2024 4= 9 H%ET (BF 19 i) H AP HE RS 0 ¥R 5 - 871179

EXRA 3 E1—T4+—L

H AP 38R AT2 o TF 308 3E5E 2018 (2019 AEHHThR) 1 HEHL L THERR

U R E
BAERA YARY FUARK

YAANYURYmEzTng/mLravr=]

Risperidone oraL soLution 1Tmg/mL vosHiTom)

#l

&

N

BISE, AL

ROA OB W E D e s bE E 0TS T b

&
ot
o
feln

ImL¥ HREYAXY K 1mg &FH

fn & U ARY K (JAN)
£ 4 : Risperidone (JAN, INN)

fOERFEAREN A 20074 3 A 15 H
MM YEINERAEA B - 20074 7H 6 H
R 52 BE 46 A2 H B ;20074 7H 10 H

HEHRTRDEAB
FMELNE - RETHFHRFAB

. BUERIETT : [F S TRt

- = A|~ . .
f;’a'ﬁﬁ_ "R ( 3\131 o | % TE T Fa— VU AT AR E
BB RE = 9T 6 AR AL

EXEFRELEOERL

Fa—U U AT ¢ ARSI

TEL : 0120-960189 FAX : 0120-189099

AR - 8 Wp~22 1 (A, #LH. ZOMYSHOWRIER 2R <)
ERRBIFRE AT AR — L X—  httpsi//www.med kyorin-rmd.com/

o3
O

W& h £

A IF 132024 4 9 AUGET OB IR OREHIT ST WET L,
BATOEHRIL, IMNTATEBAEN EI EFEE RS HE O E IR ME MR B N— UV CTHEGR L T 7Z S0,
BERH77Y HRXTE®] TGS AN—a— REHARDZ LICLY, RFTOETRIEEZHETEET,

(01)14987060310597



EXRA V8 Ea—T+—LAADOF ZOME — BARBREEFENSE —
(2020 £ 4 AHED

1. EERAM VB E1—D+—LEROEE

R AR OREARN e BHEHRE LT, ERAEKRIRMAGE OIT, IMIXE) 255, &=
FEBLYS CEEfl - SEAIANSE O ERIEFE DY B BT e R 35 O B 2 15 H 3 2 BRI
X, IRASCEICRRE SN R A2 AT 2 BICERRERA LB G ARH ., BRSO EKE
WY E (LT, MR) E~OFROBIGERSCERICEVFEREZMTEL TE TS, ZOFEICR
BIER NN AT T D-ODHEA VA M E LTERLA VX Ea2—T74+—24 (UUF, 1F&
WE9) ASREAE L 7=,

1988 12 A AP dEAlNT = (LT, BRI FIRE 2 /NEESN T FOMEMT, 1 F il
X, [ FRiEEARE L, Z0%1998 4FI2 HIRIEEINF 3/ hERESRA, 20084, 2013 412 HIF
HEHEREESN | FildlEHO UG 217> CE -

[ FREHEEGE2008LA%, [ FIZPDFEOE T —X L LTRET 2 Z ENFEAIE o7 2
AU LY, IRISCEO EBRUGTR H - B ICUGTORILT — & 2B L7z 1 F 23 E-0mic it
INpZElhholz. BFHMO T FIX, EXELERERESRAER (CLT, PMDA) OEEREHERE
i HAR 2 D~— (https://www.pmda.go.jp/PmdaSearch/iyakuSearch/) (2 TAB LT
5. HIRETIE, 2009 FE XLV HEEGO T FOEFEREBRFTHHERE LT [ Ea—T 4 —
LfEEIE] ZRIEL, flx O 1 FRAWMCEZ T 28 EFEHE®R S L CEYNEL - LT
W5,

2019 FEOPRM STEDHEFEOLEICEH LY, [1 FRdiEE 2018 BAARIN, Sk TEEH
B L D IR MATBERENC T2 A R T4 > ) (ICBET A EREH O, T OFHNE RE
L7-.

2. 1 F&ElX

[ Fi TR SCEEDOERAMTE L, EAT - AR SO ERIEEF I L > THEEBICNER,
EIELOMEEEOT-DOER, WHRFHOT-ODIER, RAIOTOOMER, EHHHOWEIEMSHO
72O DOEH, WERBE 7T OO OFRENMERN S NT-RENREN O ERL R EL LT,
ARG M2 R E L, FEAIAISE O 72 D12 Y% E 3R 5 0 IE IR FE T IRGE I HE 0 5 IRk
N OB AR L T2 2R EALEMT B .

[ FICE#ET 2HEBESNI SN EE Lz [ FRldliSIc eI L, — 5B oFist £ & AR O
FNOEHRDFLEH SN D, 72720, RIEPEOEBEICEDL S b O R UOFIHE B b 23T - Ik -
PR REFEE T ] FODHFHEL IR O, SVNHZ AL, BEKA¥L Ot N/ 1 F
1%, FIHZEB S - Il - BREH T2 & L bic, RERMMEET IO LWV I RBHEEFOZ
EERAREE LTINS,

I FORMITETFT—F 2L L, BERGECORKIMATIT R,

3. I FOFAICH=->T

BEAARDO T Fix, PMD ADERHEIREMIGERRBEOS— G AR E SN TN D.
ORI TEIELA U F B a—T 3 — MERO TR E ) 12> T 1 FA2ER - #2865 272%, 1
FORSEEEEE 2, EERBIGICARE L TODEHRSC 1 FERRFICFEHE RS S 1oV TR ilsg
EEOMRE~DA U HXE2—ZXVFHFER ORANRETRESE, 1 FORAMZED D MLEN
bbH. Fio, FERFUGTINAEH EOFEFICHETLIFHEICEL UL, I FRSGEI S5 E TOM
%, RUERMZENEMT DUGETNEZ A S M LI SCELS, B 5 WIS O ER AL ERIg— e 2
B L A E S RETH L &b, I FOMMICHIZ-> L, BFORMNTEEL PMDA
D [ 3R N [ A PR T AR TR D — D THER T D LE N H 5.

7E, WEMEASCREEOMEOSNOLEH I TS V.5 BEREE < XL 25E&
B, XTI {65 ICBETA2HEBEEHITKREZZIT T RWERNEENDLZ ENHY, TOEY
WNIT I HETRETHD.




4. FAICERLTOBER

[ FAHFEEBIZBWTRNT ZENTERVERMERIE LTHEHL TV eE&EZwy. T F
WX HIREEDOEFEZ T T, YekEH M ORLER e X IXRB IS D D EENIER - #2325, EIHKML
HWIEFEFH D72 O DOFEWTERCTH D & OALESIT 228, Fod - BHUITEIRS, BRSSO NE,
AN OV M ORI IZ BT DI O IR EHRCIR B R IHEE T A R T 1 >, B o —
K Fd7 « 7777 4 AZEORKIKE —EREZ T I 525700, IREERIEMEEIT A RZ7 4T
1L, RIS O BB T 2 IR A W, BERMENERIEFEE NS OR OIS
CTATO ZEITELIARNWESNTEYD, MREADA X E 22— H bOIEGHE e ST &
O, FIAZEAOLNR I FONBREREISHELIRZIHLDOTHD Z L&k L T2 IT UL 5700,
RN ENS GO N D IEROR LRI Z R L, TOREBME RikE, ERBESGICBIT 5
MR35 2 L3RRI OARB THY, 1 FEFHALTHEESZ TITMMESH S L OIZ LTV
EE.
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ABC-J Aberrant behavior checklist-Japanese version
FEATEN T = » 7 U A N HARGERR

ALT Alanine aminotransferase
TI3=VT ) T AT2T—E

AST Aspartate aminotransferase
TANTGX BT I NI AT7=27—8

AUC Area under the concentration-time curve
U FEE - P[] i T A

AUCqss Area under the concentration-time curve during dosing interval (t) at steady
state EFIRBBIZIT DB EGH% 0 KRefE] D> b F G- FRRFH £ C o dn i S84 2 e h
#R T R

CK Creatin kinase
JVTFroxS—F

CL/F Apparent total body clearance
Ardoeg s V77 A

Crmax Maximum blood concentration
e e L

Crmax,ss Steady-state maximum blood concentration
ERIRRBIZ I 1T 2 Ao i P 3 IR EE

Chin,ss Steady-state minimum blood concentration
EHRIBIC 1T 2 fd i 3R

CYP Cytochrome P450
F 7 v — A P-450

DSM Diagnostic and statistical manual of mental disorders
ROz - it~v==27 /1

FAS Full analysis set
I K OFEMT G H

v-GTP y-Glutamyl transpeptidase
W= INEIN T AT F L=

LOCF Last-observation-carried-forward
BB EE S AU T RINE Z 458

oC Observed Case
Bleg STl

RMP Risk management plan
EH Y X7 E G

SDA Serotonin dopamine antagonist
o b= KXV T FI=A}

STADH Syndrome of inappropriate secretion of antidiuretic hormone
PURIR ARV A A S WA E R

tie Elimination half-life
IR

tmax Time to maximum concentration

i e . 9 R R e R ]




1. BMZEICEY 4IEE

I. #%

1.

5.
(1

)

BICE¥ 51HE

BRDOZE

T2 ) FTUVRER, TFu T ) UREANE, EE LTRARI Y Dy ZRMEEEFERICL D,
PUBIRIE 22975 B 26T 5,

—Ji, Br h =2 5-HTea ZAMIEGUERIC LV | HA KRED BEIEER OSEN RS Sf, #E
kDT = ) FTVRER, TFuT =) UREHNCHR LIRS T,
ZDXHIT, R Dy ZRMEIETUER L v o b= 5-HTea ZAMKEGUER 243 2 5okt
RO BT E0B Y AXY RURRH I,

U ZAARY RAZERHFZA B b b= r RS - 7 X d=2F (SDA) &FEEH.
MARMEDIBFICILA STV,

UASRY RUOWHE Img/mL T3> k) &, FCERE TSR RBESR & LT
A L, EHEIEH 481 5 (KR 11 4F4 H 8 H) IS HKE L ORBR T iEZ2 e, IR
B, AW RSB A FE6E L, 2007 45 3 A AR A BUE. [AF 7 Al Bl

2020 4£ 8 A, U AY RUWHIKE 1mg/mL T3 b 3 1 408 - b5 KOY THE - &)
DO—EEENAR S, UNEMOBAAY b7 MEICHE D BRNENE ) (Cxbd 2605 % BUg L
L. BIfEIZE S,

Bl DAY

(1) Ry De ZAEKRK O R F =2 5-HToa ZARFEFUEH Z A L TRV | SAFKMIED
BEAEIER B ONBEVEREIR~ DR WIFF T E D,

(2) ERZREWER & U CEMERR., BRECAXRUT | WA LY A FURlRBLVE S
RNEA D WEGRE (SIADH) . AFHSEERET . S, AURUTHEIRE, AR, i e |
I LBE, HERPIE S BT B— AL HERPIE R, (RIBE, SERRRIERGE, A mERE
ZEARAE, PRABFRARMARIE . Frfesh e s ShTnwd,  (IVIL8.AWEM) DEEM)

B 5 ORFIFHRE
AR L
EEMEMAICE L TRMY R ERE
B EAE PRI B % b, s P A BT A % S A b - B
RMP -

BMOY 27 FMEEE E LTHERRS L T 284
I HHEET A N T A
OB o> B S TELE A

S S 2 2 ﬁf
7%‘ 7%‘ ia :? ;ﬁ

AREFEHERURE - £ALOHRER
RRBEH

Y LA

iE - ERAEDOHREE

A% L7

RMPOHBE
BARAA



I. £#ICBY5EE

I. £¥ICE9 5HEE

1. BR¥ER

(1) M4
UARY ROWHWK Img/mL 33 kX |

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

Q) BMDHEE
—rAE D LIS, BUEAERRE LT,
2. —fe&

(1) & (4%
JA~RY R (JAN)

