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ALT Alanine aminotransferase
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CK Creatin kinase
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CL/F Apparent total body clearance
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Chax Maximum blood concentration
T e I F iR B

Chax, ss Steady—-state maximum blood concentration
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Chin, ss Steady—-state minimum blood concentration
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CYP Cytochrome P450
> 7 a A P-450

DSM Diagnostic and statistical manual of mental disorders
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FAS Full analysis set
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v —GTP v —Glutamyl transpeptidase
o< TNVEIN T AT FH—F

LOCF Last—observation—carried—forward
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0C Observed Case
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PTP Press through package

RMP Risk management plan
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SDA Serotonin dopamine antagonist
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STADH Syndrome of inappropriate secretion of antidiuretic hormone
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I

tmax Time to maximum concentration
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V. RFICEY HIEE

(1) AAR1) K U§E 2mg)y 1012

KR O fESE RIS RIFFERE PRAFHAR il
- PTP 3%& + #K48 3 4R ikl L
EMRfFERBR Y |25°C. 60%RH
R F Lo Ban+ 88 34 el L
. E%ZME 6 » H 2z L
s ER » 40°C. T5%RH |XEA AR
PTP A1 65 H 2re L
40°C, WSt RY TF VRSB 3% H 2z L
25°C. 75%RH
\V & vy —L Bk 3#» A bl L
) e
4 E A B ©)
SR AT SRR i AN Ry 2O
(S&fi sv— LBk 60 75 1x « hr [T\ =23, ZFASHLEE N .
* oo A T b7 L,
a) ARBRTEHE MR, MUERBR, EEME. A
b) FRBRIEA : Mk, WERRRBR. RIEERER. WA M, EEM. A
c)ﬁﬁﬁazﬁ%\ﬂgﬁﬁ\*iﬁ TRHPE, B
(YRR K2gE 3mg) 2710
B O FEEE PRI RAFIRE PRAF T i R
PTP .55 + H 4 34 2z L
EWRERER 2  [25°C. 60%RH o =
KU ZF Lo B+ HE 34 XA
» RY =F L RER 67 1 A7 L
s ER » 40°C. 75%RH
PTP 402k 65 H XA
i o F 5 (657N —
85.4N) MWD HALIZDY, FF
40°C., N A1 L g 3
C.|H R =T Lmmt P s mEn e, oW E <
E7r L,
. i E oK T (657N —
R
IR %%x7me4y R, . 36.3N) AT SN, F
ek ¥ i ? FEFNT. WoEE T
k72 L,
R, HOEAT
N — . a5V 7
(100015) >y —1 Bk 60 & 1x * hr 27 L
a) ABRTEHE : MR, MERER, EEME.
b) RERIER : MR, R, MERER, ®AY—, EEE. BEHE
c) AEBRIAE : MR, MIEERER. TEE. B, EE




V. RFICEY HIEE

(YRR ROy 917

ABROFEIE PRAFSAE AT RE PRAFHIM AR
EW{RfERBR e [25°C. 60%RH  |RYU =F L o A+ W58 34 b7z L
e B ARG
PR 40°C, 75%RH E$%ﬁﬂ 6 4 Birie L
X B A
40°C, RY TF LRy Ek 34 A Sk L
25°C. 75%RH.
N - I 7
SR, BT
vy —b 60 5 1x + h PEAV 7
(10001x) v — VB 73 1x + hr Ik L

2) FBURH : MR, MUEABR. ERIE. TAHTE
b) BRBIEH : MEb. WERRAB. SUERBR. ERAE, VI
o) BB : Mk, MUEAER ERIE, WM

1. RARERVBEBEROREN
RN

8. & L DEELIL WEILENEL)
UANRY RUEE 4Lz
UZARY Rk : XTI % 2. ZOMoOBEEE) o [(1) VAXRY RUHKL 1% =71
LA & OEA 2] DIEZM

9. BEHM

(1) BRERAEERBZFOREIHT HEEH
(YRR RUgE)
WHEBRE (AR FEIRLAETY AY RUBEIC L D)
A AR 7 — Bk - W X Rk
RERZEME I8l #i5 %K% : 50rpm
OB R oK
FRERZ & 900mL
W oE kK~ T 70— (AIERE : 2370m)
FEE  AFNILL T OBMKICE S Lz 9,

k54 FLE IRF ] P H =
UARY RUBE Imgl =713 )
Y A~Y RUgE 2mgl =71 30 43 5% Lk
U AARY RUFE 3mgl =71 |

