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R EIR G OREARN 2 BHER E LT, EREAERLESASGE CUF, w0 865, [E
PRELLG CIERT « SEAIRNE O ERAEHEE DS B & B LR EE GO EE B RETEH T BRI
X, IR SCEICREHE SNV R A BT 2 BICREMAR BRI ERIGA N H 0, RIS EIKE
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iE AR E D~— (https!//www.pmda.go.jp/PmdaSearch/iyakuSearch/) (2 CAB =T
4. BIRIETIE, 2009 FF LD HFEILD 1 FOEREMGTTHMEE LT /X a—T4—
LfRFEER) ZE L, Hax O 1 F AR SCEEZMTT D@ EFEREHRE L THEUNER - e LT
W5,
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TEOMREADA U HE2—ICLVFIHEAOPARERESE, [ FORMAMEZ DD MER
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ABC-J Aberrant behavior checklist-Japanese version
HEATEN T = v 7 U A b B ARGERK

ALT Alanine aminotransferase
TI=T ) N T AT T8

AST Aspartate aminotransferase
TANGRUBT I ) N T AT 2 T7—8

AUC Area under the concentration-time curve
TR - IR B R T T R

AUCqss Area under the concentration-time curve during dosing interval (t) at steady
state EHFIRRBIZH T 254 0 K ) & & G-[IFR K] 5 C o 4 B 37 i B IRy [ dh
HR T iR

CK Creatin kinase
JLTFUxF—F

CL/F Apparent total body clearance
g oey s )77 A

Cmax Maximum blood concentration
T 1o I H R

Crmax,ss Steady-state maximum blood concentration
TEFIRABICH 1T 2 s L P SR

Cnin,ss Steady-state minimum blood concentration
EHARRBIZ R T 2 edfiin 3

CYP Cytochrome P450
F k7 v — A P-450

DSM Diagnostic and statistical manual of mental disorders
R DR - Hist~==T L

FAS Full analysis set
e K D FEAT R G AE ]

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

LOCF Last-observation-carried-forward
[ELATIZBLEE S AL TR IE 2 A 7

ocC Observed Case
Bl sl

RMP Risk management plan
FEHAL Y R 7 PR

SDA Serotonin dopamine antagonist
o b= NI T U HI=R |

SIADH Syndrome of inappropriate secretion of antidiuretic hormone
PURIPR A VE & ARG 5 WM RE

tie Elimination half-life
I

tmax Time to maximum concentration

g e I, R R e ]
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BRSO ®RE

T2 FTVURER TFuT e VRN, EE LTINS De EREHIEHICLY
PRMRIERZ 2T 5 B2 6T 5,

—J7, v h=r 5-HToa ZRMIEHERIC LV | HA KREORMEEROSES AL i, ¢
KDT 2 ) FTIOURER, TFu T x ) RIERNC SN WS S e,
ZOXHIT, R Dy ZEMIEEHER L v h =2 5-HTea ZRMIEGUER 2 F 3 2 Hikith
REOBF a7 "6 U ARY RUBRRH I,

U2 RIS Z2REMEba b=« RIS -7 a=2F (SDA) &MEEh,
MAKTHEDRFICHH STV D,

UARY RUONHKE Img/mL 132 F 3] 0%, FEERETHRSHEN B R IEIN & L TR
A L, EIRREE 481 5 (ERk 11 424 H 8 B) TS L ORER HiEZ2 e, Mk
B, AR Z I L, 2007 - 3 AICARB AT, [FF 7 Alc Bl

2020 £ 8 A, U ALY RUWHIKE 1mg/mL (33 k21 12 ThEE - 08 KOt THEE - &)
O—EEENAR S, VNEHOBBAANRY b7 AEICHE D BREYE ) (2xbd 285 2 B L
77

2024 F 9 A, VAU RUNHKE Img/mL T3> F 3] (&, HU =Z8EEASt0 6% 3 —
U U AT 4 FRREIAIREBE L-, ZHUTHE, BREBAZE F AL 5 B RUKERZ 2025
ETHICEREL, Boe4 % [V AU RUONHK Img/mL T3> R 0] 226 [V AU RUR
R Img/mL [#54K 1] (I2ZEF L, BEICED,

SR DAERFHIRE

(1) RN D ALt R b= 5-HToa XAKIEFUEN ZA L TB Y, MEKMIED
BBPEREIR K OEMETER ~ DR BIFF T E D,

(2) ERZBIEME U CTEMEGRE, EREDAFRTT | BEEA LY 2 HURRFBLVE S
R AT UMEGRE (STADH) . AFARRERSTE . SUIE., BGROT AIARIE, ARRAR, AN 78 e |
RILBE, BERPTE S BT B= o A BERIE R, (Kb, SERURIERAE, B BRI
HZEARAE, PREBFRARMARIE, FrshiEnS il ShTns,  (VILB.EWEM ) DEEM)

B8 DBFI LA
MR L

BIEFERAICE L TR X ERFE
i AR P B WEbt Bl et A K5 A %
RMP
EBMO Y 27 B IMEIEB) & LCTER STV 2 B
S FAHERE T A T A v
(B L0 R & F I E A

A N - B

v S b Y :mf
ia 2? ?ﬁ. 7$ g%
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B RSN

(2) & - EALOHREER
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I. &¥IZEY HIEE

I. AFICEY H1EE

1. R4

(1) #4
U ARY RUWHE 1mg/mL [754K]
2 *4
Risperidone ORAL SOLUTION 1mg/mL KYORIN|

Q) &FDHE%E
—MEAED LIS, ROt ERE LTS,
2. —ig&

(1) 4 (@4%)
J2~Y Ry (JAN)

(2) #4& (WmAE)
Risperidone (JAN, INN)
() RFL (stem)
-peridone : U AU R RHUIEHHEHE

3. EEAXILRER

4 HFXRUHFE
2312 0 CasHarFN4O2
oy fE :410.48

5. {t#4& (&giE) 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)