(2) *4 (WfiE)
Risperidone (JAN, INN)

(3) RTL (stem)
-peridone : U AU R RHUREARHSE

3. BEXNETREX

Lo -

4, SFRARUSFE
43130 1 CasHarFN4O2
sy 410.48

5. L& (Midik) XITFREHE
3-{2-[4-(6-Fluoro-1,2-benzisoxazol-3-yl)piperidin-1-yllethyl}-2-methyl-6,7,8,9-
tetrahydro-4 Hpyrido[1,2-alpyrimidin-4-one (ITUPAC)

6. 1ER%. BE. BE,
AR L

L5&S



M. A3EIZEY HIEB

. H¥AsICBEY $HE

1. YEEPHEER

(1) 588 - R
A~ A BORIEDOMRTH %,

(2 afEk
A K )= XTH ) —)b (99.5) I[ZR00ITIC <, 27 m /) — i Tz <,
KITIE & A ERT 720,

(3) BBt
LR L

4 BR (PBER). R, BRES
B 169~173C

(5) EISEAEEETE
pKai1=3.11 (V') I VU8, T v
pKas=824 (WU AXAFH Y — )L {{EiE) v

(6) HEFRE
-4 % ) —)VIpH2.2 7 = - V) U FRERTETE 5 1.28%102
1-4 27 % 7 —/VipH4.1 7 = - U U FERERETR ; 1.46x101
1-4 27 % /7 —)VIpH6.1 7 = ig- V) PRk ; 9.58
1-4 27 % 7 —/V[pH8.0 77 = U [ig- V) L FERRHEHK 5 5.55X102
1-4 27 % 7 —/VipH9.9 78 U lE-/KEE{bL T b U » DFREHR 5 1.10x103
(AR EIEMIEHR 201125 0)

N TOROEHTEE
AR L

2. BRSNS OBEEHTICETIREN
K KRR (pH8.5). 100°C. 12 FEFfT 1.1% 50+ 5 v,
Mt (pH) : 1moVL ¥, 100°C. 5 HRIZZETH D v,
1mol/L /KE&{tF R U A, 100°C., 24 T 0.4% 554 % V.,
S U ZARY R UEKIE 17,000k FC7 HRIFZETHD YV,

3. AMmMoOHEREABE, TEE
TR U ANY R o OfERSRERIC X 5
(1) SRAh AT B i i
(2) AR ART bVHIERE (BAED U ¥ LEERIE)
EEX
TR U ANY FrOERIEIC K 5EMAEREE (0.1mol/L it 31%)



V. ®H|ICEHd HEE

V. #%ICB89 51EH

1. #Rg

(1) HEoREB
ImLHHRY AXY R 1mg #8587 5 EEAEH O, (B0 7w

(2) HHADHER VR

PRIK - AIE AT FE 2K T, 2B W IERW
pH 2.0~3.0
T s (TAITIE— 1) T (i 7 A
0.5mL, 1mL, 2mL., 3mL 30mL, 100mL

Q) #Aa—F
YL

@) HFOWME
L : 1.03~1.07

5) 20t
gk L
2. WHIOMR
() EMASY (EHERS) OEBELUHENHA

HANRL Y O Y
(1mL )
A D-YLE h—b, WfilE, REERE, %

(2) ERHAFORE
Y LR

Q) RE
AR

3. BT BRARADHERRUEE
FE LR

4. AHif
ML

5. BAY HFREME D H 5 RMY
RIEN TAREND ERIHEML 5 B TH D 9,

H. &'

N F -
0O H Rlo

X F

~OH(E) B]m‘m41m—m1m
-0H(Z) (4) Ri=Re:=Ra=H, R3=F
(5] Ri=CHs, R:=R3=H, R«+=F



V. ®H|ICEHd HEE

6. HANEEEHTICETIREN

RER OFEEE PRI PRAFTEHE PRATHAE] i R
RN RA7 R ¢ 25°C. 60%RH |HAf? |[7AI7Ix%—h 34F FAba L
WOELY |BaH T AH 65 A ZEiea L
K 5 40°C. 75%RH
PHEATR S o TIITIx—h 6 » H 7z L
BERTERER O [ WH 7 A, B 1B 9 4 [ ZEiea L
2WMIBE LV, EMECX
=R, BELE W7 A, Bk B 4K |2 LB EEDOEN
NRD LN,
AR T fEmATH e L
. SO . 2HWMB LV, BREICK
7 2 N AL E >
4 Tk JE ot 7 AR, BRE IEST 438 % & B % & B s
DD BTz,

a)lBRIHH « PRIR, pH., MERABR, ﬁi%@gﬁﬁ\iiﬁ

b)FBRIEH MR, fERRRER, pH, JLEE, ié%@&ﬁ% BiE
FUBRIHE ¢ MRIR. MERRRABR. MIEERAER, A — Wﬁlﬁ AR EERAER, & RefE
d)FRBRIEE MRk, pH, MIEERER, & &E

1. BRASERUBRBOREN
L7

8. fhFlLNEESEIL (MEILFEMEIL)

(1) UiCTANAEDT N rovn 7 ST B oh) ROHT LV —Mksth e
£®7&3/72P>H/7W5%(tFm%vyy)k@%émib\@%\%ﬁ%ﬁg
KTFZ2RDT- NG, BEITRTHZ L,

@)m%%ﬁﬁﬂ(ﬂm\Eﬁ%%)&@H%ﬁ\ﬁéfé&@%ﬁﬁ??é:&ﬁ%é@f\
FRLUTHEHA LN &,

[XI. 5 2. TOfMoOREEEE) o (1) VAU RN Img/mL 53k X
DEAZE ] DHSM

9. A
Y LR

10. 7% - A%

() FEAVEGRSE - A&, NESNEHCES - BRICET H1F8
A% L0

2) a%
Sraldh 0.5mLx50 4, 1mLx50 4, 2mLx50 &, 3mLx50 4

FRAEES  30mLx1 . 100mLx1 #&

3) PHEE
BA=RNA

4) BEROME

(xS s ME
438 — TAI=ZTATIF— T VA

A [WET7 A

*yv/ AN R = ol P

1. ARt S hHEME
L7



V. REICEY HIEE

12.

T D
Y LR



V. AEICEAY %EH

V. ARICEEd SEHE

1. ShEEXIIZHE

4. SHEEX IR

Omta KRIE
O/NEHDEARNRY b T DEIZHE 5 Bl

2. MEEREIHRICEET HEE

5. MERITHRICEET IR
UMNREIDBAARARY b3 LEICH S BRI
5.1 JfHIE LT 5L 18 ARmOBHFITHEMT 22 &,

3. AERURE

(1) AERUAEOREDS

6. AZERUAE

6.1 A KRE

WH . RACIEY AU R 2 LT 1A 1mg (ImL) 1 H 2 BEIXVBHAL, e Ed
%o MEFFEITEYR 1 H 2~6mg (2~6mL) #FHIE LT 1 H 2 BT TRORET %,
2B, i, ERICE VEEET S, (L, 1 HEITX 12mg (12mL) #7202 &,

6.2 NREIDBRARRY b5 LIS SR

6.2.1 {KE 15kg LI L 20kg RGN BE

BE, VAU KL LT1H1[[M0.2mg (0.25mL) LYBH4L, 4 HEXEY 1 H 0.5mg
(0.5mL) # 1 H 2 [ENZH T CTRAOBEEGT 5, ERICE VD EEHEET 225, #HET 25681F
1R EoMEA2H 7T 1 BEE LT 0.25mg (0.25mL) Fo&E+ 5, HL, 1 HEIX
Img (ImL) ZHE 272\ &,

6.2.2 tAE 20kg LLEDEH

HWE, VAXY R LT 1 H 11E 05mg (0.5mL) LVWBHsHL, 4 HELY 1 H 1mg
(ImL) % 1 H 2 [FNZ3T TROZES 35, ERICK VEEEBT 228, METLIHE1T 1
BRI EORRZHITT 1 HEE LT 0.5mg (0.5mL) ¥ o#i&E4 %, AL, 1 H&ElE, K
# 20kg VL b 45kg RimDHAE 2.5mg (2.5mL). 45kg LI EDOEATE 3mg (3mL) 2%
A AN

2 RERUAROREES - B
gk L

4. RERUHAEICEEYT HIE

1. RERUVAEICEAET 5FE
1.1 KA OIEERGE I AT XY R Thy, ANYRY R DI X VIER RS 25
ZNRHHTD, AL ANV RY Fr2Eh T oA RA L OPFRIE, BT 2L,

5. ERPRALHR

() HERF—818yr—9
AR L

(2) ERPRIEESER
MR L

(3) AERGRREBR
gk L



V. AEICEAI 5I1ER

(4) REERIEAER

1) BXEREEHER

(& KRERE)

= N ER R ELER

[E] N TSN S A7z E BRI 2 5 iR G 726 BIlC I 1T 2 ERIREBR ORE R, A2 MEREAMm
RGUIER] 722 BUZKT % PR EL EOYGERIL 51.6% (372/722 #i) Tho7™, Hic,
THEEREEEBRIC L o> TRAEKTVEICH T2 Y A RrofgAERGEO LN TG 8~
17)

) ARBHAEND Y ARY R UK RS SN BEE ST,
CNREIDBERARRY b5 LEEIZHE S ZFl#0E)

E N ¥ MR

DSM "V -IV-TRIC & 0 ABAYERE S L2 S, Siligits2 a3 2 8% (5l b 18k
i) A RRICENTEM L ZERRBRO —HEEmIck\W T, 77 EAREY AXY K

(K 15kg VL | 20kg Kjifi : 0.25~1.0mg/H ., A 20kg UL I 45kg AJifi : 0.5~2.5mg/H |
{KE 45kg LI | 0 0.5~3.0mg/H) 731 H 2[A] 8 B LD &5 Iz,

FHFHKIE H 5 5 R KGHERE (LOCF #2) (2817 %5 ABC-J #3 BN 7 2 r—2a7
DR—=ZAFTA UNEDOELEIZTTROLEBY THY, 778 AREEE Y A RUBEOLLERIZ
BWTHEFEN 2B EZNRED bz (p=0.0030, 34T 19,

THEMHE (8AM) BT S ABC-J BEMNY T A — L A aT OR—RAT A b DR
& (FAS™4_ LOCF)

ABC-J WEMY T A r—L a7 X (%=
. . . . _ TR REE L O ¥
2 . — =0k = S—A : =] - .
A e R S CE A I 1 I DA Al p-7 e 22 7
= [95%1Z 41X 1] P
75 R 18 27.5+5.26 94.7+9.47 -9.8+6.62 -
Y ARY KRR 21 28.2+6.36 18.5+10.57 -9.7+7.29 -7.1 [-11.6,-2.6] 0.0030
SERE SRR 2

a) WHERZR T, R—RZFA D ABC-J BUEMA 7 X — L 2 a7 2358 L U358
“HEERBO%, U ANY Frg 48 BHEE Lo RIS MICE T 5 ABCd BENY 7 A — 12270
N=2FA U PEDOEBRIITEDO LB ThoT-,

EWEH 48 HEM) [2HBi1) 5 ABC-d BNV T A7y — 1237 DR—RAF7 A4 b Ok
& (FAS, OC™*9)

75 AR b O BT ) ANY Kb OB

ABC-J UMY T | RXR—RXF7 A4 M50 | ABC-J BBV~ N—=2F A 0nb
Ar— )L AT A& A—)L A AT DAV E

N—RFA @

24.5+9.73 (17)

