIFHIZ 8 5,

@ : FEHERFIA 15~30 4712 1) 85% LU LRI T 245G A HERAI o ) Es
LK 60% B TN 85% & 72 L X 7 2 REAIZ IV T, BRERILAI 0 )R 2
DSEHERA O SFIVEHER £ 10% ORI & 5 2>, XL £2 B O MEHs 50 L
ETH o,

HIE ALY




V. A9 H1EHE

<l 2 DU (B LRI I BT 2 RBREA O« DERHER) >
¢ AEHERIERI DM RN 85% LA RICiET 2 & & RERIUA| DR H R

) B FL R . .
# ® T15%DOFPAZ B2 HH DN 12 lF 1 EHLLF T, £25%O#HAZIEZ 5 b
DRI,
110 11a
10d 100
a0 m -
- al r/P//4
- = wal
5 a Z ol
H = "
" a0 —— A [T —— Euea
@, EELT ;| E L]
bt ;-
13 0+
? a 3 1a 13 ) -] 3 ’ a 3 10 13 o 23 1l
KMl (min.d ErMl (min.}
10 10
103 100
w | @
= M = m
% @ % & A 50rom
2 *r a1 ¥
Wb o4 —— HIYA
W | e LT
o} 2
0 id
a L a
a 3 17 13 b 25 3 a 3 1a 13 x 23 ol 33 41 43
KM (min.} M [ min.}
1a
103 s J'
ad
a
2
H o —— HEA
# o mmwn
1)
x
[}
a
a 3 1d 15 x o] 3
K [min)
NI T DRI GRBR LA K OMEAERLA 0O 2558 H 3R oD Hig)
o TR U A~ KB 3mg
S £
IR ($E41. 2me) E2S TR
ARG | BlERE | RBRIE | CHDESENE | IEHRER] | CEREHE (%) R (%)
pH1.2 ©) 93.7 94.6
pH5.0 @) 15 %3 90.7 93.8
50rpm | pH6.8 @ 89.7 92.5
N RIVIE ey
10 47 68.8 66.5
7K )
15 47 80.6 84.6
100rpm | pH1.2 ® 1547 99.5 101.0




V. ®FICBEd 5IEE

* BWHEBDORSEOHERR (2 OFEHR)

B S Bt e AL | BRI O RERRUF] O 2 DOYR R ST
EEE | A | min) | CFSIEEECD | g s | RokfE©)
pH1.2 93.7 84.2 99.2
pH5.0 90.7 89.4 97.7
50rpm
pH6.8 15 89.7 85.1 99.2 c Bl
7K 80.6 74.7 89.6
100rpm | pH1.2 99.5 99.6 101.7
<HER>

AR & AEVERA ORI BB 2 iR LTc & 2 A, T X TORMFITIB W TER L ZE#) 0OH|
EHMEIHEA Lz, LB Y | REREGH &R I A 2RI R 5% & A ST,

- JARY K ODfEImg A2 b3
(G BN S 72 D% O B RIA O £ RSB T A 74 > ) (R 18411 H 24 H
FPERATRAFEH 1124004 =) ISREV, BUHIHLEABR 21T - 7= 37,

AR Y A~Y K OD§E 1lmg 532 k3
YRR Y A~Y K OD$E0.5mg 53 k3
LT 25 B K HE A JKHE
£ AT 7 — ek » ek~ Rk
B | 900mL
E R 37°C+0.5C
‘;% [EIL g 50rpm
A P
SRNEPEAIGN | 72 L

HE AL D SEEIA RN 80% &R A - S T T & 15,

HITE S R OV e >

@ : FEAERIFIAS 15 3 LIS W) 85% LA BRI 256 T, REBREAIS 15 75 LL
I EY 85%LL FYAHT 27, UL 15 4312 381F 5 3B B 00 JE 8 PR H =R A3
FEAERIA| DO SEIIA R £ 10% O#EPHIZH 5,

) AL
<HIE S S OV E He e >
a : B LI IE AU BT D RBRRIA O & OVEHSRIZ OV T, FEHERA] O PR
HIZRN 85% L RIZiET 5 & & SRBRIAIO R = 15% O % B 2 5
HOMN 12 G 1 LT T, £25%DHEHAEZ 5 DB,
1580
1 '
B
6o _
T —e— AT
—a— mE N
i
0
0 £ 10 15 3] is i
BoEE 2




V. REIEYI SHEE

FEHEHCR T DREME GRUEBRLA K OEERIE O SR H 3R o i)
- T YR A J Z~2Y K 0D #E
HBR AT (#EA), 0.5mg) lmg g k3 o
RERTIE | AR | BB | RIS R | BRHIRER | SEREEE (%) FEIEHE (%)
23 R/LEE | 50rpm 7K ©) 15 %y 101.2 98.1 e
& WHEBORSEMEOHER R (4 OFEHER)
AR At B9 i S FRERBLAI OE 2 DV
= BRSLBIEA | BRI T | v
EEs | Rk | min) | CTEIEEEC) | g Eos) | RokE©)
50rpm 7K 15 98.1 95.6 101.7 a HE
<HFEH>

AR ARV O BB 2 e L 72 & 2 A, BB O ERBEITEE L, 2L
By AREREGH &R R RS L R S T,

- JARY K ODfE2mg N3+
G BN 72 B0 0 BT RA O A2 R SRR T A KT 4 > ) (CERR 18411 A 24 H
fT AR IS 1124004 5) (2HEV, FUH| HLl i BR 21T - 72 39,

AR A UARY R OD#E2mg I3 k3
FEHERLH UZ~Y R ODFE0.5mg (33 k3
W5 25 B K U Bk
P HAS R 7 — MBI - W B /S Rk
AR | 900mL
% R 37°C+0.5C
% EILg 50rpm (pH1.2, pH3.0, pH6.8, /k). 100rpm (pH3.0)
% BRI pH1.2, pH3.0, pH6.8, /K
SRR | 72 L
FEVERLK D SR D 85% & A TR i T T &5,

HPE SRR S OV E S e >

@ : EEAERIKIAS 15 43 AN ) 85% LA HIEHT 254 sBREAIN 15 43 LI

W] 85% LA EIRIT 2705, XUT 15 431281 2 i BRELE| O 9 HH 28 )3

YEBRIFN D IR H R = 10% OFEPHIC H 5,

FEAERLR 3 15~30 431245 85% LA IS T 254 FEUHERLAI O S

FHHI 60% L N 85% & 72 Dt 7e 2 BEASIZE W T, RBRIAI D FH4R H =R

DMEHERIFN O A ER £ 10% ORI H D 2>, XL £2 B OED 50 L

ETH o,

<HITE S OVHIE FEUE >

a @ FofE LI E R 35 1T 2 BB ELAI Ol & DOVEIHERIZ OV T, R O S
HIZEDY 85% LA HICiET 2 & & | BURIAI O £ 15% O~ 2 5
HON 12 0P 1 ELLF T, 25%DOFPHEEZ D b DR,

[

@ :




V. KIICEHd H1EE

120 120
;g 108 T ? 100
Y i 30
# = -
%
et —— B oy —— BEaH
—=— 3 EHH —=— FEHA
0 H
hil L L L L 1
a5 w13 W Bom oo |
BEFYW A BEFYW A
12
1
2 7o . Blrom
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= PR AR JA~XY K 0D §E
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PRI (57, 0.5mg) 2mg M3 M) |y
BTk | Bl | BRI | CHUEREYE | WS | EEE R (%) EREES R (%)
pH1.2 ©) 103.5 99.5
pH3.0 @ 100.5 97.1
‘ 50rpm
2RV pH6.8 ©) 15 4y 100.5 87.7 SRy
7K ©) 101.2 97.0
100rpm | pH3.0 @) 101.3 101.9




V. REIZEYI SHEE

* BWHEBDORSEEOHERR (2 OFEHR)

B ESiE B | StERaE| 0 FRBR G DA 2 DB HIR ——
= e 1 SNZAYR HH =22 (0 ZE
EsE | A | min) | CFEEIEEEC) | g Eos) | Rk fE©)
pH1.2 99.5 97.7 100.6
pH3.0 97.1 95.4 99.5
50rpm
pH6.8 15 87.7 82.5 90.7 a pIiREy
7K 97.0 96.0 98.8
100rpm | pHS3.0 101.9 101.0 102.6
<HER>

AR & ARVERA ORI BB Z i Lo & 2 A, T X TORMFITI W T L ZE#E) 0¥
EFMEIHA Lz, LB Y | AREREGH &R I A 2RI R 5% & i STz,

- JANRIJ R ODfE3mMg N3 b3
(G BN S 72 D% O B RA| O W L RIEMERBR T A R 74 > CERk 18411 H 24 H
FPERA TR 1124004 =) ISREV, BUHIHLERBR 21T - 7= 39,

AR A UA~Y R OD$E3mg M3 k3
R HE R Y A~Y R OD$E0.5mg [F3 k3X )
AT 28 B K U B /k#E
AT AARTE R 7 —ixakirgs - BRaE S Bk
ABRIEE | 900mL
= R 37°C+0.5C
% [EIL g 50rpm (pH1.2, pH3.0. pH6.8. 7K). 100rpm (pH3.0)
ik BRI pH1.2. pH3.0. pH6.8. 7k
SRVEPERRIN | 72 L
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FEHERIE DS R £ 10% OFEIHICH D,
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F WHZEHI T DRSS GBI K OEERIE O SR SR o i)
o FEERLA U A~Y R OD g
S £
BRI (A, 0.5mg) 3mg [ F3 i
BTk | B | BRI | CEUEEYE | PSR | EEmE R (%) FRELE (%)
pH1.2 ©) 103.5 100.1
pH3.0 ® 100.5 96.9
. 50rpm .
N KA pH6.8 ® 15 %3 100.5 88.9 W
7K @ 101.2 94.8
100rpm | pH3.0 @ 101.3 102.5




V. A9 HEHE
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BRI SEARECBORE | BUBRALAL D ARBR LA D AE 2 DB HH ——
EEEE | A | (min) | CPEIEHEO) | g | Rl
pH1.2 100.1 99.2 101.5
pH3.0 96.9 95.6 99.1
50rpm
pH6.8 15 88.9 85.4 92.6 a Bl
K 94.8 91.0 97.4
100rpm | pH3.0 102.5 101.0 103.8
<HEH >

AR & ARVERA ORI BB Z i Lo & 2 A, T X TORMFITI W T L ZE#E) 0¥

EREMEITES Lic, YLEXD,

10. B3 - 2%

(1) FBMNDE
A% L7

(2) % -

AR LA

TR  AK. NENRHRERE -

<YRRIYKRUEOSMg NI R3] >
100 2 [10 & (PTP) X10]