6. WAL, N4, KE,
AR L

&S



M. A5 IS H1ER

. ARSI Y SEE

1.
(1) 4488 - £

mEFHEE

A B~ A AORBEOM R TH 5,

(2) BfEE

AR )= RiT=H ) —/L (99.5) (2900 HIc <, 2-Fua X)) — izl Ttz <,
KIZIE E A ERT 720,

Q) WmiEfE

AR L

@) BR (SR, BR. REAR

ms 169~173°C

(5) ERIEEAEEETE

pAai=3.11 (') I VB, fiEik) v
pKas=8.24 (N AF XYV —)L {HEE) V

(6) DEHE

M

1427 % ) —)VipH2.2 7 = k- ) ERFEER ; 1.28%102

1-427 % ) —/VipH4.1 7 = -V BRFREMETHR ; 1.46X101

1-42 % ) —)VipH6.1 7 = - ) L BRFEETHR ; 9.58

1-427 % 7 —/VpH8.0 7 = L iE- V) L BRFEMETHE ; 5.55%102

1-4 2 % 7 —/VIpH9.9 7= U lg-/KEg(kF b U ¥ LFEEK ; 1.10x1038
(AR EIRMATE®R 201125 0)

Z DIOE RIS
AR L

2. AMHSDEREHTICETHREL

3.

K KEREIE (pH8.5). 100°C. 12 FRIT 1.1% 0+ 5 v,
#er: (pH) : 1mol/L ¥, 100°C., 5 HREIXZETH S V,

1mol/L /KE&(LF R U 7 A, 100°C, 24 FEC 0.4% 53 % V.,
I U ARY RUEKIE 17,0001k FC7 HRIZZETH SV,

BERE S DHEERBRE. BEE
feRE BRI
THR) U ANY R ofERalBRic X 5
(1) SRAh AT R E BE 7 1
(2) AR AR SVRETE (RAET U 7 LEEAITER)
EEX
TR U ANY B OERIEIC X HEAERTEE (0.1mol/L iR %)
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V. ®ANICEY 5B

1. #iRE

(1) #FEoRX5H|
ImL FHRY AR R 1mg 58T 5 BEAFEHOWKR, ([ZBWiZen

(2) HHNDHEREERUHEK

PR - FIE AT IEFEI T, IZRWIEAan
pH 2.0~3.0
AT E ki (TAIF7IF— 1) oS (BT AH)
. 0.5mL, 1mL. 2mL, 3mL 100mL

@) #A—F
R L7g

@) HHEOWE
WEE : 1.03~1.07

5) ot
B R L
2. HEIDOHERE
1) B, GEERS) OEESIUFHNA
I
ﬁfiﬁ) HIR U 2~2) Ky 1mg
R D-UAC . B R AR

(2) BREFORE
L7

Q) RE
L7

3. BTBMAOCHERRUETE
Y L

4. il
Y L7

5 EAT SWRENED HDHRMY

IRIEN TR S D ERIHENL 5 I TH D 9,
H R

N F <
O H Rlo

X F

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

m]RFCM,MZRFH,m:P
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6. HANDEBEHTICKEITIRENL

SEROFEE PRAFSRA: LRAFIEHE PRATII] fE R
R rEakE ¢ 25°C. 60%RH |[p@afH?  |7A3IFIx—h 34 b7 L
ALY Mg T AR 6 1A b7z L
IR 5 40°C. 75%RH -
AR 53l © TNITIx—h 6 %A 7L
WL TERER O [ W7 A, e 1B 9 4 A b7z L
2EME LY. Mk
SR, #GELYE W T A, Bt ESd 4 M (2 EEbhEEOEM
WD BT,
i) 2 SR 7 AEERATH 7 L
e wErT A M Ewo | amm [PERTEY. BECL
WD BT,

a)RBRIEE - Mk, pH. BEERABR, BUEIREE AR, ﬁ

b)FABRIAH Mk, fERSRER. pH. HLE, ﬁi%ﬁﬁf;uﬁﬁ 1A

FUBRIEH « PRIk, FERRRER, ffﬁf;uiﬁﬁﬁ B ) — VR pH MAYIRE TG, &R iE
DRBRIER MR, pH. MERER, E&EME

1. RBERUVBRBERORENE
RSN

8. hFlEDEEEL (MEILFEMNEIL)

(1) MTANAEDT N rovmy 7 OV FalEd U vn) ROHLT L X — Mk e
%@7&3/&zp>m/7w5%(tFn%vyy)t@ﬁémiw\ﬁﬁ\mﬁ%ﬁg
KTFEROT- NG, BEITRETDHZ &,

