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ABC-J Aberrant behavior checklist-Japanese version
BEATEN T = v 7 U A b HARGERR

ALT Alanine aminotransferase
TI=T ) N TAT 2T —8

AST Aspartate aminotransferase
TARTGX VBT I /) h 72725 —8

AUC Area under the concentration-time curve
U -] Bl AR T i fE

AUCqss Area under the concentration-time curve during dosing interval (t) at steady
state JEFIRRBIZIIT 2854 0 REf ) b G- MIFRRH] &£ C oo i 1 34 B2 IRF i ih
HR T bR

CK Creatin kinase
JLTFoxF—F

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

Cmax Maximum blood concentration
T 1o 1. Hp R

Crax,ss Steady-state maximum blood concentration
TEFEARRBIZ I T 2 e i 3R B

Cnin,ss Steady-state minimum blood concentration
TEHARRBIZ B 1T 2 fediin 3R

CYP Cytochrome P450
F k7 v—A P-450

DSM Diagnostic and statistical manual of mental disorders
R E DR - HGt~== TV

FAS Full analysis set
L ON SRS

y-GTP y-Glutamyl transpeptidase
o~ INBEINETUARTFH—F

LOCF Last-observation-carried-forward
LA B S U7 i C R I E & Al 72

oC Observed Case
Bl fE

RMP Risk management plan
EIESL Y R 7 B PG

SDA Serotonin dopamine antagonist
tar b=y RIS T U HXIT=R b

SIADH Syndrome of inappropriate secretion of antidiuretic hormone
PURIIR A VE ARG 5 WA RE

te Elimination half-life
I

tmax Time to maximum concentration

g e I B R ]
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1. BRFER
(1) #n4
UAXY FONAK Img/mL T332 3

(2) *4
Risperidone ORAL SOLUTION 1mg/mL 'YOSHITOMI|

Q) &AFDH%E
—EAED LIS, Bt ERE LT,

2. —igd

(1) #M& (@a%)
) AU R (JAN)

(2) *4& (%K)
Risperidone (JAN, INN)

(3) RT L (stem)
-peridone : U AU R RHUREHE3E

3. WEXXILRER

4 HFXRUHTFE
731 0 CasHarFN4O2
> 410.48

5. {24 (&igiE) XIIEH
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)
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MR L
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AR L
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pAai=3.11 ('Y I B, fiEik) Y
pKas=8.24 (N XA FXH Y —)L {HEE) V
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1-4 27 % ) —)VipH2.2 7 = k- V) »EREEER ; 1.28%102

1-427 % ) —/VipH4.1 7 = -V VERFRETR ; 1.46X1071

1-4 2 % ) —)VlpH6.1 7 = -V L EEFEEIK ; 9.58
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(AR EHRMAEHR 201125 0)
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K KEREIE (pH8.5). 100°C. 12 T 1.1% 0+ 5 v,
#er: (pH) : 1mol/L #Ef&. 100°C., 5 HREIIXZETHH V,

1mol/L KEE{tF RV 7 A, 100°C. 24 Wi C 0.4% 53R % v,
Y60 U 22U RUREKIE 17,0001k FC7 HREIZZETH S V.,

B S OERRERE, EEE
FERRERE
THE UV ARY RUOmERABRICE D
(1) SRS wT R o B T 1k
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EEE
THRE U ALY RUOEREIC X 2 EMNZAER T (0.1mol/L @ 3E 1)
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1. #iRE

(1) #roRXA5l
ImLHHRBY AXY R img #8817 5 EAEH O, (28 WIERN

2) HHONERERUHEK

PRI - AE AT EEAFI IR T, IBWIERW
pH 2.0~3.0
AT SR (A7 F— 1) LR (BT 7 A
0.5mL, 1mL, 2mL, 3mL 30mL, 100mL

@) EHa—F
A% L7

@) HHEOWE
LEE : 1.03~1.07

5) Z it
LR L
2. SFIOMER
() EHRS (GEERD) OEESEUHRMA

BN Gy H o
(1mL )
Al D- Ve h—v, AR, ZEERE, HE

(2) BREFORE
L7

Q) RE
L 7g0

3. BTBBROMMEUEER
A LR

4. Hif
Y L7

5. EAY SHREMED &HDHKHMY

RIEN TS D LR IHEML 5 I TH D 9,
H R

N F <
O H Rl O
X F

(1) X=N-OH(E) (3) Ri=Rs=H, R:=0H, R«=F
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EHRA7 R ¢ 25C. 60%RH |[pash® |77 3I%—h 34 B0 L
ALY Rl T AR 61 A b7z L
Ik 5 40°C. 75%RH
PR Syl © TNITIx—h 6 » H 7z L
BRI TERER O [ W7 A, ERe B9 4 A b7z L
2B LY., BRI
=R, HGELE w7 AR Bt ES D 4HE (B EEbNAEEOEN
NRD BT,
M ERABR 7 FEERATH 7R L
N N . . 2B LY., BRI
N d) &
0 JER S Wt T AR Bite  IEST 4 % L B 5 a RoH
NRD NI,

