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ABC-J Aberrant behavior checklist-Japanese version
FEITE T = v 7 U A b HARGEIR
ALT Alanine aminotransferase
TI7=7I ) NIRRT 2T —F
AST Aspartate aminotransferase
TARTFXUBTI /) N7 A7 =27 —8
AUC Area under the concentration-time curve
e P - R R A
AUCrss Area under the concentration-time curve during dosing interval (t) at steady
state EHFIRRBICI T 2% 5% 0 Wef)> & B 5-RIBRRFRH 5 C o i S A S i B R i it
R R
CK Creatin kinase
JLTFrxF—F
CL/F Apparent total body clearance
Bndoeg s )77 A
Crmax Maximum blood concentration
S 1 HR R
Crax,ss Steady-state maximum blood concentration
TERIRRBIC I8 1T 2 e . P IR
Chmin,ss Steady-state minimum blood concentration
EFRBBIC 61T 2 S fiiin o 3
CYP Cytochrome P450
F k7 a—.A P-450
DSM Diagnostic and statistical manual of mental disorders
FEFE B OZMT - Higt~v==27 1
FAS Full analysis set
e K DT *E G
y-GTP y-Glutamyl transpeptidase
W~ ITNVEINT AT FH—E
LOCF Last-observation-carried-forward
BT 22 S A7 B C RAINE 4 A
0oC Observed Case
Bl S fE
RMP Risk management plan
RS ) R Y B BRE
SDA Serotonin dopamine antagonist
o b=y RXI T XI=A K
SIADH Syndrome of inappropriate secretion of antidiuretic hormone
PURI PR 7R )VE A5 57 WME B RE
tie Elimination half-life
AR
tmax Time to maximum concentration
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1. BR5%E4

(1) #4
YARY RUONHE Ilmg/mL T3 k3

2) #*4%
Risperidone ORAL SOLUTION 1mg/mL YOSHITOMI |

() &FDH%E
—rAE D LIS, BIEAERE LT,
2. —fgs&

(1) 14 (dadi%)
JA~Y R (JAN)

(2) *F4& (faE)
Risperidone (JAN, INN)

(3) RTL (stem)
-peridone : U AU R RHURGH K

3. WEXRILRERX

T “x(]\x, T
j\,f‘& g; -

4, HFRRUHLFE
55130 1 CasH27FN4O2
1 410.48

5. {24 (didk) XITFH
3-12-[4-(6-Fluoro-1,2-benzisoxazol-3-yl)piperidin-1-yl]lethyl}-2-methyl-6,7,8,9-
tetrahydro-4 H-pyrido[1,2-alpyrimidin-4-one (IUPAC)
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R L
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pKas=8.24 (R XA XH V' —)v WEE) D

(6) EFRM
1-427 % ) —)VipH2.2 7 = -V U ERAEENR ; 1.28%102
1-4 27 % ) —)VipH4.1 7 = -V ERREMETR ; 1.46X10°1
1-4 27 % 7 —)VlpH6.1 7 = fig- 1) L FefEmEiig ; 9.58
1-4 2 % ) —/)VlpH8.0 7 — L Fig- U L ERkEMEIK ; 5.55%102
1-4 27 % 7 —/VipH9.9 7R U lE-/KEE (LT b U 7 NEREHR ; 1.10x108
(AARIEF T EHMEHR 201121 0)

() ZOMOEHREE
LR L
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K KEREIE (pH8.5). 100°C. 12 T 1.1% 00+ 5 v,
et (pH) : 1mol/L #Ef&. 100°C, 5 HRENIXZETH DV,
1mol/L KfE&{tF R U 7 A, 100°C. 24 W C 0.4% 53 fE3 % vV,
S0 U 22 RUEKIT 17,0001k FC7 BRI RETHS V.,

3. EMENOHEBERRE, EEE
HEARRE
THR] U ARY R OmERRERIC X D
(1) ERA AT B ) E 1k
(2) RN AR Y R VRIERE (BAbh U o LEERIE)
EEE
TAR VAR RUOEREIEIC K 2 ENMAEREE (0.1mol/L i#iE Fik)
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V. ®HFI<ETHRE

1. #R

(1) FiRoXH

ImLHHRBY AXY K 1mg #5683 5 EAEHOWK, (ZBWiEan

() HFNDHBEUHER

PEIR - A AT EEEAFARHE T, (IZBWIERWn

pH 2.0~3.0

i ki (FAVIFZIR—F) R FBEH 7 AR

i‘i‘
G

0.5mL, ImL. 2mL. 3mL 30mL. 100mL

@) BAa—F
R L7

@) HFE| oW
LH 1 1.03~1.07

5) Zoft
TR L
2. HHIOMR
(1) EHRS GEERS) OSBELUHEMA
ﬁfgjﬁ:}) AR U A~Y K2 1mg
TNl D-Yi e b, AR, REBEN, ik