19.8+10.65 (18)

8 12.949.90 (16) -10.8+10.47 (16) 13.7+10.46 (16) -5.8+8.75 (16)
24 Hi 12.849.90 (16) -10.9+10.76 (16) 13.1+£9.67 (14) -6.8+9.65 (14)
48 R 11.6+8.18 (14) -12.5+10.32 (14) 12.6+9.84 (12) -7.949.18 (12)

i #FHiF (LOCF)

13.1+8.31 (17)

-11.4+10.70 (17)

13.0£10.28 (18)

-6.8+9.70 (18)

FEIEHAR R GHmEIE)

a) IS WO IRBRSENR A B AARE

7% 1) American Psychiatric Association CKEF#H[E2Y) @ Diagnostic and Statistical Manual of
Mental Disorders (FEHZEBOBNET « Higt~=27 /1)

7 2) Last-observation-carried-forward (B RTIZEILR X7 i CXRHMEZ H5E)

7£ 3) Aberrant behavior checklist-Japanese version (J&H1TEIF = v 7 U X b HAGER)

7£ 4) Full analysis set (KO RN R REM)
1 5) Observed Case (BlZ23N7-fE. KHANEOHHTE/R L)

2) BEeHHER
AR L



V. AEICEAY %EH

(5) BE - WEBHIHER
A E R L
(6) jafpifEr
) SERREAE (—RERARERE. BEERARFERE. EARRLERE). RERTRT
— 3 R—ARE. HERFTERERABRONE
AL LR
2) RRBFHLLTRREFPENNEXITRE LI-AE - HBROBE
A LR

(N Z0ith
EERR L



VI. EpFEICEHY HIEE

VI. ERE(CEHT HHE

1. REFHICEEHSELEYRILLEYE
TFuT =) CRIEEW., T =) FTUVURIEEW. N AT I ARG, H G
B St
EE : BEEO S DS MORBESUTIRFIT., OB FRLELZRT L L,

2. EBE{EHA

(1) {ERBRL - YEFAMEFF
ITENERPE N AR FBROFE R LV . £L& LT RNV De XA EREHUEH KO = k
=2 5-HTe XAEMAEHHERNIC S < PIRMHBROMEIC L 2 b D EEZ BN D 19,20,

(2) ENEEMITIHBERE
1) HE/ARS VR
XSV Do ZREFETHERAZAL, 9y FCT 72X I 0 ETRENLT 4 280
B S5 MERH RITENVE O TV A 2 B ERICHE Lz, TOREIZ oY F—
JUERIEER L <IE0RR55\ 2 L AR S L7 19,

2) ;ita k=R
tr bh=r 5-HT: ZBEKETEZA L, 7Y hThRITZIVKOARD Y ALV
FE SN DRI E IR V) EE) O TEV L 2 ) L7 19,

3) haLFL—ERkA
Ty NCOBE VT —FEEMRZX, ~axXY F—=1Xgwn, £/, 7> bOHK—U
fk (RALHTD) ToO RN 2 Do ZRRITHT DA BRI, SRS AR & o B3 1
WEINTWAMEERTOBFMELY &, Lol aaa XY R— L TIIRERIZET 51
BEMMEOTRE N, ¥, Br = 5-HTe ZARKEHENDBRERICBIT S F33
(RIEDIEWT ZFBEF LTS ATREME & 5 19~22),

(3) {ERSTM - HEE
MRS L
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VI. EMEEICEY S1EE

VI. EYENEICEET HIRE

1.

I iR B DHEFS

M
ZEERR L

(2) BRREBRCTHESIN-OFRE

AREEDTIARE

1) MNREUEEOHEMEEBBE TCORE
/NI ONFAEORSREEEIZ Y AXY RUEE% 0.01~0.08mg/kg/ HOHET 1 H 2 [FIKIE
BOEG Lz x, (KEH-Y OMHE 0.04mg/kg/ H THIAL L 72 MAEHREARD Cmaxss K&
O AUCr s 1 EHE LI L OMNETE B CTH o 7208, mEh ERHEY 9-8 Fax U=
XY R D Cmaxss KON AUCrss 13/NR E HFECTHRBE CTH 7229 GAEAT—4),

INE R OFEORIRBEBEZICY AR U2 EROEE LEGEOMPRE T A —4
(IKREH 7= O HE 0.04mg/kg/ H THMAL) CE¥E+S.D.)

Cmax,ss Cmin,ss AUC"E,SS CL/F
(ng/mL) (ng/mL) (ng * hr/mL) (mL/min.kg)
/N KRB 12.449.0 2.06+2.68 87.5£61.5% 6.11+4.15%
(6~11 %) e
(n=12) FRH 16.7+6.8 8.98+3.58 152458 2.52+1.00
HE REIR 22.5+23.9 8.61+13.1 190+235Y 6.51+6.72P
12~16 % e
( (nszy‘) LR 16.848.8 11.726.9 172494 2.37+1.01

a) n=9. b) n=11

2) EMENREEHER
UAXY FCWHKE Img/mL T3 F3 ) & VAR —LNHK 1mg/mL %2, 7 8 AA4—
—iElIck v EREN 1mL (U AU R LT 1mg) ZEFERAEF (n=27) (ZHmEH
RO L CmERREAZRE L, HFonEpEie X7 2 —4% (AUC, Cnax) ([ZDWT
0% E HE X A THEFHIBNT 21T o 7245 5. 80%~125% DHiPHIN T v . A DLW F ) [F)

SMEDHER S T 24,
Y ENHE/NT A —H
HIE/NT A—H BEIINT A —H
AUC (0-24) Crmax tmax tie
(ng * h/mL) (ng/mL) (h) (h)
] Z o ] ~ \/ Ny7=4
JAY KPR 30.71£24.21 6.96+3.42 1.02£0.35 3.241.3
Img/mL T= 3 k3
U ZRF— VN R
1mg/mL 33.02+27.86 7.22+3.19 1.00+0.24 3.9+1.9
(Mean+S.D., n=27)
(ng/mL)
17
10 |
g -
L g
+
A B —o— I UANY FRAEImg/mL [ R3]
‘I'j 5 —o— 1 | ZNHE — LR E 1 mg/mL
K Mean+8.D., n=27
:/ 4
2,
2
1 —1
0‘ | - —_— :__—1: —
0 6 12 18 24 (BsmE)
A5 FR R

MSEFE NS AUC, Cumax B0/37 A— 4 13, BB OB, REOTIREL - BRSO
BRIRIEIT & o TIIR 5 WTHEMED 1 %

11



VI. EMEEICEY S1EE

@) i
MR L

4) BE - tREORE

1) BEORE
MM ER L

2) BtREOXE
Rk N . EREEIE TR (A KRIE, HA KRGS, PURMEREE ., REH)
gl LIz EAER OEHE R A2 L NIRRT OFEAT—4),

D hIRTEEY
CYP3A4 FFE1ERHEZHT AN~ EBE Y (KEHEE) LV AU K (6mg/ HKEH
5) % 21 HEOFH L7z & EDiEMERS (U AXRY RU+9-B Fed o AU RY) Ol
T RS 1350 50%IE LT= 29,

@ RoxEFr
o e 12 Bl CYP2D6 [HEMEMZ AT 5 /Sm¥tEF 2 (10, 20 KT 40mg/ H X
wkh) L UARY Ry (dmg/HE®RE) Z0H Lz & & IRk OEF RIS T
587 7ERENEN 1.3, 1.6 KON 1.8 % EH L7z 20,

® A r5a+J—1
e KPIERE 19 Flic CYP3A4 HEERAZET 54 F7 2> —/ (200mg/ B KK HE
5) L UARY Ry (2~8mg/ A KE#E) Z0FH Uiz & & OIEMERy O EFIREIZE T 5
kT 7fEIE 65% F5H- L7 27,

3) TOhBtAROEE

ORI DV,
A ITIE U A s E B 11 flic CYP2D6 [LEERAEZH T2 8L T
(50mg/H X 1E#tH) &V AXRY R (4~6mg/HERE) =0 L7 & &, GRS D
MAEFPRE ORI E L KT S e oTe, 7o, BV RT Y % 100mg/HIZH & L 7-
BE T, TR OEFIRREICHIT D b7 7ED 15% E5H- L, 150mg/ B IZH&E L= 2
TlX, ZNEI 36% K TN 52% L5 L7 28,

@ ZLR¥HzY
oA JSTRIE R 11 61l CYP3A4 KON CYP2D6 FREMER 24425 7/LARFH 2 > (100mg/
HiERE) &V AXRY R (3~6mg/HREHRE) Z0FH L7 & & IEMERS O miE iR
FECPFRSRITR B A RIS 2 oT-, £72. Z/VRFY I % 200mg/ HICHE LZHBET
X, UAXY RUOEFIRIBIZE TS M7 7R 86% LA L7, 9-BE R U AR
R OMmAEF R R LY KT E 7205 72 29,

ORAS VANV
fEEE BN 12 Bl P EEARFEER 263257330 (240mg KiE#RG) & U A~
U Ry (Img HEHRE) Z20fH L7z & 2 ORI D Cnax XN AUCTZNEIL 1.3 5
N 1.4 f288n L 7= 30),

VL7 AHEAER | OEZBR

2. EWEEREINTA—E

(1) #BHT A%
AR L

2) RARERE R
MR L

(3) SHEEEES
gk L
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VI. EMEEICEY S1EE

@ HUFIVR
MR L

(5) HHEEH
MR L

6) TmHt
BB L

3. BHH (REaL—Lav) @

(1) RHFAH
LR L

@) 185 A —S EHER
AR L

4. RN
MR L
<HE>
HILETIT% RN S ND, BFEROEEIDLT N THD 3,

5. o

(1) rfn ik —RxEEPY BB
BEFERR A U AV R Img $E& ARG L, MAICEBIT 5 FN3 2 D Ok b= 5-
HTe AR SRS OV TRRE LIS, S22 RIRISH GBIt Z A9 5 2 L DMl ST,
L7=doT, UARY RATMmig-—mBIr z@it4 25 2 & AR S j 32,

(2) mi%— RSB PT BB
gk L

3) Ht~OBHHE
L6, (6) HEFLER) DI

) BEA~DBITHE
AR L

(5) ZDHhDIEM~DBITIE
1) K@~ DPH (BF: 5y FTOT—4H)
T MIBIT D UC-U AXRY R OHER % OMBN G EEREIX, 12& A EDMikICE
WTHE 2 IFRRILINICIEEICE L, 2 OB OERITMAEF 2> 5 Ok & Rk Em 2R L
77
TR REIR E 3 i &t > o T IR CIRIMAE P O REIR EE D 12~22 (52 H v . B, /MMy, #
Rl K OV A IR A A C b i O BE IR FE N R D BT 39),

(6) MIPFERWEEE
UZ~_Y R % 90.0% (in vitro. VHEHEHTEE. 10ng/mL)
9t Fux U ALY R 77.4% (in vitro, “Vi%ATE, 50ng/mL) 39

J%Hx\

6. R

(1) RBEPLL R U BHERE
R AIZY ARY RU2RO#%E LGE, BB TRE S s EHEE S, FREmIT
9-bB R UARRY RThotz ),
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VI. EMEEICEY S1EE

(2 REIEAET S8R P F) O2FE. F5F

CYP2D6. CYP3A4 20

Q) MEEENROARRUVEDEIS

HY  (EIEETREE)

4) REMOEROFRRUFEEL, FELE

10.

11.