@)Kﬁ%ﬁ%ﬂ(ﬂm\BK%%)&Uﬁ%i\@éﬁék@%ﬁﬁ??é:kﬁ%é@T\
FRLUTHERALRNT &,

[XI. {5 2. TOMOBEEER © (1) VALY RONHIK Img/mL #5485 Ofd
A2k DESMR

9. BHif
Y L
10. &35 - A%

(1) FEASARELGES - 8%, SMENFRCES - AXICET H1FR
L7

2 a%x
Aaih 0.5mLx50 8, 1mLx50 8, 2mLx50 7., 3mLx50 4l
HmLES  100mLx1 R

Q) FREE
RN

(4) BHEOME

E B M
5370 i - TAIZTALTIR—RT LA

FIv [BES T A

¥y o7 RS =

11. BlERtThLEME
GRS
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V. aEICET 4EA

V. BRICEHY 5EE

1. PREXIETHE

4. BEEXIIHR

O & RFiE
O/MNEREIDBEAARNRY T MEITHE D BRI

2. PREXIFHRICEET HFEE

5. MEEXIIBRICEET STE
UNREIDBRARRY bS5 LEEICH S ZREE)
5.1 JFHIE LCHmLl b 18RO REIHEHT L2 &,

3. AERUAE

(1) AERUVAEOHER
6. RERUVRAE
6.1 & KFARE
W\, RAZIZY ARY Rt LT 1 Img (ImL) 1 H 2 BXVBABL, HhallES
%, MERFEIZIER 1 H 2~6mg (2~6mL) ZFHIE LT 1 H 2 BT TRAOKET S,
ek, AR, ERIC K 0 EEEEET S, (L. 1 BElT 12mg (12mL) 282 7R2\\W2 &,
6.2 NEHIDBEAARARY T LEIZH S BRI
6.2.1 {KZE 15kg LIk 20kg RFDEHE
MWE, UARY R LT1H1[E025mg (0.25mL) XYB#AL, 4 HE XY 1 H 0.5mg
(0.5mL) # 1 H 2 [ENZ/3 0 TRAOEEGT 2, ERICE D EEEKT 523, HET 55580
1 AL EOREZHIFT 1 H&E LT 0.25mg (0.25mL) FoE+T 5, HL, 1 H&EX
Img (ImL) Z#x 722
6.2.2 {KE 20kg L LD EE
@ﬁ\Ux&UPVkLT1E31E0m@(omm>£0%%b\4aaiw1H1mg
(ImL) # 1 H 2 BENZ3 TRAEST 5, fERICE D EEHET 228, HBET25254681%
BRI EOMEZHITCT 1 BELE LT 0.5mg (0.5mL) 3 oHE&T 5, @L\lﬁgi\%
H 20kg LA b 45kg R OHAIE 2.5mg (2.5mL). 45kg LA EDEAIE 3mg (3mL) ZHx
RN L,

@ RERUAROREEE - R
AR L

4 RERUVAERICEHEYTIIE

1. BERUVAEICEEYT IR
1.1 AHNOIEERENT ST Y FoTHY, NURY RO L0 ERNE®RT 55
ZNRD DT, AFNE AN RY Fragfad oA e offix, #ir52 &,

5. ERPRRLIE

(1) BRT—%/8y 7 —2
AR L

) EERFEERR
AR L

() RRRGERHBR
AR L



V. BRICEAY HEE

(4) 1REERIGAER

1) AR

(& RERIE)
[l PRER AR S BR
[EIPN TN S e EERILEGER 2 & 0Redt 726 B3 1T D BKEREBR ORI, AL

SHEUER] 722 BNCxET 5 P DL EOBERIT 51.5% (372/722 #i) Tho®, Fiz,
THEEREGERBRIC L > TREKTFIEICKHT 2 U AU RrogHEREO bR Tnd 8~
17

) AGRHENDY 2 RUBRKI ARG S BE ST,
(MREDOBEARRY k5 LEIZHES ZRIEM)

ENE MR ER

DSM "V -IV-TR (2 L 0 HEAMERESE L2 S, Sligit 2 a4 288 5kl b 18 ok
i) A XRICENTIHEME LR RBRO “HERICBW T, 78R ULY ALY Ry
(A5 15kg VL | 20kg A4 : 0.25~1.0mg/H ., &H 20kg LA | 45kg A : 0.5~2.5mg/ H |
(K 45kg DL E 1 0.5~3.0mg/H) 281 H 28] 8 R OB E STz,

FHEFAHIE B T 2 kil iy (LOCF *2) (28175 ABC-d 3 Bl 7 A r— L 2a7
DR—=AFTAVINLDOEERIZITEOEBY THY, T AREEE U ARY RO LRKIC
BWTHE MR AEENRO bz (p=0.0030, FH5H054T) 19,

THEEHEY (8HEME) BT D ABC-d BEMY T A — )L A aT OR—RA T A b DAL
# (FAS™4_ LOCF)

ABC-J RBIE) 7Ry~ AaT FlLR
. . . - 7T RRELE DL 2
N ] o
R e s O B I A E e 2T 7T
<R [oswiEEx ] P
7T R 18 27.5+5.26 24.7+£9.47 -2.846.62 -
UARY REE 21 28.2+6.36 18.5+10.57 -9.74+7.29 -7.1 [-11.6,-2.6] 0.0030
T+

a) WHEHER T, X—RAF7 A4 0 ABC-J BENEY T R r— N2 a7 2L U8 a
ZHEERMO%, U ANY Frg 48 BHEE LB S MICE I 5 ABC-J BIEWN) 7 Ay — L1227 d
R=2F A PLOELEIITEDOELY THhoTz,

&5 (48 #F) 128125 ABC-J BIEMY T A r— NV AaT7 OR—Z2F A ink DELL
£ (FAS., OC#*%)

7T R REED D OB THI U ZRY RS OBITH
ABC-J BIEM:Y 7 | RXR—=2F 4 onbD | ABC-J BEMYT | R—=2F 4 b
A —)L AT A& Afr—)L AT DOEALE
NR—RF A D 24.5+9.73 (17) 19.8+10.65 (18)
8 W 12.9+9.90 (16) -10.8+10.47 (16) 13.7+10.46 (16) -5.848.75 (16)
24 K 12.8+9.90 (16) -10.9+10.76 (16) 13.1+£9.67 (14) -6.8+9.65 (14)
48 A 11.6+8.18 (14) -12.5+10.32 (14) 12.6+9.84 (12) -7.949.18 (12)
A& ETEmAE (LOCF) 13.1+8.31 (17) -11.4+10.70 (17) 13.0+10.28 (18) -6.849.70 (18)

PR RS GHmEI%0)

a) KW G- ORI H B A6 R:

¥ 1) American Psychiatric Association CKER#[EF4:) @ Diagnostic and Statistical Manual of
Mental Disorders (KitFZEEOZWT - HFh~v =27 /1)

¥ 2) Last-observation-carried-forward ([ELRTIZELZE X 7= fiE C R IAME % i 52)

7£ 3) Aberrant behavior checklist-Japanese version (BH4TEIF =~ 7 U A B AGERR)

7 4) Full analysis set (fe KO I SEEM)

7 5) Observed Case (2SN 7o, KAEDHTELR L)

2) REMHB
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VI. EEEICEHT SEA

1.