(2) BRAEFORE
A% L7

Q) BE
Y LW

3. BBEFRROERERUEER
A% L7

4. Hifi
R L7

5. BAT DWREMED & 5 RM Y
RIEN TAREND ERIHEMIL 6 EHTH D 9,

H R

N F .
0 H Rlo

X F
(1) X=N-OH(E) (3) Ri=R3=H, Re=0H, R4=F
(2] X=N-0H(Z) (4) Ri=R2=R4=H, R3=F
(5) Ri=CHs, Rz=Rs=H, R«=F
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AER O FEIE RIS PRIFTEHE PRATIAH] jL S
RT3 ¢ 25C. 60%RH |/afh® |73 F3I%—h 3 4F B L
LY (BEH T AR 6 % H 27 L
Nzt o 40°C. 75%RH S
AR S 9 TNAITIx—Fh 6 A bl L
WIEERAERER O | Wt T AH e IESL O 4 [ b7 L
2WEIE LY. X
R, BELE  |[BeEr S 2B Erd 4R |3 & EbhdE RO
WD BT,
$HE PR BR T FEEm AT 72 L
. o . . 2WMIE LY. X
/A s d) i ?
VTR w7 AR BtE IESE 4 AWM 7 L i 2 B B
NED BT,

BRI E - PR, pH. MUZRRER, MUEMIRERER, EEH

b)RBRIE R MR, MERBRBR. pH. HE. BUEMIIRESABR, R

ORBRIAHE « MR, MERSRABR, MULEABR, RS MERRER. pH. BUEMIIRERER, &R
ADFRRBRIEE PRIk, pH., MEEERRER, ERE

1. FARERUVERRORENE
RN

8. hFlIEDEEEIL (MEBILFEMEIL)

(1) FLCANAEDOT N Irovny 7 Oov7afgt FU os) KOPLT LV — M e
WOTHT v APy 7 05% (B RafxiPy) LoORAICEY., BB, TESEE
KTFEZROIZIEND, BAIETDZ &,

(2) ZREEMHECE LA, BARSE) KUOVIE, BRETHEEEMETTH2ZE0NHDHDT,
FRLUCHEHA LN &,

[XI. {F#% 2. ZOMOBREER) o (1) UVAXRY FRONAK Img/mL 33 k3
DOl EEAL] DHEBM

9. Bt
R L7
10. &3 - A

(1) FEFPREGER - AF. SHIESFRCESR - ARICET HFR
R L7

(2) @
Z3aldt 0.5mLx50 @, 1mLx50 @, 2mLx50 @, 3mLx50 7l
FEldE sy 30mLx1 ., 100mLx1 Jf
) PHEBE
RN
4) BEOHMEHE
ik e B
3 el - TII=ZT AT IF—RT LA

R v 18t 7 A
X v AN R = 3 il P

1. BRI EME
Y LR
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V. ARICET HIEE

V. ARIZEY SHE

1. BhREX(IHE

4. BEEXIIHR

Ot & KFRAE
O/NREDBAARNY kT MEITHE D F RIS

2. MREXIIHRICEET IR

5. ENXIIMRICEET HFE
(NREIDBEAARARY b3 LEICH S 2RI
5.1 JFHIE LT 5Ll E 18 AR OBFIHEMNT D2 &

3. RERURE

(1) BERUVBAEDHES

6. RERUVAE

6.1 & KRE
BE. RAZIZY ARY R L LT 1E Img (ImL) 1 H 2 BXVBAGEL, el ET
%o MEFFEITIEE 1 H 2~6mg (2~6mL) ZFHIE LT 1 H 2 BT TROES T 5,
B, FE, ERIC X VETET S, AL, 1 H&EIX12mg (12mL) @720\ 2 &,

6.2 NEEADBARRY b3 LEEIZH S ZRIEE

6.2.1 A= 15kg LLE 20kg KD EE
HWE, YAXRY R L LT1H1FO025mg (0.25mL) XVWBsHL, 4 HHLY 1 H 0.5mg
(0.5mL) # 1 H 2 ENZH T TRAKEGT 5, JERICE D EEHEET 225, #BET 554581%
1AM EOMEA2HIT T 1 HELE LT 0.26mg (0.25mL) T oW&ET S, HL, 1 HEIX
Img (ImL) #2722 &,