TREW 9-v Faxo U 2D RUOIEMIT in vitro KON in vivo DFEHERICB W T Y A
U RUREAR LRI RIFREDORLFIN T E DRI LT D 86),37),

Bt

EFERRAIZY AT K2 1mg SE& O 2mg SEZ R D& G- L2856, #51% 72 Rl & Tlo it &
I RPAREIRITH 2% THY . ERBEHO 9-t Fax U AU RUA4TH 20% Th -7 38,
SAENTOT—H TiE, BEHEERAIC 14C-Y 2 R 1mg ZHEREO#EE L2854, &5% 7
H M CTITHESTE D 14% 033 F1Z, 69%73 R H I P S 7z 39,

bS5 U RR—4—ICBEBT H18ER

MU ER e L

<HE>

UAXRY R LOEFEERBE., -t Rex s UAXY R (NURY RY) 33 Y LT oA
R—B—PREH R EDIEE L OGN D 39,

BNEICLIBREE

MM ER L

<BE>

EEMBERNEWTZOBIT ClIBRESRICS W E bR S 89,

BFEDERZAITHBE

SERERUVEHEESEE TORE

TR, i, JFFERERSEE B R OV REFE BT 1T U AU R 1mg g% BERE &5
L&, mERS (VAU Rur4+9-BE Faf U 220 Ky) oEWEhiEiL, /EERA L
LT, PEEBHSERERE (V1L T7F= 27107 T % 30~60mL/min/1.73m2) T tie
12 35%DIER KN AUC 1T 2.7 fFOMHR, BEEBHEREERSE (Vv 7F=v27 0770
10~29mL/min/1.73m2) T t121Z 55%DIER LN AUC IZ 2.6 50K, HEilinE T tuelZ 30% 7D
FER KON AUC 12 1.4 5 DH RO Bz 90 (AAEAT—4),

Z0ft
AR L
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VI. &£ (FRLOIEF) 1Y SRR

VI. 2% (ERLDOIEF) (BT 5EE

1.

S Wet%wﬁﬁ

2.

2.

BB (ROBHEICITEBELENZE)

FHEREDEE [BiERELELIEIBETNARH D, ]

2 LY — PR AR O ARAR R I A O SR NS B D B [HHAR RS VE R 3
WM EShDZ b5, ]

37 RLF Y v EBEFTDEE (T RLFT Y2777 40 7% —0RAaiEE, IHEHE
BB T DIRERREE S L < M ERENCE T 2858 2:<) [10.1 ]

4$ﬁ®m TROVIY RY Rz LIRBUE OB O & 5 BHE

< g >
2.1 ARFNIHHARMENER 26 L TRV, SERELZELIEI28T11H D,

2.2

2.3

AFNTHFARAREIHER 28 L TR0, 2L e Y — VEEFHERO I L0 S m s
DRI N D,

T RUFU LT R A o, BZAEBORIHATH Y | RE O HAEERTTER I
0. BEZEMHPLERSEL & 72 0 . ImJERE FIERAHEE SN D,

FRE29F 121038 - AR AER RS ERLFEL SRR L e RAER BT, 7
KLF U o b o lEWER 28 3 2P0 MREO ROV TIE, EEPOICmEER TR Z 5
BENRHDLLOD, TF7 47X —3BICHRBEICE D a[REMENR H U | il 2 RS
ELTCT FULF U UEGRMLELEINDZENE, T 7 4 7% U —{RERRIZEE ORI RRE
DOECHHIETEDEH TICBWCT RLF U v EaFERTHZ &%, VAZE2EELTHHF
ATEp LM END, (T RLF V&7 74 7% —OREBRICHENT256%
R<) ZBiL LTz,

SFSHELI0H . EI L EREEIHAASHERE (PMDA) I2BWT, HistRE L 7 FLF U U5
RN & OO T R LU U RERIZ DWW T, JUBMHIREO T R+ U SR R
WAl & OPFICET 2 EEZ RS TIEe < JFHEEICSGT 5 2 &3y &l S vz
72, (BAEMERICRIT 2REREE D L <T@ T 2858) axtgsh s L,

2.4 —UTHEANC LD BBUEZ L Z Lo BB ICHERSG T2 L HEERBBUELZ K Z S RtrH 5,

3. BEERIIMRICEHET HFE L EDEH

(V.2 WRESUIBRICEE S H1EE ) 23R 52 L,

4. RERUREICEEY 5IBEEDOER

(V.4 HIEROHEICE#ET2HE] 2238752 L,

5. EELEFKEELZDER

8.

8.

8.

8.

EEGEXKEER

(FheeL&E)

1 B0, R, BERIC o K $ﬁﬁﬁ¢m_%o<t4@ﬁmr#%%bhé
ZENBHDHOT, VENOHRAICHEE L, IKILEXSD SN -GEITEES, @Y uE s
792k,

2 IR, BB - £« [HEBRE NSO TIN5 ERnHHDO T, RAIFEGFOR
FT H BV OGRS G 2 D B OB EICHE T SR WK Y EE T 2 L,

3 AFNDEH LY . EIILEECHRIFOEALR H b b, BRI, 7Y F—3 & R
JRTESHEICED Z ERHDHDOT, ARG TIX, 0B, 28, ZR. HRSOEROIILIC
HEET DL LI, FRTHERIE XUTIZ OBERED 5 W DfERRF 2 A+ 5 HBEICHOWT
(=N mﬁﬁ@@*”@ﬁﬂ +53cfrH 2 &, [8.5, 9.1.6, 11.1.9 B[]
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VI. &£ (FRLOIEF) 1Y SRR

8.4 IKIMENH LoD Z ENHDHDOT, AFF LI, Bk, BER. @iF. B,
R, EikbEESORMBEERICERT 5 & &b, MEEOREZEDOBLEE 712175 2
&, [8.5, 11.1.10 B[]

8.5 AAIDHEIZE L., HH U EFE 8.3 (N 8.4 ORWERANRITL2HEN DD Z &%,
BEKNZOFBEICH2ICHB L, milfER (08, 28, 2R, BRS) . K ER
(B, e, mvF, IR, R, EfEES) ICEEL, 2o X5 RIERNH Hbh
A, BEbICEG 2R L, EMOZE2Z 755 ET 52 L, [83, 84,
9.1.6, 11.1.9, 11.1.10 & ]

(A KRE)

8.6 BULZE FEAME. BUEZEOBMIER 2 B S 5 RN B D O THIZ 2 43I TV, EYE
NI BTG A OIRRIEICEI 0V B 2 5 7e U R LB 2175 Z &
MREADBEBARRY b5 LEIZHE S SFlEE)

8.7 EMIMICL MR OEIEZFHE L, BREEMIChEVEE LW &,

<fiEgn >

8.1 AHNT o ZZRAHRIEKIERN 2/ L TRV, MERTAD b b Z &2 50 THRIZIBREYIH
I EOEINIERETHZ &,

8.2 AFNDFARINENERIC L v | IRRAQREDIERDHSbND Z LN DHDT, AFIFEESTD
BEITAEEOEEREE | fARA ) B OBEICEE S TR &,

8.3 [Al Aoy 3 TR NG E T E AR VHEIRIMES b7 o R—3 AB#E O gIEH R ENIZIB N T
ERINTZT2D,

8.4 THKRZFEIWEM OHEZM]E

85 MEOERAATIEFICHE T ER] . TERREWEH] OHESR

8.6 KB DBPRS (Brief Psychiatric Rating Scale) IHHRBIEF T —Z Iz, 8% |

MEERME] . THGE ) OEAMOUOIER & A TE(LRNE - 20 THEE Z M Lz,

8.7 /NEMDO B ITH W TIL, B OHEIIMEDRE /R NT AR GELND & 5 EHRICEHEY

HMLEND DT, EEMREL TWD,

6. BHENERZATIEEICHTIER
(1) &6HE - BIEEFOHLEH

9.1 &HHE - IEESOHHEE
9.1.1 i - MERKE. BOE. XIFEFNSOREVDOHDIEE
—IBEOMERE TR 5bd ZEnH 5,
9.1.2 FEIROEAEED HHHE. £XME T BEREEBEORE
QT IR A AREME N B 5,
9.1.3 IR—F VY UBRIZLE—IMEEIBIHED HZBE
TPEEGERESE Z Vo3 < b, e, HEERANRIEROEAICINZ T, $5EL, Bk ~~Lo
KT, $5fl %0k 5 AR ESEDIEIRN RS 2 B8EZNR"H 5, [11.1.1 B K]
9.1.4 TALAFDEEREBIIChoDBREEOHSHESE
FBFEZ KT ST BENNH 5,
9.1.5 BRLROBERVERSEEETIEE
JERZ B S BTNRNH D,
9.1.6 BMERBRXIIZTOBREENDHZEE. HAVWIHRFEOREE., SmME. BEEDORHER
ROBEREFEETHEE
MBEES R 2 & n3d 5, [8.3, 8.5, 11.1.9 ]
9.1.7 K - REFBIRBFLHS SHRNEROHLE8E
BPEEGEREAE 2 0 0V, [11.1.1 B
9.1.8 AEMRE. REABAKR. BBAE. BKKEBEFORE
PUBMIRIRIZ VT, ZERIE, FIRNASES O MARZERIENRE STV D, [11.1.12 &
]
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VI. &£ (FRLOIEF) 1Y SRR

< fian >

9.1.1 AANT o RBAPENER 2/ LTk Y, —iEoMER FRH bbb Z L3 5,

9.1.2 FUEMIREO®R 5T, QTIEEZEDO LEXBFE RO LD ENRH D, Z0O L9 /LB
fbiZiE, PUREARSED b DX = O U RRER ., BMFE M O S, DARRHE~ D BRI R |
%< ORTPEHEZE G LT D,

9.1.3 AANIH R R MEAZF L CEY, EMEGERENSE Z 00T R RN 5, £,
EARSMNIEIER 2 & e PR AR SRS (BEEL. Bk L~V OIR T, 858 2 0 5 (KL R 22 E
HORER) AE L ST D AREERD D,

9.1.4 fOPUEMIHIE (T Fa 7=/ R, T2 /) FTVFR A TVRNUUNLFKR RUXT R
FR%) MEHERBMEAZETIEZERMONTEY, AFICBOTHBEMEA2 KT &
LHBENDD D,

9.1.5 WA KIEILHBZOEREREVIEETHL Z L3I <MmbnTns 2 L FZE TORHE
Wb BE LUEEREREG L LT,

9.1.6 FEIRIFOADHE, BERIFOFIREE, &b S 5 TR O FERIBE OGN 1267 5 B#E
TlE, MFEES EFT22 035,

9.1.7 A\ X D EMIEGERED Y A7 7 7 7 X —L LTk « SRR RIREES 2 0F 5 FIKAUE
WERHIT BN TR, AFIFEHIC LV EEEERENEZ 2B8Z3b 5,

(2) BHEEERSE

9.2 BHEEEERE

AFN ORI DIER L N AUC A RT 22 &b D, [16.6.1 B[]
< i >
REHEL SRV
(3) FFHBREMEEBE
9.3 FriseEERE
FEELZEL ST BENNH D, [11.1.5, 16.6.1 BMH]

< >

9.3 AANTEICHIR TRH S ND 72D, FFBEEZ B LS B2 0 | FFEEEOEK T LT\ 25 BFE Tk
AFNOVER NSRS 2 FREMEN H 5,

(4) £GEREZERTHE
RESIN TR

(6) 4w

9.5 iR

PSR SAFAEYR LTS ATREMED & 5 eMEIZiE, 18R EOFRIEDR a2 Llal % &l S h
LHENOHEETH 2 L, EIREHICHUREMRENRE STV L2568, A RICmLkE
TG, FPOREETE, IR, AREGRIKT. ZRIIHIESE OBERUEIR-SCHERAMESIEIR DN B H b
LEDHRENRDH D,

<fiER >

G Rl

(6) R34

9.6 RFLIE

TER EOFRMER ORFARBORA ML ZE L, HALOME UTIPIEEZRFT52 L, B b
THMNBATHRD TN D 49,

<fn >

Ll ER Y
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VI. &£ (FRLOIEF) 1Y SRR

1.