500 B[4

0o

L]

<UZ’\UI~/-‘£@1mg ALz >
100 & [10 & (PTP) x10]

1,000 &£ [10 & (PTP) X100]
1,000 BE [%¥4s.
<YRRIY RgE2mg N3 k=1 >
100 & [10 & (PTP) x10]
1,000 & [10 &
1.000 #E [4¥4%.
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1,000 && [2%8.
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V. JAEICET 5IBH

V. BRICEI SHEE

1. DEEXITHE
(WARY FUgEO0S5Mg NI R, YRR RV Img T3 RS, JURR FUEE 2mg
NI b2y, VARY KU ODEEOSMG NI 2], YARY K ODEImg N3 k2,
JRARIY R ODfE2mg NI b3, YRR RUHMIRL 1% T3S RS, YRR FURA
#Amg/mL AL R
O A KFAE
O/NEMOABANY N T MEICHE D SR
(YRR FUgE3mg N3 b3, URRY KU ODEE3mMg NAL 2
o JARIE

2. EEXIHRICEET HFE
5. MEEXRITHRICEES HEE
UNREADGBRANRY b3 LEIZHE S ZRIEME
5.1 JFRIE LT 5L 18 R D BE M2 Z &,

3. RERURE

(1) BERUHBEDHE

1) #& K FE
(WARY FUE0S5Mg MNAY I, YRARY RFUEImMg TAT R3], YRARY Ry
E2mg T3 b3, URRY R ODEEOSMg NI M3y, YRR K2 OD £ 1mg
A F  VARY RV ODE2Mg MIF S h2 ), UARY FUMRI 1% TS 2D
W, RACIZY AU R e LT 1E1mg 1 H2EEVBBL, Hha lCHET D,
MEFFEIZE® 1 B 2~6mg ZJFHIE LT 1 H 2B CTROKS T 5, 28, 4.
FERIC XV EIE T 5, (AL, 1 H&EIX 12mg #7202 &,
(UARY FUABEZR Img/mL T3 R
WE. RAIIZY AY R LT1EImg (ImL) 1 H 2@ X VBB L, Hx oy
B9 5, MEFEITEE 1 H 2~6mg (2~6mL) ZFAIE LT1 H 2 BN TRO#
53 %, 7ok, v, ERICEVEEEBT 2, HL, 1 H&ElEL 12mg (12mL) %
27N by

2) INREAD BERARRY b5 LEIZHES ZRIBEHE
(UARIY FUEE0SMg T3S b2, YARY RUEIMg M3 h2 ), YRARY R
fE2mg MAv k3, YARY KU ODEO0SMg NIaAY M3, YUAARY K2 OD £ 1mg
AL RS YARY R ODEE2mg ML R ), YRR RUMAI1% T R2 D)
{KE 15kg LI E 20kg RGN EH
W, VARY R LC1H1E025mg KVBIsL, 4HH LY 1 H05mg % 1
A 2 [ENZ T CROBEE T2, ERICE D EEERT 223, #HET 254813 1 #HFL
FoMEEHITT1HEE LTO0.25mg 3 oMET S, (HL. 1 HEIX lmg #8Bx 72
Wk,



V. JAEICEAd %IBR

{KE 20kg L LD EE

WE, VAU R L LT1H1EO0.5mg LVBHAL, 4HHXEY 1 H 1mg% 1 H 2
ENZ i TROTG T 5, ERICK Y #EEHEET 22, HMET 25513 1 EMU Lo
MRz 5T T1 HEE LT0.5mg FoHET 5, AL, 1 HEIL, {KE 20kg UL 45kg
R DHEEIE 2.5mg., 45kg UL EOEAIT 3mg 22202 &,

(AR FUAAK Img/mL T3 2

{KE 15kg LI L 20kg KD EE

WE, VALY R LT1H1E0.2mg (0.25mL) LVBHMAL., 4 HH XY 1 H

0.5mg (0.5mL) # 1 H 2B/ TRRAKG-T 2, JERIC X D EEEET 525, =
THEHIT 1 EMMU EoMEEHIFTT1 HEE LT0.25mg (0.25mL) &+ 5,
AL 1 H&EX 1Img (ImL) B 27202 &,

K= 20kg L EDEH

HWE, YAXY R & LT1H1F0.5mg (0.5mL) KVBALGEL, 4HHXY 1 H Img
(ImL) % 1 H 2[ENZH T CTRAZGT 5, ERICK 0 EEHEET 528, WMET 5546
X1 EML EOREZ H T 1 HEE LT0.5mg (0.56mL) & >#&ET 5, HL, 1 H

B¥, KE 20kg LI | 45kg Riili 0541 2.6mg (2.5mL) . 45kg LA E DA 1T 3mg
(BmL) ZH XN &,

(2) BARUREDRERM - 1740 -
AR L

4. RZERUVAEICEEY HFE

1. RERVHAZICEET HFE

1.1 AFNOIEERHIET Y ~Y FTHO , NUANY RO XV ERAHEET S
BENRDDTO, KLYV Frag a4 T 2R A0A L OFHIE, BTS2 L,
(g&#& - OD &)

1.2 0.25mg H{Z TOFRE S M ER G AT, WHBSUIARL 2 42 Z &,

5. ERPRALIR

M EBERT—2 /1Ny 55—
PAN-L

(2) ERERFREHER -
REER L

(3) RERGRFHER
B L



V. BEICEY %1EHE

(4) HREEAIEAER

1) BNMERREEAER
(# & KRE)
E N ER PR 3L BR
lWT%ﬁéht:E%ﬁ%@ﬁ%%@@ B 727 BllZ I T D ERIREBROFE R, A%

PERFAT SR 722 Bl %7 2 PR YR EodER1T 51.6% (372/722 ffl) Th
o7, £, ZHEMREEGRIC I o THRAKIVEICR T 2RO A AENZE O bl
T3,

LR R SUE R 723 il 420 il (58.1%) IZEMWEAMNFRD vz, ERHD
I, 7T 126 B (17.4%) . =258 95 B (18.1%) . ZAIgEE 92 51l (12.7%) . 4~
IRJE 87 B (12.0%). #HlE#E 85 ] (11.8%) . Itikid% 81 ffl (11.2%) Th -
7:» 40~49)
) AGEHEINOARK 2 B G ST B 20 Bl & & e,
UNREIDBEAANRY b5 LEIZHES BRI
ENE M85
DSM*V -IV-TR |2 L v AAMREE -2l s, S+ a9 585 (5%l E 18
AT A RRICEN THEM LR RBRO —EERIICBWT, 7T 'R UIARH
(A 15kg LAk 20kg i : 0.25~1.0mg/ H . {KFE 20kg VL L 45kg Kiifi : 0.5~2.5mg/
H. A 45kg L I : 0.5~3.0mg/H) 7231 H 2 [ 8 R &G ST,
FEFHMEE H Cd 2 Rf&iHiiRE (LOCF*2) (Z81F 5 ABC-J #9 BLEM Y7 27—/
AT DR—=ATAUNEDOELREIITROELBY THY, 7T BREEEAFIREDO L
BB W TR AR A EENRD 5 (p=0.0030, HHHT) 50,
“HEERY (8ERM) 2B H ABC-J BIEMY T A — LA aT OR—RAT A DD
{t& (FAS™%, LOCF)

ABC-J BBV 7 A r—1

e 2L B
BeHRE | R xoy 7T AR L Ok ¥
S N B9k =7 N—ATA
NTATA Y| RTINS | e o | b S ROEMORE |
[95% & #A X ] p
701;“&“ 18 27.5+526 | 24.7+9.47 | -2.8+6.62 - -
ARFHHE 21 28.2+6.36 | 18.5+10.57 | -9.7%£7.29 -7.1 [-11.6,-2.6] 0.0030
WEE AR 2=
a) LR T, X—RAT7 4D ABC-J WMl YT A r— N Aa7 28 Lz
e Al

“HERMORKR, AHlE 48 BRI S LIRHR GRS 5 ABC-J BEMY 7 27
—NAAT DR=ATA LD BEITTERDO LB ThoT,



V. JAEICEAd HIER

EMEE5H (48 ) 215 ABC-J MY T A7 — )L Aa T DR_R—AT A4 INED
k& (FAS, OCHE®)

7T BRI D OBATH

AFNFED D OBATHI

ABC-J BV~
RIr—)V Ay

R=ZF A U hb
DAt &

ABC-J BLEMEY~
RAIr—) Aa7y

R=RT A b
DAL &

Re=RGA

24.5+9.73 (17)

19.8+£10.65 (18)

8 W 12.9+9.90 (16) |-10.8+10.47 (16) | 13.7+10.46 (16) | -5.8+8.75 (16)
24 F K 12.8+9.90 (16) |-10.9+10.76 (16) | 13.1+9.67 (14) | -6.8+9.65 (14)
48 FE 11.6+8.18 (14) |-12.5+10.32 (14) | 12.6+9.84 (12) | -7.9+9.18 (12)
E/;%, E~
Hﬁf&?ﬁﬁ 13.1+8.31 (17) |-11.4%10.70 (17) | 13.0£10.28 (18) | -6.8+9.70 (18)

EEIfE AR A GRm B0

a) FWife b1 oo 1R HE AR FH BH 4G RE

£ 1) American Psychiatric Association CK[ERf#[ES2>) ¢ Diagnostic and
Statistical Manual of Mental Disorders ({1 B OZWET - #Hit~==7 /1)

1t 2) Last-observation—carried—forward (ERJIZEIE S 1072 M1 C R MM & A 5¢)

£ 3) Aberrant behavior checklist-Japanese version (R#1T7TE#IT =27 U A F HA
FERR)

7 4) Full analysis set (R DOFHT I SEER)

1% 5) Observed Case (BlZ2Ii7-fE, KPMEOHIFER L)

N O A PAMEREEICAE O SR A2 G T2 BRE 2RISR L LIZENERKRBRO —EE
BN BIT 2EIERT 21 I 14 61 (66.7%) 2D HTZ, ZOER S OIIEIR 11
Bl (52.4%). BEGTHE 5 ] (23.8%). HEHEM 4 F] (19.0%) ETholz, £/,
FWIE 5820 2 /IERIE 85 il 28 fiil (80.0%) 2588 Hiv, ZDEZ Ol
R 17 61 (48.6%) . (REIGIN 12 # (34.83%). BEITLHE B (25.7%), m~7T T 7 F
VISE 4 1] (11.4%) FTh o7z,

