2025 4 4 AckET (BB 21 k) HARERER im0 J 8 = - 871179

EELRA VA E1—T+—L

H A 3EAI A2 o0 TF 2035 2018 (2019 AEHHThR) 12 HEHL U CHERR

AR LR CATT
BARERA YARY FUARE

YAANURYmms ng/mL ravr=]

Risperidone oraL soLution 1Tmg/mL rvosHitom]

#l PN

&

BISE, AL TR RE

1]
BA DR BB D e mmsonsEr LTS

ImL% BB AXY Ko 1mg &FA

belo

P I . =

4 VAU Ry (JAN)
£ 4 : Risperidone (JAN, INN)

BERGEAGRAEH B - 20074 3 H 15 H
AR EYEINEAEH A : 20074E 7H 6 H
R 52 BR #6842 A A : 20074 7 H 10 B

HERFTERRDEARB
BN - RETMBEAB

Wom R (g A . | THEBET AR TR
= - R Y o | LD LU AT bR
® weE W 78 oo AT AREEERRRAS

ERXRFHRIEIZOERE

Fa—VU U AT 0 RS

TEL : 0120-960189 FAX : 0120-189099
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EERA VA Ea—T+r—LHADOFIIENOHME — A XKREEFEHE—
(2020 £ 4 ARET)

1. EERA VEE1—T7+r—LEROEE

R EIRGLOEARN 2 EHREHRE LT, ERAERLGMHGE BT, IMIXE) 355, &
PRELY; CEERT - KA O BERIEFE D B EB L e RIS O E A E R 2GR 2B
X, WA SCEICRERH S N A AT 2 BICEEIZR ERN L E RS E R H Y, MEEEOEEE
WRYE (LLF, MR) E~OFROBINGERCERICL VFERZHTZLTETND. ZOFIC®
MG R AR ATFTH-ODHEBA Y A & LTERLA 2 a—7+—24 (UUF, 1F&
B&97) ASFEAE L7z,

1988 fFIZ A AJpbedEAlfnss (LT, BRI FINE 2 /NEESN T FOMEMT, 1 F sk
X, [ FRlfEEARE L, TD1%1998 1T HIREE A 3/ B0, 20084, 2013 A2 HIF
HEHEREESN | FildEHO UG 21ToCTE -

I FEOHEZEME2008LM%, [ FIZPDFEDOB T —X & L TRET 2 ENFAIE o7z, 2
UCLY, IRISCEOEBRUGTN S > - HEICSGETORIT — % 2B L7z 1 F 23 E0h Ic 2t
EnbZ b lleotz. BEHRO L FiX, ERLERESBAHEE (LLT, PMDA) OEEAERE
i[5 AR E O~— (https://www.pmda.go.jp/PmdaSearch/iyakuSearch/) {2 TZAB ST
5. BIRIETIE, 2009 F L0 FEHEGHO T FOFREMBFT /M LT A a—Tr—
LRt ZREL, lx O 1 FRRMSCEEMET 28 IE#FERAE®RE U CEEINER - Bl T
W5,

2019 FEORMN CELHBEHEOLEHICE DY, [ Fil#®HE 2018) NAaESh, 4% TERH
P3RS OB IR TR ENC BT 2 04 R T4 > ) ISR 25 HEE D=, O EFhE RKE
L.

2. I1F&IX

I FI NI SCEEOEREZMT L, EAh - FARNE OEREFHF I L > THHEFICLER,
EILOSEEBO T O DR, WITREFOTZODORER, FHF DD DOREHR, I 5o w EMd H o
72O DOIER, WPRHNIRBE T T OO OERENERN SN T-REZREN O ER LR E L LT,
AR R 2 R E L, FEAIRISE O 72 D12 3% 35 O BE IR T XTI B I 5 IR
KL ORBEAAKF L T D AR ELEMIT 5.

[ FICR#T 2E BRI HRENEE L 1 F i fiIc i L, — i opilst 25 &R o
FNOERATH SN D, 72720, BEEAEOKESICEDLL O LROF AR A 233 - W -
BT REFIFST [ FOTEHEFHEE IR O, SV 5L, RIS A¥ENSERIEESNZTF
X, FIAEB DR - HIlr - lRREAT DL L bIS, BERMTEETLILOLEWVIEHERSZ
LxpitgE LTWA.

I FORMITETFT— X 2HEARL L, BERMETCORKILATIT AW

3. I1FOHMAIZHT=--T

BEAED 1T FiX, PMD ADERHERLIEFRIRREON—ICBEGITINRES N TND.
BRI TERMA VX Ea—T 43— 2MEROTFE ) 1> T 1 F 2Bk - #2352, 1
FORSEESE 2, ERERBIGICAE L TODEHS 1T FAERSRFCFEHE UEE O A 1S DD O Rl
TEOMRE~DA L HZEa— XV FIHEZERORNEERFESYE, 1 FOFHEZED D LEN
bbb, Fiz, FERNUGTINHEHA EOREESICET 2 FHICE L TE, [ FAHGTEN D £ TOM
%, BRSNS AUGETRAE ZH 5 L2 CES, 25 WISS O ERERIgdt— e 2
SZ LA ST A L L bic, I FOHHAICH->TIE, EHFOWRMNCELPMDA
O [ 36 5L EE R SRS M R D2 — U CHER T AL E N B 5.

2B, EIEHEASTEEOMEO S bR SN TWD V.5, BEKE < X1 25%
£, IXIIL 65 T 2HEBEIIRBEEZZIT TV RWERNEENLZ E0RHY, TOHRDY
NI EETRETHD.
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F 5 S OV 2V ORERE IC B A IEHE O LSRRI BRI IR T A R 7 4 >, B o —
Ko AT « 7707 4 AEORKIKE —EREZ T I 25850, BoeiEReMitEh 4 K74 T
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CTITH) ZEIEELLZRNVEESNTEY, MRE~DA VX E2—LHLOXEGHE R S X
D, FIHEAON I FONBEZRESHELIRZILOTHD Z AR L TEM 2T 5780,
FERMENSE O NDEROB AR AR L, TOREME Rk, ERIUGICHBIT H#IEff
A aMirT 2 2 SIZEEARTOARBE THY, 1 FEZFHALTARESZEITMHEH L LI LTV e
&,