a)RBRIEHE - VIR, pH., SRR, BUEMIIREERER, &R

bFBRIEH - MRIR. fEFREAER. pH. MLE. MUEMBRERER, & EH

ORBRIAH MR, MERRAABR, MUEZRABR, BRI —MERUBR. pH. BUEMIIREAER, EE{E
AFRERIEHE MR, pH, MEERER, E EfE

1. RBRERUVBREROREM
FERAA

8. FIEDEEEL (MELFMNEIL)

(1) MTANAVEDOT Rrovny 7 (v Fafgt Y va) ROHT LV —MREehE
HWDOTHEF v 7 APIury 7 05% (£ KX Py) LORAIZEY ., BB, HESE &
KTERBDI-Z D, BREITRETSZ L,

(2) ZRZEEECEE LA, BAKRSE) KOWE, BRETHEEGENMET T2 E08HDHDT,
FRLUTHEH LN &,

[XT. = 2. TOMOBEER) o (1) UAXY RONAK Img/mL 1332 k3
DOELAEZEA] OB

9. At
A LR
10. &3 - AK

(1) EEADELGES - 8. SESBRLES - LECEHT 18R
A L7

2) a%
AAlEE 0.6mLx50 A, 1mLx50 AL, 2mLx50 £l, 3mLx50 &
A%, 30mLx1 . 100mLx1 ik

Q) FREE
RN

(4) BHROME

2k P ME
43 e - TNI=ZUATIF— KT 4L

NI w7 AR
Xy Ry Far'Ly

11. MRt ThLIEME
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. ARICEY 5ER

1. REXIEZHE

4. BHEEXIEZHR

O a RFiE
O/MNREIDEARNRY kT MMEITHE D BRI

2. PREXIFHRICEEYT HFER

5 MEXIIMRICEET HIE
CMNRADGBERARRY b3 LEICH S ZREE)
5.1 JFHIE LT 5L 18 RO BHE M52 &,

3. RERUAE

(1) BERUVAEOHES
6. RERURAE
6.1 & KA
W\, RAZIZY ARY Rt LT 1 Img (ImL) 1 H 2 MXVBAAL, HhellES
%o MERFEITER 1 H 2~6mg (2~6mL) #FHIE LT 1 H 2 BT TRAOKET S,
2B, Fl, ERICEVEEET S, B, 1 HEIX 12mg (12mL) 2B 7202 &,
6.2 NREDBEFAARRY b3 LEIZH S ZRIEE
6.2.1 {KZE 15kg LIk 20kg RiFNDEE
T H JXAUF/&LTIHIEO%mg@ZM&)i@%%b\4ﬁﬁiwlﬁo&%
(0.5mL) # 1 H 2 NI/ CROZEET 5, ERICE D #EEHERKT 223, HET 285613
1 BRI EOREZHIFT 1 BHEE LT 0.25mg (0.25mL) FoE+T 5, (HL, 1 H&EIX
Img (ImL) Z#EX 72\
6.2.2 {KE 20kg L EDBEH
BHE, UARXY R LT 1H1I[[F 0.5mg (0.bmL) KXVBHAEL., 4 EEJ:U 1 H lmg
(ImL) # 1 H 2 BENZH3 TRRAESG-T 5, JERICK D EEET 208, BET 5581
BRI EORIEZHITC 1 BEE LT 0.5mg (0.5mL) $o#HET 5, @L\1E%i\%
i 20kg LA I 45kg RiEDOHAI1E 2.5mg (2.5mL). 45kg YA EDOHA X 3mg (3mL) Z#Ex
AN

@ RHERUABOREEE - R
AR L

4, FERUVHEICEET SEE

1. RBERVEEICEET IR

1.1 RANOIEHAEII R XY RooTHY, NIRRT R LI L D 1ERNEERT D5
FNDRH DD, AFNENRYXRY Ro2ER/T 508K EO0FHIX, #ET5Z &,

5. ERPRRLIR

(1) BERT—%/8y7r—2
AR L

2) ERERFEERR
AR L

(3) RRRGERHER
AR L
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(4) HREEHIEAER

1) BEhEHRREHER

(MEKAE)

ENERRFER

[EN C % X7z —HEMRILEGER 2 & kst 726 BB B EEIRRBRORE S, A MEREM
ﬁ%ﬁm7mﬁlﬂ¢6¢ SRl EOMERIL 51.65% (372/722 i) THoW, iz,

ERIEGABRIC L > THRAKRREICRT 2 U AU RoFHERRD LT\ D 8~

17>

W) AEBEHENOY AXY RURRI RS ST BEE ST,
(MREOBEARRY k5 LEIZHE S ZREM)