(YRR R %)
TEHEERE (AARER/ HFERMLGSRID AT RUMRLIZ XK 5)
AARSE R 7 — i alliRis - w2~ Ruis
PRERZEME I8l #5 %K% : 50rpm
OB K
PBRIE & © 900mL
W EE - wEkr7a~ 777 0— (JERKE : 237nm)
R AANILL T OMMEICHEA L2,

HLE ] e
30 4y 75%LL I




V. RFICEY HIEE

(2) BHEBICHSITIR%EMHE

YRR FUgE3mg =70

JARY RUgE 3mgl=7" 1

IBEARGERAICTH D U ARY RUEE 2mgl =7 1 | OE®EBENMHTH D,

PRk 12 4F 2 A 14 BATEIRES 64 5 TE RN R 58 0 BEIRRAI O Y 2R R SRR T A R T A

v CERE 1345 A 31 AfTESKES 7187 &

— YR IZ0EV, ARSI A RERE LT 7,

BRI U A~Y RUBE 3mgl =71 )
FE HE R UZRY RUBE2mgl =7 1 |
AL 25 TR K Ve C Kk #E
HEE HASER G — R BRE - IR YRk
BRI 900mL
) R 37°C=+0.5C
%? EILT 50rpm (pH1.2. pH5.0, pH6.8. 7K) . 100rpm (pHL.2)
15 HREATR pH1. 2. pH5.0. pH6.8. 7k
USRI L
FE AR D SR RN 85% 2 T2 TR T L1 5,
PR R >
O : BEAERIFIS 15 LAY 85% L IR T 2864 sRERELHIH
15 Sy LAPNIZ Y 85% LA BIEH T 27y, XUk 156 2B 1) 2 el
FN D SV H R DR ERLA O AR £ 10% O#EFHIZH 5,
@ : EAERIFIR 15~30 DICFEYL 85%LL FIRHT A8:4 I UERIA| oD
o S SEEJER R 60% TN 85% & 72 A3 4 78 2 BRESlo W, R
= U 0 T K ¥ SR A0 HE B D S B HH 2R+ 10 % D RS IC B %
H, XU f 2 B OfEN 50 LLETH B,
<fH & DIEHZE  (Ff& LB EE SR T 2 R BRI O fE ~ OFEHER) >
c : BEHERIFIO IR HZRN 85% LA EIZET S & &, sBREA| 0y
AR 15%OHFEALZEZ 500 12 8 1 HULT T, £25%D
FHEZBEZDHORR,
110 110
100 ;/ 100 //
90
80 r _
g 3 70 g
H 3 50
i —e— SLERBIHI @ 40 | —e— HERNFH
1ZHERH 30 / 1ZHERH
20
10 +
0r : : : :
15 20 25 30 0 5 10 15 20 25 30
B RS (min.) B RS (min.)
110 110
100 100
90 90
80 | /// 80 | ///_J
fal tn
K40 —e— StEREIFE 103 —o— FHERBFI
30////b EELT GRS
20
10
0 14 1 L f
0 5 10 15 20 25 30 0 5 10 15 20 25 30 35 40 45
B RS (min.) B R (min.)



V. RFICEY HIEE

110
100 /\—"" 4&
5 | pH1.2 100rpn |
S —e— SERMA
e R
15 20 25 30
BB (min.)
#F* AR DRI GRER TR K OMEHERIA O SR R O Heik)
e e U ARY g
2B
HERRME (BEHI, 2mg) 3mgl=7"m1 | HE
BRI | R | ARBRIE | HIESLYE | ISHERRT | PR (%) | FHEHER (%)
pH1. 2 ) 93.7 94. 6
pH5. 0 ) 15 4y 90. 7 93.8
50 116. 8 89. 7 92.5
AR B v ke
10 4y 68. 8 66. 5
VIS @)
15 4y 80. 6 84. 6
100rpm | pHI. 2 D 15 4y 99. 5 101. 0
#* FHZEHORSEEOHTRER (lEx OBHE)
BRI B #& LR IR A FEAERIE D FRERBUEI DAE 2 DY H R HIE .
st | ARABRI% (min) SRR (%) | B/AME (%) | BeRME (%) | HEE
pHI. 2 93. 7 84. 2 99. 2
50 pH5. 0 90. 7 89. 4 97.7
P He. 8 15 89.7 85. 1 99. 2 c bERay
K 80. 6 74.7 89. 6
100rpm | pHI. 2 99.5 99. 6 101.7
<HEE>

BRI LARERF O BB 2 LI LT & 240 TN TORMFITI W THR 28 0] & I
WE L7, kXY, sBRRA L ARERANIEMFIICFE L S S,

10. &% - 2%

() EENRELGRS - GK. NENRREES - BRCHT HFR
AL LR

11




V. RFICEY HIEE

(2) %
(YRR Ko ing T=700)
100 &£ [10 & (PTP) X 10]
1,000 §E [#gw, /N7 ]