M MNRE

9.7 MNR%
(& KLRE)

9.7.1 13 iR DO/NREZ RS & U7 BERER L5 L TV,
UMNREIDBBARRY b5 LEIZH S W)

9.7.2 KM AEMREN, FHAEWR, AR, 5 MARMOYNILEZ x5 & U BRRBRIT I L T\
A

<R >

Ll ER Y

(8) =imE

9.8 BNE
BEOREZBZE L en o0& (118 0.5mg (0.5mL)) »H&53 574 L, HEICKRST
5T &, ElE TR BIEREORIERRN S b9 <, £, BHEEELZHT 5
B Tl MR REN EH U, N ERT 52208355, [16.6.1 ]

<fn >

LB

HEEA

10. #HEEH
AHANTF L LT CYP2D6 TR SN D, 7o, —#f CYP3A4 DEFH HRES D,

1) AR EEDEH

10.1 AR (BFALGWLCI &)

FEHN 4 5 ERARSEIR - #EE 1A BEFe - fERRIK 7
7T RLFY 7 RLFVUCOEREZEWIRS |7 R ) 37 RuF U A8 o |
(TF 74 7F—0Kak (&, MERTFTZEZTIE83S | BZREOTHEAITHY . KK D o ZH
B, XUTHERMEIRIC BT 2R | 5, HEWRHERIC LV BB EAIRIE R E
IR S U < IR 5 PLE& 720 JERETIERASEm SN D,
G ERL)
RAI YV
[2.3 B 1]

<fiEgn >
T RLF U7 RUFt U AEEitE o, BZBEROFEAICTHY . AHN D o TEREGERIER K
MIMEAEIER) 2LV, BZARMEIER (NEIERIER) NBE L 720 | IJERE T ER D
MEND,
R0 S 1 2R3 F - B AR RS E RN FEL IR RKRESIcBWT, 7K
VU & o ER 28T 29U RO FRHIC O W TR, 3P BRI AR Z 262
NRHDLHLEOD, TFH7 47 F 0 —XESEHIREEICE S fREMENRH 0 . a7 REiLE & LT
T RLF U RENMIELINDZ LMD, TFH7 47X —1REFICBREDARFEDOEIC
BRI TE HEH FIZBWTT R Y 2T AZ &, VAZEZBEBLTHLHATEL L
M Stz (TF7 4 7F > —OKRABFIERT 256 %2R<) 28R LT,
BRI, EH L ERER R AR (PMDA) (ICBWT, PRI E 7 L) U EHH
BHREE & OPFHERO 7 LT U VRIS HOW TR, USRI O 7 R LI U A R LA
EDOPFRICEAT 2FE AU R TIER L IFHERICUET T2 2 L3y Ll Sz 729,
(S RHEIRIZ 31T D IRTEMEE S L < MBI ER T 256) Z2xtgst & Uiz,
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et (ERL0IES) 1Y SRR

(2 StRFEELENHEH

10.2 FREE (BFRICEET S

&)

A%

BRAREIR - $E 515

P - fEBRIN T

ARG (S e — L EERE
IR

MAEIERZ 8RS 2 2 &
WHHDT, WETLL
HEICERES LI L,

ARHN R N Z AL B O IFRF O HRE AR I
FZ X %,

RS AEBITE

FEICER 238545 2 &
W5,

AFNT PN VEREHZR LTS Z
EMBL RS AEBMMEMRR ISRV TE
RN D ReEn H 5,

BH5,

LIEE S BEFEMERDSETR T2 2 &8 | AAI RN 2 b O A O R EEMIC X
BB, s
7= MEICERZRMT 5 2 & | 70 a2 — U X PR R I EH 2 A 3

A)

CYP2D6 #HET DAl (¥t
F o 20058
[16.7.1 Z]

AR OTEER B 0 1L T
WS ERT D2 LN
%

T B DFEAN O FE A A SR BLE VRS
L%,

CYP3A4 #3584 234 (<

P TJo=Frfr, UT7
B T )L E R —)L)
[16.7.1 /]

AF Je ONEPEA G O 1f.
REPETTDZL2bH
Do

NS DHKIDO CYP3A4 FHEEMIC X
}_:)O

CYP3A4 Z#[HEFT DK (1 hT7 =
F =L 2%
[16.7.1 /]

AR R O A4 D afa,
RENERTDZ L0
)

Zh b oKD CYP3A4 PHEERIZ X
Z)o

QT EREZRLZFTZ LRMBATND
HeHAl

QT ERDNHLDONDLEBZ
b s,

QT IERAEMNERT DB ThBH 5,

T RVT U AR R
VKB Ar T RFLFI

MEBETEZEZTIEND
Do

T RLF Y ATT RLF U AEEE o,
B ZHEEROFHAITHY . AFND o %
BEERERICE Y B ZRIEHETLER
DEAL L 720 | MERETIERNER S U
LBENDH D,

<@ >

- PIRAEIFIR (CNLEY—ILBFEEASE)

AFN RO Z b OFEANTHAAFREIFIER 2 A 5720, PRI Lo THRRhigm e 21

WITDHZLEND D,
- RS B

AKENIHL R ARSI AR /T D720, R AR L ORI LY | FAEIIEHRREETT 5

WD D,
- RS

AFN T o SEAPRLERHER 2845720, OFRIC K D EREERNER TS 2 L3 5,

- 7JLa—)L

KA OT v == TR ARSI E 2 A9 2720 OFTIC &0 FPAX Al /R 2 3 585

LDIEMDHD,

- CYP2D6ZFRET HFA (/\OFEFUHF)
AAN B OVEPERGE ORI E S v, M iREDS LR 5 RN H 5,

" CYP3SMZ=FHET HFH|

(AUNTEEY, Fx=ba2, YIFPVEDY, T/ NLES—L)

TS DFEFN O AEHEERFEIC L0 | AR O MEE S v, KA R OTEMEAGE O 1

REMETT2Z 005,

- CYPSMZMET %A (4 F53FV—ILF)

S DA O AEHEERIEFIZ L0 | AH R OVEER

%

P RLF Y AEERERE (U ALY - P ELFUL)

TRVFUAIT FvF Y ARt o, BRARORFIFHITH Y . AHID o ZAEMERERIC

L0 AR BN L 720 | MFER FIEF S h D BT b5,

19

FHPOMAPREN EHT 52 L0 H



VI. &£ (FRLOIEF) 1Y SRR

8. ElEM

11. BElER
ROBWERRHHOND Z ERHDHDOT, BIELT7IATV, RENFED SIS EITITK
Gk 357 EEY R AEZITO 2 L,

EARZEWER] KO TZ2ofmoRItER] OBEIZE T 2EWERAOBEIZOWTIE, e Kk
FERBE ZRRE LIRERICESESHE L,

e={11}
ZH

(1) EXGEMER & HER

11.1 EXLEIERA
1111 BEEEE (5E R

MEFNHRER . TR ORI, WE IR, SR, EOLEE), RITENRRE L, THIT Xk
REANHLOLNDHGEE, EE2ZTIEL, KGEL, KOoMHEORFEH L & I 7L
AT 2 &, AMEFRERCIT, AMEROEMLmE CK O ERARALND Z EnEL, £
2. AT EUVIREMEIBEBEDKTRALND Z ENH 5, B, @ADL, Bk
fRE . PRRR IR EE, JEEREENL. BLAUEIR, AMBEE~LBITL. HETEHZ 08B D,

[9.1.3. 9.1.7 /]
11.1.2 BRESRXROT (0.55%)

EWHREICLY, DERSOARMEED NS bbb, #E5ETIEZ LRI ENH D,
11.1.3 FREEA LR (BEHEARD)

P8 R (BARARHR, Bl - W@, 35 UWVERL, OB & 2 W idithise L OGN A O 5
SIFEDRER) ZR L, WEMEA LD RCBITT2 2 E083H 50T, BEKENS b
LA, BEEPIET 5 CEYREEITHY 2k, B, ABNIEER (1 X) T
HIEHZAET 2200, B - EEEZ RBEE T AREELRNH LD THEET DL Z &,

[15.2.1 ]
11.1. 4 MPRFBIVE TR EES S BIEREE (SIADH)  (BHE A )

K7 b U 7 AIME, KIRBEMGE, RPN v LAPREEORIN, EiRIR, 8, HEikEE
S E D PIRR B VT CRE A S WMERERE (SIADH) b bbb Z End b,
11.1.5 FriRepEE. #E R

AST, ALT. v-GTP & EF%E%E IFEEERE ., HWEXLLDONLLZ B3 H D, [9.3,
16.6.1 ]
11.1. 6 BBUHMMRE (BERE)

PR, B, CK ES. MRk ORT S 47 a vy ER 2R+ 2 0% misE 2 &
SbnbZ END D, £, HERIBATEIC L2 AMEEEORIEICEETDHZ &,
11.1.7 T8Ik GEEAH)

LEME, DEEIMEER S NS I Enb 5,

1.8

1

11.1.8 NMEREET (FHEAH])
11.1.9 S, BREETS P77 F—2X, BRFEEE S RH)

e MLBECHE PRI O BAL N B B bdv, BERFMESS BT v R—V A PEIRFPVERIECE S 2 L A3
bHOT, AFEGHIL, OB, 2R 2R, BIRFOEROBIUEE TS & LIz, M
PEEOREZAT 2 72 E+ 0B 21T0, BERROLNHEITE, BE5E2pPilL, 1
A AR OREHEOMY R EEZITO Z &, [8.3, 8.5, 9.1.6 & ]
11.1.10 {EMBE B ARH)

Wi, MR, mvF, IRER, AR, EEREESE OMRMFEER 2RO b oG A I, B
ik LiEg) el 2175 Z &, [8.4, 8.5 &HE]
11.1. 11 $ERAERAE. RMmMBRED (FHEARH)
11.1.12 FHZEERGE. FRERRRMAREE (B RH7)

i FEARIE , F R ARIE % O AR ZEARIE NS STV Do T, BYIi, Modm. DAL DS,
PR NGRD LN TZGAIIE, &5 2R IET 57 Sl e i 2175 2 &, [9.1.8 2]
11.1.13 EH\BeE (A

o RSEAFREHE W E N S < PRt EIE N H o b Z &R d 5,

20



VI. &£ (FRLOIEF) 1Y SRR

< fian >

11.1.1 ZAEREFIEARBIIED . RN U B RERT G, GABAXRZGL, R XIv - J VT Kb
F U ARG, RN s v u b= U R RGRENE Z BTV,

11.1.2 BRECAF R U7, JUEMREORME 5%ICHEIAT2EE L COJEM - B DR
AREEEE TH D, BIEMF L, PURBEHREICE D R V2B ERORYEN X AET
D BEOBEZIEIC LD bDEEZ BN TN,

11.1.3 fMOPUBHIFI THMMEA L o ARHE SN TN D, —RICHEMEA L 2ADJFIR & LT,
HEIOFL2 Y AERIC X DBEIGE, WK T RZ 265,

11.1.4 HFRIRANLE U REEOUWEGERE (SIADH) &%, /EHEFIIRATH D08, HikshimE 3L
I RN U R RICRE U CTHEBLROICAE R 3 2 5 3. HHRMED RS AEEhPERRIK A3 U C
ADHW AT DO TIZR WM EHEER L TV D HRERH D,