REPHMICEES SELAMRILEDME

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

R B O S (LB OREUIHREFZ, BHOBFIRLESRS L2 L,

2. EEIB{ERR

(1) YEREBLL - EFRR
ATEFEHN AR PR FBROFE R KV . E& LTIV Dy B RFEHFUEM L O w |
=2 5 HTe XA MAEGUERICES <. PIRIHRSROREIC L 2 b D EF X b D 19,20,

(2) EMERMTZEBRAE

€))

1)

2)

3)

Tl A2 3=

RV Do ZBWFEHERZHE L, 7Y FTT Uy 724 I UITRENT 4 XV
&N D HESCH FITEEOITEI AL & HEEFICIE Lz, ZOREF e ~XY F—
IV E R L IToR09WN 2 E AR S LT 19,

hitno k=2 %H
to b=V 5HT ZBEEHERHZA L., 7y P TCRUTHI VKR RARAL Y ATK VG
BN DRSO E IRV EENE O TEN AL 2 4] L 7= 19,

R LTo—ERER

Ty hTOHF VT U—EEEMRIZ ~m XY F— L X0§n, £72, 7y FOFfiE—ia
fk (WEEHT) T R/XI 2 De SZEMRIZHT DG HAMEIT, SEARSRIEIR & o0 B 3 5
WESINTWVDEBEFERTOBFELY &, Ll ey R— L TITRERIZE T 55
BEMMEOHERNEW, ¥, o b= 5-HTe SREEFUEADBREEICBIT S RS v
153D W 25T LTV 5 ATREMED B 5 19 ~22),

fE ST - FERERRS
AR L

10



£

(1

o

[CBY9 SHIEE

VI. EMBREICET SER

1.

I REDHS

(1)
LR L

ARERHGmPRE

(2) BERFBRTHRREIN-OPRE

N MRRUBEORMEREE TOME

N OVEFEORARRBEE 1Y AR RU8EE 0.01~0.08mg/kg/ H OHET 1 H 2 [BIXIE
RO Li-s &, KEHZY OME 0.04mg/ke/ B THASL L7- MET RZEED Craxss &
N AUCrss IIFHEL L TONETETRETH - 7228, igEh EREW 9-t Frox ) %
ARY R D Cmaxss XN AUCqyss 1Z/NE E HFECRIRECTH 7229 GMEANT—F),

N OVFAEORHEEEBEIC) A R 2REROELS LG EOMPRE T A —X

(KEH7- v OHE 0.04mg/kg/ H THMAL) (CEHELS.D.)

Cmax,ss Cmin,ss AUC'L,SS CL/F
(ng/mL) (ng/mL) (ng * hr/mL) (mL/min.kg)
/IR REALIK 12.4+9.0 2.06+2.68 87.5+61.5% 6.11+4.152
(6~11 %%) L
(n=12) LA 16.7+6.8 8.98+3.58 152+58 2.52+1.00
HAE REAIR 99.5+23.9 8.61+13.1 190+235Y 6.51+6.72V
G%;;igf&) ERE 16.848.8 11.7+6.9 172494 2.3741.01

a) n=9. b) n=11
2) EYERFEHAER
U 22U RUWAK 1mg/mL [#54k) & U 2 — LN 1mg/mL %, 7 7 A4 —"—ik
kv EnZEn 1mL (U AU FoE LT 1mg) ZHEEHRAEF (n=27) ([ZHRHEER A
B L CERREZHE L, SO YEhE 7 A —% (AUC, Cmax) 22T 90%(F
FE X RIS CTHEGHIRIT 21T o T2 45 5. 80%~125% DHIPHIN TH v . A0 AW F i RIS PE)
R & iz 29,

I ENRE N T A — X
HENT A—H BFENTG A—H
AUC (0—-24) Cmax tmax tie
(ng * h/mL) (ng/mL) (h) (h)
YARY RN
Img/mL 754K 30.71+24.21 6.96+3.42 1.02+0.35 3.2+1.3
Y ZF— LN R
1mg/mlL 33.02+27.86 7.2243.19 1.00+0.24 3.9+1.9
(Mean+S.D., n=27)
(ng/mL)
1
10
9 L
3 8
5t
Z gh —e— X)) KB 1 mg/mL [25k]
T} sl —o— 1 AJSH — LR ERE 1 mgsmil
e Mean=+S.D., =27
4
-
2
1
0 . ' ‘ &
0 [ 12 18 24 (B5MA)

i e
YR IEENE AUC, Cuax 00737 A— 5 13, HIRH OB, FRORIEL - 50
KBRS L > TR D ATREMEN B 5,
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VI. EYEEICEY HIEE

)

(4)

s
AR L

BE - ftAEDOFE

1) BEOEE
MUERR L

2) BtREOFE
fEFER A R m i UL (A RIE., ARG E, PRI E, RHN)
Zxig e LT3R EAEH ORGHER Z U FIoRd GMEAT —4),

D AT EEY
CYP3A4 FEIEMAEFTHINAA~EBE Y (KEHKE) &£ U AXY R (6mg/ HKEH
5) % 21 HEFH L7z & 2 ofEMERSy (U ARY Ro+49-8 FeXx U 21U RY) ol
HEFR R EE 13K 50%IE LT 29,

@ KaxEFy
A AIESE 12 fllc CYP2D6 IREMFEH A AT 5/ m%t&F o (10, 20 KT 40mg/H X
) &V ARY Ry (4mg/ B KEEG) Z0FH Lz & &, BRSO EFIREIZEB T
L N7 7ENENEI 1.3, 1.6 XN 1.8 1% EH L7= 20,

® A r3aFI—
Wa ICHRAE BE 19 Bl CYP3A4 HEEH AT 54 7 a) > — (200mg/ H K18 #
H) L UARY Ry (2~8mg/HKiEH ) 0P Lz & 2 OISR OEFIREICK T 5
k7 7% 65% 5 Lz 27,