6.2.2 thE 20kg LLDEE
wBE, VAU R ELLT1H1[F 05mg (0.bmL) LVBHAL, 4 HEEXY 1 H 1mg
(ImL) % 1 H 2 [ENZo TROKEG T2, ERICE VD ETEET 523, HMETL2551F 1
BRI EORIMEZH T 1 HEE LT 0.5mg (0.5mL) 3 o#&Ed 5, HL. 1 HEIL, K
#H 20kg LI b 45kg RiioHA1E 2.6mg (2.5mL). 45kg UL EDEAIE 3mg (3mL) ##Ex
ALANP

@) FERUAROREEM - B
LR L

4. RERUVRAEICEETIEE

1. RZRUVAEBICEET IR
1.1 KHIOIEEREI AN R RoThY, NURY RIS K VIERPERT 55
ZENBRDHDTD, AFNLANYRY Fr2dhd o0 /AL OPFIE, BT 52 &,

5. BERPRAGHE

(1) BERT—5 /%y r—3
DR L

@) BREERBR
DR L

(3) AERGRREBR
DR L



V. ARICET HIEE

(4) HREERIEAER

1) BIMEREEHER

(A LITAGE

ENEE R ER

[E N CHENE S 7z —H B IEGABR 2 & TRRET 726 BilC R
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(1) BtRERLEDER
10.1 BERER (BFALEWNC &)

JEH 4 % BRPRAEIR - $EE TR BT - fERRIR T

7T RLFY v TRLF U CoERESES |7 FLF U 7 BT U cAEEME o
(TF747F—0KAE |, MEETEZREITIEND | BZRROHEATHY . AAID o« TR
. T HEAMERICR T 213 | 5, REEWTTER I X 0 B Z B RHTRKIER
BRI S U < 1B ERR I 9 A&7y MERE FERAIHERE NS,
LEEEERL)

RAI

[2.3 2]

< >

T RUFUATT R U AEEE o, BZEROFIHAITHY . KEID o ZHREERIER CR
MIMAEHEER) 2k 0, BZARMENRIER (MEIERIER) 2BEE L7200 LR TERAD
WED,

ER 29 123K - B AF RS ERLEZ RS L RFESITBNT, TR
LU b o HER 26 T 25U MR RO I OV TIE, SRS TR Z 2862
NRHLEOD, TF7 47 F L —3BIERBICE S RN H 0 | A7 RE g & LT
T RLFY EBEENPVELEINDZ LD, 77 4 7% 0 —IREICEE DR RIEDEIC
LRSS TELEREITICHBNTCT LT 2T Z LR, VA ZZELTCHLIHFATEDH L
HWrShiclzew, (TF7 4 7% 0 —ORARBRIHEHT 256 %2k<) 2Bt LT,
SFIHELI0H . FEIR G EREIFA AR (PMDA) ICBWT, JUMIEERLE 7 FLF- U v EahHH
BHRELEE & OPFRED T R LT U U KEEICOW TR, FURAREO T R LF U 58 R R
EDOPFHICEAT 2EEZ AR T < FHEEICUET T2 2 & 30 &l S iz /oo,
(HRHEIEC I 1T 2 2RI S L < IMEZMEMCER T 25 6) 2389k 8 Lz,
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Zett (FALOIES) Y HEEB

(2 StREELEDEH

10.2 BFAEE (BAICEET S

&)

KA %

B AAEAR - FIE T 5

B - faBRIA

AR EIR] (LY — VR
HIRE)

MHEICERZHEET 5 2 &
NHDHOT, WETHRL
MEIZEGTDHZ &,

AHFN L OV Z A & D FEHE oo AR AR I /E
Alzk 5,

Db,

RS2 ARBYEE FHEICAEH 2085855 5 2 & [ AANET PRI B ER 2 A L Tna =
W5, bR ARG (& e is I SIANE (2
DS D TR H 5,
LIRSS BEFEME S50 2 Z L 25 | R KON 2 & O FEH O BEEAE I X
5, %,
T a—L FAICERZHE®BT 528 [ 70 a— Ui h e s el 2 4+

A)

CYP2D6 Z[HET 5 3Al (NmFkt
F 26)’%%)
[16.7.1 2]

AH B ONEPERGE o 1
REBEFTLZE0H
%

2B OFEAFN O I IR FLE A IS
&2,

CYP3A4 #7588 T 5 3H (I~

PrLr® Jro=hrfr, V772
B T ) e H =)L)
[16.7.1 &[R]

ARF R OB A O 1f.
REBETTL2Z L0
%o

Zh oKD CYP3A4 FHE/EMIZ X
éo

CYP3A4 ZfHETHHHK (1 7=
T — )L 2D
[16.7.1 /]