(YRR Ryggomg T=701)
100 &£ [10 & (PTP) X10]

1,000 & [##s. /N7 ]
(WAR) K tgdmg T=7@))
100 £ [10 & (PTP) X10]

1,000 & [F#s. /7]
(YRR R 1% =70
100g [##%]

Q) FREE
Y LR

4) RBEOME
(AR KU

RS waR M
PTP G4t PTP RUVEE =L T gV, TII =T LE
3 <1 :
S e AN % AN xzF L

*yv7 |KUFoEL

(1) AR K R

R 5 WE

A kv AT L

VAL

Xy v/ |wUFOEL

1. AR RE SN LEME
YL

12. Z0fth
Y LR

12



V. ARICET HIEE

V. ABEICEY 5I1E8H

1. ZHhEEXIIZHE
(WARY Ryufgimg T=7a), YARY Fougg2mg T=70O), YRR FUKi 1% T=70))
OFA K FIE
O/NRHIOBAARY N T DEIZLE D F g
(AR KofE3mg T=70O)
o I FRIE

2. MREXIIHRICEET HERE

5 MREXFMRICEET HEF
CUNREIDBRARARY b5 LEIZHF S ZREME)
5.1 JFAIE LTH Ll L I8 RO BEITHEMNT 52 &,

3. FRERUVHE

(1) AZERUVHEEDMER

1) #EXFE
WE. RAZIZYARY R LT 1 E Img 1 H 2 BEIEVBABL, holZET 5, HFFRITE
W1 H 2~6mg ZJFHIE LT H 2 BN CTROKET 2D, 23, Ffn, ERICK Y @ EEkE
5o IBL., 1 HEIT 12mg 2B 27202 &

2) INREADBEAARARY b3 LEIZHES SR
{KE 15kg LLE 20kg RiBDEH
MWE, UARY R L L T1H1EO0.25mg KVBHAAL, 4 HEXY 1 H0.5mg 2 1 H 2 BENZ/HT
TROEGT 5, ERICEVEEHEKT 228, WMETH2551E 1 BRI EOREZHITT 1 HE
ELTO0.26mg T OETH, (HL., 1 BEIX Img 2272 &,
AE 20kg LLEDEE
WwE, VAU R ELT1H1EO0.5mg XVBIAL, 4 HBEY 1 H Img 2 1 B 2 [N/ TR
AOReG3 %, JERICEVEEEET 228, HET25450F 1 @MU ELOMREEZH T T 1 AEE L
TO.5mg ToMET 5, (HL., 1 A&EiX. K 20kg UL | 45kg A O34 13 2. bmg, 45kg LA D3
Al dmg BB 2N &,

@ RERUAEORERM - R4
KRR L

4 RZERUVHAEICHEYSIE

1 RERVHAEICEEYT 5IE

1.1 AFRNOIEEREIEANY XY FoTHY | NIRRT RO I L WIERA#EET 2 B8Th
WD, KANE NNV Ror2E@h 4 o0 RAE OFFHIE, #T5Z &
CEERD

7.2 0. 25mg AL TOFMENLERGE T, WU 2R 25 2 &,

5. BRIRAUR

(1) BBERT—4N\vsr—o
MMER e L

(2) BRPERFIEFER
HEE R L

13



V. ARICET HIEE

(3) MERGERHR
LR L

(4) HREEAIEAER

1) BXMHERELRER

(& KFAE

ENER R ER

EN CEM S - " H SRR 4 2ok EF 727 Fll2 BT 2 ERRBRORE 8, A 2T 5 S
1 722 BN S i EEYEL O ERIT 51.5% (372/722 ) Th o7, £7-. “EHEMEEK
BRI L o THARIEIC KT 2 ARFOF AMERGRD b Tin 5,

LM SER] 723 ™ Bl 431 1] (59.6%) ICEWERARSRS bz, ERboix, 7Y
7124 B (17.2%) ., H=Hk 92 B (12. 7%) . Sy 34% 61 (4. 7%) . RIRAE 92 61 (12.7%). )
4G 84 B (11.6%) . WR¥EIEZ 82 B (11.3%) Th o7z 72,

) KB BEINOARAE B S B 20 Bl A ST,
NREOBRARRY bS5 LEIZHES BRIEME)