LAFEEZREG BIEE -eveeeeerrersensensenssesesessessessss e senns 1
1. BAFEDEE oo 1
2. BB AR e 1
3 B DBIFIEHGHEE e 1
4 SEEREFIEAL TR RERHE oo 1
5. ARG RUTE SR L OSIREE oo 1
6. RMP ODREE. .o ereerenieneeiiee e 1
IR i bl S s - = SO 2
1 BREELG s 2
2. A e 2
3 REETEUITRIETL v 2
4, PFEBUDTFE e 2
5. LSRR (BRE) UL --oovvveeeeerereeseeenseninens 2
6. BARK.FIZ IBRE SEEEE 2
IR S50 % ) I S ) =] = [ 3
1 MPEREEEIMERT s 3
2 EWHSDEIEEETFITHHDREME oo 3
3. MRS DRERARERE . B e 3
AV | S 1= = [ 4
1 IS e 4
2. BUBDRERE, --ervvvvereesserseessessssssesssesnsssesssssessens 4
3. AHBARRODIAR L TITRE - ervereereereeresnennes 4
YR 5 iR 4
5 RAT AR D DT eeveereeereeerennens 4
6 BFIDETEEMTIHIFHREME oo 5
7. RLE R USARBBRDITTEME -reerererrersenseniens 5
8  MFILOBRAT L WHRILIIZIL) oo 5
O, FEHME wreoeeersrerensie et 5
10, BEE AL 5
1. BRIRHEEN B BRI o eeereereererieeienieniaan, 5
12 F DM v 6
VAT (S < 1 = RSO 7
(I 11234 [ 7 1 7
2. FIRERIIZHRICERET DiERE oo 7
3. FERUBSE e 7
4 FERUBEICEETAEE o 7
-1 7 RS 7
AVARE: Sy =222 Rl 5 - 1| = [P RR 10
1 R SREEH AL AWMU HE AR - 10
2. EEIEER s 10
VIL EENEE BT BIEE --oovrevereesremreessesssesesssnsssnenns 1
T 1125 =37 - = 1
2 MR NS A e, 12
3. BERIGRE L —3 ) BT oo 13

4, MRUT eeeeeeere e 13
B, FT e 13
B, AR 13
7. HEH s 14
8. NS ARR—B—( BT BIEER e veeeereereeeeenens 14
9. BHEFIZEBRREZE v 14
10. B EDEEREETAEE e 14
1 FOM e 14
VIL REE (ERLOTEF) I HEE e 15
1 BERBEZTDIEH e 15
2. BRNEEFOIEE v 15
3 MEERIIMMRIRSET HTEEZNEE 15
4. RERUVREIEETHIBELNER 15
5. BEAEAEEIEEFOEE s 15
6 BENEREETHEEIETHEE 16
AR =1 - [ 18
T -1 ] = = 20
0 BEFRAREECRIFTIEE . 2
10, IBEIEE s 2
1. BRAEDFEES. 23
I 20) 1103 ST T 23
IX. JEBEEREAERI TRE T BIEE -vvveeeeeeeerererseseresesseenns o5
1 EEESHER. ..o 25
2. EHEERER ..o o5
DO = N bl 15 <3 = | = [N %
1 FHEIR D e %
I =T - L R 2%
3. AIEERBETOETSE e 26
4, BURLDEDEE e 26
=112 = ¢ 7 R 2%
6. [BI—FS[BIFHEE ovoererrereremesieinisensssen 2%
AN = L = = T 2

8. EBLEMRFTREGAHRURRES. ElELE
INEER B BRERAE H e 2

9. MREXILHRENM. RERVAEEEENF
DEB BRI FDRTS eeereeeremmemmennennennen 27

10. BEERR. BEERARFABRUZD
PRIZ vveemreemreenre e 27
1. FEEEEAR] e 27
12 AEEEHRIHIRI RS B oo o7
13 BFEO—F o 27
14, RIEREITEDEES e 27
XL STRR -+ vveeeeeeernreessneessee et 28
L BIFASTGHReoeeereeereremeereenen 28
2. FOMDBESTHR - oveveerrererererniennenieinins 29




XILSZE B e 30

1 EEHSNECOHTIRI v 30
2. EYMZBITAEERIARIEER - oeevereereereeeenens 30
XIIL f -+ eeveeneereersemeensese st s 36
1 FRF- AR AR CHRL CERER¥IBRE TSI <& >
TDBENEER -eeveereremmere s 36

2 ZOMIDEEEGEL oovveeerrrrerrieersisersiseseine 3%



k% =&

i REE

ABC-J Aberrant behavior checklist-Japanese version
FEATEN T =~ 7 U A N B ARGERR

ALT Alanine aminotransferase
TI9=VT) P AT TR

AST Aspartate aminotransferase
TARTXUBTI /) N7 AT7x25—8

AUC Area under the concentration-time curve
U PR AT R R

AUCqss Area under the concentration-time curve during dosing interval (t) at steady
state JEFIRRBICIIT 28 5% 0 Fef D> & 5 TIFRIRFA] 5 C o ifn A% A S i B I ] it
L NEES

CK Creatin kinase
JLTF R —F

CL/F Apparent total body clearance
ANToeH 7 VT 7 A

Cmax Maximum blood concentration
T 1 I Hp R

Crax,ss Steady-state maximum blood concentration
ERARRBIZH 1T 2 fem i 3R L

Cmin,ss Steady-state minimum blood concentration
TEHIRIBIC I 1T D fedifn 3 IR

CYP Cytochrome P450
F k7 a—.A P-450

DSM Diagnostic and statistical manual of mental disorders
R DLW - Fit~==2 7V

FAS Full analysis set
B DT 5t GO

y-GTP y-Glutamyl transpeptidase
o= ITNEINNT AT TFH—E

LOCF Last-observation-carried-forward
BT 22 S VT C RN A A e

oC Observed Case
Bl Sl

RMP Risk management plan
RIS Y R 7 B BRG]

SDA Serotonin dopamine antagonist
e b=y KRS T HXI=RA K

SIADH Syndrome of inappropriate secretion of antidiuretic hormone
FURI PR A5 )VE VAT B 50 WAE ABERE

tie Elimination half-life
A

tmax Time to maximum concentration

Hig e . 9 B B R ]




1. $IEICEi9 5IEH

I. #

1.

5.
(1)

)

E(CRTHRE

B DORE

T ) FTVURER, TFu T UREANT, EELTRARI Y Dy ZRMEEFERICL D,
PUSMRIERZ 232 B2 06T\ 5,

—J, v b =Y 5-HToa ZARMIETUERIC LV . HA KIRHIED EYEER O S ENRIE X d, it
KT = ) FTVUREHR, TFaT = ) CRIEFNC I DR ORISR S T,
ZDEHT, RNV Dy ZEEEFER v u h =2 5-HTea ZAMKIEHER 2463 25k
WO BT Fb U AT RUpnRHB ST,

U ZARY R AT e bt m h=v - R8I0 - 72 d=x (SDA) & T,
A KFIEDOIBREICILH ST b,

UARY RUONHK Img/mL 9> F 3 1%, FCERE TSNS ESR G & LT
A L, EEFER 481 B (PR 11 44 A 8 H) ICHESE B KR ORBR LR E., IR
B, AR SR ER 2 I46E L, 2007 45 3 A AR EZ &G, A4 7 Al kfiL,

2020 £ 8 H. U AU FUWHHK Img/mL (I3 k3 12 T8hRE - 0% KOS TR - &)
D—EREENEB S, UNEHIOBEAARY T LREICFE S BRgM: ) (x4 2500 2 BiS L
L., BEICES,

S A 0aRFRRE

(1) F/Nv D2 ZAERKEOER h=2 5-HTea XBEKEHEMEZA L TEY . A KFVED
BB PEREIR K ONEMETER ~ DR HFF T E D,

(2) ERAREIWEA L UCTEMEGRE, BRECAZFX T FREMEA LY 2 HLRRALVE Y
RNEEDUWIERRE (STADH) , AFHERERET . SUH., RURUTMARE ., AR, b A PR |
rMBE . BERRIIE S BT R— A0 BERIERIE, s, SERRIERE, A BRI
HZEARAE, PRABFRARMARIE, FriehfiEDS @l ShTwd,  (IVIL8.EIWEM) DEHZEM)