E N 5 M AEKER

DSM #V -IV-TR I & vV HEAMEREE L2l s ., Bl 2 a9 5 HBE (5 mll b 18 Mk
fii) ZRSICENTEM LZERERO —EEREICE T, 77 BRXTY AXRY R

(&5 15kg UL | 20kg Kiifi : 0.25~1.0mg/H ., AH 20kg LA | 45kg A : 0.5~2.5mg/H |
{KHE 45kg DL E 1 0.5~3.0mg/H) 281 H 28] 8 R O E STz,

FEFAHIE B T 2 kil iy (LOCF *2) (28175 ABC-J 9 g 7 A r— L 2a7
DR—=AFTA VIPNLEDOELREIZTEOEBY THY, TR EELE U AXRY RO BRI
BOWTHFHFN A EZEZNRO DL (p=0.0030, FH3H04T) 18),

BER (8R]) ICBITD ABC-J BIEM YT A7y — L2 a7 OR—RAT A b DL
(FASE@\LOCF)

ABC-J BBIET 7 Xy — A= Bk
\ . . = 77 2 REE L DL
. 4 o
S e R A I B NS F 7o 32T T
= [95% 1= 451 il P

77 AR 18 27.5+5.26 24.7+49.47 -2.846.62 - -
JANRY KRR 21 28.2+6.36 18.5+10.57 -9.7+7.29 -7.1 [-11.6,-2.6] 0.0030
T P 2

a) BHBEZINT, R—AT A D ABC-J BENY T Ay — L2 a T R L U8t
ZHERMO®%R, VAT Frr 48 HfiRE LcREREMICR T 5 ABC-J N 7 A5 — L2370
R—R T A U h b DR :LT%%@ LB ThoT,

FWB G (48 ) 12k 5 ABC-J BUEM Y T R r— )L 2Aa 7 ORX—RF A 2 inb O
& (FAS, OC™9)

77w REED D OBATH U ALY RUBED D DOBLTHI
ABC-J LEMY T | R—25 4 onbo | ABC-J BEWY T | XR—25 4 2 b
Ar—)L AT A& Afr—)V Ay DAV
NR—RF A2 24.5+9.73 (17) 19.8+10.65 (18)
8 W I 12.9+9.90 (16) -10.8+10.47 (16) 13.7+10.46 (16) -5.8+8.75 (16)
24 K 12.8+9.90 (16) -10.9+10.76 (16) 13.1+9.67 (14) -6.8+9.65 (14)
48 11.6+8.18 (14) -12.5+10.32 (14) 12.6+9.84 (12) -7.949.18 (12)
BTN (LOCF) 13.1+8.31 (17) -11.4+10.70 (17) 13.0+10.28 (18) -6.8+9.70 (18)

PRI R S FHmEIE0

a) KW G- OTRERIENR H B 4hiRe

¥ 1) American Psychiatric Association CKER#[EF4:) @ Diagnostic and Statistical Manual of
Mental Disorders (KEHERBDOBE « Hit~==2T /1)

£ 2) Last-observation-carried-forward (ELHTIZEIZS X7l C R % #li52)
7£ 3) Aberrant behavior checklist-Japanese version (FFITEIT = v 7 U A N HAFER)
7 4) Full analysis set (e KO I SAEM)
¥ 5) Observed Case (Bl L7ofl, KRPUEDHITE L)
2) REMHER
MU ERR L



V. BRICEY HEE

() BE - WERFER
UERR L
(6) AEHIER
) ERRERE (—REARERE. RECEARERE. CARBLEERE). HERERT
—ER—RFE. HERFRERZRORE
Y LR

2) RRBEHLELTERTFENRBXIERME L-AE - SEBROME
Y LR

(7 Z0ih
YRR L



VI. E3EE(CEY SHIEE

VI. EEHEICEHT SEA

1.

EEFPHICEHESH HILEMRIXILEMEE

TFuTx ) REEM. T =) FTIUREEY. N XTI RREEW. B IR
B Sk

R BEO S (LB OMREUINREFZ, BHOBFRLEEZRS L L,

2. EHEER

(1) YEFERLL - VEFRR
FTENFEBN N R B DR R KV . E& LT RNV Dy A RFEEM L O R b
=2 5 HTe A MAEHUERICES <. PIRHRROREIC L 2 b D EF X D 19,20

(2) EMEEMITIRERMAE
1) $i F/Rs 4R

)

2)

3)