E N E MR ER

DSM Y ~TV-TR (Z & 0 HPAPEREE & W &, B2 A4 5838 (5Ll 18 ki) %44
WZENCHENE L 72 BRRERO “HEMRWICI W T, 77 v A UIAHK (KE 15kg L | 20kg A
0.25~1. 0mg/ H . AT 20kg LA I+ 45kg A : 0. 5~2. bmg/ A . A 45kg LA I : 0.5~3. 0mg/H) 7
1 A 2[F 8 AN G S 7z,

FERGE B T & 5 I KEFME (LOCF 2) 1231F 5 ABC-J #9 BLEBMEY 7 A — LA a7 D~_—
ATGA LRI TROLEBY THY ., 77 BREEL AAREO BRI CRFFEN2AE
ENRED LN (p=0.0030. LS5ESHT) *,

THEHSEHRE (M) 2B D ABC-] BB T R — L2 a T DR—RA T A b DB
(FAS % LOCF)

-] B PR — )b o
ABC—]J Hil ;Ej‘; r—) I (b E
et | . TS RBEL DRl
Bl | . AN R R=ATA UMD 5 3
ReATA | R | 2T R RS ORE "
= [95% 15 X ] P
7/%7#12 18 27.5+15.26 | 24. 7%9. 47 -2.8+6.62 - -
ARFINRE 21 28.2+6.36 [18.5=*=10.57 -9.7£7.29 -7.1 [-11. 6, —2. 6] 0.0030

A AR 2
a) WEMZRT. XR—=ATA O ABC-] BUEWNY T 2 r—n2a7 238 & L U8

14



V.

AEICEY HIER

®)

(6)

(M

THEERMO%, AF % 48 HEER S LIRS HIZERIT B ABC-] BIEMEY T A — 23T O
R=2F A PO EIITEDOEBY ThHhoTm, Y

EHI®R 58 (48 M) I2BIT2 ABC-] HIEMEY T A7y — L R2AaT7 OR—ZAF A b DOELE

(FAS, 0C %9)

7T v RN D OBATH] AFIREDS & DR TH
ABC-J] BUEM:H T | R—Z 5 A4 b | ABC-] BIEMEY T | R—ZATF 4 5
A=)V AT DA AIF— )L AT DAV &
N5 A 24.5+9.73 (17) 19.8+10.65 (18)
- +
S A 12.9+9.90 (16) 10?&5047 13.7+10.46 (16) | -5.8=%8.75 (16)
- =+
24 I 12.8%9.90 (16) 10?;5Q76 13.1+9.67 (14) | -6.8%9.65 (14)
- =+
48 JFE 11.6*8. 18 (14) 12§§;032 12.6+9.84 (12) | -7.9+9.18 (12)
= gk s -11.4+10. 70
B EEA I (LOCF) | 13.1%+8.31 (17) (17 13.0+10.28 (18) | -6.8%9.70 (18)

TEME AR A GHmB1E0)
a) RWIBG W OTRBRIENR T B AR

1)

Manual of Mental Disorders CFEfREBOZW » Higt~==2T /)

1 2)
7 3)
7 4)
bE))

Last—observation—carried-forward (ERITIZEIZE S U7 Ml CRMME % #fi5E)

Aberrant behavior checklist—Japanese version (BFATENTF =~ 7 U A M HAREE/R)
Full analysis set (G ROMENT*TEEER)
Observed Case (BIZZSi7-fH, KEMEDHITER L)

American Psychiatric Association CKEEMES2S) @ Diagnostic and Statistical

INRE O B PAMEREEICEE D SR AT o RE 2R E LEENBERRBRO —EERICKT 5
BIERIZ 21 BiIh 14 B (66.7%) IZFBH LI, O OMER 11 6] (562.4%). BHILE 5
B (23.8%) . FRERM 4 B (19.0%) L Thol-, /-, EMBEHICBITHRIWEMAIX 35 ik

28 5] (80.0%)

HOTHE 9 Bl (25.7%) . @717 7 FUME 441 (11.4%) HEThoiz ™,

2) Rt
AR L

BE - HENHE
AR L

AREIEA

OO, FOEREOITMER 17 B (48.6%) . AREHMN 12 i (34.3%). &

1) ERARERE (—REARERE. FEEARERE. ERARBLEERE) . HERFTERT -4~

—RARE. HERTRERABROAR

BARANA

2) RREHLELTERTFTEDABRXIEEME L =RE -

BARANA

Z At
AR L

15
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VI. EHREICEY HIEE

VI.

ENERE(ICREHI HHE

2.