58 OBFEHHE
AR L
HE R L TAMT R E R
EERHICBI 2 @M, s HHEE T A N T A 5 ZA v - B
RMP -

BIND Y A7 f/MEiEEh & L TER S T 5 8
B HHEET A R A~
PR F o> B IR

2| > 2| M ﬁf
1? 1% 1% 1% é%-

ARREHRUTE - HALOKIRER
RRBEM

Y LR

JE - R LOREE

Y LR

RMPOBE
A% L7



0. 4#IZH93 51EHE

I. £#IcESd 5|E

1. BR5%E4

(1) 4
U ARY RUOWAK Img/mL 93 k3

() #*4
Risperidone ORAL SOLUTION 1mg/mL YOSHITOMI |

) AFDHERE
—M b LIs, Bt e RE LT,
2. —fg&

(1) 14 (df%)
Uz~ R (JAN)

(2) ¥& (WAE)
Risperidone (JAN, INN)

(@) RF L (stem)
-peridone : Y AU R RPUREAHEE

3. #WEANIETRERX

T “x(]\x, T
j\,f‘& Vi -

4, PDFRARUSFE
7313 0 CasHarFN4O2
oy 410.48

5. EF& (@fE) XFFHE
3-12-[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 (IUPAC)

6. {ER4A. fl4. BE.
MU ER L

cSES



I. BxES Y 5IER

I. EME ST 51RE

1.

HEFHEE
(M 58 - K

A B~ A GEORBIEOMRTH 5,
(2) HfRfE

A B ) =T Z ) —) (99.5) [T ITIC <, 227 a3 — LD THEITL

KITIEE A EWRIT 720N,

Q) it

VAR L

(4) BR (R, BR. RER

mhS 169~173C

(5) BUBEMRRETER

pKai=3.11 (£V I V8. e v
pKas=8.24 (L AAFA Y —L FEELE) D

(6) SECHRE

1-427 % ) —)VipH2.2 7 = U F- U U EERREMETR ; 1.28%1072

1-4 27 % ) —)VipH4.1 7 = -V U FEEiEE TR ; 1.46%101

1-4 2 % ) —)VipH6.1 7 = Bk~ BREEEN ; 9.58

1-4 2 % ) —/V/pH8.0 7 — - U L EEkEMEK ; 5.55%102

1-4 7 % 7 —/VIlpH9.9 R U - /KEE(kT b U o LFEEHE ; 1.10x103
(AARFERF EIEMLEH 2011285 0)

(N Z0ftDELGRMEE

AR L

2. AMRSOBEEEHTICHEITIREMR

3.

K AKISVERE (pH8.5). 100°C. 12 R 1.1%5fE4 5 U,
et (pH) : 1mol/L ¥, 100°C., 5 HREIXZETHH V,

1mol/L KFe{bF F U & A, 100°C. 24 BT 0.4% 5545 1V,

Yo U RAY RUFEEIE 17,000k FC7 HREIZZETHD UV,

RS OERRERE,. EEX
AR ER L
THE U ARY ROz L b
(1) ZRAN mT AR I R R E 1k
(2) RN AT R VRIEDE (BAb U w7 AEERITE)
EEE
THR] U ARY RUOEEEIC X D ENMAERMTHE (0.1mol/L i#E E )

<<,



V. HH|ZE§d BIEH

V. RHFIZETHRE

1. #if
(1) FiRoOXH

ImLFARY A2V R 1mg #6485 5 EEHH O,

(2) HF DGR TR

AabSIAVESALA

IR - A NI e Ry 1 b A G N S A = A
pH 2.0~3.0
ETBE HSadh (T 7 Ix—1h) et (Bl 7 AHR)
HIE 0.5mL. 1mL. 2mL. 3mL 30mL. 100mL
3 BAa—F

A RWAN

@) HFlOWmE
FEE : 1.03~1.07

(5) EODit
MR L

2. BUF|DERL

() APES (BEES) OEEE L UHRMHF

BNy
(1mL )

H
D-V e h—, EaER, REFE.

AN

(2) EREFORE
7RO

Q) RE
A% L7

3. BABRRBEDHERRUERE
Y LR

4. Nt
Y LR

5. BATSAREME D H LMY

BAEN PRSI D L7 dGEmIT 6 B CTH D 9,

H R

N F .
0 H Rlo

(1) X=N-OH(E)
(2) X=N-OH(Z)

X

I
(3) Ri=Rs3=H,
(4) Ri=Rz=Ra=

(5] Ri=CHs, Rz=

Rz=0H, Ra=F
H, Rs=F
Rs3=H, R«=F




V. HH|ZE§d BIEH

6. HADEEEBTICEITIREN

PR OFELE PRAFSA: PRAFTERE PRAFIAE i R
RHIRAT AR ¢ 25°C, 60%RH |/ 7435 3I%x—h 34F (b7 L
ALY Rl T AR 65 H b7 L
HRER 5 40°C. 75%RH
PSR 0c. 7 e [TAr g —1 | 640 EL7a L
AR AERER 6 | Wt 5 AHE ke BN @ 4 3R Zih7s L
PRI RSUINE - (B
iR, WEDE BT T AR Eard 43R |5 L BEbh s g RO
WED BTz,
AL LERER T ARG 72 L
— N . . 2B LY. EiEIC L
7S N ) 5 >
WED BTz,

a)RBRIEH ¢ Mk, pH, MR, MU IRAEER, &Rl

bFBRIE A ¢ MR, fERRRAER, pH. WE. MUEMIIRESR, EEE

ORBRIAH : MR, MERSRABR, MULRABR, A MERRER. pH. BUEMIIRERER, EEME
AFABRIEH MR, pH, MEERRER, EAE

1. REERUVBERROREME
A% L7

8. HhFEDEEEL (MEILFEMEIL)

(1) JLCTANAIEDOT N rrvmy 7 (S 7afEr N vs) RKOHT LLX— e E
EOTHT I APay 7 05% (B Rexvyy) EORAICEY., RE, HESEE
KTZRDI-ZEND, BREITRETSZ &,

(2) ZRZEMHECE LA, BARSE) KOVE, BRETHEEENMETTDZENHDHDT,
FRLUTHEA LW &,

[XI. f§%E 2. ZoOfoBEEER) o (1) VAU FROWHK Img/mL [5 3)
DOELAEZAL) DA

9. HHitE
A% L7
10. &3 - A

(1) FENDEGES - QK. NENBRLES - ERICET H1HH
Y LR

2 a%
AEd 0.5mLx50 A, 1mLx50 2. 2mLXx50 A, 3mLx50 A
FRAME S 30mLx1 . 100mLx1

Q) PHEE
BEARRANA

4) BROME

sk o ME
53 Eih - TAI=T AT IF— KT 44

A hv T T AR,
Xy v/ AN R = gl P

1. Bt S h S EME
GNPV




V. HH|ZE§d BIEH

12.