RS v De ZREETERZAEL, 9y hTT v 72X I UITHRELT 4 2L VEE
I D WESCE RITESEOITEI A 2 A B ENICIE Lz, TOREZ XY F—
JVERISER L ITRR0qWN I LR E L7 19,

o r=2%ER
tuo b=V 5-HTe ZBEEHERHZA L, 7y P TRUTHI VKR RARL Y KV
B IN DRSS E IRV GEBN L OFTENV AL A& HH L7 19,

hELTo—ERER

Ty NTOHFZ VT U—EEEMIZ ~e XY F— L X0 §n, £z, 7y FOFiE—ia
fah (WREEHT) ToO RNy De ZERICHT DAEGBMMET, $ERIRIER & 0 BgE 3 3
WESNTWDEIREERTOBFELY &, Ll e XY R— L TIIREERICE T D5
BHMMEOHEREV, B, o b= 5-HTe SR EAETUEANBREERICBIT S F33
(R DWEWT 255 LTV D ATREME & 5 19 ~22),

EFRSEBIE - FHBHFRE
EERe L

10



VI. EYEREICEd H1EE

VI. EMEREICET SEE

1.

(M

(2) BRHARTHREIA-OHRE

I hREDHS

ARLAENGMmPRE

MR L

N MRRUBFEORFMEEEE TOME
INR R OEFEOREHEBEEICU AT RUBES 0.01~0.08mg/kg/HOHZET 1 H 2 [BIX{E
oG Li-e &, KEHZY OMHE 0.04mg/kg/ B THAL L7- MET RZEIED Craxss &
OV AUCrss I & U ONETE TR CH - 7223, mEP EMRHY 9- Fax U X
ARY R D Cmaxss XN AUCqss 1Z/NE E FECRIRECTH 7229 GMEANT—4),
INREOEFFEORBMEERFICY A FUaKEROKRE LEGAOMFRE T 2 —X4

(KEH 7= v O E 0.04mg/kg/ H THMEL) (CEH#E+S.D.)

Cmax,ss Cmin,ss AUC'L,SS CL/F
(ng/mL) (ng/mL) (ng * hr/mL) (mL/min.kg)
/IR REALIR 12.4+9.0 2.06+£2.68 87.5+61.5% 6.11+4.152
(6~11 %) o
(n=12) A 16.7+6.8 8.98+3.58 152+58 2.52+1.00
HAE REAIR 992.5+23.9 8.61+13.1 190+235 6.51+6.72V
u?;ﬁ;’ﬁ) L 16.8+8.8 11.746.9 172494 2.3741.01

2) EYEpRESHAER
UAXY FOWHK Img/mL T3 FX) & U AR —VNHK Img/mL %2, 7 72 A4 —
—EIZEL Y EFNER ImL (U A_Y K& LT 1mg) ZEEBERAL T (n=27) (ZHRE[A]
ROk L CmiEPREANE L., o yEe 7 X —% (AUC. Cmax) IZ2OWT
90%/3 8 X [ETHE S THEEHBINT 21T o T fE 5. 80%~125% DEAFHN TdH v . Al DA
EMERTER S Tz 29,

a) n=9. b) n=11

IR RE N T A — X
HENT A—H BENRTG A—H
AUC (0—24) Cmax tmax tie
(ng * h/mL) (ng/mL) (h) (h)
2Ry Ky V3
YARY KN 30.71:24.21 6.96+3.42 1.02+0.35 3.2:1.3
Img/mL a2 k3|
U A NE— )VINFIR
1mg/mlL 33.02+27.86 7.22+3.19 1.00+0.24 3.9+1.9
(Mean+S.D., n=27)
(ng/mL)
11
10 |-
ol
T
X_ 6 —o— I UANY FCRAEImg/mL [ F3
,'J\ 5 —o— 1 1) ZNH—JLPFHE 1 mg/mL
K Mean+S.D,, n=27
:/ 4
2 s
2
w —3
N ) ‘ —
0 6 12 18 24 (B5R9)
A PR A

MAEFIREONE AUC, Cmax FED/8T A —Z (3, #ERFE OEIR, (KK DL

RGN > TR B RN B 5,

11

° H#Flﬁlﬁ%@




VI. EYEREICEd H1EE

3

(4)

s
AR L

BE - tRAEORE

1) BEOEE
MEER R L

2) GrAEDOEE
fREFER N R m i SUTEE (A RIE., A RIS SE . BARIEREE . FeN)
Zxtge e LT3 AAER OBGHER AL TFIZRd GMNEAT —4),

D AT EEY
CYP3A4 FFEIEMAFT AN AA~EBE Y (KEKE) & U AXY R (6mg/ HXKE &
5) % 21 HEPFH L7z & 2 ofEMERSy (U ARY Ro+49-8 Fefx o U 21U RY) ol
SER R EE 13K 50%E L= 29,

@ KaxEFy
e KAERE 12 i CYP2D6 FREMFEHZ AT 5/ 25 (10, 20 & O 40mg/ H X
wh) £ UARY Ry (4mg/BXE#EG) Z0FH Lz & &, IEERS OEFIREIZE T
L N7 7ENRENEI 1.3, 1.6 XN 1.81% F&H L7z 20,