©)

EERZPHCEEHSILEYRIIILEYE
TFurx ) U RIEEY., T =) TFTUURIEEY., RXUXT I RARLEY., 5 ARSI R
HE  BEEOH HEEMONRE IR E L. OB TR EZZRTHZ L,

HEER
(1) EREML - FERHRF

7

HRRREN MR P FERROFE IR LD . L LT RV Dy ZAEERETUEN ke F =

5-HT, Z R MAEHUEMICHES . MM ROREIC LD b D LB HND %,
(2) EMERfMFTHHERRIE

1

2)

3)

el VAN ()

RV Dy ZREETERZAE L, 9y hTT v 72 Z I UITRELT 4 VICEVFHERS
% BB O [FATEN S DATEV AL %2 JH AR AFEOINE L=, ZORE I A1) R—)L & [FSE
L IR0 = L AR E L B,

mito =R
o b=y 5-HT, SR EIHEVEAZAE L., Yy P TR THZIVEORRARB ) X DFERIN
5RO R © BN OFTEVE L 2 i L7z %,

haLFTo—EiEkR
Ty N TOAZ VT —FRIEMIZ, ~aXU F—=rX0gwn, £72, 7 v hOF—lixk
(R CTO R/ v Dy ZFERITKT GBI, $EARSMSIER & OB RN & S
TWABMBAETOBEFIMEL Y EV, L g XY F—LTIERERICE T 2556 8 )5 753
BV, ek, kBu b= 5T, SREIEEHUER ARSI BIT 5 KR RO BN 2% f1 L <
WD RBEMEA B D B0

fE RS TRRSR - FEGERER
AR L

16
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VI. EMEEICET HEE

[

VI

1.

EMEREICRET HIEE

I AR E D HEFE

(1) AELAEDRRE
AR L

(2) BBRABR CHEARSAzOPRE
N NRRUBEDHEMEERE CORE
SN OV RO FEE BB EIC Y Z_Y RUBE% 0.01~0.08mg/kg/ HOHET 1 H 2 [FIKERD
Beh L&, KEHV OME 0.04mg/kg/ B THIEAL L7 MAEFHRECARD Cuax, s LY AUC 56
FHEEE KL NI TETETH 7228, mIEF R 9-& Furx U 220 RO Cu, s
FOVAUC, (AN EFETHRBRETH-7=Y GUEAT—H),

INR R OEFEOREHREBEIZY AXRY RUEKEROES LG EOMmPRE T A —4% (K&
Hi= 0 OAE 0. 04mg/keg/ H THAHM L) CE¥IfEES.D.)

Cmax, ss Cmin, ss AUC T,Ss CL/F
(ng/mL) (ng/mL) (ng * hr/mL) (mL/min. kg)
N REBALAK 12.47%9.0 2.06+2. 68 87.5+61.5Y 6.11+4. 15°
6~11 7% . s
&nzlgw EEY 16.7+6.8 8.98=+3.58 152+58 2.52=%1.00
HE REAR 22.5+23.9 8.61+13. 1 190 =235 6.51+6. 72"
12~16 % L
( (n:u’)ﬁz) TR 16.8+8.8 11.746.9 172294 2.37%1.01

a) n=9, b) n=11

2) EMFRHRFEHR (VARY FUfEImg =70
YARY RUBE Img (=7 m) & U RNRNE—)LEE Ing &, /RAFT—"—IEIZ XD ZENZEN 1 6
(UARY Fr& LT Img) EHEMRATF (n=13) ([THEAERRE O &G U iR E 2 H1E L.
BONTZEYBIHE N T A —H (AUC, Cuax) 1ZDWT 90%[FHEH X IEIZ THEGHENT 21T o 7255 4.
log (0.80) ~log (1.25) OHIFHNTH Y . WAl DLW FHFREMD MR Sz 0,

YRR T A =4

HIE/NT A—H BEINT A —H
AUC (0—24) Cmax T inax t1/2
(ng + h/mL) (ng/mL) (h) (h)
UARY KU Img =7 1) 19.28+17. 28 3.32%1.43 1.7%£0.9 3.0%£1.3
U 2 RF— )LEE 1mg 18.26=%=16. 10 3.28=*1.45 1.4%0.4 3.4=%x1.5
(Mean=®S.D., n=13)
(ngdmL)
12 r
o 10
o
) 8 —a— AU FegEimg [=270)
4 LAl == 8 1 mE
s 6 o
1) Meant5.0. n=13
Poat Ir
< Lti
2t I
0 TS SRS TR T TN NN SN SR SR T T P O T S s s e e F
0123458 789101112 24
HEE ] h)

g Y AU R g EHER

17
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VI. EMEEICET HEE

[

(YRR Kogg2mg T=700)