ZDfth
BA=PNA



V. BEICEAT BIEH

V. ARIZEd SIHE

1. ZHhREXIIHE

4. BREX IR

Ot & KFRAE
O/NREIDBAARNRY b7 MEITHE S BRIEME

2. PEEXEIHRICEETIEE

5. RHREXIIZHRICEEET 53R
UNREIOBRAARY b3 LEICH S SR
5.1 JFAIE LT Hmll b 18 R DA AT 5 = &,

3. RERURE

(1) RERUVREOHESR
6. RERUAE
6.1 & KREE
WE. RAZIZY ARY Rt LT 1E Img (ImL) 1 H 2 BXYBAAL, HhallBET
%o MEFFEITIEE 1 H 2~6mg (2~6mL) ZFHIE LT 1 H 2 BT TROES 35,
7B, FEE, ERICE VEEET S, EL, 1 BEIT 12mg (12mL) 2827202 &,
6.2 NEHIDBBAARY S LEEICHES SREHE
6.2.1 {K=E 15kg LIk 20kg RGN EE
SN )XA)F/&LTlHl@O%mg@2M¢)i@%%L\4HEiDIHO&%
(0.5mL) % 1 H 2 BNZ/4 T TROZEGT 5, ERICE D EEHEET 22, MET 5561%
1AM EOMRZHITT 1 BEE LT 0.25mg (0.25mL) T oE&ET 5, HL., 1 HEIX
1mg (ImL) ZHE X722
6.2.2 thE 20kg LLDEE
@ﬁ\Ux&UFVELT1E31EO&m(me)i@%%b\4ﬁﬁibIE]mg
(ImL) Z# 1 H 2 [BENZ30 TROKES T 5, JERICE VEEHEBT 208, BET 255813
BRI EORIEZH T T 1 HEE LT 0.5mg (0.5mL) T oH&ET S, @Lxlﬁai\w
& 20kg LA b 45kg R DHATE 2.6mg (2.5mL). 45kg LA EDHA 1L 3mg (3mL) %%
RN L,

(2) RERUAEBOBEEM - R
MR L

4 HAFERUVAEICEEIIIE

1. RZERUVAEIZEEYT TR
1.1 AFOTEEREHIT AN XY FTHY . NUANY R EOPFICZ 0 IERAERT S5
TR H D120, ALY XY Frz2GhT o8 A8H & 0PI, BT D Z L,

5. ERPRRLIR

(1) BEKT—2189 45—
AR L

(2) ERERZEIREER
AR L

(3) FARRGRRER
LR L



V. BEICEAT BIEH

(4) HREERIEAER

1) BMEREEHER

(REKRE)

ENERREER

[E PN TN S A7z E B AR EGRER 2 E TR G 726 BllC s 1T 2 ERRERBR ORE R, A R
XEIER] 722 BT D PEESEU EOUGEERIT 51.6% (372722 fil) Tho7m™, Fi-,
THEEMREBARIC L > TRAEKIECH T2 U A_Y Frof SR 6 TnS &~
17)

) ERAEND Y A R UK RS ST RE ST,
(MREIDBBEARRY bS5 LEICHE S BFIEME)

ERE IARER

DSM #V -IV-TR (2 & » HEAVEREE E 2l s i, Bt a9 588 (5 mll k18 ek
i) ZXRICENTHEE LR RBRO —HeRlics T, 778 RXTY AXY R

(KE 15kg ULk 20kg Aifi : 0.25~1.0mg/H ., AHE 20kg ULk 45kg Aifi : 0.5~2.5mg/H |
R 45kg LI E : 0.5~3.0mg/H) 231 H 28] 8 B D& 5 i,

FEFHMIIE R T DA k&EHE (LOCF #2) (2ki1F %5 ABC-J 3 BN YT 2 r—L2a7
DR—=AFTA IO EITTEOEBY THY, T BvREEE U AXRY RUBED I
BWTHEH N R2AEZNRO BT (p=0.0030, FLo3HHT) 19,

“HEEMRE (8HEM) 1Tk D5 ABC-d HENY T A — A2 a T DR—RF 4 b DAL
&= (FAS™%  LOCF)

ABC-J UMWY T A r—2a 7 A&
\ - N . _ 7T R AREEL O Y
2 . — B gk = S—A : = - .
A R I I T S DA Gl b7 N 2 T )
= [95%(5 1% ] P
75 R 18 27.5+5.26 24.7+9.47 -9.8+6.62 -
UARY KB 21 28.24+6.36 18.5+10.57 -9.7+7.29 -7.1 [-11.6,-2.6] 0.0030

S AR 2

a) WEBEZRT. N—2FA > D ABC-J BEMNY 7 2 r— L 237 258 L U= 5 5T
TEERBO%, U ARY Frg 48 BIEE L BB SHICIT 5 ABC-d BUEEY T A — 22T O
NR=RTAUPLDOELEITFTREROLEBY ThoT,

WG (48 HR]) 12k 5 ABC-J B 7 A — L 2a 7 OR—R 7 A b DAL
# (FAS. OC ™)

75 R IREED D DBATHI U AN RURED S DOBATHI
ABC-J WM YT | _N—2F 100 nbD | ABC-JBEMEY T | R—25 4005
A=)V A AT Blv& Ar— )L A AT DA E:
R—RF A 24.5+9.73 (17) 19.8+10.65 (18)
8 12.9+9.90 (16) -10.8+10.47 (16) 13.7+10.46 (16) -5.848.75 (16)
24 K 12.8+9.90 (16) -10.9+10.76 (16) 13.149.67 (14) -6.849.65 (14)
48 11.6+8.18 (14) -12.5+10.32 (14) 12.6+9.84 (12) -7.949.18 (12)
I A&EEm (LOCF) 13.1£8.31 (17) -11.4+10.70 (17) 13.0+10.28 (18) -6.849.70 (18)

B R S GRG0

a) R G- ORI B AR

7£ 1) American Psychiatric Association CK[EFEM[ES2) @ Diagnostic and Statistical Manual of
Mental Disorders CHEHHEREBOBW « Hit~==2T /1)

1 2) Last-observation-carried-forward ([ mTIZH#IEE S L7 fE TR HEME % fHi5e)

1t 3) Aberrant behavior checklist-Japanese version (FEHEITEIF =~ 27 U X b HAZER)

¥ 4) Full analysis set (F K OFFHT R SEER)
1 5) Observed Case (Bl 7M., KIPMEOHTERL)

2) ReMHER
BB L




V. BEICEAT BIEH

(6) BE - WRBAHIHR
M EE R L
(6) ARMIEER
1) FEARERE (—BEARERE. FEEARBRE. GEARBEERRE). RERFRT
— B R—ZRE. WERTERERAZRONE
M LW
2) RRFHLLTERPEONERIEIZEL-RAE - HROBE
L

) ot
R L



VI. EHREICEY HIEE

VI. EEE(CEHT SER

1.