11.1.6 PUREARSEE G L0 | BEMEMEEE, PURIRFB VT REAG D WEGER (SIADH) 125 &
o0 X RESURMRIE SR BL L 72 & OMIEDR B D,

11.1.9 U AU R 80K Cm B 2 38 5 U7 BB NS STV b, T OREFIZED TIEZR W
D, PUBHIREN 7L a— Ak s X7 BHETHZ EI2L 5T, A4 AT RPUER
SIS Z NS AREENE X BN TS,

11.1.10 U AU R 8HICRIMEE 2 588 U 7 ER 23S ST b,

11.1.12 HEE B FICEE LG & LT, FEEAFUBHIRES M/ MO e =2 5-HTeaS HEIC
EA U CIf/IMREEEREIC B 2 RIS T AREME. £/, v 7 7 F ik EeE be 2 Tik X
HHEINTEY, G7u 77 F U MENMARERICEEL TW DRI R I TN
Do

11.1.13 UV ARY Rida 7 KLU U BRI CRFEZ FE > T D, o7 KLU U RIR
AR P RE CHEEARKE AR L TEBY ., BBMMFLE L Ta T N+ U UHEHIE
ANEZ B TW5,

(2 ZnHaEIEA

11.2 DD EIERA
5%LL b 5% A i HE AR
JEYRIE ] OV A= REX S, SR, WHIAAK ., Wik, HH
I K.Y, BB, B G ATy
P, R, ROERY, S5, Bl
P, TS, R, U A LA
Y. MBS RdkZe. IREEYE, PEE, N
HEE, ¥ =KER
Mg R v 73R =il M/ NRE B R ERIEA E
P
T R E TrT7 4T F— G, BEUE
P53 WA VA= Vgt
KRB OFREREE | RRAIR RATTIHE EE MLAE . 2 EUE ., A0, & REE M
JE. K E
Rl FIRIE, A& WOk, O oW, DD oER. EEEM, BAER. MEIREE
w.OBE. =R B (|E, BAAK., fEHE. Vv R—EGR, MR
R, SEELINAE, U v i@k, KK T, THEMSHAR, M4 X A
R —JTiE SiE, AR MEAREEES TAE
P A THYT . B, |, VA M=— | RN=F V=X A #EANRIREE i
R AR, o | $HER. EEVET. 7 | B, EEAREE, EEEEE. L5,
F e SboX Hbd, VAFR|RIR, B#FL-LoRT, SFEEE GBo
U7, EFE, LN | bonE) RRERE . REEE., TAN
B, . KRB | A, Kt = 2 — R8T — | iED R
B, IR, SR, MR, Ble 0 BRIE, Jih, PR
. EORRRIERS, GEEESE . ERRIE
MR pi RIS, GMRT |REREHSFEIE, R, IRAE. K.
MENEEN AREAZE, FEL, IRFE A, HRB& &
2. MReZME, WU, &P, BRNBE, AT
HPT BR AR R
B O Hm. [mlfstkdEuv, Hig

21




VI. &£ (FRLOIEF) 1Y SRR

D 2 SR, B, OEN |AESER, BE7 ey s FET R Y 7
HISMHE . R | RAR, AT ey 7 IEPERRR
SN
MmAFEEEY AL ENME R, Km)E,. SfE, REm
B, RATEER AR A
L E N IE Q6 £ PA MR PREE, ek, SR, RIS oo,
FHERR R MR FEE S R0 RE SR . O VRMAEE R, o i,
fiti o o, Wk, WETUERSS, AR,
RIE D oMM, T, FPREEE, IBEK
H Ik TUEE L, ERL, O \wE TREE. EEE| DN, HR, MmRXRZ. BEA%,
Oy MEE W, B RPNk, e, EBLRmIE, BRI DX E
#. BEYE . WAL |FER
B, LFEWRE
JHFIRIE R R JHF R RE 2
R & R O R A% EQARNIE TOERE, B, WAk, RBE, SE.
e BAE, MERNE, GG, TS
NEIRMER B S, REAEA, KERE., M
. K
B A& R S ONRES | 1105 [0 IR, W, BRI | AR, AR T, R, MW, RIE
BB TIER . BBEE. ERTE. . R
FMagE ., A
R I OVIR S PEPRIMEE, HFR JREA. JRIREE
B K OVELE R | A Rk R HAE . SRR | MEA R, RHEAIA R, M bR, Mk
&= E AE, LEAPRE, PERE, ARELE,
wRAR, B, LEER. LE
U
EHREERORES | SRS, Bk, |5, 5. ST | KRoRR, e, BAmEE, KA TEE,
JRFTRRRE 178 B BT, |, RIEFE. RAE, KRE, A or=
FEEN VVRRGE, FESE SKAIBERUE
BRI AT ALT #)n, CK #|AST #8hn, 2 v 7 =480, >
N, fEAR T, fuH | R oogEsE N, LDH #M, e 7 s F
U Z U Y REE (BN, ) b U T A, IR 55 R
0. y-GTP 80, & |, LEXEFET 2, LEX QT ERET 2,
EN, RERD | GEREREUE, Y a~Ee S a e U
MmN B D . R A B ER B
B BiEREIEM, JRPEABME, ALP
m, ~< b2 Uy MEd, DER T R
T2 o RERIEN, SR ESE, AFRESE b
. RVEE
BE, PEEOL HRff] - BRPE, BloE G, LEBIZ L DKR
B A OHE

E D BRSSO EAICIISEIDG UTRE IS —F v Y VEROK 555 )20

2175 2 L,

H2) LDERICEREND DN GAICTEREE2FIET 570 C@mU R EEZITHY 2 &,
E3) HEIIRAIAT) R CEEICRGTDHZ &,

<@ >
HEEBD

9. BERERRICRIZTIEE
FRE ST R

10. BEES

13. BERS

13.1 B, ER

—RICEE STV DK, RIS, AFIOERAZERICERLIZbOTHY | IR, 4
SR, RIE, QT iER., HEARSMEAEIRE TH 5,

22



VI. &£ (FRLOIEF) 1Y SRR

< fian >

WLE - BRI 2R AN T A VO T SERISH U T RIS HERE AT Y 2 L, MBS LT,
KB L, BEOMB R OHR 2 TATHY 2 &, B, &R MO FAlO#K
B I # et U, NEARH O 720 O 720 « M ROE=HF U > 7 &3 0mn
WZBHMET D &,

. EALOIE

14, ERALEDIE

14.1 EHBRSFOIE
WIRAICOAREH S5 Z &,

14.2 FERIRXFFOTE
LUFIZOWTHERFIRET 52 &,

14.2.1 3aliicB W TR, aEoFERA LN &,

14.2.2 AFZEERAT 200, bLIE 1 FORAEZK, Ya—XRET, 27—
(8 150mL) < HWIZHIR L THEAT S Z &, 2B, HRZIER DL XEHSMIHEHT
ZE,

14.2. 3 FRIEMHACE GREAS. BARESE) KOHMIX, IRETHEEENMKTTHZE08HD
DT, MRLTHEHLRWNT &,

14.2.4 s (30mL, 100mL) IZIRfF SN TWVHIEXy FOHEY IZZELZENH
0.5mL, 1mL, 1.5mL, 2mL. 2.5mL & O 3mL [ZfH4 95,

14.2.5 23@dh (0.5mL. 1mL, 2mL. 3mL) (. 1 EfEWNEIY TH 5, BIERITEEZHESC
MR 5 Z &,

14.3 RARRBFOIE
CADAREDT Ry vay 7 (SvT7alEpt U UA) KOPLY LoL X —HRE e g 3K
DT ET o7 AP vy 05% (ERaxiyy) EORASICEY ., RE, THESE &K
TERDZZEND, BAIEET S 2 & 49,

<R >
14.3 IXII. {5 2. ZOMOEEEE) @ (1) UAXY FUONAHK Img/mL T3 k3
DOELAZEL) DESM

12. Z0HhDEE
(1) ERERBEAICE D 1EH

15.1 EREREEARIZE D < 1E#R

15. 1.1 ARFNZ KX D1E%F, JRKAHOZERIENHE SN TN D,

15. 1.2 AhECTHHE S A7 7B HE I BE U 72 Rk ORI hEE ST sh ) 2 H 3 2 &l
BEEZXRE L 17 OFKREBRICE W T, Afl%2 S IEERIPuEmRER 5L 7 78R
B HREL L U CHERN 1.6~1.7 (EEmr-oT2 L OWMENDH D, Fiz. FMETOEZFHE
IZBWT, ERPURE AR IE  FEERPUB N E & [FERICE TR O EFICBE 555 L o®En
»H5,

15.1.3 A& Gie a1 7 FLF U UAEHHER O & 5 A 2 G Sz BEIcBW T, ANET
W AT R B R FEERE RN SRS STV D, i « itk ic. IRAOHE A& U 5 aREM:
W& HDOT, WENZIEREICARBE GBI OW T2 K HfET L2 L,

< i >
LA B

23



VI. &£ (FRLOIEF) 1Y SRR

(2) FEERRHBRIZE D FR

15. 2 FEERERERBR(CE D < B

15.2.1 RANTEMW)FZ5R (4 X) THIMIERZ AT 22 L0006, MOIEANTIES HEE, B
FE, MRS KX DR R 2 KRB LT D AletEn & 5, [11.1.3 2]

15.2.2 FotifH (v VA, 7w N IZEIKREHED 4.7~75 % (0.63~10mg/kg/H) % 18~
25 » AR O#E LA AFMERBRICEB VT, 0.63mg/kg/ H UL ECHARIES (v VA, 7
> M), 2.5mg/kg/ AL ETFEAEEE (v R) KON ZWEIEE (7 v b)) O34
FEDEAPRESNTWD, ZNUHOFTRIE, YuZ 7 FUICHE L= LT, ol
HFTIEL<HBIN TGS, 49

< i >

ik R S

24



X. JERRREAERICEEY SR

X. JEERERFABRICRS 9 HHE

1. FEHER

(1) FENEEHAR
VI S FEHICPET DA | OHS M

(2) REMREHR
EER R L

(3) TOHORERR
U L
2. BIEERB

(1) BE#HEE5HEEER
MU ER L

(2) REHREEEHER
OB R L

(3) EEHEHR
U L

@) HMARESER
[VI.12. FERGRFRERICEE S < FH DIEHD (2) &M

(5) 4RESEEBILHER
BAE R L

(6) FRFRRIBEEABR
PMER e L

() TOMORHEE
LR L

25



X. EEMEHEICEY SHER

X. EEMERICEY SER

1.

RHIX5
(DELHA - B

GRS (EE—EMEOLTZICIVENT 52 L)
@AZKSY « w3

AZhEAM
3

BERETORE
EIRARAT

L EDIEE

20. RV EDEE

20. 1 RS ZBET CRRAETH 2 &, s, MIBES OMKIEOSTICRE 3 5 & RE bt o FIHE
PENRSHH DT, FOBITFEIRICTIESE TR S LTRMT5 2L,

20.2 /NEOFOEDROFTICHRE T D Z &,

BERITEM

BEMERLTA K HY

<FTVDOLBY : HY

ZOMOBETTEM - HY
DUNBIOBEHANRY R T NEIZHED G (2 LY AU Ry Tav b3 ZRA
ENDHETFHEDOFHT~Y ALY RUWNHK Img/mL T3 3 G E O
UARY RONHK Img/mL TS ) EHASE (B0mL - 100mL)

(IXI. 2. ZDOMOBEEE DOEESR)

R— 5 - Rzh3E

SRR M4 © U ARE — VN AR 1mg/mL

FZhd : 7V TSIy —)b, TP, JoF T 7~ EE, Lo 2o UK
AL/

ERSEEFA B
199346 7 1 H

HRERFTRBEAARVERES. EMEENSFEAR. RThmEAR
RUEARGEAREAEHA B : 2007 43 A 15 A

HFRE S 21900AMX00505

SR FEYENGEAEA B - 2007 47 H 6 H
IRGERARAEA H : 2007 427 H 10 H

26



X. EEMEHEICEY SHER

9.