3) TOBtAEDR

DO ELLSYY
HA KIE ST A RTRE R EEE 11 #lic CYP2D6 PHEMEHEZ AT 8L T U &
(50mg/ H [ iE#E) &V A Ry (4~6mg/ HKEHRE) #0HH L= & &, IEMERS O
MARFREICOFRERITEEL RIS o T-, £, BT U % 100mg/HIZH & L7
BE T, IEMERS OEFIRIEIZI T D T 7E 156% EH- L, 150mg/ BT & L7z 2 4
Tl ZNEI 36% TN 52% EH- L7 29,

@ JLRFHzY
MO JHIERE 11 Il CYP3A4 }(OF CYP2D6 FREEHZ AT 2 7 /LR %% 3 (100mg/
AiEE) & U ARY R (3~6mg/HEHRYE) Z0FH L7z & & &R O iR
FECHERSRITEA RIS eiotz, 2, ZARFV I 0% 200mg/ HICHE L7-BET
X, UAXRY RUOEFKREBIZE TS M7 7D 86% LA L7zhy, 9-BE RrXx U A
Ry DM IREIC AL RIT I oo Tz 29,

B RF/,3Z )L
R BN 12 Bl P HEEAEERZ AT 567 /33 /0 (240mg KE#HE) LU A~
U RY (Img BHEES) Z0HH Lz & 2 OO Cnax XY AUCIZZNLZETL 1.3 5K
O 1.4 {588 L 7= 30),

VL7 AHAEAEH | OESHE

2. RYEER/SA—4

(M

()

3

R A&
EER R L

TR AR B T
LR L

SRR
LR L
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VI. EHEREIcBEd 51EE

@ HUTTIR
A VPR L

®) SHHEH
AR L

®) Zofh
AR L

3. BRHE (KEaL—2av) @

() A%
MR L

@ 185 A—SEHER
MR L

4. RN
AR L
<HE>
HILE T 9T%INEN D, BFERMOEEIDT N TH D 3,

5 o

(1) i — xRS P9 &l 1
ERERRAIZ Y AXY Ry 1mg $E&HRIEE L, IMANIZEBIT S KX D kO r b= 5-
HTe Z AR GHRIZOWTHRE LR, BEXHIERICHEEBMMEZ 6T 5 2 & 03 iR I 17z,
L7eo T, UARY RUALME-MHBART 2 @im 95 2 & 23R S 47z 82,

(2) mi&k—BaA2REPTEBE
MERR L

3) Rit~nBiTHE
V6. (6) #=F.lwml DA

4) BEBRA~DBITHE
BRI L

5) ZTothosHEE~DBITHE
1) i@~ 0OnMm (B3EF: Sy bTOT—43)
Z v MBI 14C-Y AU RO HEHRG%ZOMBNAETERE X, 13& A EDOMIRICE
WCHRE 2 BRI EEIZE L. OB OHRITMAEF 7 D Ok & RIEE A Elm 2 = L
7=,
HHTRETREE 23 i © 1 0o T2 Il ClrImAE P U BEIREE D 12~22 FREEH V. F. /MME. BIF
R B OV R SS C© b i WO I BRI EE A3 5R. D DTz 89),

(6) MFEETESE
UAARY R #90.0% (in vitro, “F#5%EHTIA, 10ng/mL)
9t RuXURRY R ) 77.4% (in vitro, “VH%ENTE, 50ng/mL) 39
6. HH
(1) KRB R UK SR
fEFERR NI Y AT 2R 0% 5 LGa, FICHBTRB SN D EHEE S, =G
9t FrF Y AXRY R Tholz 39,
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VI. ZEYE!

o

(1

[CBY9 SHIEE

(2) RHIEA5T S8R CPF) OoFHE. F5XE

CYP2D6, CYP3A4 26

Q) MEEBHROFEREVEZDEE

Ho EIEITREE)

4) KEYOFEXOFRERVFIEL. FHEEE

10.

11.

EREY 9-v Faxo ) AR RUOTEENT in vitro KON in vivo OFEFEERIZBWTY A
U RUREBAR EATIZRFRE DRG0 2 E DIR E TN 5 36,37,

Bttt

R AIZ Y AT Ry Img $EX N 2mg SE2 RO EE LA, 5% 72 R E Tlokt s
NI RPRERITR 2% THY . TREDO 9-t FaF U 2L R4l 20% Th - 7= 39,
SEANTOT —Z T, @R AIC 4C-Y A2 R 1mg Z#HERE OB LI-5A. &% 7
H [ E CITHEHE D 14% 033 P2, 69%23 R U HEE S 4172 35),

bS5 RR—5—IZET SR

U R L

<BE>

UZNRY R ROEEERH#D, 9t Frd U AT Ko (RUARY RY) 13y 7 X
=B —=PWES NI EDIEE L DBEND D 39,

BHHFICLEBEER

RME R L

<HE>
BHMEAENE WS CIIBRES RIS WE Bbiu s 39,

BENDERZAIHESE

SEERUVEREETREE CORE

EFER . Mg, SRR E RS L OB MR EREE 12U A R Img SEZHERR OGS
Lzt &, mMEsy (U ANRY RU49-B e U 22 Ry) oyEifei, /s A L
LT, HEEBHREEERE (VLT F= 27U T 5 A 30~60mL/min/1.73m2) T tie
12 35%DILE KN AUC 1T 2.7 50K, HEBKERERSE (VL7 F=2707T7 X
10~29mL/min/1.73m2) T tuezZ 55%DILRE K TN AUC (2 2.6 {FD¥E K, ®ilind T tizll 30%D
FER K OV AUC 1T 1.4 O RNRD Sz 40 GHEAT—4#),

Z Ot
MR L
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VI. Rt (FEALOEES) 1T 51EE

VI. Z2t (EFRLEDIEEF) CBHY HEE

1. BEERNBRLETNDEH
RE STV

2. ERABRELENEMA

2. B (ROBEICEBELAGWNI L)

2.1 FiEREOBE [FERELELSE2BENM0H 5, ]

2.2 /LB — VISR O PR IEI R OB\ I 5 BRE [ 1R 28
SN D Z L DH 5, ]