® A r3aFI—1
o ICHRAE B E 19 Bl CYP3A4 HEEHZHAT 54 7 a) > —/ (200mg/ H K18 #
H) L UAXRY Ry (2~8mg/H K G) Z0FH Lz & 2 DIgtEks O EFIREIZRS T 5
k7 7EI% 65% 5 L7z 27,

3) TOMmBtAEDR

D ELLESYY
BB RFE ST A R R E B E 11 #1lc CYP2D6 MLEERE=HF T8V T U &
(50mg/ H K1 #5) & U AU K (4~6mg/HKEHKE) #0FA Lz L &, &S O
MARFREICOFARERIIE L TS o7, F7o, BV RV % 100mg/HIZH & L7
BF T, IEMERS OEFIRIEIZH T D M7 7ME2 156% EH- L, 150mg/ BT & L7z 2 4
Tl ZNFH 36% M TN 52% EH- L7 29,

@ JLKRFH=zY
A LIIERE 11 Il CYP3A4 }OF CYP2D6 FREMEHZ AT 2 7 /LR %% 3 > (100mg/
ARERE) & U ARY Ry (3~6mg/ HEHRY) Z0FH Lz & &, 1GMER O g
FECPERSITEE A RIES inoTz, 12, 7RIV I % 200mg/ HIZH & L-BET
X, UAXY RUOEFIREBIZE TS M7 7D 86% LA L7z, 9-BE Rrfx U A
Ry DRI E L RIT S /e o Tz 29,

B RF,1Z )L
e BN 12 Bl P HEEALEERZ AT 537330 (240mg KE#HE) LU A~
U RY (Img HEES) Z0FH Lz & & OFEHMD D Cnax XY AUCIZZNZETL 1.3 5k
N 1.4 {48 U 7= 80),

(VL7 AHEAEH ) OESR

2. RYEERA/NTA—4

(1)

(2)

3

R A%
BB L

RALERE 2K
BB L

SRR
U B L

12



VI. EMEREICBEY 51RE

@ 2UTTIR
AR L

®) HHEH
AR L

6) Zofh
AR L

3. BfRH (KEaL—2av) @&

(1) B#AEE
YRR L

(2) R *A—E2EHER
YRR L

4. R
LB R L
<HBE>
HIEE T IT%RINEND, BRFEROEEIDLTNTHD 3,

5 o

(1) mi%— H&iEﬁFﬁiﬁi@ﬁ
EEERR AIZ Y A Ry 1mg $EZ HEIESG- L, IMNICEIT S XY D e b= 5-
HTe Z AR SHRIZOWTHRET LIZRER, BXHIERICHEEBMMELZ 67T 5 2 & DR S L7z,
L7235 T, URARY RATME-INBIRT &2 @il 3 5 Z & 23R S 7z 82,

(2) mi&k—BEE2REFYEBYE
MR L

) RAit~nBiTH
VIL6. (6) =l DOIASMR

(4) FEE~ADBITHE
MMERR L

(5) T~ DBITHE
1) B~ OSH (BF: Sv rTOT—4)
Z v MIBIF D 1UC-U AU RO HEHRG%OMBNFTERE X, 13& A EDOMRICZE
WTHE 2 FFDINICR EMEIZEE L, £ OO RITMAEE )6 O K & R 27~ L
776
ST REIREE 23 i b 1 0o T2 I ClrIm A P O BEIREE D 12~22 EREEH V. B, /MME. BIF
BRI OV FEARAHAR S T b B WU REIR FE 23R D BTz 89,

(6) MFEEREEE
U2 Ryt £990.0% (in vitro, V-7&HTi%,. 10ng/mL)
9t RaxURRY R 8 77.4% (in vitro, “E%EHTE. 50ng/mL) 39

6.

(1) RBEPEI R U BRRE
R AICY ARY RU2RRO#%E LEE, BEICHBETRE I EHEE S, EREIE
-t FurxUZA_Y R Thotr 35,

13



VI. EMEREICBEY 51RE

(2) RBIZEA5Y 58K CPF) OHFE. F5E

CYP2D6, CYP3A4 20

Q) DEEBAHDROAREVUZDEE

Ho (EIBIEREE)

4) REYMOFEORERVFEEL. FHEEE

10.

11.