ARF R OE P O 1f
REBPEFTDZ 0D
%

Zh oKD CYP3A4 FTHEEMIZ X
5,

QT LEZEZTZ ENMBENTVND
FEA

QT IERAH b DB %
nRH s,

QT ERAEMANERT 28NN H D,

T RLT Y o Em A R R
URAA L T RLF U

MERTZEZTZLRH
60

TRV VAT FuF U AREE o
B ZRERORPAITHY . FAHID o %
BREWERIC LY B A RITHIEM
PEALE 720 | MERE FER 2 R S h
LBENDBH D,

<S>

- PREARISR (LEY—ILBRBERSE)

AHN R OV B OFEANT AR HNER 2895720, GFIC Ko TRl (R 21

WMTDHZEND D,
« RS U EEE

AANIHL RS AN Z AT 5720, RN AR E OOFIC LY . AHEIERAEETT 5

TENDHD,
- RREE

AFNL o ZZIEARFDEBER 289 5720, OFRIC L D BREERNEM®RT L 2 L0135 5,

73—

AHN R QT v = — TR E R 29 S 720 PFRIC K0 St Sl R 2 4 9

L2ENDHD,

- CYP2D6EFEET HBH (0¥ £F %)
AF L OTEE B OB IE S0, IR 55 - F4 5 AT % 5.

- CYPSMZBFEE I 5 %A

(AUNTEEY, Zz=bA2, UI7PVESY, 722/ 8LER—)L)

b OHEFN DI REEERFEIZ LD | AR O MEtE S, AF K OTEMEAGEHY O i

REMETTL5ZL03H 5,

- CYPSMZBEEIT HEA (1 F5aFV—ILH)

S ORANORMNHBER LTI LY | AAROCEERED O M AIREDN L7552 L2036

%

CFRLFY SR EERERE (U RACY - P ELFUL)

T RLFU LT - U AEEE o, BZBEEORIEAITH Y . ARAEND o 52 FAHEWHE I

YO B RANE B L 720 | IER TR R S WD BTN S 5,
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VI 2t (FALDEES) Y HEE

8. ElMEA

1. A

ROBWER R HHDND Z ERDHHDT, BlEZ TH7IATV, RENFED bNIGEITITR
G tib4 572 EWEURE AT O T &,

(ERZEWER KO TZ2OMmoORIEM ] OEIZE T 2EITER OBEIZSW TR, Ha Kk
ERE AR L LIRRICE SR L,

Tl
ZH]

(1) EXLEIER & HER

11.1 EXIZEEAR
11.1.1 BEAESERE (GEEAH)

MEENHRER, JTREE ORI, e N IREE, AEUR, MEOEE), FBITENBI L, T &k
RENBLNDLHAE, BE5E2FIEL, KBH, AOMHREORFERE & HI@EY) L E
ZATH 2 &, AJERIERICIT, AMBEROEMNCIE CK O EFR"ALNDE Z 8%, F
7o, IAT UV REEIBBRIEDIKR TRALND ZENRH D, B, @AM L, Eik
P PR IR PEEREMNL, BIAEEIR, SMEEEA~LBITL, EETDHZENH D,

[9.1.3, 9.1.7 4]
11.1.2 B ECAXRIT (0.55%)

EWHREICky, OFMEOAREEEESNS b, BEPT LB LTI ENH D,
11.1.3 FREMEA LOR BEEARH)

PR R (BRAORIR, O - WErk, 25 LVMERL, IO & 2 Wi &k ORBNEY O 5
SWEDORIR) ZR L, FEMEA LY RIBITTHZERHLOT, IHBEMENRS &bl
LA, BEEPILT AR LB AT 2k, ek, AFITEMSER (1 X) THl
HERZET D220, B - EEE2 RABEHE (LT 20RO TEETHI L,

[15.2.1 &R]
11.1. 4 FIRFBILE OFEE 57 WAEZEEE (SIADH) (BHEEAH)

BKF v U o AfE, EREEIE, R MU o AR ORIN, @Rk, R, EikEE
A D BURIR AT ARG UWERERE (SIADH) 236 bbid Z &b b,
11.1.5 FFHREREE. #E (HE R

AST, ALT. v-GTP @ ERFZ% 5 IFERE, SERH LD Z ENRH 5, [9.3,
16.6.1 ]
11.1. 6 tBUHBARE (BERB)

e, B, CK b&F-. MR ORI 47 n vy R R & 3 2 B0 RUAEE 2 &
HbNDZENHD, £l BEBUHRARIEIC X 2 8EREEORIEICERT DI &,
11.1.7 FEAR BEEAH)