2.3 7 RLF Y v aEGHROBE (T RVFU v ET 57 4 7% —0OREER, XTHRHE
BB 1T 2 RERRES L < IMo@HELEH T 256 25k <) [10.1 28]

2.4 KHIORRSY R TORY YR A% WBBUE OBEEED & 5 B

< i >

2.1 AANTHRARHEER 246 LTy, BERELZELIEIBZNRH 5,

2.2 RANTFRARIMEWER 26 L THB 0 .~ Y — ERFHEERO NI I 0 AR EH
DR S D,

23 T RLUF UV AET FLvF U ot a . BZBERORHATHY | ARHFN Doz AW 1EHIZ
X0, BEZAEHIERNMEN & 720 MER FERANERSND,
R 294 FE S 12[01 38 F - RAWE AR RS E KL E L ARIRT S Z e RHES BT, 7
KLU b ol WHER 289 2 PUEMmE O HIC O W TR, EEZMIC IR FREZ 5
BENWRSHDLHOD, 757 47X —13BIEHRRBICE D ATREMER H 0 | Bl 2 R
ELTCT RLF U U EERRELINDLZ LD, TFH7 4 7F U —IEFICBEFEORALRAE
DEIZHRETEDERGI FIZBWCT LU v aEHTHZ 81T, VAZE2ZBELTHLH
KCxpflranzz, (FRLVFV 27T 74 7% —OKERRICHERT256%
<) &Bit L7z,
SFBEE10 A, EH N EREIRR S (PMDA) I2BW\WT, USRI E T FLF U U &F
WRLFERE » OBEHEEO T R LT U URERICHOW TR, FUEHIREEO T R v U a4 WE
B & OPFRICEET 2 EEZJFHEERTIER <, PPHERICKET 95 2 &2t & pl <z
72, (BERMERIC BT DRI D U < IBERFMIE AT 2858) 2684t E L,

2.4 —IZHANC K HIBUEZ R Z Lo BFICHER G35 L EERMBUEEZE Z T REERH .

3. MEXIFHRICEHET IIELETNEMR
(V.2 E ST RICPET H1ER ] 22352 L,

4. AZERUVHRAEICEET S IELTOER
(V.4 HIEROHEICEET2HE] 228752 &,

5. EELGEXRMIELENER

8. EELEAXRNIEE
(GheestiE)

8.1 BHMIM, &G, HERIC o AEMPERTEHICEES ENHERMERH Hbivd
TENHDHDT, VENSHRAIIEEL, RILEND SN BEITRES, @MU 0EEY
1oz &,

8.2 IR&. EHES - £ - KEHEBRE NEDIER TR D2 ERNHHD T, AR H R OB
FITIT A BV OB EGIRZ 1 O R OBEICHEFE ST RWE SO ERET S 2 &,

8.3 AFIOEHI\Z X v | BElHECHERIE OEALN S S bdv, BERFMES, b7V R—v & PR
JTESIEICED Z EXBH D DT, ARG FIX, DB, S8, ZIR, HIRSEOEROREIIZ
HEET D E L LT, FROPERF XEE OBEER D 5 W32 OfERIN T2 F 3 5 BFITHOWNT
X, MPEEORESE OB Z +5121T79 2 &, [8.5, 9.1.6, 11.1.9 B /]
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VI. Rt (FEALOEES) 1T 51EE

8.4 (RN HOLONDHZ ENHDHDOT, RAFKGHFIL, B, BERE., MmiF., Kk, 5
R, EfEESOMRMBEERICEET D & L bz, MEEORESEDBEE +0I217H =
&, [8.5, 11.1.10 BH&]

8.5 AFIDEEIZEEL, H 500 ERT 8.3 KT 8.4 ORWEHAMNERT 2LAENHDHZ L%,
BEROEOFBEA2ITHA L, miibEER (07, 28, 2R, HR%) ., KiFEELR
(e, MEau, Wi, IR, MR, EfEES) CEEL., 2o X5 RERNH b
AT, EbickEaRl L, EMoRREZ oL 2mET 2L, [83, 8.4,
9.1.6, 11.1.9, 11.1.10 /]

(FL & KERE)

8.6 Hllfe BN, MEZSOBBMIEIREZ B S5 /REMENH 5 O TEIE &2 iV, YL
DI SN A ITIIMMOIEEIEICOI 0 B2 5 72 Cdb) 2 @& #1795 2 &,
(UNREADBRARRY 5 LEEICH S ZREME)

8.7 EHIMIC MR G MEEFE L, BREEIICOZHEE Lins &,

<>

8.1 AHNT o ZZEARIEWAEA 2/ L TRV, MFEERTRH Sbd Z &350 THRIZIERYIM
WZIMEDOEICEETDHZ &,

8.2 ARHFIDHFARANHERIZ LV, IRR A EDIERRH LD Z ERHDHDT, AFHEGHO
BEIIT A B OEIRS | G2 O B OBIEICIERE S Rn 2 &,

8.3 [Al—fk /3 CIRIFBARNGE T E 2 WHERIEME S b7 o F— 3 ABFH O FIEH A ENIZIB VT
ERE SN2,

8.4 TEKZREIWEM OESHR

85 FEDOEREZATHERFICHTIER] . [ERREWEH 0EZR

8.6 [iKikER OBPRS (Brief Psychiatric Rating Scale) HHHBBIEFHT —X 2B\ T, THE] |

MRt o TEGE ) OEBAMOUOEE & TERRIE N> T-OTHEEZ M LT,

8.7 /NEHIOHBEFIZB WL, Bk OEIMEDRERNT  ARELND X o EMAIZEHEd

HLENSH DT, FEEME L TS,

6. BRENDERZATHBEICHT HIIRE
(1) &#HE - BEEFOHLIEE

9.1 AHHE - IEEFDHLHEE
9.1.1 b - MERKE., EIE. RZZTASDEVDHIEE

—BEDIEFETRL LD Z B H 5,
9.1.2 FEIRORTEDHLHBE. £XEQT ERERBHOESE

QT MIERT D aRetEn H %,
9.1.3 N—F VY IUBRBRIEILE—IMFEBIMEDHHEE

RGN Z 09 < b, £, #ERINBEROE/IZMZ T, 5L, BEi#L <10
KR, BB &L ML ARLEEDIERNEIRHT 2B8ZN N H 5, [11.1.1 B#]