2) REMHR -
B L
(5) B - FRREBIBAER -
MR L
(6) AFMMER -
1) ERRERE (—RERRERE, BEERRERAE. ERRMEILRESE) . RERsS

BT—AIRN—FE. BERTEERABONS :
EA=RRANA

) RBEHELTERFENDHNERIIERE L-AE -
4L

AERDE

(7) ZDith :
mMER L



VI. EPEEICEHY HIER

VI. EHEBICEHT HIER

1. FEZMICEEH L LEYMRILLEYE
TFuTx ) RICEM. T =) FTVUREY, N XTI RRICEW., F G
I HERE
HEE  BEED® 526G ONRE ST RE L, BHOETRIEZRT L2 L,

2. EBER

(1) YERERLL - 1R AR
TSR AR R IR OFER L W . & LT R D, ZFEIEFUEH LU 1
b= 5-HT, ZAFMEHEHUEMICE S PR OMEIC L 2 b D LB X BN D M52,

(2) BshH=Ef T BABRAAE -
O ANAEZE::
W*w4%§§¢F#W%%ﬁL Ty R TT 72X IV XUETRENLT 4 0K
RSN HBEE R TEN S O TEV A (LA H BRI IEl Lz, EORET 1~
)b~w&ﬂ SR L TR0V 2 L AR E LT 5Y,

2Q)imto =2 %HR
to b=y 5-HT, X BZKFEFEHZH L., 7y FTCRUTHIUVEORAARAD Y T L
D% SN DRSS IR 0 EBNE O TEN AL A I L7 5V,

) hAa LT —EiRER
? v NTCOAZ VT —FEEMZ, ~axXY F—LrXogn, 72, 7y FOHfiE—
WiR (BEEHT) T R U Dy, ZEERICKT RGBT, SEARNIRIER & DB
HAENE STV OMEERTOBIFMEL D @y, LoxLaa XU R—/L TSRS
B AEGBAMEO TR E, 2B, Bu b= 5-HT, S FEEHUER BRI E
T 5 KRR ARZEDOMEW A AEFN LT D ATREMEDN 8 2 5175

(3) VEFARIRRFR - HRr5R -
MMEER L



VI. EYEIREICEIY 5IER

1. M REOHR

(1) B A R MR
AR L

(2) ERIREBR CRERR S NI MAFRE -
1N IMNRRUBEEDORHEERE CORE
N R OEEDOREMIEBRBEIZY A2Y R8E4 0.01~0.08mg/kg/ H O A& T 1 H 2
FRERAORG Lo &, KEHZY OFE 0.04mg/kg/ H THARE L= PR b
RD Cpanes XOVAUC, IEIHAE & L CONECTE TR TH o 72038, i 6
W9-t Fax ) ZARXY RUdD Cphye XKONAUC, 1F/NE E HETHRRE TH -7z
GEAT—4),

INEROEEDOREMEREEFICY A o2 MER ARG LIS E O MhiRE T A
— 4% (K&EH- Y O 0.04mg/kg/ B THIIE L) CEEELS.D.)

Cmax,ss Cmin,ss AUC T,88 CL/F
(ng/mL) (ng/mL) (ng * hr/mL) (mL/min.kg)
N REARIE 12.4%+9.0 2.06+2.68 87.5+61.5% 6.11+4.15%
(6~11 5%)
(n=12) R 16.7+6.8 8.98+3.58 152+58 2.52+1.00
AR KRER | 22.5+23.9 8.61+13.1 190+235Y 6.51+6.72"
(12~16 %)
(n=12) ERH 16.8+8.8 11.7+6.9 172+94 2.37+1.01
a) n=9,b) n=11
2) EYFMIRIFHERER

<YAXRY RU$E05mg (9 h3) >

UARY RUBE05mg 93 FI) L URNRT—)LEE Img &, 7 0 AA4—/"—iEIC &
DUANXY FUBEO0Smg T hI ) (X288, UAANK—LEE Img T 182 (U A~Y
Ry & LT 1mg) BEEERRAS ¥ (n=19) (ZHaA H[EIRE 05 L C i3 i B 2 e
L. o EEhie 7 A —4% (AUC, C,.) (22T 90% 15 H X LI THEGHE
Hr&1T > 7 f5 5%, 10g(0.80)~1og(1.25) DEIFHNTH 0 | 84 D AWy [A] S 3 ffe s &

277 59
HPFENRE RN T A — X
HERNT A—H BENRT A —H
AUC(04>24) Cmax t—’max t1/2
(ng * h/mL) (ng/mL) (h) (h)
DAY R
5% 0.5mg 30.44+20.12 | 5.44+3.25 1.640.4 43422
2 k3]
] o \‘_ l/”r‘-‘
)X’lig’ 5 | 390742101 | 5.36+2.59 1.3+0.3 5.0+2.0

(Mean=*S.D., n=19)



VI.L EYMBEICET SEE

(ng/mL)
12 r
o 10 |
%
g
D) Tr —o— X NRYRZ§E0.5mg [T 203 | <2855 >
26l YR I~ $E1 mg<1 $ERE>
U ) Mean=£S.D., n=19
sl\ q
21T\
% J
= 9 L \'\
<4 \T
}A 1 1 1 1 1 1 1 1 1 1 T\m‘ -
0 < D
0123456 789101112 24
i (h)

MM U AR R EERR

<YAXY RUBEImg T3 >

UZARY R lmg (33 b)) &Y ANT—LEE Img &, 7 R AA—/"—{EIZ LD
FTnEN 18 (VAU Rr& LT img) @EHREEAS T (n=13) ICHREBIR O &5
L CIiER 2 e L, S onmEie <7 2 —4% (AUC, C,,) 12\ T90%
5 X B CRERHIENT 21T - 7245 5. 102(0.80)~1og(1.25) D#IFHANTH 0 | il A

W IR B R DS R ST 07,

HMENRE N T A —H
HENT A—H BEINT A—H
AUC(OﬂZ‘L) Cmax t'max t1/2
(ng * h/mL) (ng/mL) (h) (h)
1 QRSVZ:
UASY RSEImg | 19901798 | 3.82+1.43 1.740.9 3.0+1.3
g b3
J 2R — )L EE 1mg 18.261t16.10 3.28£1.45 1.4+0.4 3.4+t1.5
(Mean*S.D., n=13)
(ng/mL)
12 7
PRI
%
Toe IS A e
Z JZINZ—IVEE1mg
~ 6
] Mean£S.D., n=13
4
:; 4 T
L 2»'—1‘\"Tw‘* T
e
0 l\['\ L L L L L L L 1 1 1 1 ! 1 ! f 1 I I T T T —

0123456 78 9101112

MmAEH Y ZARY R R R

24

AR (h)




VI. EYVEEICEY HEE

<YANRY FufEomg (a2 k3] >
UARY RUgE2mg 133 h3) & U ANRE—)LEE 2mg &, 7 B A4 —"—{EIZ LD
ZnEN 18 (U ANY Frre LT 2mg) @EERAL T (n=12) (HER RO &S
LTl R EE 2 E L, o3 7 X —% (AUC, C,,) &2V T 90%
(BRI ENEIS THEGHIBHT 21T - 7o K5 3. 10g(0.80)~1og(1.25) DHIPHN TH v . Wil 4E
W R S SRR S ATz 59,

HEWENRE N T A — 4

HENT A—H BENT A —H
AUC(0*>24) Cmax tmax t1/2
(ng * h/mL) (ng/mL) (h) (h)
] o] DR ”r'-‘
) 7\}\)\}\ /‘ﬁ 2mg 27.28+16.74 7.00+2.72 1.2+0.4 2.81t1.5
= IV NN
U ARK—)LEE 2mg 30.93+£23.20 7.76+3.26 1.3+0.4 3.2+1.6
(Mean=*S.D., n=12)
(ng/mL)
12
10
HS’
‘I:F' 8 T —o— YINRYREE2mg I I
;J{ JRINE —ILEE2mg
’I* 6 I Mean=®S.D., n=12
N \ r
> 4 N T
B’ Nl T
= 2 \ 1
? \-\7
o N
0123456 78 9101112 24
R (h)

MHEF Y ZRY R RREHER

<YAXY R0OD$E0.5mg [ hI ) >

JARY R OD#E0.5mg (v hI ) L UARNRE—/LOD S 0.5mg %, 7/ 12 A4 —
Nzl znzn 14 (VALY Re LTO0.5mg) BERABFICHAERE, K
2L (n=84) KUKHY (n=20) HEFEAHEEG L TmEF Y 2Y R gRE 2 J1E
L. &oni-EyEhie <7 2 —% (AUC, C,,) (Z2OWT 90%EHE X MIEIC THERHE
HradT > 7o /G5, log (0.80) ~log (1.25) OHIFANTH V| MiAIO AW FRIFZENEN
R I N,
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HYENRE /N T A — X
HIFENT A —H BHENT A —H
AUC(OHIZ) Cmax tmax t1/2
(ng * h/mL) (ng/mL) (h) (h)
K[V A~V k> OD $ R R R .
% 05mg (94 k)| 1047+ 520 2.21+0.93 1.250.3 3.1+1.1
PSS \
g\ VATV ODEE 00y 565 | 2.34+1.01 1.240.5 31+1.2
5 0.5mg
1 ° >N ”r'-»
KNV ASY B ODSEL 159511019 | 2.75+1.50 1.4+0.6 3.4+1.3
% 0.5mg g+ b 3]
. .
B\ VAT ODGE| (5090 g5 2.79+1.43 1.240.3 3.4+1.3
5 0.5mg
(k72 L#%5- : Mean=*S.D., n=34)
(k& 0V #5- . Mean+S.D., n=20)
(ng/mL)
6 _
5
m
Eoal —e— A AYK > 0D§E0.5mg A+ 3]
Y 1) X /X4 — )L OD$£0.5mg
i 3 | Mean+S.D., n=34
1)
E 1 HI T
g rw/‘\ﬂ\
NN
3 ; / ‘\
T \]"
/ 3
O -« 1 1 1 1 1 1
0 1 2 3 4 5 6 7 8 9 10 1 12
B (h)

K7 LI G RO MAET Y AU R REHER

(ng/mL)
6 -

—— )X~ 1R OD$E0.5mg [+ 3]
1) Z /X4 —JLOD#E0.5mg

F Mean=*S.D., n=20

B (h)
Ko 0 B GRFOMBER Y 2D R PREEHERS

<YANY RUMIRL1% (5 R >

UARY RUMRL 1% T3> ) & U AR —)VH/RL 1% %, 7 2 24— "—EIZ K
DZNZN 100mg (VU ALY Kol LT Img) @EFEMRAS+ (n=20) (A [EE O
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Bl LT REZRE L, ol pEE 7 2 —4% (AUC, C,,) &2\ T
90 % 13 T X A IS THERHIRHT 21T > 7285 F. 10g(0.80)~1og(1.25) DHEIFHNTH V) | il
DRI FEVE DS HERR S LTz 0,