EREH -8 Faxo U ARY RUOOIEMIL in vitro X O in vivo DIFEFRABRICIBWNTU A
U RURZER LIZZFRRRENRFIN T & DR ST 5 36,37,

Bttt

fEFER NI Y AU R Img $E& TN 2mg BEA4 R OG- L7256, 5% 72 FEE £ ClohRt S
NI RFPAREARITR 2% TH Y . EREHD 9-t Fex U 2D K43 20% Th -7z 39,
SEANTOT —Z T, @R A 4C-Y A2 K 1mg Z#HERE D& LI-5E. &% 7
H M E TITHEHE D 14% 033 P2, 69%23 R FHIZHEE S 4172 35),

FS U RAR—E—IZET 51848

HUEERR L

<HE>

JAARY R FOEEERBHY, -8 X ) 2 Ko (YUY RY) 3P TR
N—H =P RS R EDOIEE L DREND B 39,

BRHICLBBRER

M ER L

<HE>

BHMEASENEWEOBIT CIIBREINICS WE b5 39,

HENDERZATHEE

SEHERUVEREEETEE TORE

RN, ElnE . TFAREERE = S L OB HERERR BRI ) A R 1mg $E4 AR O &5
Lz b &, JEMERSy (UARY RU+9-8 R AXRY RY) oY EhREIL, @B A &
LT, PSR ERE (VLT F= 27U T 5 A 30~60mL/min/1.73m2) T tie
12 35%DILE KN AUC 1T 2.7 50K, HEBHERERE (VL7 F=2707 T
10~29mL/min/1.78m2) T tue2lZ 55%DILRE KN AUC (Z 2.6 {FDOHE K, &l T tizll 30%D
FER K OV AUC 1T 1.4 5 OHRNRD Hil- 40 SNEAT—H),

Z Ot
MR L
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VI. &ttt (EALOIES) 1Y HEE

ViI. ®2tt (EFRAELDIEESF) [CBY HEE

1. EERBLZFDER
REI N TN

2. ERABELENEA

2. 22 (ROBEICIFBELLEWNZE)

2.1 SRREOESE [FERELZBLIELIBEZNARH D, ]

2.2 )L — VR BRSO TR ISR OSRWEEE NS H B B [P H R A 3
HERENDZ END D, ]

23 TRV TV EERGFROERE (T RV U277 4 7F% 0 —0RKEIEHE, XIThFHE
WAZ BT RIS L < ITmEMEMER T 256 2 <) [10.1 28]

2.4 KFNDORESY e R Y AU R ATk LBBUE DB D & 5 B

< i >

2.1 RANIFRRIFEER ZH L TRy, SiEkELzElLIE2B8ZRNH 5,

2.2 AFNIFHARINENWER 28 L THB Y . 2 — SO HERIC X 0 rPAx Rk T
DR S D,

23 7 RV F U7 FLt U At e, BRAEEROFTLAITH Y | KEIDas HAERERIZ
L0 BRAMHBAERNMEN & 720 | JERE FIERANHER SN D,
RL29MF FE S 12[01 38 H - RAWEAFES E KL EL SRR Z e R/RAES BT, 7
NLF U & ol WHER 28T 2 UM EOFHIC YW TR, EEPMICIEIR TR EZ 5
BENWRSHLLOD, TF7 47X —IBIEHRREBICE D AREER H 0 | Bl 7R E
ELTT RLFUUEGERNELINDZEND, T 7 4 7%V —{RERHIEE ORI RE
DEIZ LA TE DEFIFICBWNTT KLY v a2HT 2 Z 8%, VAZEZEEBLTHEF
RKCxp Ll an=, (FRVFI U E2TFT7 4 7% —0ORERFEIHERT256%
<) B Lz,
SFBEE10 A, EH N EREI R A (PMDA) I2BWT, USRI E T FLF+ U &
RIS & OGEHEEO T R U U RKERICHOW T, FUBMHIEO 7 KL+ Y &4 WEH
B & OPFRICET 2 EA AR IR, PFHEERICSET T2 2 & m) & filr &z
72, (HERMERRICRIT 2REREE D L < IR AT 5858) axtgsh s L,

2.4 —RICHANC L HWBUEZ R Z Lo BFICHER G5 L EERBBUEZE Z T rReERH 5,

3. MEEXIFHRICEHET IIELENEMR
(V.2 EESUIBNRICPET H1ER ] 22T 52 L,

4. BAZERUVHAEICEETSIELTOERA
V.4, HIEROHEICEET2HE] 228452 &,

5. EELEXRMIELENEH

8. EELEALMIE
(hAEE)

8.1 BhHUIH, HIGR, HERIC o QRMREENERICES TESMHRLENS bbb s
ZERHLHOT, PENLRAICHE L, RILEX S b ON - HE XM ES, B 084
152 &,

8.2 IRR., 1HES - £ - KEHEBENEDER TN Z D52 ENH DD T, KA G DR
FIITHEFEOEIR TR 2 O BB OBEICHEF S E LWL S EET D 2 L,

8.3 AFNDOFEIZIY | mf bR R OEAL D b, BERFIES TV F— A0 BER
JAPESIEICE D Z R H 5 DT, AARGTIL, Ad. ZE. LR, BUREOERDOFEIIC
HEET D L& BIT, FICHERFE XTI OBEERE D 2 WI3E OfERKF 2 A9 2 BHE IO T
(. MHHEOHEFEOBLE 2 14712475 2 L, [8.5, 9.1.6, 11.1.9 &[]
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VI. &ttt (EALOIES) 1Y HEE