DB, DEMEHVMESE RS bbivds Z e nb b,
11.1.8 HMEREE (BEAH)
11.1.9 SmHE. BRHEES L7 F—P X, BREEEE (HERH)

i MREORE R OBEAL R & Sbdu, BERBMES b7 v R—v A BERFHESIECED Z &0
HHOT, RAEEFIL, OB, 28, 2R, HREOIEROBIUEE T H L L HIT, M
PHEOREZIT 5 70 E+m 7Bl 21TV, BENBO N GAIE, 52l L, (v
A SRIFN ORGSO 72 E AT O Z L, [8.3, 8.5, 9.1.6 /]
11.1.10 {EmBE (A

Wi, B, mit, IRER, IR, EERREE S O IEEIR 2580 b iGa i, &5
ok L) e @ 2175 Z &, [8.4, 8.5 &H]
11.1. 11 EEFRIBRAE. BIMBREAD ()
11.1.12 [hZEieAE. REIARMASE (SR

FZERRE, FPIRIMARAE S O AR BARIE N E SN TCWDHOT, Bk, Mm, PO OESE,
FIEZERFRO DN GAICIE, BEZTIET 57 @& %2175 2 &, [9.1.8 2]
11.1.13 HEesE (B ~9)

o RN E RIS S SRR ERN H LoD Z b 5,
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VI 2t (FALDEES) Y HEE

<fRan >

11.1.1 FIEREFFITIARIED . RN U FAER . GABARZGE., K NIv - J V7 Kb
TV ARG, RS2 sk m = U RSN E 2 DT 5,

11.1.2 BREEC AR UT I, JUEHREORME GRICHBE T 5FE L LTHJEM - Bl oL
REEEEB)CTH D, BIEMT X, FURBEMRIEIC LD R U ZRIKOESERIC LV AT
HZFIROBEZ LD bDEEZLNTWD,

11.1.3 fOFUREHIFE THEIEA L ARME SN TS, —fRICHENEA L 2ADFIR & LT,
HEIOFL =2 ) AR X DBEILE, MK TAZ 2 bbb,

11.1.4 HURIRANE L RESTWIEGRE (SIADH) &%, {EHEFII R TH 52, PSR
X RN U RRICRE U CHE PRI ER T 25 5, FRMED R AFBIMPERR IR &2 U T
ADHS W ZAET DO TIHRWNEHEZE L TV A HER D D,

11.1.6 PO G2 L 0 EMEGEEE, PURIRANVE > RSG5 MEFERE (STADH) 125 &
50 S RO AMARIE N R BL L T2 & OMEND 5,

11.1.9 U AU R BRICEMELSE 2 3831 L= ERI NS ST b, T OBFITENTIEZR W
D3, PUBMIREEN 7 v a— Rk X N7 BILETLHZ LI L o T, A A URPIER
FIEEZSNDAREMENRE Z BN TN D,

11.1.10 VU AU R 8ACRIMEE 2 5388 U 72 EF 23 S ST b,

11.1.12 e BB U 72 & LT, FEERBUB MRS M/ MEOEr b= 5-HTa% FIKIC
EH U I/ IMREREEREIC RS B 2 RIT T RIREME, F72. 7'u 7 7 F 3 MmikEEE fe 2 TUiE S
HHEINTEY, @m7a 77 F U MEDS MARERIZEE L TV D AREMENS/RIE S 1T
D

11.1.13 UV AXRY R a7 R+ U U/ RICx LRAMEEZ > T D, a7 R U U RIK
ITAFEN AR EME CREERZRE AR LTBY, BEBMTFLE L Ta T FLT U UHEHUE
HAnEzZ bnTnb,

(2) £DHDEHER
11.2 Dt DEIER

5%LL k 5% A BEEERE
JRYIE Je OV A R KBS, mWABRZE . WHBEZA, ik, B
i . YL, PR, BRYE. AT
BB, OB, Sk, Bl
K. BT HMRMRGE . REEEG, 7 A VA RK

Ge, MR, Rk, RS, R HZ N
HRIE, ¥ =BHR

Mg KON 3% 2 1. M/ RIRAME 4 ERIBE

S

g SRR TF T 4T —RIE, EEE

PN W i 2 ma T I ME

RBZOREREE | AR AT EARMLE . ZAE ., RARIBHR. & R E2 i
JiE, K

KR RIRE, RZ TRk, O D, LIS oREMR, HEE, REAEIR, AR R

B OME, EAL R|E. HRGR. MR, U E R, R
9. BEELIRIE. U U BE, ROET. WWEISIR, ML R L
i fE B WRIRREI T

WREREETD [T AL U7 Wl TR, VA R=—, | A% = AL BRI, R
HERBEcE . IR, o | SAR. EBVE T, 37 | BT, MR AREE . HEERE. LA,
F - SboX 5 bA, VREX IR, EMLLVOET, SEEE (F0
U7 mEH., LOW | bon) | R, EEE. TA
. FOE, RS | A RRME = 2 SF— | I EE) R
Bi. SHELRPE. 85| %L BIUE. S0 RE, kb, Ak

I ., ORBEROS, EEREE . EaIE
R e AERRRE . SR | IREREIESTEAE, ARBRRCRE, IRIE, AEg.