REPHICEEH HLEMRITLSYE

TFuTx ) RMEEM. T =) FTUREEW. N AT 2 FR(EEY, F T RGUR A
B St

EE : B S LG ORESUTNREFZ, OB FHRLEZRT L2 L,

2. /A

(1) YERERLL - YEFRREFF
ATEEEHN N LR R ORER LV . EE LT R Y Do A/ EFEHEMN L O R |
= - HTe A MHEHUEMIC S <0 TR OFIHIC L 2 b D LE X BN D 19.20,

(2) EZERMTHBEHERAIR

&)

1)

2)

3)

Tl VAEIZ (3

RV Do ZREIEHUEMEZR L, 7y b TP o722 IV ETRELT 4 K05
JE S % BUE W RATEN S OITEI A L 2 A BRFROICE I L7, 2 oREII e F—
NV ERFER L IERR0HWN 2 RSz 19,

hitn r=2ER
tr b= 5-HT: ZBEETENZA L, 7y TR T ZIVRKRBAZRD Y AL DFE
JE SN DRI E IR U B DTNV L 2 J) L7z 19,

hELT—ERBER

Ty NTOIFVTU—EEERIZ, ~eXY F—=1 X5y, £72, 7y FOHiK—
faR (IRAEHT) TO RS2 Do ZFRRICHT DA BRI, SEARSNEEAELR & o B3
WEENTWVAMEIERTOHRFIMEL Y mv, LloaeXY R—LTIHRERICBIT 55
BHMEOHTRE W, ¥, o b= 5-HT: ZAREREHERANBREEICB TS k33 v
(GIEEDWEWT ZHBF LTV B ATREMER & 5 19 ~22),

Ve FRSSTRRERE - FERRSR
MR L
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VI. EMEEICET HEE

VI.

1.

EWhEnEIcBv 51/E

M REDHRE

et BRI L
DR L

(m

(2) BERFBRTHEZE SN -OPRE

1) MRERUBEOFEMERBE TORKE

/N OVFAEORGRBEEE IZ Y A RUgE% 0.01~0.08mg/kg/ HORHET 1 H 2 [FIKE
RO%EL-ELx, (KEH-Y DR 0.04mg/kg/ B THIKAL L2 MAETRZAAED Cmaxss &
O AUCss IFHF LI L ONETEHRETH o720, MR =M 9-8 kXU X
AU FU® Cmaxss XN AUCss 1T/NE E FETRIBRE TH 7229 GEAT—#),

INB R OFEOREHRBEEICY AN RO EROBRLE LIZGEOMPREE T A —4

(KHEH7- 0 OHE 0.04mg/kg/ H THIEAL) CEH#E+S.D.)

Cmax,ss Cmin,ss AUCr,ss CL/F
(ng/mL) (ng/mL) (ng * hr/mL) (mL/min.kg)
/N REALMR 12.449.0 2.06+2.68 87.5£61.5% 6.11+4.15%
(6~117%) L
(n=12) FEAEH 16.7+6.8 8.98+3.58 152458 2.52+1.00
H R 22.5+23.9 8.61+13.1 190+235P 6.51+6.72V
12~16 7} s
( (n:1z)ﬁ) EREY 16.8+8.8 11.746.9 172494 2.37£1.01

a) n=9. b) n=11
2) EVENREFEEER
UZNY RUWHIK Img/mL (52 3] & U AR — VN lmg/mL &, 7 v X4 —3
—jEIck v EFREN 1mL (U AU R LT 1mg) ZEFERAS T (n=27) (ZHEREA
OGS LCmiEhREZIE L, BoNTEYEIE T A —% (AUC, Cmax) ([Z2WVT
90%/3 HE X ETEE - TREEHIRIT 21T o 1256 5. 80%~125% D &N TH v . i DA R
SEMEINHERR ST 29,

SRENAE /N T A — X
HENRT A—H BENTG A—H
AUC (0-24 Cmax tmax tie
(ng * h/mL) (ng/mL) (h) (h)
J 22 R o
YA I 30.71+24.21 6.96+3.42 1.0240.35 3.241.3
Img/mL g~ h3 )
U ARZ— VN
| mg/mL. 33.02427.86 7.2243.19 1.00£0.24 3.9+1.9
(Mean+S.D., n=27)
(ng/mL)
1"r
10 -
g -
Vo7
A g —— I UAND FoAHEE I mg/mL [T 3
’a 5 —o— I ) RANE =L AE 1 mg/mL
S Mean+8,D,, n=27
:/ 4
-
2
1 —
04 y | - —
] 6 12 18 24  (BRE)
45 FR R B

SIS AUC, Crax B0/8F A — 213, HIRE OB, (RIROTIRIEL - FE %0
BBAAFIC R > TR B TN 0 5.
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VI. EMEEICET HEE

®) s
LR L

4) BE - tR¥EORE

1) REOREE
MY ERR L

2) BtAEDOEE
RN . RIS TR (A KRIE, ARG REE, PURMEREE ., REHH)
xtg e LI EAEH ORISR Z L FIond GMEAT—4),

D ALNTEEY
CYP3A4 FFEEHZHT DI AR~EE Y (EHRS) LV AU K (6mg/ HKERK
5) % 21 HEOFH L7z & 2 DiEMERS (U ARY RU+9-8 Red o 21 FU) ol
SFE R 13K 50% ) LT= 29,

@ naxtEFy
o RIIERFE 12 Bl CYP2D6 FREMEH AT 53 mx&F 2 (10, 20 KT 40mg/H K
wh) LU ARY Ry (dmg/HKEHRS) 20 Lz & &, IHERS O EFIREBIZER T
5 N7 7EPENZEI LS, 1.6 KON 1.8 5 LA Lz 20,

@A rSaFI—I
e KFERH 19 Fllc CYP3A4 [HEERHZET 54 K7 2) > —/ (200mg/ H K18 %
H) LU 2RY Ry (2~8mg/ HIXERSE) Z0FH Lz & & ORIy O EEIREBICE T 5
kT 7% 65% 5 L7z 27,

3) TOMBEAEORE

ORI DV;
B a I RE ST A RS R R 11 Bl CYP2D6 MLEERZHFT 5L ET U &
(50mg/ A (K iE#5) & U A_Y K (4~6mg/ A EHRE) 2R L- & &, &R D
MAE PRSP HERIT R RS2 hoT-, £, BTV % 100mg/HIZH & L7
BE T, EMERS O EFIRREICE T D b7 7R 15% EF- L, 150mg/ FHITH&E Lz 2 fi
T, TNEH 36% K% 52% L5 L7z 29,

@ FLRFHIY
HAHAERE 11 1l CYP3A4 } O CYP2D6 [HEMEM A AT 5 7 /4R x4 (100mg/
AEHG) & U AXY R (3~6mg/H &R E) Z0FH Lic L & 1EHEMS O iR
JEICHEFRBRIT L RIE S o Tz, 72, 7RIV I % 200mg/ HICH &R L72HBE T
IZ. UAXY RUOEFIRIEIZEIT S M7 7ER 86% LA L7en, 9-8 Rr¥x U AR
Ry ORI R L RIT S 7o T2 29,

® R35,1Z )L
R AR 12 Bl P HEEAREEREZ AT 57331 (240mg KKfEHEG) & U AX
U RY (Img HEES) Z20FH Lz & & OIEMEMDT D Cmax KON AUCLIZZNZL 1.3 5%
W 1.4 fFHN L 7= 30,

VL7 AHEAEH | OIEZR

2. EMEEMENS A -5

(1) RHFHE
LR L

@) BAGEEER
LR L

(3) HEBEEH
KPR L

12



VI. EMEEICET HEE

@

(5)

(6)

HUFTUR
R L
SEEM

R L

Z0ft
DR L

3. BEH (REalL—av) @

M

)

5.