KBRS T A —H

HIE/RT A—H BEINT A—H
AUC(0ﬂ24) Cmax tmax tis
(ng * h/mL) (ng/mL) (h) (h)
J 22U R 19
J /F)\}\ /f\HHMIA) 7.38+5.25 1.96+t1.18 1.3+0.5 2.8+1.8
= IV N
U A RK— )VHIRL 1% 6.95+5.26 1.90+1.38 1.2+0.3 2.7+1.7
(Mean=*S.D., n=20)
(ng/mL)
12
o 10
%
Hos e URANUK 1% 3SR ]
z YRINE — VIR %
N6
1y Mean=£S.D., n=20
d
> 4
D P
"o RS
f S
0+ T T . Py
0123 456 7 8 9101112 24

B (h)
Mg Y A~Y R REHER

<Y AXY RN 1mg/mL >
UAXRY ROWNHK Img/mL a2 F3 ) & U AR —/LNHK Img/mL %2, 7 72X
A= =Bk ZhEh 1mL (U AXY K& LT 1lmg) Z#HEEERAD T (n=27)
KR HERR OB L ClEPREZHE L, Bon- a7 2 —4% (AUC,
Crax) (ZDWT 90%IEHE X INEIC THEGHIRHT 21T o 7o . 80%~125% DHIFHNTH
0. HEAIO LSRR S D R S T oY,

BB T A —H

HIENT A—H BENTA—H
AUC(OﬂZAL) Cmax tmax t1/2
(ng * h/mL) (ng/mL) (h) (h)

U ARY RN

Img/mL a3 K3

U ARE— VN TR
1mg/mL

30.71£24.21 6.96+3.42 1.02*0.35 3.2+1.3

33.02+27.86 7.22+3.19 1.00*+0.24 3.9+1.9

(Mean=*S.D., n=27)
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(ng/mL)
1M
10
ol —o—ZANRURCHAEZRIMg/mLIF LRI
gﬂl i —e— 1N — LA TImg/mL
;E 8 Mean=*S.D., n=27
7 -
1)
A 6t
N\
I) 5rF
9
=4
B 3F
B
2
1
I \ n —
0
0 6 12 18 24

BERE (h)
AT Y 2D R R EHER
MAEF AN ONE AUC, Coy 500757 A — 2%, HE OFBIR, R OBRIRIE - 1
MEDORREMHIT L > TRRDATREMENRH 5,

(3) i :
TR L

(4) BZE - ftAEOFE .
1) BEDOEE
BRI L
2) iRAEDFE
DANLNTEEY
A RKIERE 11 #llC CYPSAA FFE/EHZ AT 2 v "wEE L (400~1000mg/
A E) & U AT Ry (bmg/HREHRS) 207 &b 4 HMAFHA L L &
OIEMERSy (VAN R+ 9-B Rex ) AU Ry) OmFERRER, U 2
U Ry OBMBEGREC IR L CTHEBEIZIK T Lz 62,
@/n\axtF>
e KIERE 12 i CYP2D6 FREEHZ AT 2 Xn ¥t F 2 (10, 20 & TF 40mg/
AEHRE) & U AXRY N (dmg/ AE®RS) 20 L7z b & &R O E R
WEIZBT 2 M7 7ERZENETN 1.3, 1.6 XN 1.8 % EH L7,
@4 r3a+J—I
e KFEBE 19 I CYPSAA THEERZ AT 54 F 7 2F Y —/L (200mg/ H JX
W) LU ARY Ry (2~8mg/ H KEE ) % 0FH Liz & & OIS O EH IR
REIZBIT D N7 7T 66% EH L7,
3) TDBtREDEE
DtLESYY
B A I IE TR B R 5 R 11 i CYP2D6 FREER 29 5/ b7
Uy (50mg/ A ERE) & U AU R (4~6mg/ HE®HRY) #FH Lz L &,
TEMER Sy O MR ISP AR ITE R L R S e ote, o, 'LV NT U 0%
100mg/ HITHE & L 72 B Tk, TR OEFIREEIZIIT D 7 7N 16% L5
L. 150mg/HIZHfE L7z 2 B TlX, £ Ei 36% & T 52% L5 L7z %,
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Q@INLKRFHIY
WA JCERIE B 11 1l CYP3A4 KO CYP2D6 [HEEA 2 F+ 5 7 L RExH 3
(100mg/H 8 5) LU AXRY K (3~6mg/HERE) #0FH L= & &, IEME
%5y O IMLFE R FE I R SR IX A RIE S 2o T, F72. 7LRFH 2 % 200mg/
HIZHE LZBETIE, VAR RUOEFIREEIZEIT D N7 7l 86% EH L7-
2, 9t Faxi U AXY RromiEhREICEEELE RIE X ehoiz 6,
OLSIAEY
R B YERR N 12 Bl PHEE AHEMERZ /T2 X7 /330 (240mg KiE#RG) &
UAXRY R (Img HElES) 200 L7z & OO C, XM OVAUCIZZ U
L3 KON 1.4 588N L 7= 67,
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mMERR L
(2) RUEEFEL -
MG L
(3) HEEETEL :
MR L
A HOIVTFTIUR:
mMER L
(B) N B -
MG L

(6) Z0Ate -
SRR L

3. BFKH (REaL—>av) @

OF 2y
AR L

(2) 185 A — S EHER -
TR L

4. AR
DR L
<HE>
LT OT%IINS NG, RIHROWETDTITH S .
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R AICY AT R Img SEX HEIER G L, IMNIZEBIT S FX2 0 D, K kwe b=
5-HT, &AM EHLFRIZ OV TR Lo R, BB RICHGBMMEZ A3 25 2 & 05 ER
iz,
L7ehio T, U ARY R ALK - MBI 2+ % 2 & R Sz 89,

(2) % —RaBERAFT @B 1L

MG L
(3) it~ DT -
VIl. 6. (6) #%FLhm) OESH
(4) BERA~DFBITHE -
PN

(5) T DDA~ DIEITHE
D) Rk~ (B35 7y hTOT—4)
T v MZBT D MC-U ALY R HEIE 5% OB ERE L, 2&A 8D/
MICR W THEE 2 B LINICREMEIZE L, T O%OERITMIET 75 OIHK L Ak
7R 2R LT,
O REIRFE 3 i b R 0> o T B Tl i e R i BRI IS o 12~22 (ERREH VY . H. /h
B5. BB, s OB R SE © b @ O IR REIR E SR bz ),

(6) MIBFBELIESE -
U AU R #)90.0% (in vitro, “FH#EHTE. 10ng/mL)
9-b Fuxv U ALY Ko 8 77.4% (in vitro, ‘F#i&E#HTiE, 50ng/mL) ™

6. K&

(1) FRBIER L B UM AR -
ERERRAIZ Y AU RozRnsd Licha, FICHE TR s s e S, FRGE
X9t Fax ) AXRY R Tho72 ™,

(2) RBIZE5T 8% (CYPE) OHTFiE. 5%
CYP2D6., CYP3A4 ™

(3) MEEAMRNDERERUVZDEE :
HY (RIEIEARRE)

4) REYOFEDEERVEMNL., FELSE .
ERE - Fax U AT RoOIEMENL in vitro KO in vivo DIEFLFRAFRIZIBWT Y
AR R UREBAGR ERIEFRFRRE DRI NI EDNREN TS ™,
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7. HEt
fEEERAIZ Y AU R 1mg $EMK O 2mg $EA#R O 85 Lo h . 5% 72 R &£ Tl gt
ENTIRFPREMEITH 2% THY . ERFWDO -8 Fax U AT 3K 20% Th -
7=, HEANTOT—Z Tk, fEFERAIZ “C-U A2 R Img ZHREREO# 5 LA,
Pe 5% 7 HE E CTITHEHEYED 14% M F T, 69% 23R I PRt S duiz ),

8. FSUARKR—E—IZET H1ER
MU ERR L
<BE>
UARY Ry ROEEERGHY, -t Fax U 2XY Ky (XYY RY) (338 Y 7 0 A
N—B—PPEZ L RIEORE L DRENDH D ™),

9. BNFIZKDBRER
CNER R L
<BE>
EAMARNEBNTZDBEN ClIRESNICS W EBb 5 67,

10. FENERZEITHEE
el M OV M el T B C O RGE
fREERCN , Mg, IFRERERE E AE K OB HRERE F AT IC Y AU R 1mg § % H[AlRE O #
Ll &, wERSY (VALY R4+ 9-8 Raxv U 22 Ky) OEYEEEIT, @k A
LT, PEEEREREERYE (V1L T7F=0 27 U7 7% 30~60mL/min/1.73m?) T
tys (2 35% DIER K N AUC (2 2.7 5D K, HEFKERETESE L7 F=217 7
A 2 10~29mL/min/1.73m?) T t,, (2 55% DIEE KN AUC IZ 2.6 {5 DR, FlinE Tty I
30% DIER K NAUC IZ 1.4 5O KRB O Hivie ™ GFEANT—4),

1. T Dt
HUER R L
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ERNBEFDER
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2. ERAREETDEH

2. 2 (ROBHIZIFHZRELAEWI L)

2.1 SR BE [FHERELELIEIB8ENNH D, ]

2.2 LY — UIETH RS O ARSI H A ORI H 5 ABE LR RN S

DHRINDZENH D, ]
2.3 7 RV v EEERORE (T RLF U277 40 7% —0ORKEIRHE, XIIHR
FEIRIC 31T IR EEE D L < IMsMECHE AT 256 %R <) [10.1 B3]

2.4 RENORKSGy OV Y R R AR LIRBUE OBEEIRE O & 5 BE

<R >

2.1 AANIFARMEIHEERZH L TRy, BiEREZELLSELIBZNNH 5,

2.2 AFNIHRAEIHEER 26 L TRBY ., 2L EY — VERFHER O G X 0 AR FR e
FEH SR S5,

23 T RLVF U7 FvF U A e, B BRORIBHAITH O . KA Do 25 IR
RIZE Y, B2BEHRIERBNEN L 220 . JERE FERASHERIND,
gk 29 LR 12 FIEE - B RS ERLEL A RIS Z e RiHES B
T, 7 R U v ba BWERZA6 7T 29U EO O HIC W TiE, EEPA 2 M+
BFREZDBENDRHLEDOD, T 7 47 F I — 13 BIEHIIREBICE L TREEDN &
D, R eRBIEE L TT RLF U U EERLBELIND I END, TF7 40 T7F%
— IR BFE O RBFEOZMIZ LIS TE LK TITBNTT R Y 2
HZEF, VAZEBELTCOLIHFATEL LM SNTZ=H, (T RV P %2774
7 X U —ORBIERIMEAT 255 %k<) ZiBiL LT,
S5 10 A, EEGEFRESR O (PMDA) (28T, JUBREE 7 LY
VERERIREEE L OO T K LT U U RERIZOW T, PR EO T KLY
CEAwWEREA & OOFMIZEAT 2R A AR TR, FHERICYET T2 2 &
DY) &HIEr Sz, (BRMERIC BT 2R MRS L < X BP9 5 5
) XL LT,