M E ARPAZE . FHAR. IRFS ., AR A i
Bo, IRWCAR. BRIREEAN, DI, wrPIRE, AT
I B AR T R

H R ORK R R R, B EV, HIG
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VI 2t (FALDEES) Y HEE

R 7 1 2) R, B, LBV | RMESR, BET ey 7 AT R Y 7
HAMHE, B ARAR, T e o JRPEERAR
MO
1 AR D) AL ESZVEARIIE . R, A R
ORISR~ 42
WO &, R e OF S WROR IR B, K, BRI, BISRIE D o, ME
HOERR P MRy S PR RE A AFE . 1 IR ISR S

D o, Wi, WERPEAIg, R REE
XAE D o, T, FPREEE, B

A I MUEi %, A, B e FREE, B 0AER, B mEXZ, B, K
Nl i, BRI, P&, e, #EBLRZE, HREE nER. F

AL MR, TEARAS | HERR
B, FMEEE

JFRHSE SRR E JFekRe B

B g M VB T #L% ZIE, RB TORE, 5. mAfk, B, ZE. M

e BAE, METFNE, REWE. TGS,
FEIRVER G 28, B2 th, ROFEIRA ., =Rk
%, K

B A R B ORE & | i A R, ARG, BIET | AR, AIRR. . DUAkWm. RIS

HEL R =N i, REBEE . WiERRE. B, HE A
S, AR

B R OV S b PEIRNEE, HUR JREA. JRREE

AR R S OFLEERE | A kR FLIHRHIAE ., FHRGRE | M A RR, RHBLARE, b ilE. M

& & R, ILEAPE, s R4a, BB,
R ARE, BawmRE, LEER, LE
ST

EHEEROES | SR, ek, |BAORE, B, ST | KRB, Wk, HmEE, R MHEwE,

JRFTRRRE (mP7=) RE . MR PR, [, NIEFR. R, KRR, Ao

FEEN URRIR R, IR AR
[ e ALT #/n, CK #4|AST #8n, i+ s v 7=, mH~

o, fEART, P | Koo, LDH 8, e s o5
NUZURY REE (B, R N Yo AR, IR R
. y-GTP #n, | o, LERET 2 LER QT EEX 2,
BN, RERED | FRREREEIN, 7V a~F 7o v,
MR B D . AR AR A i EREOR
A B MmERESEI, RPEEBE, ALP B
o, ~< b2 Uy M, DER T s
w2 R RERE AN, R, TS
. PRBERGE

B, FER UM HRfR] - 575, Blol&E S, MBI X 5K
& A OHE
E 1) ERN D S ONEAIIESEIDN U TRE XIS —% 0 V) VOB 5% @Y 7
1o L,

TE2) DEMICEE R DD DONIEAIC TR G2 IS 57 UL E TS 2 L,
FE8) WEIIRA T R EMEICRET S DL,

< i >

THERBY

9. BRERERRICREZTEE
BRE I N TR

10. BERE

13. BERE

13.1 &%, fER
—HRIZHE SN TV DI, SERIE, AFOERAPERICEA L0 THY , HIR, &
i AR, RILE, QT R, SERABIERETH D,
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VI 2t (FALDEES) Y HEE

< i >

RLE - BRI R R AN AV D T, JERICKR U C— R RHERE 1T ) 2 &, BEITS LT,
ROBZE MR L. BEEOMG LA E 01217 o 2 &, Bk, IEMER &K U%E Ao #
BB SN2 MRt L. AR H O 72 9 OfkRe a0 - & ROFT=H 1 v 7 % HO0
BT 5 2 &,

. BRAEDIE

14, HALDEE

14.1 EFRBESFOIE

NIRAIZOAER =E5 2 &,

14.2 EFXRFBHOTE

LITFIZOWTREIZREET L2 &,

14.2.1 BV Cid, g0 EMRA LN &,

14.2.2 AFZEEBRHAT 20, LT 1 FORHAEZK, Ya—RZRET, a2y 77—
(8 150mL) < HWICHIR L THEAT S Z &, 2B, ffREIER 5 XESCHERNT S
Z &,

14.2.3 ZS3ERHECE GREAS. BAZRY) ROMHWIE, BATHEEENMET T2 08365
DT, HMLTHEHALRN &,

14.2.4 el %5 (30mL., 100mL) 2R SN TWHEXXy FOBBEY IZZNLENH
0.5mL. 1mL. 1.5mL. 2mL. 2.5mL &' 3mL (ZfA¥4 3 5,