9.1.4 TALAFOESEEEIICNASOBREREOHIEE
FREREA IR TSI E2BENLEH 5,

9.1.5 BERTROBMERVERTEZETIEE

JER A B ST BENLH D,

9.1.6 BRARRXIIZTDBREERDOHIBE. HAVWIHERFOREE., SmHE. BEEOHER
ROBERAFEZETHEE

MAFEEN LR T2 20385, [8.3, 85, 11.1.9 ]

9.1.7 BiK - REFBRBRBFZHS FARNEROHLHBSE
BEMEGEREE Z 03, [11.1.1 ]

9.1.8 FEKE. EHIEARR. IBE. BAKKREBZEOBRE

PO ST T, IZERIE, S RMARES O AR ZERENHRE SN TV D, [11.1.12 &
]
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VI. Rt (FEALOEES) 1T 51EE

<>

9.1.1 AANT o REMIRIEWER 2/ LTV, —\EOMERTRH b End b,

9.1.2 HrkimR O 5T, QTEREOLEXNBEFRHOONLZ b D, ZO X5 720 EME
BRI, PURBARRE O b X = DU RRER ., BAVE 0 Bw . DB~ O B R A
%2 < ORFPEHEICEE LT 5D,

9.1.3 AANIHL RN UMEAZAF L TR, BHEEFERENEZ VST RDAREERS D, 2,
SEARAMEEREIR 2 & e PURB MR MBS (B5EL, Bk LV OIK T, 58 & 0E 5 LA L E
LORER) EEAL ST D AEEMNEND D,

9.14 OB EHRE (FFnr7z /)R, 72 /) F TV F% A IO NLVFR, RNUAT I
RR%E) NMEERBEAZ K TS RO TED, AANCBWTH B EME A2 KT &
LBENDD D,

9.1.5 HAKIVEIZHZRDOEBENRBWEBRTHL Z LITL< Ao TS Z & FZETORHE
Wit BB UEERG & LTnD,

9.1.6 FEIRIFOAOHE., HEIRIF OZFHEIE, & M & 2 W IR O FE RIE O fERRIN 1% H 9 5 B
T, MPEES EFTZ2 08355,

9.1.7 ARG LD EMIERRED U A7 7 7 7 X — & LTHK « SREAREIRTESE % 8 5 B (K%
WENHIT LT, AFRGICL D EREERENEZ 2BENNH 5,

(2) BHEEEEEE

9.2 BHEEERE

AFNO A DIER K N AUC KT D Z E03b 5, [16.6.1 B/ ]
<>
LB
() FHeEfEERSE
9.3 FrtseEEEE
FEELELSE I BZNARH D, [11.1.5, 16.6.1 B]

< gt >

9.3 AFNTFICHIBECTRB SN D720, FFERELZELLIE, FEEOK T L TS BEE TIX
ARFNOVER DR T D AlREE N & 5,

(4) EHEReZzHTHE
BRE I LTV

O3

9.5 1%

BT8R SATAEYR U TN D TREME D & 2 I, TR LA RIEN G2 EA 2 &l &
HEECOREEET D L, REIICHURE RN RS SN T D 8E . Bk RICm L
EOEAR, PRIRREE . IR, AERIRICT . SRS O B RSOSSN SRR Y B & i
T DWENRH D,

< i >

FLE B

(6) R3liw

0.6 B3R

VIR L DA M R O ILE R O M BB L, AL ORGSR IE 2 AT B L, B b
TIIBAFRRD RTINS 10,

<fa>

Tk B Y
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VI. Rt (FEALOEES) 1T 51EE

1.

(M MNRE

9.7 IMNR%E
($t & KERE)

9.7.1 13 AR D/NRE A2 x5 & L= BRI I L TV 720,
UNBREIDBRAARY b5 LEEICH S ZREE)

9.7.2 {KHAMKEE, #rAlR, LR, 5 MR ONIE 255 L URBRRREBRITER L T\
AN

< figgn >

FLEERD

(8) mind

9.8 =&
BEOREBEZELE L2548 (1 [E 0.5mg (0.5mL)) No&KEGT 5L, HEICKEGT
52 L, milinE TIEERABERFEORIENNH SO < e, BRERELZATS
B Tl AP RS ER L. EEINER TS 2 L0 5, [16.6.1 B

<R >
EERY

HEEHR

10. #BHE{EH
AFENLEL LT CYP2D6 TR &N D, £72. —# CYP3A4 O E LRIZEIN S,

(1) tRESEZNEH

10.1 tRAEE (BFRALELEWVC &)
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Zh b KO CYP3A4 FHEEMICZ &
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%
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LA, EEPIT o LHEURE AT 2 b, ek, AFITEMWER (1 X) THil
HERHZAET 22 D, Bl - EEZ2 RABEHEET 2R ERS DO TERT DI L,
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5%LL 5% A5 SR
JRYYIE R VA R REK, WSWEEASE, WHEASK, Mgk, HE
JiE K. OREYL, BEBESR, BREGE AT
WO RBMEES, KOBRT. Bk, ElmE
K. BTG, JREGEGE, 7 A VAR
Yeo WEHLR D RHkZE. IREEYE, REL, N
HEE, ¥ =GR
iR Y AOWIVIAE S 2 1fn. M/ NHGRE A HR BRI i
s
S REE T T 4 TR — G, BEUE
N5 AR 55 w7 a7 I o MiE
R L OREREE | RACRR RATLHE m R MAE . ZE8E ., RARBER, &R R M
JiE, KR
FhE FRIE, RZE WB. 9O, L[5 DR, #ESAE, Rk, MERE
H.OBE, 28 R(E BEAR, . Ve Rk, ik
. SEELIRRE, U v |EEL. KRVK T, (EEMSR, AT X A
K —7Jritk SE, HEE . MEARERSE TAE
PR SRR EE D TAYT, R, (B, VA b=— | RN—F Y= XA MRS ERREE REE
REFIEE . IR, o |HEiF, EHK T, 37| B, EEAEE, HEEEE, L7 h.
F e SboX HHIH, VAFX IR, BFLSLVOMKT, SF6kEE (F0
U7, EF, LU bonE), WRERE, REEE. TAN
B, R, IEDREE | A, K= 2 —ua R — | WiFEDR
. BEEARRE, BB R, IR, Se v BIE, MR, PR
R ORI S, SEEIREE . BakIE
AR Fi RIS, GMRT | IREREHERIE, IR IRAR. R,
MBI IRPAZE . ZAE . IRF ., IR B
. IRECER, FIREEIN. EW. AR i
FRTE BR AR R
B ORK b iy, [Elisttd E0, Hig