M

2

@)

(4)

(5)

(6)

6.

(N

BTk
AR L

K5 A — S EMER
MR L

AR

B - L A

<BE>

HEE T 9T%IN S5, BFEEROEEI IO N TH D 31,

ki

I % — F BE P9 E @ 1

HERER NI Y AU Ry 1mg SE& BB G L, IMNIZEBITD F32 D Ok r b= 5-
HTe Z A EPRIZOWTREF LI/, A ERICHEABIMEE A9 5 2 L S vz,
L7eRo T, UANRY RUATMIE-IMBEM Z @il 325 2 & AR S 7z 82,

7 — B AR B
AR L

A~ TH
V6. (6) #=F.hwl DIEZSHR

A~ OB
MR L

T DDA~ DT

1) &EB~OPH (BE: v FTOT—4)

T MIBIT D 1UC-U ARY R OHRIEG% OMBNAGTEERE X, 12L& A EDMikICE
WL 2 FERILINIZRESEISE L, OB OEKITMEEF 6 O & Rk EHm 2R L
7o

BRI EE DN B b i 0 o T T CI A P A BEIR EE D 12~22 (5FEEEH VY . B, /NME. BIE,
R i B OV R S T b B W BEIR EE 2338 6D B ATz 89),

mPFEARKSE
UARY R ) 90.0% (in vitro, “FHnZE#TE, 10ng/mL)
9t R U ALY R K 77.4% (in vitro, EHn&EHTiE, 50ng/mL) 39

B ER AL K UL ERR
BEEERRNIZ Y ARY R 2R NG Lcsa, RIS TREch s L sh, A0
9t FaF JAXRY FUrThHo7 3,
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VI. EMEEICET HEE

(2) R#IZBEE5Y S8R CYPF) OHFHE, F5E

CYP2D6., CYP3A4 20

Q) NEEEMNROFERRVEDES

HY (BIEIETREE)

@) REMOEEOFERRUEEL, FHELE

ERFH 9-v Fax U AT RUOIEMEIT in vitro KON in vivo DIEFLRERICRWNT Y 22
U RUREBAR EAZIZRIFRE 00850 2 E DR TN D 36),37),

Bttt

EREREAIZ Y ARY Ry Img $EL T 2mg SEA RO &G LT-GE, &% 72 K £ Tlogit =
N R REARITH 2% TH Y . EREHD 9-t Fax ) 22 RATHK 20% Th - 7= 39,
SAENTOT —F TiE, EFERAIC 4C-Y A R 1mg ZHEROKE L5, &5% 7
H [ E TITHEHEMED 14% 03 #HIZ, 69%23 Rk HHIZ PR S 417z 85,

bS5 U RAR—42—(CEET B1EH

MU ER L

<HBE>

UAXRY R R OEFEEREHY. v Fexi UAXRY Ky (WRNURY RY) 3E M7 A
R—H—P WX LRI EDOIE L OHRENDH D 39,

BNFICKIBREE

MY BRI L

<HE>

BEAMGENEWTCOET TIIREINICS W E Db 39,

10. REDERZHIHBE

1.

SHERUVEHERTEE TORME

BERRRR A, i, TFHSRERR R K OB E R E 12U A R 1mg $E4 HEIRE OG-
L7 X JEMERS (UARY Ru+9-BE ReXd U Y RY) OIEWEIEEIL. BERKA L
LT, PEREERERELRSE (7L T7F=02707 7% 30~60mL/min/1.73m2) T tie
I 35%DIERE KN AUC 1 2.7 {50k, EEBKIEEERY (VL7 F=v 2707 IR
10~29mL/min/1.73m2) T t121Z 55%DIER K N AUC IZ 2.6 5 DHIK, RlipE T tie 12 30%D
EE R ONAUC T 1.4 20O KRS 57 90 (AEAT— ),

2Ot
MR L
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VI. &2 (FAEDFES) (CBY HIER

VI. &% (ERLOIEF) (BT SHRHE

1. BEERBELZTOEA
RESH TN

2. EERAREZDEH

22 (ROBHFICFBRELELNIE)

1 SeREOESE [(BEREZELSE2BZMRH D, ]

2 LY — VR EARGE O ARSI A OBR VR TICH B B [P HE A 2

BN Z ERH D, ]

23 7RV F Vv ERGFORE (T RLFTY 2T 57 4 7% —OKERE, UIhERHE
WAz BT BIREREE S L < I cE R 256 2 <) [10.1 28]

2.4 RENORAS K ORY Y RoAZKT LIBRBUEOMTREO &H 5 B3H

< >

2.1 RANTHREAREHIER 26 LTk Y, BEREZELLIE2B8EZNMNH 5,

2.2 AHNTFHHRIMEER A2/ L TEBY . S — SR OHERIC X 0 PR HE
MHETR S 45,

23 7T RLF UV ET RUF U AEEE o, BEBEEORFTEAITEH Y | KEIDasz 2 AERTER I
X0, BEZEMHBIERNMEN & 720 MJER FERAHEEIND,
ER 29 E 12103 - B HAEFRBESERLELS RS LA ESICBWNT, 7
RLF U & o lEWEM 2 H 3 2 MmREO IOV T, BRI TR 2 %
BENWRHDLLOD, TF7 47X —3EICHREBICE D /RN H U | il 22 RS AL E
ELTT RULFY U EEENRLBELIND I EMnD, T 7 4 7% —IRFERKICEE ORI
DEALIZH MG TE DA FIZBWTT RLF Y 2T 2813, UAZEEBLTHEF
KRCExHLHMENTZD, (T RVFYUETFH7 4 7% —OKABRRIHE AT 856 %
br<) #iBRL LT,
SRBE10 A, EHE G ERER RO (PMDA) ICBW\WT, HFUMBRIRE T FLF U V&
WRRREE » OGO T R LT U URERICHOW TR, HismREO 7 L) & A R
Bl & OPFRICET A2 EEEZ RS TIEe <, IFHEEICSGT 2 2 L3y &l S iz
72, (HERMEENC IS T 2 IREREED L < IMEEMPHCE T 2568) 23848 L,

2.4 —RICHANC L HWBPUEZ L Z L2 BFICHER G325 L EEREUEZ K Z RN S B

2.
2.
2.