UZARY Rt 2mg =7 a | U ARNSNE—)LEE 2mg . 70 AF—R_"—EZ LY FnFn 1 88
(DAY R e LT 2mg) BERAEYF h=12) [SHEEHEROES L CifErEELZNE L.
BONTIMBHEE T A — & (AUC, Cpy) IZDOWT 90%IEHE X BB THEFHIRNT 217 - 7245 R
log (0.80) ~log (1.25) OHPHNTH V. MWiH DAY LR LMD FERE Sz 1V,

YRR T A —H

HE/NT A—H BENT A —H
AUC (0—24) Cmax tmax t1/2
(ng * h/mL) (ng/mL) (h) (h)
UARY RU§E2mg =71 ) 27.28*16.74 7.00£2.72 1.2%0.4 2.8%+1.5
U ZNF — )LEE 2mg 30.93+23. 20 7.76+3.26 1.3%£0.4 3.2%+1.6
(Mean=*S.D., n=12)
(ng/mlL)
12
E[l 10
"
£ 8t —— I EEImg [Z270)
1{ I 1 E =R 2 me
‘I‘j 5 Mean+S.00 n=12
ie
w4
"
2
EI""""_'__'_'__H"""' 5
0123 45678 9101112 24

B5fE (h)
MmigEF Y AU R EEHES

(DRARY Fo#R1% T=70))

UZARY RUHKRL 1% (=7 a] &V RARE—)LH/RL 1% %, 7 a A4 —_"—{EIlL 0 EnEhn
100mg (U A~XY Ry & LT Img) fBERAS T (n=20) (CHER AR O£ U Cii b i 2 1)
EL, BONTEYERE T A —4& (AUC, Cu) IZ2WT 90%(EHE X LIS CHEGHRIT 21T > 72
FEHL log (0.80) ~log (1.25) OHEPFANTH V. WA DOEMZAIRIEMENHER SN P,

HERE ST A —X

HE/NT A —H BENTG A —H

AUC (o—21) Crax Tax tie

(ng + h/mL) (ng/mL) (h) (h)
U2ZARY RUMRL 1% =71 ) 7.38%5.25 1.96+1. 18 1.3%0.5 2.8+1.8
U 2R — LR 1% 6.95=+5. 26 1.90=*1. 38 1.2%0.3 2.7+1.7

(Mean=S.D., n=20)

18
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VI. EYEREICRE T 5IEE

(ng/mL}
10
8 —e— Al FLdl 1% (27l

U Z s —ILE0% 1 %%
[+

Mean®5.0,, n=20
4
2 LAl
N A = = — .

012346678 8101112 24

EFH (h)

MAEF Y ZRY R PREHERS

1.

HEPIR AL NS AUC, Coux FED /3T A — (3, PURE ORI, (RIEOTRIREIEL - B ORURS

R L > TERRDTRENEN D S,

3)
KR L

BE - ffRAROEZ

(4)

1)

2)

BREOEE
BEER R L
HrRAEOFE

@D AINTEEY

A IE RS 11 T CYP3AM FBE/EH 2/ 3 2 1 v 3~E e (400~1000mg/ H K iEH ) &
UARY Ry (6mg/ BAEES) 2072 &b 4 BB Liz & 2 OIEMRSy (U AXY Ko+
-t ReX U RAXY RY) OmBEFREN, U ARY RUOBEMEGRIZE L CHREICET
L= ",

NnaxtFy

o IRAE RS 12 Il CYP2D6 BHEER 2 35 \a Xk F > (10, 20 KO 40mg/ H KIEEE)
VAN Ry (dmg/ A RERE) 2O LI- & &, HMERS OEFIREBICBIT S T 7N
NENL3, 1.6 KO8 ER LY,

A4 r3aFrJ—L

A RIRAE RS 19 BT CYP3A4 BHEER ZH 354 72—/ (200mg/ H K{EHEE) & U A
~RY Ry (2~8mg/ B EHE) 0 Lzt & OIFEMRD O EFIREBICBIT D 7 7T 65%
R LEZ®,

ZTOMBERAEDOFE
wILES) Y

AR TS L RRIEREE B 11 1l cYP2D6 [HEMER A2 AT 5L 5 U (50mg/H
KiEHE) &V AXRY R (4~6mg/HKEHKG) #0FH Lz & & IEMERS O st i L OF
ST BLE RIF S e o7z, iz, BV MT U % 100mg/ HIZHEE & L7283 Tl Y
DEFIRRBICBITD N7 7N 15% EH L, 150mg/ BICHEE LT 2 fiITIE. £ 36% K&
52% - L= %9,

