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Ach acetylcholine TEFLal

Al-P alkaline phosphatase TNAVERAT 75—

ALT alanine aminotransferase TI7=vT7 ) NI AT =T —E (GPT)

AST aspartate aminotransferase TARGEURT I ) 7 A7 27— (GOT)

AUC area under the curve P STy

BUN blood urea nitrogen M RFEEEF

14C Carbon-14 &0y SR LARINALN

CK creatine kinase JVTFUox—E

CL/F aparent total body clearance RAongoeg s V7R

Cmax maximum concentration o e I A

CPK creatine phosphokinase IVTF T AT FF T —F

CYP Cytochrome P450 IR AIBER

CYP3A4 | Cytochrome P450 3A4 CYP Doy FHD—FET, FMaREd 2 FELMRED 1O

D, dopamine D KX > DI (MIZHFEAET D K232 2 DI

D: dopamine D R/X2 2 D2 (IMIZAFFET D K732 2 D2)

DA dopamine RF—=r33

ECG Electrocardiogram VR

EDso Effective Dose 50% BRI DM (S0%DVER % 42 C 5 12 O 12 M BB 7 SR T

EPS extrapyramidal symptom RENANZSTEETN

FDA Food and Drug Administration T A Y RS EEA R

GCS Glasgow Coma Scale WE T T AT =RKPIC L > TREINICEREED S

Hi histamine H; b 2% I HI

5-HT, 5-hydroxytryptamine; 5B Rmr¥ v hUTE I (MREEDEOER h=21)

5-HT» 5-hydroxytryptamine: 55t Fudxy b 7202 (MRMnEREOEr h=22)

ICso 50% inhibitory concentration 50% PH. = B

in vitro in vitro A4v-bbm:BRENT

in vivo in vivo A« B AEERNT (KRR : insitu)

LDso Lethal Dose 50 50%E3E &

LDH L-lactate dehydrogenase FLEE N K F R

Ix lux VT A (BREE)

NA noradrenaline ST vl

PET Positron Emission Tomography PET #B% : PRT (575 R IR E) & W 7= BER SR

pH potential of hydrogen KFEA AU EEOBEN: « 7L ) HERTHEED)

pKa pKa T ki J AR

PTP press through pack PTP @iy — k

ORS ORS EE@ADE@%UD@E%%@‘%%T Q WD HN G S DR
PO ETERT

QT QT correction FHIE QT K¢

RH relative humidity FHRHT

RMP Risk Manegement Plan IS Y R 7 E G

rpm rotations per minute (S EIL

Sa0; satulation artery oxygen N R o o S D




W& i T LA L W& FEN A
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SHR spontaneously hypertensiv rat HAAFRIEEIMEZ v &
SPC summary of product characteristics WA (RE)
tin half life PR A
Tmax time to maximum concentration Foe e I, HH R B R R )
Va/F aparent volume of distribution based on the AT E S < HLT DT RS

terminal phase

(03]

Adrenaline oy

7 RL7FUral

o2

Adrenaline o2

TRV a2

v-GTP

v-glutamyl transpeptidase
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I. IEICB§9 518H