3. PEEXIHRICEET HEELETDEA
(V2. RESUIB RIS 518 2252 L,

4 MZRUAEICEEY EEEETOHEH
V.4, HELUCHEICEES 5HE] 220752 &,

5. EELGEFRKIELENEH

8. EELERNIEE
(ZhEEtaE)

8.1 BeHWIM, &G, WERHNT o RBHRREENTER IS < ENHEELER S b s
ZERBDHDOT, DENSHRAIHEEL, RILEND L ONTHAITEES, WU 0E %
iToz &,

8.2 IR&. 1EES - £ - KEHEBREN SO THEZ 22BN H LD T, AFEEGF DR
BT H B O RS R A O B OB EICEE S B R VWL 9 BT 5 2 L,

8.3 AFIDEGIZL Y | ®mIFECHERIFDOEALD & b, FERFEMES N7 v R— & FER
JRTESIEICED Z ENHDH DT, ARG TIL, D, 28, £R. HERSOIEROREIIC
EET D EEHIT, FRICBRE UIZFOBAERED D WIIZ DERIN 2/ 5 BE 12OV T
%, MBEEORESEDOBIE 2 +312179 2 &, [8.5, 9.1.6, 11.1.9 B ]
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VI. &2 (FAEDFES) (CBY HIER

8.4 (RN HLONDZ ENHLDT, RFFEGHIL, B, HBERK, mif, ik, o
MR, EikbEESOMMBERICERT D & &b, MBEEORNESEOBIEZ /512175 2
L, [8.5, 11.1.10 ]

8.5 AFNDBEEIZEEL., HE1 L ERE 8.3 K1 8.4 DEIERANERETILENHDHZ & %,
BEROEDOFBEA 2T L, mibEER (0¥, 280, 2R, SR%E) . (KR
(DR, e, miF, IRk, IR, BEfEES) CHEEL. 2oL RERRH Hbh
TEHAICR, EhicESE2FK L, EMoOREE2Z T L5 ETHZ L, [83, 84,
9.1.6, 11.1.9, 11.1.10 &M ]

(A KFAE)

8.6 Bl BAME., MUEZOBMIERZ BEL S5 A[REMEN & 2 O THE & T2 TV, Bk
I B IV AT OTEEIEIC OV B 2 5 70 ElE U e L& 2175 2 &,
(MNREADBEARRY 5 LIS ZREE)

8.7 EHIMIZL MR OEIEEZFHMEI L, BARLEEMICh L LT &,

< i >

8.1 AANT o ZZFARRENER ZA L TR, MERTRD bbND Z LENdH D0 TEIZIRIERH
WTIMEDOEINEETDHZ &,

8.2 AAIOHFMMIRIMENERIZ LY | IRKZ2 EDRERDBH HbNDZ ENHDHDT, KB GHD
BFITIT B EOEIRSE | fGRZ O B OBEIZEF I E RN &,

8.3 [Al— 3 CRIREBR A EE TE R WBERFM S 7 3 F— ZABFEORWWEHA N ENIZIB N T
ERE SN2,

8.4 [HKRZRFEIEH] OBESM

85 IHEDERAZATHEREICHT ER) . [ERKAREWER OEZBMH

8.6 Kk OBPRS (Brief Psychiatric Rating Scale) IHHBIEF T —Z 2B\ T, [THLE | |

Mkt o THGE) OEANMLOER & X TELRNE D> 72O THEE Z M LT,
8.7 /NEMIDEF T WTIL, BaMK A IMEDRIE R /NT ARG LD K 5 EMIICEEMN
LMEND DT80, EEME L TWD,

6. REDERZATIBHICAHT IEE
(1) AHHE - REEFOHLE8E

9.1 &8HE - MEEBZFOHLEE
9.1.1 ih - MERKR, EBOE. RIFEFNODORFVDHHBE
—EHEOIMEFET R bND Z ERH 5,
9.1.2 FEROAEEDHSEE. £XME T EREERHOESE

QT NIEE T 5 A[REMEN & 5
9.1.3 IR—F VY UBRIEILE—IMEEBHEDH D BE

TMEREGERES R Z 009 < b, Fo, HERABRIEROBLIZINZA T, $5EL. Bk~ 1o
KT, 5% fE 5 RN ALRESDIERN AT 28T 1H 5, [11.1.1 BH]

9.1.4 TALAZFDESHEBENIZIChoDOBREREOHSEE
FBEEZ K TS8R H D,

9.1.5 BREROBRERUVBREELZE T H8E

JER AL ST BENLH 5,

9.1.6 BERBXIEIZTOBREEDHDEE. HAHAWIHERFORKE., SlmE. BiEEDOHER
RORKEFEETIESE

MAEEN ERAT2 208355, (8.3, 8.5, 11.1.9 ]

9.1.7 K - REFBRREBFZH S FHRNEROHLEE
BEPEEGEREAE 2 0 9, [11.1.1 BHR]

9.1.8 FEPRE. RHBKR., B, BKREEOEE

PO IRIC IV T, IgERRE, FRURINARIE S O MR FERENE ST b, [11.1.12 &
R
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VI. &2 (FAEDFES) (CBY HIER

<fRan >

9.1.1 AHNT o RREHHRERERHZH LT, —BEOMERETRHbNEZ ERH D,

9.1.2 PUREMIRIE OG- C, QTIEEHEOLEXEFENHLONDLZ DD, ZO K 9 72LEKE
BIZIE, PURBMIREED b O X = O URER ., B P O B D ARRRE~ O BRI R
% < ORF-PEHMEZEE LT 5,

9.1.3 AANIH R MERAZA L TEBY, EMEEENSEZ V0T RN D S, £,
HERINESIER 2 & e U AR SR BEUS BEEL. Bk L~V OIR T, BB % 5 IRMIARLE
EOREIR) AL ST AREEERD D,

9.1.4 fOPFHEMIHRIE (TFun T2 /) VR, T2 ) FTOVFHR, A IRV UNFR, RUXT R
RR%) MEHERBELZETIELZERMONTEY, AFICBOWTHEBEIELZ KT &
LBLENDDH D,

9.1.5 MEKIVEITAZRDOERENEVERTHL Z LITLMLENTND I L&, AR TORLHE
Kb BE LUEERG L LTV,

9.1.6 BERIFOADHE, HEIRIE OFEIERE, @b & 25 WO AR S OB RIR OGN 2 F 3 5 B
T, MAHEN EF+T22 08355,

9.1.7 A\ LA EMIEGRED Y A7 7 7 7 X —L LTHK « SRBARRIRIESE 2 0F 5 FIRAYE
BENBHIT HILTE Y, AFEGIC K EMEEENE Z2BEZN01H 5,

(2 BEMREEESE
9.2 Bi8eEEERE
AFNONPEHA DR KL ONAUC ME KT D2 nH b, [16.6.1 ]
< fiEn >
SEEEBY
(3) HeeESEEE
9.3 FFiREfEEBE
FEEL2 B S BENNH D, [11.1.5, 16.6.1 K]
< fiEn >
9.3 KANTFICAFIE CTRB SN D=0, IFEREZ B L S B720 . FFEREDIL T L T\ 2 BE Tk
ARHNOVEFNEETRT 5 A[REMEN & 5,

(4) &£HEREEZEHTHE
RE I N TV

() sTiR

9.5 iR

PRI SUTIESR L TO S ATRENE D & 5 et id, 1B LA Rk etz LRl % &l S h
DEGENORERETH 2 L, EIRGIICIURMRENRE STV 256, BrAERICLkE
OB, PR RER, AERORIKT . BN OBERUE RS HERSNEIER 2 B & b
L DHRENRDH D,

<fiigai >

RHiERY

(6) RIL4%

9.6 I
W DA R R ORI DA IR BB L. B OME UL E AT A 2 8, b b
TIHHBATHRD LTINS 4,

<>
il P
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VI. &2 (FAEDFES) (CBY HIER

1.