8.4 (RN HOLONDHZ ENHDHDOT, ARG HIL, B, BERE, HmiF., Kk, 5
R, EffEESOMMBERICEET D &bz, MEEORESEDBEE +01217H 2
L. [8.5. 11.1.10 & R]

8.5 AFNDEEIZEE L, 500U LiE 8.3 L1 8.4 ORIWEANEIRTIEANH D Z L %,
BEROEDOFBEIA2ITHA L, mimbEER (0%, 28, LR, HER%) . KiiFEEL
(W%, e, Wi, IR, MR, EfEES) ITEREL. 2O X9 RERDH L bl
AT, EbICEREERITL, EMo2Ees% 0508452 L, [8.3, 84,
9.1.6, 11.1.9, 11.1.10 /]

(L& KERE)

8.6 HLEE, AN, BUESOBGIEEIRZ Bl S5 TREMEN H D O THE 2 /0312 TV, Bk
DI BN G A NI IMOIREIEICE 0 R 2 5 78 ElU e L& 2175 2 &,
(UNREADBRARRY b5 LEEIZH S ZREME)

8.7 EHIMICL MR OEIMEEFNL, BREEMCOZVEG LN &,

<SR >

8.1 AHIT o ZZFARENER 2/ L TRV, MEK RS Hbd Z &b DO TRICIEEYIM
I EDOEEEETDHZ L,

8.2 AR D HARARRRINHERIC LV . IRKREDIERRH HOND Z ENHH DT, AFIKETD
BAE T H B OERE, fARE O IR OBMEICIEEIE RN &,

8.3 [Al—p /3 CRIRBMRN G E TE 2 WIERFME S 7 ¥ F—3 ZABEORIEA B ENICB N T
HEINTZ29,

8.4 [HKZRFEIEH] OB

8.5 IMEOHFEZATHEFICHETAEE) . [ERREWEH] OHSM

8.6 KB OBPRS (Brief Psychiatric Rating Scale) IHHBIEF T — X 2B\, [HIZE| |
RN . THE) OEBEPMOIEE & X TELERE NSO THEEZ B LT,

8.7 /INEMIDBEIZEBWTIL, BEMEKOHIEDRIE /2T o ARG 6D L 5 ERBI TS
DEN D DT, EEME LT\ D,

6. BRENERZATIBEICHTHIIRE
(1) &HHE - BEEFOHLIES

9.1 &6HE - BIEREDHLHESE
9.1.1 i - MEREER., EIE. RIZZTASDEVNDHIEE

—IBMEOMERE TR b d Z ERH 5,
9.1.2 FEIROREIEDHLHBE. £XE QT ERERBOERSE

QT MIERT D r[REEN H %,
9.1.3 IS—F VY IUBRBRIEILVE—IMFEIBHMEDHHBEE

TMREGERES R Z V9 < 0D, Fo, #ERINRIEROEIZNZ T, 5L, B~ 0
KT, 58 2 £ O R R ZESEDIERNEEHT 2 BEZNRH 5, [11.1.1 ]
9.1.4 TAMAFOESHEEBIIICNASDOBREROHIEE
FREEEL I TSI BENLRH 5,

9.1.5 BRTROBERVERSEZETHEE

JERZ T L S BENRH 5,

9.1.6 MRHBERXIIZTDBREEDHIBE. HHAVWIHRFEOREERE., S, ESEORER
ROEKRAFEZETHEE

MAEES LR T2 0385, [8.3, 8.5, 11.1.9 ]

9.1.7 BRK - REFBRBREBFZH S BARNEROHLESE
BEMEMEREE Z 0 0o9 0, [11.1.1 S

9.1.8 FEKEE. RHIEARR. IBE. BRAKKREBZOERSE

PURAR ST IV T, ZERRIE, B RMARIESS: O AR ZERIENHE ST D, [11.1.12 &
]
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VI. &ttt (EALOIES) 1Y HEE

<R >

9.1.1 AANT o REAFENER 2B/ LT, —BEOMEFRTFRH LD Z E03bh 5,

9.1.2 HrksMR O 5T, QTEREOLEMEFERHLONLZ b D, ZD X5 RLEXKE
fRIZIX, PUBARRIEO & OF = U U RRIEH . BB M O SE | OARRRHE~ D BB B
%< ORTPEHEICEHE LT\ 5D,

9.1.3 AANIHL RN AMEMAEZFLTEY | EBHEEEESEZ VST RSN D, 2,
BEIRAMEEREIR 2 & Lo U MR BB U S  (B5EL, Bk LV IR T, 38 & 0F 5 LA L E
BOREWR) BT D AREMEN D D,