1. ROREE
1950 205 1960 2T CTrurra~wyy ~aXl R— L ZikH & LTS < OFUREHIESED B S
NTHREOH I ENTE 2, 2O OERIFURSHRE L FFIEN 5 HANL, R332 Dy SB/IRICHT 2
WHHERZA L, MARREOLRSSEZMR EDVWbWd D TR JEROBFRICITARATH D5, BIEH
L SRIBIE B0 R ED Wb D TRl ERICH LTI, TORICEANALALND EEDILTE
2o BT, INHOEANT Dy ZRIETO KX VERHERICE S —HORWEHRZFI &L, Z22h
T SRS EIER (EPS) IZEVVEE TR L, Z0%., R D, ZREIEHER e h = 5-HT,
SREFETHER 26T 28 WM, BHELOREOHEROUFRIZANEEZXDNDIZED, ZhbHOHEY
IEIEETIPUR IR L IR EN D K 9> T& T2,
1980 AERDFD, KEX x B B 7 A R T BRI (X, R v Dy ZRMEHWER & r =2 5-HT,
ZAREEEHUER Z R R D . thoPUE MR~ EPS ORBN D72 <, MICERAREWER OV, #HL
WIEERBUBMIREOMRBEITV, ZHROIEEWOF N EH LWHEMRIER 2G5 VXY F 7Y
VEIEME LT ZF T U BRIR LR ARG LT,
JZFT AL, RRIVD AR F=2 S HL A EREZIT U & 28O RIS @O BUFE %2 =
L., 72, 8FERICBON T RARAI VKR b= U SREFESUWER 2792 & L0 B R OFEMERER
~OFERAEIEN TR SN, 512, RS UVDyZAERLY b b= 5-HT, Z BRI A &
WEIFMEZ R 2 & X0, EPS OFREAEITTHIWVE D L E X B, 1986 £ X 0 FERRBR B S iz, =D
fE A, ERGURSREE & 1T e 2 R OVE RIS ERE S Av, 1997 4F 7 AIZSEEICR W T, 9 HITKEIZ
BWTHERE INT,
FTeNE T, 1992 4 X 0 SEANC K 2 B ER 2 Bl bh LRI 63~ 2 A FAPESHERR S v, 2000 4F 12
AT 25mg B2 O 100mg SED AR Z BUG L7z, F7-. 2003 42 AI2iX, BIAKRNT A TR D4END
FEREKAL T3 GR 7 2T T AR (&fk S iz,
F7. B/ANABNEOBFIEC L A0 RIE A T TH 2 HRiH &2 BERIR G T3 G 7 27 7 2 HHK) 236
FE L, 20042 AICHERR ARG Lz, S 612, mAERGREOFRMEMER Eo7-® 200mg HE2 5% L.
2009 4 7 KR A B LTz,
F7o, VAL 19 4 8 H 6 HIRAFAEIE 0806001 5 TFAENZIIT 5 EIHRMLO A FROETIZONT
(FD 1) ITHSE, —RNEAHE T~ IVEE 2 F T NS [JZF TV 7~ VR ICEE Lz,
2025424 H 1 H, LTL 7 7 —~RSthITE v 7 = L BE/HIRL O 8IS B 58 7&K 3R 4 7k L7,

2. BROARENHY
(1) FEERREABREAED b DIFH
1) SZAARBIFE
AT FRI Dy, RXIU Dy, B8 b= S-HT, ZAREICBFEZ R L, AHRHIIC K232 D,
SRR L TERr b= 5-HT, SBRICEWERIMEZRT, fliice A% I Hy /K, 7 LY
Yoo, ZERICHBAMEERTN, AAD Y URRECR Y UT B UZFERICR L TR, 1FE
A EBFME & IR & 70,
(TVI.2. (2) 1) ZEGEHRMME OHEZSH)
2) R vkt n b= SRR
THRENLE RZED ) AP ILOBREE G, ~ T AD X U ES K ONEKEE, N Y0
X257y FERY #EE A2 HBEREOCIH T 5,
(TVI.2. (2) 2) K/ USREREFER) KO VL2 (2) 3) 0O CZUSHREARBHRER] OEBH)
3) HERA SR ICRT D EA
7w MTEBWT, A3 80mg/kg & GHFIZ <Y F—/L dmg/kg LR & REDH 2 L7 —080
BT,
(TVI.2. (2) 4) $EANBRIZHT HEH DESER)
4y mAEF 7 a7 7 F x5 3 H1EH
AE Ty MCHRERET D L MET 707 7 F U BEL2 BRI LR SR8 2 0% 2K T
T5, 7y MZBWTIEEFR 707 7 FUREHBIX, ~aXY R—L e 80 Bl LA %2R
SRR
(TVI.2. (2) 5) mMEEhTOSUFUIZHT BRI OHEESMW)



I. MEICEYSHEE

(2) EREREABRARED © DFF

<BhE>
1) #EEKIHEIZ W CTERMBUS R EE & [F%E O f 227,
(TV.5. (4) 1) BIMUREAER OHESMH)
2) HEA KIE OB & ORI O I/ Th 5,
(Iv.5.(6) 1) OQEMEREET HMERFERE IR T 2HIRERBREKRRER OESM)
3) MO FURE IR SRR O BE IOk LSGEER 277,
(T'v.5. (6) 2) ENFELMMA—MREEKRRER DESR)
<ZZAEVE>
1) EARIVERFT 1B T 2 LZ2MITEAFC, ENERFER 584 FllcB 1T 2RIEARBELEIX 62.5% TH 5.
(TV.5.(6) 1) OFEREEICEITAHEHAFE] OESM)
2) BRRFBRIZ W C, IR 7 e T 7 F R B GRS EEZ R LT 2 238 G0 T REI 2 ZE B
fHEETHRICIETLTEY, M 7re o 7 F U RBERZIIEAE LRSS\, £/, 70T 7F
AME LRI LD EIERORILDME,
(T'v.5. (4) 2) QRHAKEHER MGIREHAER) | OESMH)
3) BRI GIZB T 2RWEARERE, RIEHORBBUERNIIELR G LFAEETH Y | REIRGIZBIT DXL
MHRRIFTH D,
(TV.5. (4) 2) QRMFEHE SLEDRER) | OHEBMH)