TILRFHI Y

WA RFRIE R 11 FIlZ CYP3A4 JOY CYP2D6 FHEIER 26325 7L ARF 4 > (100mg/ A KB H
) LU RANY Ry (3~6mg/ HKERE) Z0H Lz & &, IHMERRS o A iR B I O 3R
EEERIES o2, Fio, ZARFH I % 200mg/ HICHE R LZEBETIX, UV ARY R
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KERAT SCE 8.1 Pregnancy

(RISPERDAL® Pregnancy Exposure Registry

(risperidone) There is a pregnancy exposure registry that monitors pregnancy outcomes in
tablets, for women exposed to atypical antipsychotics, including RISPERDAL, during
oral use pregnancy. Healthcare providers are encouraged to register patients by
RISPERDAL® contacting the National Pregnancy Registry for Atypical Antipsychotics at
(risperidone) 1-866-961-2388 or online at Attp-.//womensmentalhealth. org/clinical-and-

oral solution
RISPERDAL® M-
TAB®

research—-programs,/pregnancyregistry/.
Risk Summary
Neonates exposed to antipsychotic drugs during the third trimester of

(risperidone) pregnancy are at risk for extrapyramidal and/or withdrawal symptoms
orally following delivery (see Clinical Considerations). Overall, available data
disintegrating |from published epidemiologic studies of pregnant women exposed to

tablets risperidone have not established a drug—associated risk of major birth
20254E1H) defects, miscarriage, or adverse maternal or fetal outcomes (see Data).

There are risks to the mother associated with untreated schizophrenia or
bipolar I disorder and with exposure to antipsychotics, including
RISPERDAL, during pregnancy (see Clinical Considerations).

Oral administration of risperidone to preghant mice caused cleft palate at
doses 3 to 4 times the maximum recommended human dose (MRHD) with maternal
toxicity observed at 4-times MRHD based on mg/m® body surface area.
Risperidone was not teratogenic in rats or rabbits at doses up to 6-times
the MRHD based on mg/m? body surface area. 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
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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

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

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

In a rat cross—fostering study the number of live offspring was decreased
the number of stillbirths increased, and the birth weight was decreased in
In addition, the number of deaths
increased by Day 1 among offspring of drug—treated pregnant rats,

offspring of drug—treated pregnant rats

regardless of whether or not the offspring were cross—fostered

Risperidone also appeared to impair maternal behavior in that offspring
body weight gain and survival (from Day 1 to 4 of lactation) were reduced
in offspring born to control but reared by drug—treated dams. All of these
effects occurred at 5 mg/kg which is 3 times the MRHD based on mg/m? and
the only dose tested in the study.

KERAT SO
(RISPERIDONE-
risperidone
tablets,
disintegrating
Jubilant
Cadista
Pharmacuticals

orally

Inc.

202545 1)

8.1 Pregnancy
Pregnancy Exposure Registry

There is a pregnhancy exposure registry that monitors pregnancy outcomes in
during
pregnancy. Healthcare providers are encouraged to register patients by

women exposed to atypical antipsychotics, including risperidone
contacting the National Pregnancy Registry for Atypical Antipsychotics at
1-866-961-2388 or online at Attp-://womensmentalhealth. org/clinical-and-
research—-programs,/pregnancyregistry/.

Risk Summary

Neonates exposed to antipsychotic drugs during the third trimester of
pregnancy are at risk for extrapyramidal and/or withdrawal symptoms
following delivery (see Clinical Considerations). Overall, available data
from published epidemiologic studies of pregnant women exposed to
risperidone have not established a drug—associated risk of major birth
defects, miscarriage, or adverse maternal or fetal outcomes (see Data).
There are risks to the mother associated with untreated schizophrenia or
including
risperidone, during pregnancy (see Clinical Considerations).

bipolar I disorder and with exposure to antipsychotics,

Oral administration of risperidone to pregnant mice caused cleft palate at
doses 3 to 4 times the maximum recommended human dose (MRHD) with maternal
toxicity observed at 4-times MRHD based on mg/m® body surface area.
Risperidone was not teratogenic in rats or rabbits at doses up to 6-times
the MRHD based on mg/m? body surface area. 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, In the U.S. general
the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2-4% and 15-20%,

loss, or other adverse outcomes

population,

respectively.
Clinical Considerations

Disease—-associated maternal and/or embryo/fetal risk

There is a risk to the mother from untreated schizophrenia or bipolar I
disorder,
suicide.

including increased risk of relapse, hospitalization, and
Schizophrenia and bipolar I disorder are associated with
increased adverse perinatal outcomes, including preterm birth.
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,