2.4 —RIZEANC X DWBFUEE L Z L BEICHER G5 & EEEBUE 2 K 2 9 T REE:
N5,

3. MEERIIHRICEET HFE L T NER
(V. 2. BRESUIZNRICBE T 57EE ) 22452 L,

4. BZERUVARICEET 5EE L TDEH
(V.4 AEROHEICEET S EE] 22R3552 &,
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5 EELGERMIRE & ZTDER

8. EELEAMIEER
(ZhEEE)

8.1 BHMM, & GRE, MEFRFC o QBRI IS 2D < ENHHRIED & 5 it D
ZERHDLZOT, LENLRLICHEEL, KMERSD L ONGA TR, @Y
BITH 2 &,

8.2 IR, VEES - ) - RETESRENEDIR TN D ZENHLDT, AAFEGH O
BEIL A B OEREGR A O I OBEICERE S ER VL) EET L 2 &,

8.3 AFNDOEHITLY | mIMbECHEIRIE O D o, RS R T R—3 A HE
JRIGHEFIEICED Z LR H DO T, AFELGHIL, 0B, 28K, ZR. BIREORER O
BUCIER TS & & biT, FrICHRB XTI T OBERED 5 VIT T OERIKF 289 5 BRI
DWTIE, MFHEDORIEEF OB A +m0124TH5 2 &, [8.5, 9.1.6, 11.1.9 Z ]

8.4 IKMMENRH HONDHZ ENHDHDOT, AFEH L, B, EE, M, Rk, #
R, EEEZOKMLPHERICER T2 & & bic, MEHEOHESEOBIEEZ +mIciTH 2
&, [8.5, 11.1.10 &]

8.5 AFNDOEHIZEEL, HHUH LEFE 8.3 K84 DRIVERMNKEHT LEANDH L Z & %,
BEROEOFBFECHSICHA L, mifEeR (0¥, 28k 2R, BIRE) | ARmFEER
(B ES, B, mif, IRk, IR, EfEES) IERL. 20X RERR S bbb
HEAIIE, BEhICEREETRL, EROBEEZITHLHIEETHZ L, [8.3, 84,
9.1.6, 11.1.9, 11.1.10 & ]

(& KRAE)
8.6 WA, AN, FUESOBMIER 2B L S5 alRErEN H 2 O TEIEZ T,
(BT BTG I IIMOTEFRIEICYI 0 B 2 272 PO R IME A2 1T H 2 &,
UNREIOBRRRY b5 LEIZES ZREE)
8.7 EHIMICZ MR OEIMEZFHME L, BARLEEMIChIZvEEG LN &,
<figEa >
8.1 AAlTa REMFEWERZA L CHY ., MEKTFRH LI Z ENH DO TRICE
AT M EOEENFEETHZ &,

8.2 AK|OHFAARIMENERIC LY | IRKZREDIERAH LD Z L RH DD T, AFIE
o AT A BB OEIRS | G A AL B OBEICEE SR &,

8.3 [Al—pk /I CIRIRBIR NG E T AR WBERIGIE S N7 & F— 2 XA B o gIE A 23 E NI
BWTHEEINTZT2D,

8.4 [HKRENWER] OESMH

8.5 [MEFEEKL )., [ERZENWER] OHEZBMR

8.6 AR BPRS (Brief Psychiatric Rating Scale) M HBIEF7 — 2B\ T, Ml

&, RN, THGE) OEAMLOER & N TE/CRNE D> 72O THEE 2 L7,

8.7 /NEMIOBEHEIZIHEWTIX, BEMER OENEDRER/NT ARG LD K 5 EMHIC

ST D MERH DT, EERE L TVW5,
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6. FENDEREZAT H2BEBICHIT IR

(1) BHHE - MEEZFEDH D ESE -

9.1 BHHE - IEEFDHLEE
9.1.1 i - MERKE, EBME. XEEALDRVDOHLEE
—IEPEDMERETAH oD ZENndh D,
9.1.2 TEIROBEFTFEDHHEE. £XME QT ERERFOES
QT ZMERT 2 FIREMENH D,
9.1.3 M—=F VY URXIILE—/MFEBIED H L EE
BVHERBENE 20 o9 < b, Fo, $ERIMBIEROEITINA T, #5EL, &L
~NULVOARTE, ERE 2 O MR L EFOERNEIRT 2801 H D, [11.1.1 ]
9.1.4 TAMAFDEEMHERERFI N -DBREEOHLHEE
REEELZKTSELRBENRH D,
9.1.5 BRERDOBEEFRVERTEEET HESE
JERZ (LS E LB ENDLH D,
9.1.6 MRBXIFETDEHEEEDNHDEE. HAWVIERROREE. SMmiE. LHFD
BRAEOEREFEHT HEE
MAEES ER9 5 2 &8 H 5, 8.3, 8.5, 11.1.9 &M ]
9.1.7 Bk - REFRREFZEZH S FHRNREDHLHESE
EMHERRESE Z 0 o7, [11.1.1 2
9.1.8 FENRRE. REBAKR. B, BKKEFOESE
PO EIZ I T IZERAE . FRIMARIE S O MARTERIENHE S TWVWD, [11.1.12

ZM ]
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9.1.1 AHliTa ZEMFIEEIEN ZA L TR0, —l\EOMERTRH5bhD Z ENnd
%

9.1.2 PUFMRIEOELE T, QT EEZDOLERBRERSL LN ENH D, ZDXH
P EREAIZ L, FORED &% = O BRIEF, BAVELTH0 B . DR
HE~OEZMERE . < ORTPEMECEES LTV 5,

9.1.3 FAANIH R ASIUAEAZALTREY, EMHERENEZ VO3 <R WHEEDN
%o Fio, HERSMBIERE B OIS HRIRESIE GFEL. B~V O, 67
B2 8D AR EZEDOIER) B S EDARENED S D,

9.1.4 MOPUHEMFE (TFuT=/ VR, T2 ) FT VR A I IRUVLR N
VAT X RRE) DNEEEEAKTIELZENMONTED, AAIlZB N THIEE
FRELETSE BTN DD,

9.1.5 A STEIL H RO ERERN SRR THL - LT L <ML TNS = & [
TOFRLMRIL G BE LHERE L LT D,

9.1.6 ERIEOAIHE. FERIEOFEE, &I H 2 O IS L O B s O fERIK 74 A
THEETIE, MBHES L7525 2 L3d 5.

9.1.7 FHIBLIC L DBIEGERED Y 27 7 7 75— L LTBK « RERBIRIES 2 14 5
HHIESDR BT DN THY | ARG LY EHEERSE - 582N b5,
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EEZELSEDLBETNNH D
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9.3 AFNTEICHTIE TR SN D7D, FEELZE(LSE7ZD | DK T L TWDE
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(4) £JEREZH T HE

REMEN S B
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Wb SO TR LTS AlRetE 0 & % 2
Wrah s
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FHEEBY
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- CYP3A4 #ZE T HEH|




VI. R (ERALOXES) ICBY 51EE

(AN EEY, ZJz=b( 2, VIF7VEDY, T/ N)LEZ—)L)

IO OHFNOHYRBEERTFH LI LV | RKFIORB M S hv, AHF R OTEHEEHY
DOIMHFREMET T2 20 d D,

- CYP3A4 ZMHET HEA| (4 Z2FV—ILF)

TS OEANOFEYREIERILEFIC LY . AF R OTEERFY O ML FREN B2 2
LB D,

- 7 RLF) UEREMEERA () FAAY - T RLFTY YD)

T R U AT Fuh U A8t e, B ZBROREHITH Y . AHIDa 3758
I X0 B2 ERIER BN & 720 . ER TIERAEmEN 2 BEZ0nH 5,

. BlIER

1. BElEA

ROBWER DR B D Z LN HLOT, B2 +mI2TV. BRENRD N LA
Be G- kg %7 EEUI R ME AT O 2 L,

[ERAREIER L TZ2OMoOBEER ] OBIZHT DEWERAOEEIZ OV T, HE KA
JEBEZXRE LI RICESEHH L,

(1) EXLEIMER & HER

1.1 EXLEEA
1111 BHEAEREE (BERP)

IERNHRER . TREE ORI, wE T IREE, SR, mEOZEE), BITFERRI L, EUIE
XMERBNHL SN EEIE, BEEZ DI L, KEEL, ADMREOEHEHLE L
(B 2R AE 21T 5 2 &, AFEFAERFIZIL, AMEROMNCMmE CK O LA RA B
HTENEL, o, IA TR EUVREMED BREOIKRTAALNDZ ENEH D, 72
B, @EDEHE L, ERREE . MRS JEERENL. BAER . SYEEREE A BT
L, (kCT52&0305, [9.1.3, 9.1.7T &/ ]
11.1.2 ERECRERTT (0.55%)

FEHBGIC L0, NEMSEOREEEDN S Sbh, HEPIERLRHT 22 E03b 5,
11.1.3 FREMSEA LR (BHEARD)

IHE B (BACRIR, M0 - W&k, 25 UVMEERL, &5 oA & 5\ ik OB
MDD S>HEORER) 2R L, WEMA LY RATBITT D208 H 50T, IBEME
NHOLONIEEAICIE, G52 PIET D7 E@YIRMEZITY 28, B, AFNILE)
WFESR (X)) CTHIHERZAT25Z L0 n, El - R 2 REEMAL 35 aTREEN &
LHOTEETHZ L, [15.2.1 2]
11.1.4 JARBILE DREE S MMEIRE (SIADH) (BHEERH)

K7 b U o aifiiE, KRBT ME, JRPF R U o AP EOHEMN, SRR, &8, 5
PR E A D FURIR A /VE AN G WERERE (SIADH) e bbild Z b b,
11.1.5 FFHeaefEsE. &E (FERH)

AST., ALT, 7-GTP & EF55% 04O IFHREREE, EERH O bhD 2 ERH 5, [9.3,
16.6.1 & #]
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11.1.6 HERUHRARE (BRI

FiPa, R, CK _E& M R OYRP I A7 v vy bR 2K & 2 B e
WHHONDZENDD, £z, BRUTHEIRIEIC L 2 BWERREE ORIEISIETT5 2 &,
1117 REMR BHEEAD)

DFEME), LEEIMUGEERH 5bND Z L RH 5,
11.1.8 fNmERE BHEARH)
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bz, MEMEORIEEIT O e+ BE 21TV, BENED LNLEEITIT,
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11.1.10 {Em¥E (BEEEREA)

iR, MR, i, RER. IR, EEEESOMEIMEHER AR b= 5HA121E.