10.

11.

12.

13.

14.

EERFHREM. RERUVAEREFENENOEABRUVZTOAR

2020 4= 8 A 26 B f

[Zhie S 3zh#]

INREIDO ABANRY N T BEICEE D Syl

(LR O ]

K 15kg LA_E 20kg Adifi D B4
@ﬁ\UX&UFVkalEﬂuja%mgmz@m);D%%L\4ﬁaiw1a(wmg
(0.5mL) % 1 H 2 [FNZH T CTRAKET 5, ERICKVEEHEET 22, HET25813 1
ﬁ%uiﬁﬁﬁ%&ﬁflﬁikbfa%mg®2Mm)f0%%Téo@L\1Hi@lmg
(ImL) ZHEX72W\WZ &,

{KE 20kg LI E DB

SCNN JxNJF/kLTIEﬂlﬁo&m(OMm)i@%ﬁb\4ﬁﬁi01H]mg
(ImL) # 1 H 2ENZ2TCROFET 5, ERICE YV EEEBT 22, HETLH56131H
WHL®W%%&fT1H%kLTO&@(omm)foﬁiféo@L\1HE1\WE
20kg Ll I 45kg RO 1L 2.5mg (2.5mL), 45kg UL EDOYAE 3mg (3mL) & Z 72\
Zl | AR I,

HEETRR. FiMERAREARRVUEORAE
FARSAYA

BEETHR
B RSZAN
REARBIRICEEY 5 1E8
AFENT, BE (HbDoWIFERE) HIRICET2HIRITED b THRUY,
£EI1—F
i R EEMIEE | EBIERS = — R o en | T FERAE
o MBS = — I (wia—r) | HOT O &5 | oo ima—r
) ARY R
WH W 1mg/mL 117903851056 117903851056 118080003 620005635
ERARY
R LOIE
AFNL, IR L OB ERAITEE T D,

27




XI. @k

XI. R
1. SIFAXXE
1) (W) BAANEEWHSHw: EEHEERLD WA No.26. FH H#fls 20065 151

2) RAAHERA 2 —ifw: QARG EXEG r ie f 2011. Ul% 5520115 2100-2107
3) %5 18 tuE B AR Hfifan . BE) 1135k 20215 C-6039
4) tENE R RERAFHER
5) HEPEAEL: NndEER
6) thNE B MR E R AT nﬁﬁ
7) *ENEEE IR REIZ IS 1T D e MR
8) J\AI Y- f: Emr“**/‘fﬁﬁc% 1991; 20: 529-542
9) J\RII: fli: B AKEFEE . 19935 22: 1059-1074
10) JEEFHEHE S M BRIRRGPREE Y. 1993; 22: 101-116
11) Rk FHE: fih: PR FHEEEL. 1993; 150 617-631
12) JURHIE fih: BRPRIESE. 1993; 91 2725-2739
13) AR Ml BRIRIEHE. 1993; 91 1453-1470
14) KR Z8 fli: PG, 1993; 151 749-762
15) A 4BRAH Al BRI EE . 1994; 23: 507-522
16) FHRLI Al B IRREAT. 19935 21: 221-259
17) TRRFEHE fih: E&r“*ﬂﬁhz;‘z 1994; 23: 233-294
18) /NI B BAVEREFIZME: © S A3 5 BE 255 & LI ENETHERER (U 27—
JVEEHIRL/OD fm/v\iﬂ%«fz 2016 4F 2 /] 29 HIKRR. HREEEMIEE 2.7.2.2, 2.7.3.3, 2.7.6.4)
19) Janssen PAJ, et al.: J Pharmacol Exp Ther. 1988; 244: 685-693 (PMID: 2450200)
20) Leysen JE, et al.: Mol Pharmacol. 1992; 41: 494-508 (PMID: 1372084 )
21) Megens A, et al.: J Pharmacol Exp Ther. 1992; 260: 146-159 (PMID: 1370538)
22) FAAE fhi: Hehy - ek - 1THE). 19935 13: 39-42
23) /NEK OVEFOBMEBBEFICBIT DU AN ROEYEIEOMRET (U A7 — LEEHH
ki/OD B2/ 2016 4F 2 H 29 A7&GR, HEEEEMEE 2.7.2.2)
24) EUGHR M : BTHE & ERAK 2007 ; 56 @ 232-237
25) EATE — MIBEER: 7y Fv o« X< U dRBE (55 1200 |, B)IIESE. 2013 ; 536-540
26) Saito M, et al.: J Clin Psychopharmacol. 2005; 25: 527-532 (PMID: 16282832)
27) Jung SM, et al.: Clin Pharmacol Ther. 2005; 78: 520-528 (PMID: 16321618)
28) Spina E, et al.: Ther Drug Monit. 2004; 26: 386-390 (PMID: 15257068)
29) D’Arrigo C, et al.: Pharmacol Res. 2005; 52: 497-501 (PMID: 16226034)
30) Nakagami T, et al.: Clin Pharmacol Ther. 2005; 78: 43-51 (PMID' 16003291)
31) FHMIE fthifes: BT BT ~ORIET A K7 v 7 (&GETH 3/ . UiE 952017 273
32) Nyberg S, et al.: Psychopharmacol. 1993; 110: 265-272 (PMID: 7530376)
33) Van Beijsterveldt, L, I FEIE, fl: FA8 & K. 1993; 27: 3053-3062
34) Mannens G, et al.: Psychopharmacol. 1994; 114: 566-572 (PMID: 7531854 )
35) Mannens G, et al.: Drug Metab and Dispos. 1993; 21: 1134-1141 (PMID: 7507814)
36) Fang J, et al.: Naunyn-Schmiedeberg's Arch. Pharmacol. 1999; 359 (2) : 147-151
(PMID: 10048600)
37) Schotte A, et al.: Jpn J Pharmacol. 1995; 69: 399-412 (PMID: 8786644)
38) AR fih - BRIRFEAM. 19915 19: 93-163
39) C Lindsay Devane: Neuropsychopharmacology. 2007; 32: 757-764 (PMID: 16936711)
40) Snoeck E, et al.: Psychopharmacol. 1995; 122: 223-229 (PMID: 8748391)
41) Hill RC, et al.: J Clin Psychopharmacol. 2000; 20: 285-286 (PMID: 10770482)
42) Spina E, et al. : Ther Drug Monit. 2000 ; 22 : 481-485
43) Mahatthanatrakul W, et al.: J Clin Pharm Ther. 2007; 32: 161-167 (PMID: 17381666)
44) HENEE  BlA A ERBRICEI T Bk

28



XI. Xk

45) BAFMERER (U A5 =)L 3 225 2 2009 4 4 H 22 A7KGR, HGEEEHMBEEE
2.6.6.5)

£ D DS E SR
REERRL

29



XO. &28H

XI. 8&&H

1. EESNETORFTERR
WS CORGEAIFUT DO LB THDH, (2024 4 8 HKiA)

4 HRIE4

KE RISPADAL, RISPERIDONE, PERSERIS. RISPADAL CONSTA, RYKINDO. UZEDY,
PERSERIS KIT, RISVAN

R Okedi

eS| Okedi, RISPADAL, RISPERIDONE, RISPADAL CONSTA

E) FESMBEAICHONWTIE, 914 B ABRORWEENIREL TW5,

2. BB HEBREKRIIERER
WERICE Y HiBIVER CREIFRAXE. T—X FS UV T72EH)
HARDETEHRIXD 195 ] 9.6 #&Z¥lim] OEHORLEHIILLTO LIV TH VY KRETASCE,
HESPC, A —A T V7ML THERD,

9. REDEREZHI HBHICEHT HEE
9.5 i
PRI SUTAEHR LT D ATREMED & 5 2ok id, 183 LA RIS G Z LR S &l St
LB DHEET D L, EIREIICHURMREI TG SN TWDEE, #rAIcmzLeE
Ty BHR, MPREETE, R MERINT . BITHIE SR O BERUER S HEASMESEIR DY B & i
L DRENRH D,
9.6 R7LIF
B EOARIER ORALRBOARIEZ EE L, RO UTT L2 MR+ 252 &, B b
THHBATRRO N TN D,

Hi gt LN
KEATCE | 8.1 Pregnancy
(RISPERDAL®| Pregnancy Exposure Registry
(risperidone) | There is a pregnancy exposure registry that monitors pregnancy outcomes in women
tablets, for oral | €xposed to atypical antipsychotics, including RISPERDAL®, during pregnancy. Healthcare
use providers are encouraged to register patients by contacting the National Pregnancy
RISPERDAL® |Registry for Atypical Antipsychotics at 1-866-961-2388 or online at
(risperidone) | Attp7//womensmentalhealth.org/clinical-andresearch-programs/pregnancyregistry.

oral solution |Risk Summary
RISPERDAL® |Neonates exposed to antipsychotic drugs during the third trimester of pregnancy are at

M-TAB® risk for extrapyramidal and/or withdrawal symptoms following delivery (see Clinical
(risperidone) Considerations).Overall, available data from published epidemiologic studies of pregnant
orally women exposed to risperidone have not established a drug-associated risk of major birth
disintegrating |defects, miscarriage, or adverse maternal or fetal outcomes (see Data). There are risks to
tablets the mother associated with untreated schizophrenia or bipolar I disorder and with
20224E3 ) 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/m?2 body surface area. Risperidone was not teratogenic in
rats or rabbits at doses up to 6-times the MRHD based on mg/m?2 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/m2 body surface area.

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

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk
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There is a risk to the mother from untreated schizophrenia or bipolar I disorder, including
increased risk of relapse, hospitalization, and suicide. Schizophrenia and bipolar I
disorder are associated with increased adverse perinatal outcomes, including preterm
birth. It is not known if this is a direct result of the illness or other comorbid factors.
Fetal/Neonatal Adverse Reactions

Extrapyramidal and/or withdrawal symptoms, including agitation, hypertonia, hypotonia,
tremor, somnolence, respiratory distress, and feeding disorder have been reported in
neonates who were exposed to antipsychotic drugs, including RISPERDAL®, during the
third trimester of pregnancy. These symptoms have varied in severity. Monitor neonates
for extrapyramidal and/or withdrawal symptoms and manage symptoms appropriately.
Some neonates recovered within hours or days without specific treatment; others required
prolonged hospitalization.

Data

Human Data

Published data from observational studies, birth registries, and case reports on the use of
atypical antipsychotics during pregnancy do not report a clear association with
antipsychotics and major birth defects. A prospective observational study including 6
women treated with risperidone demonstrated placental passage of risperidone. A
retrospective cohort study from a Medicaid database of 9258 women exposed to
antipsychotics during pregnancy did not indicate an overall increased risk for major birth
defects. There was a small increase in the risk of major birth defects (RR=1.26, 95% CI
1.02-1.56) and of cardiac malformations (RR=1.26, 95% CI 0.88-1.81) in a subgroup of
1566 women exposed to risperidone during the first trimester of pregnancy; however,
there is no mechanism of action to explain the difference in malformation rates.

Animal Data

Oral administration of risperidone to pregnant mice during organogenesis caused cleft
palate at 10 mg/kg/day which is 3 times the MRHD of 16 mg/day based on mg/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?2
body surface area. Learning was impaired in offspring of rats dosed orally throughout
pregnancy at 1 mg/kg/day which is 0.6 times the MRHD and neuronal cell death increased
in fetal brains of offspring of rats dosed during pregnancy at 1 and 2 mg/kg/day which are
0.6 and 1.2 times the MRHD based on mg/m? body surface area; postnatal development
and growth of the offspring were also delayed.