14.2.5 23alih (0.5mL. 1ImL, 2mL, 3mL) %, 1 FfEWEIY TH D, BHERZRITEEEZHES
MCIRAT 2 Z &,

14.3 EXHFRBFOITE

PICAMAEDT N ova sy (v 7 et b oL) KOBHLT LL X —PER 2 E 3
DT HZT v AP vy 05% (E RuXxiPr) LoRAICLy ., R, ESLEEK
TEROLEZ END, IRAITRET D Z & 49,

< iR >
14.3 [XII. {5 2. ZOMoOEEEE @ (1) VAU FRONHK 1mg/mL 92 k3
DAL DIESHK

12. Z0HDFE
(1) EREREEAICE D 1HH

15.1 BRERFEAICE D 18R

15. 1.1 RANZ X 1R . AR OZRENH®E STV D,

15. 1. 2 S\ E CHEN S 7z m R e BE &2 k5 & Lz 17 ORFIRRBRICE W T, AFIZ 5 TIE
TERIGURS MRS SR T 7 B R G R L i LTI RN 1.6~1.7 fEE o7z & O
Nbs, £, HETOEFEREICBO T, ERIPUEHRE G IEER BRI & [FERIZSE
RO EFICEGTE0OHRERDH 5,

16.1.3 AH %2 &Gt a1 7 FLF ) UEHEROH 2 KK 2B E Sh-BEIZBW T, ANET
g AT BRI TR STV 5, i - iigic. IR PHEA L U 5 vl hetk
N DD T, WANIIRBHEICARIFR SR OW B2 D X 9RET L2 &,

< i >
RHEERBY
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VI 2t (FALDEES) Y HEE

(2) JERREREARICE D HFH

15. 2 JEEGERABRICE D < 15k

15.2.1 ARANTEN)FER (4 X) THIEREZ AT 52 b, thoIERICES < HHE, B
&, MMIESEEEIC L DIEMER 2 RBRMEL T 2 ATREER H 5, [11.1.3 B ]

15.2.2 FothfEH (v A, 7 b) ICEKREHED 4.7~751% (0.63~10mg/kg/H) % 18~
25 # AR O &G L0 AVJJRIERBR IV T, 0.63mg/kg/ B UL ETHIRES (v A, F
> N, 2.5mg/kg/H L ETTEEKER (7 R) KOPEBNSWEIEE (7> ~) OI4EHE
EOEAPFEESN TS, ZNOLOFTRIZ, 7T 7 F U ACBE# L72bE LT, Foth
HTIZE<mbhTng, 9

< i >

Gl E B
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X. JEERAREAERICEET S1ER

X. JFEREREAERICBY9 S HE

1. FREHER

(1) B
VI BB B 5 HE | OESM

(2) REMREIHR
R L

(3) TOMOEEHER
MR L
2. BLHER

(1) HERSEEHER
MR L

(2) RERSEEHER
MR L

(3) REHEHRBR
R L

4) MARMEHER
MVIL12. FERGIRFRBRIZ HS < R DIED (2) S

5) ERREBERR
LR L

(6) BATHIAIEHE
LR L

() & DfORREN
LR L
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X. EEMEEICETSIER

X.

1.

2.

3.

4,

1.

8.

EENERIZEYT SHE

RHIX S
(DELH - B8

UG ZEEIRN (EE - EMEOLFEI L VERT L2 L)
@F DSy - FHE

BXHM
3

BERETORE
IR IRAF

IFEWEDEE

20. Bk EDEE

20.1 BREASZmES TIRE T2 2 L, 2, WEEFOIRIROGEHETICRE T2 Lk o arag
PERHLHOT, TOBRTIFERICTRET 228 LTS &,

20.2 /NEROFOEMNZRVATICIRE TS Z &y

BERITEM

BEMERGLTA R HY

<FTOoLBY : Y

Z DO BETNTEM - H Y
UNREIO B AT N T AEICEHED Bl 1okt L ) ARy Ro Tav s3] #RkA
ENDFHETFBEDFH A~V ALY RUONAK Img/mL T3> b3 FHAFE (ash
UAXRY RUOWHW Img/mL T3 ) #FHEE (30mL + 100mL)

(TXI. 2. ZDOOBEEEER] DEESR)