B 5% Rk Lt e g 2175 2 &, [8.4, 8.5 B3]

111,11 |EERBRAE., BMBRED (BEEARH)
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VIR, TR SRR DN AITIE, B G52 IET 5 e Sl @ A24To 2 &, [9.1.8
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1. BALEDIE

14 BARLDFE
() AR F g - OD fE - #%D)

14.1 ERIRFEFEDEE
PTP &l DAL PTP > — M OBV L CRAT 2 L oE+252L, PTP v — o
RERIC Z D OB RIEREA~FIA L, FISIEZEAL 2B 2 L THtRIAREOEE R
BOHEEDRT D ENH D,

(YRR RUARK)

14.1 FEFIESROEE
NWIRFIZOREREEL 2 &,

14.2 FEFIRFEFDEE
DLTFIZOWTRERFIZRETHZ &,

14.2.1 ez, o EMHA LN &,

14.2.2 AF 2 EHERHAT 20, b LT 1 EIORHAEEZK, ¥Va—RABEET, 2 v 7
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1. MER 7
(1) A - RIS
UG EERS (EE—EMEOLFEICIVERTLZ L)
(2) RSy - m

2. AR
3 4F

3. ARRETOITE
FEIRIRAT

4. MW EDFEE

20. Bk EDEE
(AR KR8 - #%D
INROFOJRROVFTICRE T D2 &,
(YRR K> OD &)
20. 1 BHEMZ B R Z BT TRIFT D Z &,
20.2 /NROFOJRMPIRVFTICRET D Z &,
(YRR RUAR®K
20. 1 BRAEZBET CIRE T2 2 &, ks, MEEEOIRIEOHEITIZRE T 2 & o AlHe
PENRBHHDT, ZOBITERICTIREE TSR E L TRM®T 5 &,
20.2 /NEOFDENIROVFTIRE T D Z &,

5 BEMITEM
BEMERLTA R HY
<FTvoLEBy CHY
ZOMDEENTEM : HY
UNRBIO B PR T LREICPE D Byl ISk LY AT R
g I ZRHASND T & ZFKBED T~
(TXTI. 2. DM OEEEE | DOIESMR)

6. E—HS - EE
JERE R4
U 28—V, OD $E, Mk, WHIK (Yrtr77—~)
EESIE S
FT W JFT U TR, Ru R a R KR
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7. EFRREFAR
199346 H 1 H

8. WERFADFEABRVARES, REEENHKEAR. RETHBEAR

Hr7e 44 RS T AGRAEA A K% 5 SEAMFEEIEAEA A W FeBHAa4E A B
UASY FAGE | 00843 713 B | 22000AMX00636 | 2008457 H 4 H | 200847 H 9 H
0.5mg g+ 3

Y A~Y R g

. - 2007 -3 A 14 H 21900AMZ00034 200747 H 6 H 2007 -7 A 10 H
Img g h 3

UARY RFE

. - 2007 -3 A 14 H 21900AMZ00035 200747 H 6 H 2007 -7 H 10 H
2mg 3 k3]

JZRY RgE
3mg I+ F )
Y A~RY R 0D §E
0.5mg g+ 3
Y A2~Y K OD §E
Img g F3)
Y A2~Y K 0D §E
2mg (9 h 3
U AU K> 0D §i
3mg g+ k3
U ARY R HRL
1% Mg F )
Y ZA~Y RN
lmg/mL g+ K3}

2008 /£ 3 }] 13 A 22000AMX00631 2008 -7 H 4 H 2008 £ 7 H 9 H

201248 H 15 A 22400AMX01131 201346 H 21 A 201347 H 8 H

201141 H 14 A 22300AMX00197 | 201346 H 21 H 201347 H 8 H

20111 H 14 A 22300AMX00198 | 201346 H 21 H 201347 H 8 H

201141 H 14 A 22300AMX00196 | 201346 H 21 H 201347 H 8 H

2007 4-3 H 14 A 21900AMZ00036 200747 H 6 A 2007 47 H 10 A

200743 H 15 H 21900AMX00505 200747 H 6 H 20074E7 H 10 H

9. MEEXRIEHREM. HERVAEEFEMEOFEABRVTZTORNE
(UAXRY RUBE05mg T ), UAXRY RUBEImg a3 h3 ), UARY RUEE 2mg
a3y, UANRY R 0OD$0.5mg g FI ), UAXRY R0OD # Img 33 F3 ),
UANRY R O0OD#E2mg a3 b ), URARY RUHRL 1% > h3I), URAXRY RN
W 1lmg/mL =32 k3 )
2020 4= 8 H 26 HfF
ARSI
INRHIO BPAAANRY T DIEICEE D B RgrE
[FE KR OV ]
(UARY RogE, OD §E, Ak
K 15kg LL k- 20kg Aifi 0 fFE
W, VARY R ELT1H1ME0.25mg KYVEABL,. 4BEXLY 1 HO0Ahmg % 1 H 2[EIZ
STTRAKTEGT 5, ERICEVEEREET 22, HET 25603 1 EM EOMBEZ 1T T
1 HELLTO0.25mg 3 oHETSH, AL, 1 HEIX Img %ﬂfﬁziﬁb\: Lo
(K 20kg LA LB
wHE, UARY R ELT1IH1ME0.5mg KVBAAL, 4HEXY 1 H Img % 1 H 2B
FTCROBET 5, ERICKVEEERT 228, HETIHEF 1 EMAM EOMEEHITT1
HE & LTO0.hmg T oMET 5, (HL, 1 HEIX, {KHE 20kg UL E 45kg Kiii DA 1T 2.5mg,
45kg UL E DAY 3mg #2202 &



Img/mL g h3)

X. EEMEIAICEAY HIER
(U ARY RN AR
K 15kg LA F 20kg Aii D
M, UAXY R LT1H1[E0.25mg (0.25mL) LVBHBEL, 4 HE XY 1 H 0.5mg
(0.5mL) # 1 H 2B T TRAOESG T2, ERICEY EEERT 223, HETL55131
HEUL EOMFEEZHITT1 H®é LT 0.25mg (0.25mL) T >¥&7T %5, AL, 1 H&EIE lmg
(ImL) #@x72nZ &,
K 20kg LA EDBFE
WE, VAU R LT1H1ME0.5mg (0.5mL) L0BHfAL. 4 HHLY 1 H 1mg (1mL)
Z1H 2B TRAKRET 5, JERICEVEEEBT 22, HEad 5258481 1 #HL EO
k4 17T 1 HEE LTO0.5mg (0.5mL) F* o7 2, AL, 1 HEIL, (KE 20kg 2L
45kg A DY A1 2.6mg (2.5mL) ., 45kg UL EDOHAIT 3mg (3mL) ## ARV L, 2K
nm\éﬂﬁ_o
10. BEEHRRE. BiHEHRELAREABRUZTOHNE
A L
1. BEEHM
Y LA
12. HRELARMFIRICBET 51EH
AFNIHEE (HDVTEG) WIRIZBET 26 RIZED DAL TV 720,
13. £fEa—F
- JEA T B SRMAEE | ERERSa— R - o | LT NEREAE
Yy AY K 1179038F4014 1179038F4049 118715101 620008153
0.5mg g+ h3)
U;Z’QU‘Fﬁ/?% 1179038F1015 1179038F1147 118066402 620005613
Img g F3)
Y ARY K 1179038F2151 1179038F2151 118075602 620005626
2mg 3 3
Y ARY Kb 1179038F3115 1179038F3115 118722901 620008161
3mg 3 k3]
Y2y b OD fie 1179038F7013 1179038F7072 122357601 622235701
0.5mg g+ k)|
Yy AU K OD g 1179038F5010 1179038F5070 120439101 622043901
Img g F3)
Y AV | OD G 1179038F6076 1179038F6076 120440701 622044001
2mg =3 3
YAV ECODEE| 0903878060 1179038F8060 120441401 622044101
3mg g+ k3]
U;ZfQU;Fj/%E%i 1179038C1140 1179038C1140 118057202 620005599
1% a3 k3]
Y ASY PR 117903851056 117903851056 118080002 620005635
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XI. Xk

1. 5IAXHER
1) (1) BARXEEHSR: ERAERLSEERE No.26. FH H#Htl; 20065 151
2) HARFEAAR | > 2 —f: BARSRS T EIEMAEHR 2011, Ui 95 20115 2100-2107
3) 55 18 i iE H ARSE s 7 figan . 811355 20215 C-6039
4) +ENERE BRI RER (8€ 0.5mg)
5) thN &k MR (8E 0.5mg)
6) NG Bk AR B 1T A 2 EMERER (BE 0.5mg)
T HENEEE IERER (B 1mg)
8) tENE L MR EEIC B 1T A L EMERER (B 1mg)
9) thNE B RWIRAFER (8€ 2mg)
10) #EPNEEE: InEEER (52 2mg)
1) #ENE Bk ISR EEIC B 1T S 2 EVERER (B 2mg)
12) tEN &R BHIRAFRER (8 3Smg)
13) #ENEEE: InEEER (52 Smg)
14) (L BE EARIRAE (C 31T B & E MR (BE 3mg)
15) thNEEE IndEEER (0D #& 0.5mg)
16) tENEEE MEEIRRE I B 2 2 EMRER (0D § 0.5mg)
17) RPN EE InE#EER (OD $2 1mg)
18) #ENEBE: MEEIEIRAE (2 B 1T B L E MR BR (OD 42 1mg)
19) #ENEEE INsEER (OD $E 2mg)
20) & KL FEA SR EBIC BT 5 2 e (0D $E 2mg)
21) FENEEE MEEER (0D $E 3mg)
22) & L HEA AR EBICBT 52 EMERER (0D $E 3mg)
23) tENE R BWIRAFHER (HIRL 1%)
24) tENE R IERER GHRL 1%)
25) tENEEBL: EEAENREEIC R 1T B L EMRRER Ik 1%)
26) tENE R RHIRARER (WAK)
27) tENE R ISR (W)
28) tENEEL: MR RER (WAR)
29) tENE Bl AR AEIZ I 1T B ZEMRER (MHK)
30) tENEEL: FEHEER (82 0.5mg)
3V LB R (58 1mg)
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KEWATCE 8.1 Pregnancy