(N MNREFE

9.7 MNR%
(# & LRE)

9.7.1 13 RN D/NREEZ G & Uz BRI SN L T2y,
(UMREIOBBARRY bS5 LEICHES S

9.7.2 {KHiAEMAREN, BrAaR, LI, 5 mARMONILZ5g & U BRREBRIEER L T\
AN

<S>
LR

8) ElhE

9.8 EinE
BEOREZBEL2NS50E (1A 0.5mg (0.5mL)) "o ET 5708, HEEICEST
52k, EEE CIIHERABIEREORIER NS b3 <, £z, BiEREEZGT 5
BE T REMAERREN EA L, FEINEET 2205, [16.6.1 ZH]

<S>
e RY

HBE%ER

10. #HE%HA
AHANZF L LT CYP2D6 TRt S D, £z, —# CYP3A4 DR HIRES D,

1) RS EZNER

10.1 SfRAERE (BFALGZLC L)

HH A4 BRI - $5 18 71k HEFP - fERRIK T

T RLFY v T RLUFVCOEREZSERS |7 KLF ) 37 RuF U B o .

(THF747Fv—0RKAE |V, MEFETEZEZTIE0H | BZHEEROFHAITHY | AH O o ZHK
P, USRI 1T 2R | 5, AR ER I K0 B 2 AR AHIBLIEH 23 &
PR Y U < (3R RRER A fre7e b MERFETIERAREBRENS,
LA ERS)

ARAI

(2.3 0]

<R >
T RUVFU AT R U AR o, BEZRIBOFEAITH Y . AFID o TREERER CE
FIENAETER) (X0, B=REAIEN (IWEJRRIEA) NBHEE & 720 | e TER
XD,
ERE29MF FE S 120138 H - B AR RS ERLFEZ SN RBSLEERES BT, 7K
LU vl ol EA 2B T 2 UEMIREOFHIC O W TIL, EEEMIChEER TFREZ 586%
NWRHLLEOD, T 7 4 7% —3BSEHRIEBICE S FTREER H O . Bl 2Rl & LT
T RUFT U UEREDMELINDZ LG, T 7 4 7% 0 —15EFICBREDORRFTREOEIC
HXINTE DEH FIZB N TT KLY 2 EATL 1, VAZEBELTHLHATEL L
HWrE ez, (T 74 7F%F 0 —ORBABRIERT 255 %2R<) 2B LT,
SSELI0H . EHNEREIR AR (PMDA) (2B WT, PUEMHREE T KLF U UG/ K
B & OO 7 F LT U U RERIZHOWTIL, FUEMIREO 7 F LU a8 A wEHRELS
EOPFRICEET 2 ELZ AR TIEAR <, SFHTEEICUET T2 2 & 0360 &l Sz 729,
(P RMEIIC 31T DIRTEREE S L < ImEMEHMIE AT 258) 2x@it s Lz,
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T2t (FRLDIES) Iy HEE

(2 SREELEDEH

10.2 BFAEE (BRAICEET S

&)

KA

BRAEAR - HE T 15

BEFF - fERRIN -

AR AR EN A (L B — LR
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(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. Healthcare
use providers are encouraged to register patients by contacting the National Pregnancy
RISPERDAL® |Registry for Atypical Antipsychotics at 1-866-961-2388 or online at
(risperidone) | Attp7//womensmentalhealth.org/clinical-andresearch-programs/pregnancyregistry.
oral solution |Risk Summary
RISPERDAL® |Neonates exposed to antipsychotic drugs during the third trimester of pregnancy are at
M-TAB® risk for extrapyramidal and/or withdrawal symptoms following delivery (see Clinical
(risperidone) Considerations).Overall, available data from published epidemiologic studies of pregnant
orally women exposed to risperidone have not established a drug-associated risk of major birth
disintegrating |defects, miscarriage, or adverse maternal or fetal outcomes (see Data). There are risks to
tablets the mother associated with untreated schizophrenia or bipolar I disorder and with
202243 ) 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/m2 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.
Increased stillbirths and decreased birth weight occurred after oral risperidone
administration to pregnant rats at 1.5-times the MRHD based on mg/m? body surface
area. Learning was impaired in offspring of rats when the dams were dosed at 0.6-times
the MRHD and offspring mortality increased at doses 0.1 to 3 times the MRHD based on
mg/m? body surface area.

The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss, or
other adverse outcomes. In the U.S. general population, the estimated background risk of
major birth defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-
20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk
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There is a risk to the mother from untreated schizophrenia or bipolar I disorder, including
increased risk of relapse, hospitalization, and suicide. Schizophrenia and 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?2 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/m2 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?2 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.

KIERAS SO
(Risperidone
Orally
Disintegrating
Tablets
Manufactured
by:

Dr. Reddy’s
Laboratories
Limited

20084F6H)

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/m2 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?2 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
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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.

JE[ESPC
(Risperidone
0.5, 1, 2, 3,
4, 6mg film-
coated tablets
Aurobindo
Pharma -
Milpharm Ltd.
(2021411718
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.

ion, 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.

S

F—=A T VT M
An Australian categorisation of risk of drug use in pregnancy

C (202443 f) *

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.

3% Prescribing medicines in pregnancy database (2024/8/1 7 7 & X)
< https!//www.tga.gov.au/products/medicines/find-information-about-medicine/prescribing-medicines-

pregnancy-database >
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KIERA SCE 8.4 Pediatric Use
(RISPERDAL® Approved Pediatric Indications

(risperidone) tablets, for | Schizophrenia

oral use The efficacy and safety of RISPERDAL® in the treatment of schizophrenia were
RISPERDAL® demonstrated in 417 adolescents, aged 13 to 17 years, in two short-term (6 and 8
(risperidone) oral weeks, respectively) double-blind controlled trials [see Indications and Usage
solution (1.1), Adverse Reactions (6.1), and Clinical Studies (14.1)]. Additional safety and

RISPERDAL® M-TAB® | efficacy information was also assessed in one long-term (6-month) open-label
(risperidone) orally extension study in 284 of these adolescent patients with schizophrenia.
disintegrating tablets |Safety and effectiveness of RISPERDAL® in children less than 13 years of age

with schizophrenia have not been established.
Bipolar I Disorder
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The efficacy and safety of RISPERDAL® in the short-term treatment of acute
manic or mixed episodes associated with Bipolar I Disorder in 169 children and
adolescent 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 RISPERDALR® 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.

PNESHE
(Risperidone Orally
Disintegrating Tablets
Manufactured by:
Dr. Reddy’s
Laboratories Limited
200846 1)

8.4 Pediatric Use

Safety and effectiveness of risperidone in children less than 13 years of age with
schizophrenia have not been established.

The efficacy and safety of risperidone in the short-term treatment of acute manic
or mixed episodes associated with Bipolar I Disorder in 169 children and
adolescent patients, aged 10-17 years, were demonstrated in one double-blind,
placebo-controlled, 3-week trial [see Indications and Usage (1.2), Adverse
Reactions (6.2), and Clinical Studies (14.2)]. Safety and effectiveness of
risperidone in children less than 10 years of age with bipolar disorder have not
been established. The efficacy and safety of 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
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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

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.

HE[ESPC
(Risperidone 0.5, 1.
2. 3. 4, 6mg film-

coated tablets
Aurobindo Pharma -
Milpharm Ltd.
(20214£11H18H)

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
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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 resut 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.

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”).
ation”).

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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