It is not

hypertonia, hypotonia, tremor, somnolence, respiratory distress, and

feeding disorder have been reported in neonates who were exposed to
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antipsychotic drugs, including risperidone, 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 preghant mice during organogenesis
caused cleft palate at 10 mg/kg/day which is 3 times the MRHD of 16 mg/day
based on mg/m? body surface area: maternal toxicity occurred at 4 times
the MRHD. Risperidone was not teratogenic when administered orally to rats
at 0.6 to 10 mg/kg/day and rabbits at 0.3 to 5 mg/kg/day, which are up to
6 times the MRHD of 16 mg/day risperidone based on mg/m? body surface

area. Learning was impaired in offspring of rats dosed orally throughout
pregnancy at 1 mg/kg/day which is 0.6 times the MRHD and neuronal cell
death increased in fetal brains of offspring of rats dosed during
pregnancy at 1 and 2 mg/kg/day which are 0.6 and 1.2 times the MRHD based
on mg/m? body surface area; postnatal development and growth of the
offspring were also delayed

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

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

F2[ESPC
(Risperidone
0.5,1,2,3,4, 6mg
film—coated

tablets
Aurobindo
Pharma -

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
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Milpharm Ltd. third trimester of pregnancy are at risk of adverse reactions including
(2021 4 11 A 7|extrapyramidal and/or withdrawal symptoms that may vary in severity and
A) duration following delivery. There have been reports of agitation,

hypertonia, hypotonia, tremor, somnolence, respiratory distress, or
feeding disorder. Consequently, newborns should be monitored carefully.
Risperidone should not be used during pregnancy unless clearly necessary
If discontinuation during pregnancy is necessary, it should not be done
abruptly.
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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
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KBTS SCE 8.4 Pediatric Use
(RISPERDAL® Approved Pediatric Indications
(risperidone) Schizophrenia
tablets, for oral The efficacy and safety of RISPERDAL in the treatment of
use schizophrenia were demonstrated in 417 adolescents, aged 13 to 17
RISPERDAL® years, in two short—-term (6 and 8 weeks, respectively) double-blind
(risperidone) oral controlled trials [see Indications and Usage (1. 1), Adverse
solution 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)
(risperidone) orally |open—label extension study in 284 of these adolescent patients with
disintegrating schizophrenia.
tablets Safety and effectiveness of RISPERDAL in children less than 13 years
20254E1H) ) of age with schizophrenia have not been established.
Bipolar I Disorder
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)].
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Safety and effectiveness of RISPERDAL in children less than 10 years
of age with bipolar disorder have not been established

Autistic Disorder

The efficacy and safety of RISPERDAL in the treatment of
irritability associated with autistic disorder were established in
two 8-week, double-blind, placebo—controlled trials in 156 children
and adolescent patients, aged 5 to 16 years /[see Indications and
Usage (1. 3), Adverse Reactions (6.1) and Clinical Studies (14.4)].
Additional safety information was also assessed in a long—term study
in patients with autistic disorder, or in short— and long—term
studies in more than 1200 pediatric patients with psychiatric
disorders other than autistic disorder, schizophrenia, or bipolar
mania who were of similar age and weight, and who received similar
dosages of RISPERDAL as patients treated for irritability associated
with autistic disorder.

A third study was a 6-week, multicenter, randomized, double-blind
placebo—controlled, fixed—-dose study to evaluate the efficacy and
safety of a lower than recommended dose of risperidone in subjects b5
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 patients weighing 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 low—dose risperidone

KEGAT SCGE
(RISPERIDONE-
risperidone tablets
orally
disintegrating
Jubilant Cadista
Pharmacuticals Inc.

20254E5 1)

8.4 Pediatric Use

Approved Pediatric Indications

Schizophrenia

The efficacy and safety of risperidone in the treatment of
schizophrenia were demonstrated in 417 adolescents, aged 13 — 17
years, in two short—-term (6 and 8 weeks, respectively) double-blind
controlled trials [see Indications and Usage (I1.1), Adverse
Reactions (6.1), and Clinical Studies (14.1)].Additional safety and
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 risperidone in children less than 13
years of age with schizophrenia have not been established.

Bipolar I Disorder

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 (6.1), 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
Autistic Disorder

The efficacy and safety of risperidone 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

42



XI. &2&H

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.

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 weighing 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 low—dose risperidone.

F[ESPC
(Risperidone 0.5,
1. 2. 3. 4. 6mg
film—coated tablets
Aurobindo Pharma -
Milpharm Ltd.
(20214E11H7H) )

4.4 Special warnings and precautions for use
Paediatric population

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

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

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

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

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

During treatment with risperidone regular examination for
extrapyramidal symptoms and other movement disorders should also be
conducted.

For specific posology recommendations in children and adolescents
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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” ).

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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