(RISPERDAL® | Pregnancy Exposure Registry

(risperidone) There is a pregnancy exposure registry that monitors pregnancy outcomes in women

tablets, for oral |exposed to atypical antipsychotics, including RISPERDAL®, during pregnancy.

use Healthcare providers are encouraged to register patients by contacting the National

RISPERDAL® Pregnancy Registry for Atypical Antipsychotics at 1-866-961-2388 or online at Attp//

(risperidone) womensmentalhealth.org/clinical-andresearch-programs/pregnancyregistry;.

oral solution Risk Summary

RISPERDAL® Neonates exposed to antipsychotic drugs during the third trimester of pregnancy are

M-TAB® at risk for extrapyramidal and/or withdrawal symptoms following delivery (see Clinical

(risperidone) Considerations).Overall, available data from published epidemiologic studies of

orally pregnant women exposed to risperidone have not established a drug-associated risk of

disintegrating major birth defects, miscarriage, or adverse maternal or fetal outcomes (see Data).

tablets There are risks to the mother associated with untreated schizophrenia or bipolar I

2022 £ 3 H) disorder and with exposure to antipsychotics, including RISPERDAL®, during
pregnancy (see Clinical Considerations).
Oral administration of risperidone to pregnant mice caused cleft palate at doses 3 to 4
times the maximum recommended human dose (MRHD) with maternal toxicity
observed at 4-times MRHD based on mg/m? body surface area. Risperidone was not
teratogenic in rats or rabbits at doses up to 6-times the MRHD based on mg/m? body
surface area.
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HH FLHN A
KERAT 3G Increased stillbirths and decreased birth weight occurred after oral risperidone
(RISPERDAL® | administration to pregnant rats at 1.5-times the MRHD based on mg/m? body surface
(risperidone) area. Learning was impaired in offspring of rats when the dams were dosed at 0.6-times
tablets, for oral |the MRHD and offspring mortality increased at doses 0.1 to 3 times the MRHD based
use on mg/m? body surface area.
RISPERDAL® The estimated background risk of major birth defects and miscarriage for the indicated
(risperidone) population is unknown. All pregnancies have a background risk of birth defect, loss, or
oral solution other adverse outcomes. In the U.S. general population, the estimated background risk
RISPERDAL® of major birth defects and miscarriage in clinically recognized pregnancies is 2-4% and
M-TAB® 15-20%, respectively.
(risperidone) Clinical Considerations
orally Disease-associated maternal and/or embryo/fetal risk
disintegrating There is a risk to the mother from untreated schizophrenia or bipolar I disorder,
tablets including increased risk of relapse, hospitalization, and suicide. Schizophrenia and
2022 % 3 H) bipolar I disorder are associated with increased adverse perinatal outcomes, including

preterm birth. It is not known if this is a direct result of the illness or other comorbid
factors.

Fetal/Neonatal Adverse Reactions

Extrapyramidal and/or withdrawal symptoms, including agitation, hypertonia,
hypotonia, tremor, somnolence, respiratory distress, and feeding disorder have been
reported in neonates who were exposed to antipsychotic drugs, including RISPERDAL
® during the third trimester of pregnancy. These symptoms have varied in severity.
Monitor neonates for extrapyramidal and/or withdrawal symptoms and manage
symptoms appropriately. Some neonates recovered within hours or days without
specific treatment; others required prolonged hospitalization.

Data

Human Data

Published data from observational studies, birth registries, and case reports on the use
of atypical antipsychotics during pregnancy do not report a clear association with
antipsychotics and major birth defects. A prospective observational study including 6
women treated with risperidone demonstrated placental passage of risperidone. A
retrospective cohort study from a Medicaid database of 9258 women exposed to
antipsychotics during pregnancy did not indicate an overall increased risk for major
birth defects. There was a small increase in the risk of major birth defects (RR=1.26,
95% CI 1.02-1.56) and of cardiac malformations (RR=1.26, 95% CI 0.88-1.81) in a
subgroup of 1566 women exposed to risperidone during the first trimester of pregnancy;
however, there is no mechanism of action to explain the difference in malformation
rates.

Animal Data

Oral administration of risperidone to pregnant mice during organogenesis caused cleft
palate at 10 mg/kg/day which is 3 times the MRHD of 16 mg/day based on mg/m? body
surface area: maternal toxicity occurred at 4 times the MRHD. Risperidone was not
teratogenic when administered orally to rats at 0.6 to 10 mg/kg/day and rabbits at 0.3
to 5 mg/kg/day, which are up to 6 times the MRHD of 16 mg/day risperidone based on
mg/m? body surface area. Learning was impaired in offspring of rats dosed orally
throughout pregnancy at 1 mg/kg/day which is 0.6 times the MRHD and neuronal cell
death increased in fetal brains of offspring of rats dosed during pregnancy at 1 and 2
mg/kg/day which are 0.6 and 1.2 times the MRHD based on mg/m? body surface area;
postnatal development and growth of the offspring were also delayed.

Rat offspring mortality increased during the first 4 days of lactation when pregnant
rats were dosed throughout gestation at 0.16 to 5 mg/kg/day which are 0.1 to 3 times
the MRHD of 16 mg/day based on mg/m? body surface area. It is not known whether
these deaths were due to a direct effect on the fetuses or pups or to effects on the dams;
a no—effect dose could not be determined. The rate of stillbirths was increased at 2.5
mg/kg or 1.5 times the MRHD based on mg/m? body surface area.

In a rat cross—fostering study the number of live offspring was decreased, the number
of stillbirths increased, and the birth weight was decreased in offspring of drug-treated
pregnant rats. In addition, the number of deaths increased by Day 1 among offspring
of drug-treated pregnant rats, regardless of whether or not the offspring were cross—
fostered. Risperidone also appeared to impair maternal behavior in that offspring body
weight gain and survival (from Day 1 to 4 of lactation) were reduced in offspring born
to control but reared by drug-treated dams. All of these effects occurred at 5 mg/kg
which is 3 times the MRHD based on mg/m? and the only dose tested in the study.
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8.1 Pregnancy

Pregnancy Category C. The teratogenic potential of risperidone was studied in three
Segment II studies in Sprague-Dawley and Wistar rats (0.63-10 mg/kg or 0.4 to 6 times
the maximum recommended human dose [MRHD] on a mg/m? basis) and in one
Segment II study in New Zealand rabbits (0.31-5 mg/kg or 0.4 to 6 times the MRHD on
a mg/m? basis). The incidence of malformations was not increased compared to control
in offspring of rats or rabbits given 0.4 to 6 times the MRHD on a mg/m? basis. In three
reproductive studies in rats (two Segment III and a multigenerational study), there was
an increase in pup deaths during the first 4 days of lactation at doses of 0.16-5 mg/kg
or 0.1 to 3 times the MRHD on a mg/m? basis. It is not known whether these deaths
were due to a direct effect on the fetuses or pups or to effects on the dams. There was
no no—effect dose for increased rat pup mortality. In one Segment III study, there was
an increase in stillborn rat pups at a dose of 2.5 mg/kg or 1.5 times the MRHD on a mg/
m? basis. In a cross—fostering study in Wistar rats, toxic effects on the fetus or pups, as
evidenced by a decrease in the number of live pups and an increase in the number of
dead pups at birth (Day 0), and a decrease in birth weight in pups of drug-treated dams
were observed. In addition, there was an increase in deaths by Day 1 among pups of
drug—treated dams, regardless of whether or not the pups were cross—fostered.
Risperidone also appeared to impair maternal behavior in that pup body weight gain
and survival (from Day 1 to 4 of lactation) were reduced in pups born to control but
reared by drug-treated dams. These effects were all noted at the one dose of risperidone
tested, i.e., 5 mg/kg or 3 times the MRHD on a mg/m? basis. Placental transfer of
risperidone occurs in rat pups. There are no adequate and well-controlled studies in
pregnant women. However, there was one report of a case of agenesis of the corpus
callosum in an infant exposed to risperidone in utero. The causal relationship to
risperidone therapy is unknown. Reversible extrapyramidal symptoms in the neonate
were observed following postmarketing use of risperidone during the last trimester of
pregnancy. Risperidone should be used during pregnancy only if the potential benefit
justifies the potential risk to the fetus.

e[ SPC
(Risperidone 0.5,
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tablets
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Milpharm Ltd.
(2021 411 A 18
H)

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no adequate data from the use of risperidone in pregnant women. Risperidone
was not teratogenic in animal studies but other types of reproductive toxicity were seen
(see section 5.3). The potential risk for humans is unknown.

Neonates exposed to antipsychotics (including risperidone) during the third trimester
of pregnancy are at risk of adverse reactions including extrapyramidal and/or
withdrawal symptoms that may vary in severity and duration following delivery. There
have been reports of agitation, hypertonia, hypotonia, tremor, somnolence, respiratory
distress, or feeding disorder. Consequently, newborns should be monitored carefully.
Risperidone should not be used during pregnancy unless clearly necessary. If
discontinuation during pregnancy is necessary, it should not be done abruptly.

VAS

anh‘—

F—=ANZ VT
An Australian categorisation of risk of drug use in pregnancy

C (202443 H) *

C : Drugs which, owing to their pharmacological effects, have caused or may be suspected

of causing, harmful effects on the human fetus or neonate without causing

malformations. These effects may be reversible.
% Prescribing medicines in pregnancy database (2024/6/7 77 & A) <https!//www.tga.

gov.au/products/medicines/find-information—about-medicine/prescribing-medicines—p

regnancy—database >


https://www.tga.gov.au/products/medicines/find-information-about-medicine/prescribing-medicines-pregnancy-database
https://www.tga.gov.au/products/medicines/find-information-about-medicine/prescribing-medicines-pregnancy-database
https://www.tga.gov.au/products/medicines/find-information-about-medicine/prescribing-medicines-pregnancy-database
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K ESAT S 8.4 Pediatric Use
(RISPERDAL® | Approved Pediatric Indications

(risperidone) Schizophrenia

tablets, for oral | The efficacy and safety of RISPERDAL® in the treatment of schizophrenia were

use demonstrated in 417 adolescents, aged 13 to 17 years, in two short-term (6 and 8 weeks,
RISPERDAL® respectively) double-blind controlled trials [see Indications and Usage (1.1), Adverse
(risperidone) Reactions (6.1), and Clinical Studies (14.1)]. Additional safety and efficacy information
oral solution was also assessed in one long-term (6-month) open-label extension study in 284 of these
RISPERDAL® adolescent patients with schizophrenia.