R—m 5 - RZhEE

SeFREIEMA 0V ANF — LN 1mg/mL

FIEE . 707 — ), TP, JoF 77 ERE, o Aa UEERE K
L7/

ERFEEFAR
199346 H 1 H

RERFTRBFEAARUVREES. EMELNESZFEARD. REHKEAR
RLERGEKRAERA H - 2007 43 H 15 H

HKFRE S 1 21900AMX00505

SEAMEEENEAEH H - 200747 A 6 H

W FEBAARAEA B : 2007 47 A 10 H
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X. EEMEEICETSIER

9. HEEXIIHREN. AERVAEEEENEOFEABRVZORE

2020 4= 8 H 26 Af

[Zhae 3z 3]

INEIOBAANT N T DIEIEE D SRt

[HEROH ]

{KE 15kg Ll I 20kg A0 B3

WH, YUARY R L LT 1H1[E 0.2mg (0.26mL) XYBHisL, 4 HEXEY 1 H 0.5mg
(0.6mL) % 1 H 2 [ENZ/0 T TRAKEGT 5, ERICK D EEHEET 225, MET 25258131
WL EORREZ H1FT1 HE&E LT 0.25mg (0.25mL) 2 &7 5, (HL, 1 H&IX Img
(ImL) Z@#x W2 &,

R 20kg LA E DR

WE, UAXY R LT 1 H 1[E 05mg (0.5mL) LVWBAAL, 4 HHELDY 1 H 1lmg
(ImL) Z# 1 H 2ENZHT TRAKET 5, ERICE Y EEHERT 228, HET 5501318
MU EOMREEH 7T 1 HEE LT 0.5mg (0.5mL) JoE&ETH, HL, 1 HEX, KE
20kg LA | 45kg KimDO%ATE 2.5mg (2.5mL), 45kg UL EDYA1L 3mg (83mL) Z# Z 72w
Tl KRS,

10. BEEHE. BFIMERAREABRUVUZTORSE
BARSAA

1. BEEHM
A% L7

12. #3EAARIHIRR CBE T S 153K
AANL, B (BHDHVITEE) $IMICRET 2HIRITED 5TV,
13. &Ea—F
. JEAESEAEMAYE | EAERNa— R . o Lt 7 MERALE
5E44 I S o — o (YJ =— 1) HOT (9#f1) &= N S
U 2AAY R
MK 1mg/mL 117903851056 117903851056 118080003 620005635
ERARY
14. REHALDEE

BIERML L LR SNEERLTH > TH, FeRER M & 32 FEETm VS Do

T, 2IERNCB T A INELEDOBESR & 72 O 7R WB I EIK N,
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KEWATCE | 8.1 Pregnancy
(RISPERDAL® | Pregnancy Exposure Registry
(risperidone) There is a pregnancy exposure registry that monitors pregnancy outcomes in women
tablets, for oral exposed to atypical antipsychotics, including RISPERDAL®, during pregnancy. 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
20224E3H) 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

30




XI. &2&H

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/m2 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/m2
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/m2 and the only dose tested in the study.

KEA S
(Risperidone
Orally
Disintegrating
Tablets
Manufactured
by:

Dr. Reddy’s
Laboratories
Limited

200846 H)

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? 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.

H[ESPC 4.6 Fertility, pregnancy and lactation
(Risperidone |Pregnancy
0.5. 1. 2. 3. |There are no adequate data from the use of risperidone in pregnant women. Risperidone
4, 6mg film- |Was not teratogenic in animal studies but other types of reproductive toxicity were seen
coated tablets (see section 5.3). The potential risk for humans is unknown.
Aurobindo Neonates exposed to antipsychotics (including risperidone) during the third trimester of
Pharma - pregnancy are at risk of adverse reactions including extrapyramidal and/or withdrawal
Milpharm Ltd. symptoms that may vary in severity and duration following delivery. There have been
(20214E11 4 18 reports of agitat
) 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.

i

5:}

A=A T U T8
An Australian categorisation of risk of drug use in pregnancy

C (2025412 ) *

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 (2026/3/31 7 7 & X)

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

pregnancy-database >
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KEA S 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
(visperidone) 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
20224E3H) with schizophrenia have not been established.
Bipolar I Disorder
The efficacy and safety of RISPERDAL® in the short-term treatment of acute
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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 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.

KIERAS S
(Risperidone Orally
Disintegrating Tablets
Manufactured by:
Dr. Reddy’s
Laboratories Limited
200846 H)

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
majority of that increase was observed within the first 6 months. The average
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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 8 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.

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

coated tablets
Aurobindo Pharma -
Milpharm Ltd.
(20214117 18H)

4.4 Special warnings and precautions for use

Paediatric population

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

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

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

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