9.1.4 OPREMIFE (T Fn 7=/ VR, 7= /) FTOVHR A VRV UNLHKR, RUXT R
RR%E) NMEEBEZ K TSI 2RO TR, AANZBWTH BB ZIC T &
LRENDD D,

9.1.5 HARIEIFZHZRDAEBRMENE VKB THL Z LT L<ALNTWNAD Z & [AZETORE
Wb ZE LEERE L LTS,

9.1.6 HEIRIFOEDHE, FERIFEOFHERE, &l H 2 O F R ZE O FERIE O GRIK 12 F 3 5 BH
T, MPEESEFT22E035%,

9.1.7 A G\ LD EMIEMRED Y A7 7 7 7 X — L LTHK « RBARIRESE 208 5 FIRIE
BENHIT HILTEY . AFIFRGICL 0 ENEERENEZ 28200155,

2) BHEEESE

9.2 BHREEERE
AFN ORI OIER K AUC BEERT 5 2 &b D, [16.6.1 B

< >
HEER

Q) FipEEEsE

9.3 FFREMEEEE
FhEE 2B S B2 0H 5, [11.1.5, 16.6.1 & ]

< fiRgn >
9.3 AANIFICHFIE CTRE S D70, IFHEEEZ B ST, IFEEDK T L TV AE T
AFNOVER DR 5 ATREMEN B 5,

(4) EREeZzHTHE
BRE I TVRWN

O3

9.5 1

P SOTHER L T2 FTREVED & 2 ZMEICIE, 1R EOA IR altt 2 L5 &l S
LG ENOHEET D T L, IRGEHICHURMFENRE STV L5, FrARIcmsliE
MR, FRRRETE, IRER, AERORIKT. SRENESE OB R LA BIER 2 D b
LEDHRENRD D,

<R >
HEHER
(6) 1=FLi%

0.6 1BILIR
W E ORISR ORI R O E Z R L. B oM TP L2 RS T &, b R
THIBATARD BTN S 1),

<S>
G Rap ol
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VI. &ttt (EALOIES) 1Y HEE

1.

(N MNRE

9.7 NRE
(¥t & KLFRAE)

9.7.1 13 R DO/NEEZ SR L U RRRBRIT I L TV 7Zeuy,
UNREIOBRARARY b5 LEEIZEE S SR

9.7.2 IKHAEMKER, BrAER, R, 5 MARMOSE 2 x5 & L lRRBIIIER L T
AN

< figgn >

LA EB D

8) minE

0.8 EE
BEOREZBE LN SPE (118 0.5mg (0.5mL)) MNH&EET 5L, [HEICEST
5L, EiRE IR BIEREORWERNS Sbhod <, £o, BHERELZHET 5
BE T EESMETREN LR L, BRI EET 208355, [16.6.1 2]

< fiRgn >
HEER

HEEHR

10. #BE{EMA
AFNLEL LT CYP2D6 CRE &N D, £7-. —#5 CYP3A4 D5 LRIZBEN D,

1) HREREZDEH

10.1 AR (BFRALEWLC L)

A S REARSEIR - $5E 715 FEFF -+ faliN 1

7 RLFY v TRLUVFVCOEREZNERS |7 LT 37 Rug U o AE o .
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KEGACE | 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. 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) | Attp//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 RISPERDALP®, 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/m2 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/m?2 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?2 and the only dose tested in the study.

KERA SCE
(Risperidone
Orally
Disintegrating
Tablets
Manufactured
by:

Dr. Reddy’s
Laboratories
Limited

2008464 )

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/m2 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.

JEEFESPC
(Risperidone

0.5. 1. 2, 3.

4, 6mg film-
coated tablets
Aurobindo
Pharma -

Milpharm Ltd.

(2021411418
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 wused during pregnancy unless clearly necessary.
discontinuation during pregnancy is necessary, it should not be done abruptly.

If

s

A=A NT VT
An Australian categorisation of risk of drug use in pregnancy

C (202443 ) *

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 (2024/8/1 7 7 & &)

<https!//www.tga.gov.au/products/medicines/find-information-about-medicine/prescribing-medicines-

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

(risperidone) tablets, for

oral use

RISPERDAL®
(risperidone) oral

solution

Schizophrenia

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

RISPERDAL® M-TAB®
(risperidone) orally
disintegrating tablets

20224-3H1)

efficacy information was also assessed in one long-term (6-month) open-label
extension study in 284 of these adolescent patients with schizophrenia.
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 RISPERDALR® 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.

KERAT S0
(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, 6 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.

HEESPC
(Risperidone 0.5, 1.
2, 3, 4. 6mg film-

coated tablets
Aurobindo Pharma -
Milpharm Ltd.
(20214F11A18H)

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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