M-TAB® Safety and effectiveness of RISPERDAL® in children less than 13 years of age with
(risperidone) schizophrenia have not been established.

orally Bipolar I Disorder

disintegrating The efficacy and safety of RISPERDAL® in the short-term treatment of acute manic or
tablets mixed episodes associated with Bipolar I Disorder in 169 children and adolescent
2022 43 H) patients, aged 10 to 17 years, were demonstrated in one double-blind, placebo—

controlled, 3-week trial [see Indications and Usage (1.2), Adverse Reactions (6.1), and
Clinical Studies (14.2)].

Safety and effectiveness of RISPERDAL® in children less than 10 years of age with
bipolar disorder have not been established.

Autistic Disorder

The efficacy and safety of RISPERDAL® in the treatment of irritability associated with
autistic disorder were established in two 8-week, double-blind, placebo—controlled
trials in 156 children and adolescent patients, aged 5 to 16 years [see Indications and
Usage (1.3), Adverse Reactions (6.1) and Clinical Studies (14.4)]. Additional safety
information was also assessed in a long—term study in patients with autistic disorder,
or in short— and long-term studies in more than 1200 pediatric patients with psychiatric
disorders other than autistic disorder, schizophrenia, or bipolar mania who were of
similar age and weight, and who received similar dosages of RISPERDAL® as patients
treated for irritability associated with autistic disorder.

A third study was a 6-week, multicenter, randomized, double-blind, placebo—controlled,
fixed—-dose study to evaluate the efficacy and safety of a lower than recommended dose
of risperidone in subjects 5 to 17 years of age with autistic disorder and associated
irritability, and related behavioral symptoms. There were two weight-based, fixed doses
of risperidone (high-dose and low—dose).The high dose was 1.25 mg per day for patients
weighing 20 to < 45 kg, and it was 1.75 mg per day for patients weighing > 45 kg. The
low dose was 0.125 mg per day for patients for patientsweighing 20 to < 45 kg, and it
was 0.175 mg per day for patients weighing > 45 kg. The study demonstrated the
efficacy of high—dose risperidone, but it did not demonstrate efficacy for lowdose
risperidone.
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KETAT CE 8.4 Pediatric Use
(Risperidone Safety and effectiveness of risperidone in children less than 13 years of age with
Orally schizophrenia have not been established.
Disintegrating | The efficacy and safety of risperidone in the short—term treatment of acute manic or
Tablets mixed episodes associated with Bipolar I Disorder in 169 children and adolescent
Manufactured patients, aged 10-17 years, were demonstrated in one double-blind, placebo—controlled,
by: Dr. Reddy's | 3-week trial [see Indications and Usage (1.2), Adverse Reactions (6.2), and Clinical
Laboratories Studies (14.2)]. Safety and effectiveness of risperidone in children less than 10 years of
Limited age with bipolar disorder have not been established. The efficacy and safety of
2008 - 6 H) risperidonein the treatment of irritability associated with autistic disorder were

established in two 8-week, double-blind, placebo-controlled trials in 156 children and
adolescent patients, aged 5 to 16 years [see Indications and Usage (1.3), Adverse
Reactions (6.3) and Clinical Studies (14.4)]. Additional safety information was also
assessed in a long-term study in patients with autistic disorder, or in short— and long-
term studies in more than 1200 pediatric patients with psychiatric disorders other than
autistic disorder, schizophrenia, or bipolar mania who were of similar age and weight,
and who received similar dosages of risperidone as patients treated for irritability
associated with autistic disorder.

The safety and effectiveness of risperidone in pediatric patients less than 5 years of age
with autistic disorder have not been established. Due to Janssen Pharmaceuticals
Corporation's marketing exclusivity rights, this drug product is not labeled for use in
pediatric patients with schizophrenia, bipolar mania or irritability associated with
autistic disorder. Information on clinical trials and risperidone use for pediatric patients
with schizophrenia, 13 to 17 years of age, bipolar mania, 10 to 17 years of age, and
Irritability associated with autistic disorder, 5 to 16 years of age, is approved for Janssen
Pharmaceuticals Corporation's risperidone drug products.

Tardive Dyskinesia

In clinical trials in 1885 children and adolescents treated with risperidone, 2 (0.1%)
patients were reported to have tardive dyskinesia, which resolved on discontinuation
of risperidone treatment [see also Warnings and Precautions (5.4)].

Weight Gain

In a long-term, open—label extension study in adolescent patients with schizophrenia,
weight increase was reported as a treatment-emergent adverse event in 14% of
patients. In 103 adolescent patients with schizophrenia, a mean increase of 9.0 kg was
observed after 8 months of risperidone treatment. The majority of that increase was
observed within the first 6 months. The average percentiles at baseline and 8 months,
respectively, were 56 and 72 for weight, 55 and 58 for height, and 51 and 71 for body
mass index.

In long-term, open-label trials (studies in patients with autistic disorder or other
psychiatric disorders), a mean increase of 7.5 kg after 12 months of risperidone
treatment was observed, which was higher than the expected normal weight gain
(approximately 3 to 3.5 kg per year adjusted for age, based on Centers for Disease
Control and Prevention normative data). The majority of that increase occurred within
the first 6 months of exposure to risperidone. The average percentiles at baseline and
12 months, respectively, were 49 and 60 for weight, 48 and 53 for height, and 50 and 62
for body mass index.

In one 3-week, placebo—controlled trial in children and adolescent patients with acute
manic or mixed episodes of bipolar I disorder, increases in body weight were higher in
the risperidone groups than the placebo group, but not dose related (1.90 kg in the
risperidone 0.5-2.5 mg group, 1.44 kg in the risperidone 3-6 mg group, and 0.65 kg in
the placebo group). A similar trend was observed in the mean change from baseline in
body mass index. When treating pediatric patients with risperidone for any indication,
weight gain should be assessed against that expected with normal growth. [See also
Adverse Reactions (6.7)] Somnolence
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Somnolence was frequently observed in placebo—controlled clinical trials of pediatric
patients with autistic disorder. Most cases were mild or moderate in severity. These
events were most often of early onset with peak incidence occurring during the first two
weeks of treatment, and transient with a median duration of 16 days. Somnolence was
the most commonly observed adverse event in the clinical trial of bipolar disorder in
children and adolescents, as well as in the schizophrenia trials in adolescents. As was
seen in the autistic disorder trials, these events were most often of early onset and
transient in duration. [See also Adverse Reactions (6.1, 6.2, 6.3)]. Patients experiencing
persistent somnolence may benefit from a change in dosing regiment. [see Dosage and
Administration (2.1, 2.2, 2.3)]

Hyperprolactinemia, Growth, and Sexual Maturation

Risperidone has been shown to elevate prolactin levels in children and adolescents as
well as in adults [see Warnings and Precautions (5.6)]. In double-blind, placebo-
controlled studies of up to 8 weeks duration in children and adolescents (aged 5 to 17
years) with autistic disorder or psychiatric disorders other than autistic disorder,
schizophrenia, or bipolar mania, 49% of patients who received risperidone had elevated
prolactin levels compared to 2% of patients who received placebo. Similarly, in
placebo-controlled trials in children and adolescents (aged 10 to 17 years) with bipolar
disorder, or adolescents (aged 13 to 17 years) with schizophrenia, 82-87% of patients
who received risperidone had elevated levels of prolactin compared to 3-7% of patients
on placebo. Increases were dose-dependent and generally greater in females than in
males across indications. In clinical trials in 1885 children and adolescents,
galactorrhea was reported in 0.8% of risperidone-treated patients and gynecomastia
was reported in 2.3% of risperidone-treated patients.

The long-term effects of risperidone on growth and sexual maturation have not been
fully evaluated.
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4.4 Special warnings and precautions for use

Paediatric population

Before risperidone is prescribed to a child or adolescent with conduct disorder they
should be fully assessed for physical and social causes of the aggressive behaviour such
as pain or inappropriate environmental demands.

The sedative effect of risperidone should be closely monitored in this population because
of possible consequences on learning ability. A change in the time of administration of
risperidone could improve the impact of the sedation on attention faculties of children
and adolescents.

Risperidone was associated with mean increases in body weight and body mass index
(BMI). Baseline weight measurement prior to treatment and regular weight monitoring
are recommended. Changes in height in the long—term open-label extension studies
were within expected age—appropriate norms. The effect of long-term risperidone
treatment on sexual maturation and height has not been adequately studied.

Because of the potential effects of prolonged hyperprolactinaemia on growth and sexual
maturation in children and adolescents, regular clinical evaluation of endocrinological
status should be considered, including measurements of height, weight, sexual
maturation, monitoring of menstrual functioning, and other potential prolactin-related
effects.

Results from a small post-marketing observational study showed that risperidone-
exposed subjects between the ages of 8-16 years were on average approximately 3.0 to
4.8 cm taller than those who received other atypical anti-psychotic medications. This
study was not adequate to determine whether exposure to risperidone had any impact
on final adult height, or whether the result was due to a direct effect of risperidone on
bone growth, or the effect of the underlying disease itself on bone growth, or the result
of better control of the underlying disease with resulting increase in linear growth.
During treatment with risperidone regular examination for extrapyramidal symptoms
and other movement disorders should also be conducted.

For specific posology recommendations in children and adolescents see Section 4.2.
4.5 Interaction with other medicinal products and other forms of interaction

Paediatric population

Interaction studies have only been performed in adults. The relevance of the results
from these studies in paediatric patients is unknown.

The combined use of psychostimulants (e.g., methylphenidate) with Risperidone in
children and adolescents did not alter the pharmacokinetics and efficacy of Risperidone.
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4.8 Undesirable effects

Paediatric population

In general, type of adverse reactions in children is expected to be similar to those
observed in adults.

The following ADRs were reported with a frequency >5% in paediatric patients (5 to 17
years) and with at least twice the frequency seen in clinical trials in adults: somnolence/
sedation, fatigue, headache, increased appetite, vomiting, upper respiratory tract
infection, nasal congestion, abdominal pain, dizziness, cough, pyrexia, tremor,
diarrhoea, and enuresis.

The effect of long—term risperidone treatment on sexual maturation and height has not
been adequately studied (see 4.4, subsection Paediatric population”).

5.2 Pharmacokinetic properties

Paediatric population

The pharmacokinetics of risperidone, 9-hydroxy-risperidone and the active
antipsychotic fraction in children are similar to those in adults.
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