21




VI. Rt (FEALOEES) 1T 51EE

Dol 2) SRR, B, GDODEME |TAESER, BEV ey s FHT R Y 7
WAMSHE, BRIk, 2T ey 7 IR
SMIAE
A RS WAL ESEVERE, RLE, EIE, RS
B KR RAS
N OE9 Q6 BB PR REE, nmk, SR, @ISE D oo, R
T b P AR PR O (S e, O WENR R, S,
fiti 5 oL, WERE ., HEFPERSS . R AEREE,
KB D oM, T, PEREEE. A
H B, HRL, B e N REEE . B 0Nk, B, iR RZ. B,
O M@ W.OE RRE. Nk, YR, EBRFE, (HRE niEk,. &
. B9 . AL R | BEIR
B, S
JFRRE SR R RE 5
R & R OV T #RA ZITIE, R ORI, B, WAk, ALBE, SUE. M
[ BAE, MAETEIE, GG, FRES .
REVRMER 2. RS, FTERA. SRk
%, K
TR R S ONE A | 5 R, PMENE. BIET | MR, MR, R, DURR. B
LR L . BB ERE. IR, e
FIagE ., AEEHE
B R VR S b PERIAEE, SR PREA. JRIEE
G K OFL R R | H RS LR HE . SHRERE | AR, RHAIA R, Meim. Hee
&= &= R, LEAPE, Pl Ra, HRELE,
FRAR, BowwmRs, LEEX, HLE
RA
EHEER RS | SR, Bark, |EORE, 5. HMT|KOoRE, M, BFmEE, KT,
JRATRRRE (P77} BcE, MO APRE. R, RIEFR. HE, KRE, 1o
R YRR, R IRAERUEGERE
BRI iR A ALT #80. CK #|AST #i1, bz L7 F =8, i~
Ny MERTF, fA | RS, LDH B, F e s s F
NUZ U Y R#E 8N, P YD AR R FE
. y-GTP #8800, & |, DEXET2 LEN QT IEET 2,
EHIIN, RER | FEREREUEIN, ZY 'S e e HE,
/N> . R A ER AR
Ao H MBS, R E AR, ALP #
e ~~ b7 Uy MEd, LER T R
D REEREIN, IR EGME . FRESE -
H O RFEGE
55, B RO HRfE - B9, Blon& B, LBIZ X KR
& & DHE

I ERDRH S ONTZGE IR EITS U TRE TP N —F Y VHOR 55,

S R

1 B 7 AL

H2) LDEBRICEEND LN EICITEEE2PIET 5 CEU R REEZITY 2 &,
HE3) WEIIMRAIITI R EEEICEET D &,

9.

10.

<R >
THEHERY

BRERRERRICRIETEE

Ean=—s

AxX &

BERS

TV

13. BERS
13.1 #ux, ER

—RICHE SN TV DB, ERT. AROERPBRICER LZbOTHY | IR, #H

o SR, (RiE, QT iER., SEMIMEIERETH D,

22




VI. Rt (FEALOEES) 1T 51EE

< i >
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SERETORE
SRR

WL EDER
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20.2 NRDOFOJENRVFTIEE T D2 L,
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UNEEIOBPAANZ T AEICHED BRIENE] 2kt LU AU Ry TSR Z2R—A S
L0 TFRBED T~
U AR ROWHATK Img/mL [3856) ZRA SN BES AL ZFEO H~
U 2~ RN 1mg/mL T84k fEHTE (O
U AU RN Img/mL (854 EH 51 (100mL)
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R—R 5 - RhEE

e EHE L U AN — LN A 1mg/mL
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WL EORREZ HF T 1 H&EE LT 0.25mg (0.25mL) " 2#&ET 5, (HL, 1 H&EIX Img
(ImL) Z#Bx7enWZ &,

K 20kg DL E o>

WE, VAXY R LT 1 H1[E 05mg (0.bmL) LVBHAL, 4 HEXLY 1 H 1mg
(ImL) # 1 B 2T TRAKET 5, ERICK VD EEHET 223, WMET 25513 1H
MU EoMEEHITC 1 HEE LT 0.5mg (0.5mL) o &ET S, AL, 1 HEX, KE
20kg UL | 45kg Kl DYA L 2.6mg (2.5mL), 45kg UL EORA1E 3mg (3mL) ##E 2720
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= JEAET B AL E | ERER G = — B N L& 7 R AL
Hr7E4 IRHREE S 5 o — (Y9 =— 1) HOT (9#7) %75 S AT A a— R
U ARY Ko
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[
REERTLOTE
AHANE, PRI L OBRIEEISITREYE T D,
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KEVSFTCE | 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 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/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

30




XO. &8

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/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/m2 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.

KERA CE
(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.

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
(20214511 H 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.

¥

A=A TV THHE .
An Australian categorisation of risk of drug use in pregnancy C (202548 7) *

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 (2025/12/1 7 7 & &)

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

pregnancy-database >
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KERASCE 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
202243 1) 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 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.

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

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
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 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.

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

coated tablets
Aurobindo Pharma -
Milpharm Ltd.
(20214F11718H)

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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