Rat offspring mortality increased during the first 4 days of lactation when pregnant rats
were dosed throughout gestation at 0.16 to 5 mg/kg/day which are 0.1 to 3 times the
MRHD of 16 mg/day based on mg/m?2 body surface area. It is not known whether these
deaths were due to a direct effect on the fetuses or pups or to effects on the dams; a no-
effect dose could not be determined. The rate of stillbirths was increased at 2.5 mg/kg or
1.5 times the MRHD based on mg/m? 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.

KERA SGE
(Risperidone
Orally
Disintegrating
Tablets
Manufactured
by:

Dr. Reddy’s
Laboratories
Limited

2008461 )

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?2
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?2 basis. It is not known whether these deaths were due to a direct
effect on the fetuses or pups or to effects on the dams. There was no no-effect dose for
increased rat pup mortality. In one Segment III study, there was an increase in stillborn
rat pups at a dose of 2.5 mg/kg or 1.5 times the MRHD on a mg/m?2 basis. In a cross-
fostering study in Wistar rats, toxic effects on the fetus or pups, as evidenced by a
decrease in the number of live pups and an increase in the number of dead pups at birth
(Day 0), and a decrease in birth weight in pups of drug-treated dams were observed. In
addition, there was an increase in deaths by Day 1 among pups of drug-treated dams,
regardless of whether or not the pups were cross-fostered. Risperidone also appeared to
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impair maternal behavior in that pup body weight gain and survival (from Day 1 to 4 of
lactation) were reduced in pups born to control but reared by drug-treated dams. These
effects were all noted at the one dose of risperidone tested, i.e., 5 mg/kg or 3 times the
MRHD on a mg/m?2 basis. Placental transfer of risperidone occurs in rat pups. There are
no adequate and well-controlled studies in pregnant women. However, there was one
report of a case of agenesis of the corpus callosum in an infant exposed to risperidone in
utero. The causal relationship to risperidone therapy is unknown. Reversible
extrapyramidal symptoms in the neonate were observed following postmarketing use of
risperidone during the last trimester of pregnancy. Risperidone should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.

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

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no adequate data from the use of risperidone in pregnant women. Risperidone
was not teratogenic in animal studies but other types of reproductive toxicity were seen
(see section 5.3). The potential risk for humans is unknown.

Neonates exposed to antipsychotics (including risperidone) during the third trimester of
pregnancy are at risk of adverse reactions including extrapyramidal and/or withdrawal
symptoms that may vary in severity and duration following delivery. There have been
reports of agitation, hypertonia, hypotonia, tremor, somnolence, respiratory distress, or
feeding disorder. Consequently, newborns should be monitored carefully.

ion, hypertonia, hypotonia, tremor, somnolence, respiratory distress, or feeding disorder.
Consequently, newborns should be monitored carefully.

Risperidone should not be used during pregnancy unless clearly necessary. If
discontinuation during pregnancy is necessary, it should not be done abruptly.

S

F—ARNZ VTR
An Australian categorisation of risk of drug use in pregnancy

C (202443 ) *

C : Drugs which,

owing to their pharmacological effects, have caused or may be suspected of causing,

harmful effects on the human fetus or neonate without causing malformations. These effects may be

reversible.

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

pregnancy-database >
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KA SCE 8.4 Pediatric Use
(RISPERDAL® Approved Pediatric Indications
(risperidone) tablets, for | Schizophrenia

oral use The efficacy and safety of RISPERDAL® in the treatment of schizophrenia were
RISPERDAL® demonstrated in 417 adolescents, aged 13 to 17 years, in two short-term (6 and 8
(risperidone) oral weeks, respectively) double-blind controlled trials [see Indications and Usage

RISPERDAL® M-TAR® | 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

(1.1), Adverse Reactions (6.1), and Clinical Studies (14.1)]. Additional safety and

with schizophrenia have not been established.
Bipolar I Disorder
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The efficacy and safety of RISPERDALR® in the short-term treatment of acute
manic or mixed episodes associated with Bipolar I Disorder in 169 children and
adolescent patients, aged 10 to 17 years, were demonstrated in one double-blind,
placebo-controlled, 3-week trial [see Indications and Usage (1.2), Adverse
Reactions (6.1), and Clinical Studies (14.2)].

Safety and effectiveness of RISPERDALR® in children less than 10 years of age
with bipolar disorder have not been established.

Autistic Disorder

The efficacy and safety of RISPERDAL® in the treatment of irritability associated
with autistic disorder were established in two 8-week, double-blind, placebo-
controlled trials in 156 children and adolescent patients, aged 5 to 16 years [see
Indications and Usage (1.3), Adverse Reactions (6.1) and Clinical Studies (14.4)].
Additional safety information was also assessed in a long-term study in patients
with autistic disorder, or in short- and long-term studies in more than 1200
pediatric patients with psychiatric disorders other than autistic disorder,
schizophrenia, or bipolar mania who were of similar age and weight, and who
received similar dosages of RISPERDALR® 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.

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

8.4 Pediatric Use

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

The efficacy and safety of risperidone in the short-term treatment of acute manic
or mixed episodes associated with Bipolar I Disorder in 169 children and
adolescent patients, aged 10-17 years, were demonstrated in one double-blind,
placebo-controlled, 3-week trial [see Indications and Usage (1.2), Adverse
Reactions (6.2), and Clinical Studies (14.2)]. Safety and effectiveness of
risperidone in children less than 10 years of age with bipolar disorder have not
been established. The efficacy and safety of risperidonein the treatment of
irritability associated with autistic disorder were established in two 8-week,
double-blind, placebo-controlled trials in 156 children and adolescent patients,
aged 5 to 16 years [see Indications and Usage (1.3), Adverse Reactions (6.3) and
Clinical Studies (14.4)]. Additional safety information was also assessed in a
long-term study in patients with autistic disorder, or in short- and long-term
studies in more than 1200 pediatric patients with psychiatric disorders other
than autistic disorder, schizophrenia, or bipolar mania who were of similar age
and weight, and who received similar dosages of risperidone as patients treated
for irritability associated with autistic disorder.

The safety and effectiveness of risperidone in pediatric patients less than 5 years
of age with autistic disorder have not been established. Due to Janssen
Pharmaceuticals Corporation’s marketing exclusivity rights, this drug product is
not labeled for use in pediatric patients with schizophrenia, bipolar mania or
Irritability associated with autistic disorder. Information on clinical trials and
risperidone use for pediatric patients with schizophrenia, 13 to 17 years of age,
bipolar mania, 10 to 17 years of age, and irritability associated with autistic
disorder, 5 to 16 years of age, is approved for Janssen Pharmaceuticals
Corporation’s risperidone drug products.

Tardive Dyskinesia

In clinical trials in 1885 children and adolescents treated with risperidone, 2
(0.1%) patients were reported to have tardive dyskinesia, which resolved on
discontinuation of risperidone treatment [see also Warnings and Precautions
(5.4)].

Weight Gain

In a long-term, open-label extension study in adolescent patients with
schizophrenia, weight increase was reported as a treatment-emergent adverse
event in 14% of patients. In 103 adolescent patients with schizophrenia, a mean
increase of 9.0 kg was observed after 8 months of risperidone treatment. The
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majority of that increase was observed within the first 6 months. The average
percentiles at baseline and 8 months, respectively, were 56 and 72 for weight, 55
and 58 for height, and 51 and 71 for body mass index.

In long-term, open-label trials (studies in patients with autistic disorder or other
psychiatric disorders), a mean increase of 7.5 kg after 12 months of risperidone
treatment was observed, which was higher than the expected normal weight gain
(approximately 3 to 3.5 kg per year adjusted for age, based on Centers for
Disease Control and Prevention normative data). The majority of that increase
occurred within the first 6 months of exposure to risperidone. The average
percentiles at baseline and 12 months, respectively, were 49 and 60 for weight,
48 and 53 for height, and 50 and 62 for body mass index.

In one 3-week, placebo-controlled trial in children and adolescent patients with
acute manic or mixed episodes of bipolar I disorder, increases in body weight
were higher in the risperidone groups than the placebo group, but not dose
related (1.90 kg in the risperidone 0.5-2.5 mg group, 1.44 kg in the risperidone 3-
6 mg group, and 0.65 kg in the placebo group). A similar trend was observed in
the mean change from baseline in body mass index. When treating pediatric
patients with risperidone for any indication, weight gain should be assessed
against that expected with normal growth. [See also Adverse Reactions (6.7)]
Somnolence

Somnolence was frequently observed in placebo-controlled clinical trials of
pediatric patients with autistic disorder. Most cases were mild or moderate in
severity. These events were most often of early onset with peak incidence
occurring during the first two weeks of treatment, and transient with a median
duration of 16 days. Somnolence was the most commonly observed adverse event
in the clinical trial of bipolar disorder in children and adolescents, as well as in
the schizophrenia trials in adolescents. As was seen in the autistic disorder
trials, these events were most often of early onset and transient in duration. [See
also Adverse Reactions (6.1, 6.2, 6.3)]. Patients experiencing persistent
somnolence may benefit from a change in dosing regiment. [see Dosage and
Administration (2.1, 2.2, 2.3)]

Hyperprolactinemia, Growth, and Sexual Maturation

Risperidone has been shown to elevate prolactin levels in children and
adolescents as well as in adults [see Warnings and Precautions (5.6)]. In double-
blind, placebo-controlled studies of up to 8 weeks duration in children and
adolescents (aged 5 to 17 years) with autistic disorder or psychiatric disorders
other than autistic disorder, schizophrenia, or bipolar mania, 49% of patients
who received risperidone had elevated prolactin levels compared to 2% of
patients who received placebo. Similarly, in placebo-controlled trials in children
and adolescents (aged 10 to 17 years) with bipolar disorder, or adolescents (aged
13 to 17 years) with schizophrenia, 82—87% of patients who received risperidone
had elevated levels of prolactin compared to 3-7% of patients on placebo.
Increases were dose-dependent and generally greater in females than in males
across indications. In clinical trials in 1885 children and adolescents,
galactorrhea was reported in 0.8% of risperidone-treated patients and
gynecomastia was reported in 2.3% of risperidone-treated patients.

The long-term effects of risperidone on growth and sexual maturation have not
been fully evaluated.

FEESPC
(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
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potential prolactin-related effects.

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

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

For specific posology recommendations in children and adolescents see Section
4.2.

4.5 Interaction with other medicinal products and other forms of interaction
Paediatric population

Interaction studies have only been performed in adults. The relevance of the
results from these studies in paediatric patients is unknown.

The combined use of psychostimulants (e.g., methylphenidate) with Risperidone
in children and adolescents did not alter the pharmacokinetics and efficacy of
Risperidone.

4.8 Undesirable effects

Paediatric population

In general, type of adverse reactions in children is expected to be similar to those
observed in adults.

The following ADRs were reported with a frequency >5% in paediatric patients (5
to 17 years) and with at least twice the frequency seen in clinical trials in adults:
somnolence/sedation, fatigue, headache, increased appetite, vomiting, upper
respiratory tract infection, nasal congestion, abdominal pain, dizziness, cough,
pyrexia, tremor, diarrhoea, and enuresis.

The effect of long-term risperidone treatment on sexual maturation and height
has not been adequately studied (see 4.4, subsection Paediatric population”).
ation”).

5.2 Pharmacokinetic properties

Paediatric population

The pharmacokinetics of risperidone, 9-hydroxy-risperidone and the active
antipsychotic fraction in children are similar to those in adults.
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