3. WEROWHFHOHE
AR L

4 BEERICELTRAMNT NEHHE

W IEAEICB T D&M, S HHEE T A BT A %

RMP

BIND Y 27 fg/MeiEBh & L TRER STV D EH

RO AEET A R A

b s s b ﬁf
ﬁ% ?%’ 1% ﬁ% ;ﬁ

PR ] F o> B T

5, RBEHRURE - A LOFIRER

(1)

(2)

AN
EARSANA

I

HE - ERALOFIREE
% L7

Tl

6. RMPOHE
L7



I. &#ICEAY5IEE

1. BR5E4
(1) ¥
tr s T ®25mg HE
tr 7 = /1®100mg HE
tr 7 T /1®200mg HE
tr s T LOHITRL 50%

(2) *4%
Seroquel® 25mg Tablets
Seroquel® 100mg Tablets
Seroquel® 200mg Tablets
Seroquel® Fine Granules 50%

(3) BMDHEE
serotonin @ v | KN quetiapine (—f%44) @ 7 =] [ZHELTWD,

2. — %4
(1) 4 (dnsi%k)
I ZFT T <V (JAN)

(2) % (WBE)
Quetiapine Fumarate (JAN)
quetiapine (INN)

(3) AT L
ZERREEY (AkEHER) © -apine

3. R RITRMER B
hN/\/O\/\OH

N NJ
CO:=H
: A C HOCT

S

4 HFRXRUSFE
713 ¢ (CaiHasN30:8), + CaHisO4
fH : 883.09

5. 248 (Mifk) XIFXE
2-[2-(4-Dibenzo[b, f ][ 1,4]thiazepin-11-ylpiperazin-1-yl)ethoxy]ethanol hemifumarate ([UPAC)

6. €A%, A4, BE, LEES
TEBREE - FK949. ICI204636



M. ST 51EEB

1. YEEEE
(1) #4#8 - 4R
HEDOHKTH D,

(2) =R

JIFTEUIIIIBIEOETEREICHT 588 % (20£5°C)

sl é§;222£;2£g213> A AR O TSR D 225
AB ) —)L 84~89 LREFIT W
T X J— (99.5) 320~330 Wiz v
K 282~309 wWiriz<wn

(3) WiEtE

ST (25°C, 90%RH, 10 HH) TWEMEZ R S 720,

4) MR (2FER). BR. BER

Bl K 174°C (55 FR)

(5) ERIBEAZRETEH
pKa; : 6.8, pKa : 3.3

(6) SECFR¥K

-9 8/ —IL/K%

pH pH1 pH3 pHS pH7 pH9 pH11
i tRER Srliced 0.35 30.85 389.70 621.46 932.70
(1) Z0thoE%LREE
pH : 5.5 (BIFIZK¥IR)
2. BOEASDBRBEEHTICBTAIREY
B RIFSAME PRI RE PRTFHAR R
ﬁigﬁ 25C. 60%RH (I ) HRY T F LS 36 {8 A LR P9
IERER | 40°C. 75%RH (K5HT) RY =F L fuss 6 A RN
yB [FF 0 N7 T ﬁ%@ﬁ? X;@ A
IRE | 60°C (K5FT) AT (B 6 t4 A JRKEN
—+ JH HE Q 0 o=t ﬁéﬁ? X;@ oA
i || 25°C, 90%RH () St () 6 & 1 1L P
% 25°C, HEEET 7 (54001x) f X (67 5 A 130 75 Ix - BRI &% OF e g
* ST 7 (AW/m?) NA T AR | 960W - HEfE/m?
25°C. AfEIET 7 (54001x) KO} . wnge | 1305 1x - BER R OY
AN T T (AW/m?) RV EFLVRE | 60w - B /m? B

HIEDER - PEIR,

BRI, SUERB. A5, GR

SRR X B ET- DR
(1) v (100°C). 28 B : ff &80T,

(2) & (AEET 7 54001x, UTERAMVEET 7 4W/m?), 360 /5 Ix « K], 2688W « Bf/m?

D,

oAy 27k



I. B ICBET 5EE

3. MRS OHEERRE. EEX
fifeRd s BRTA
AR 17 xFT7er 7<) OfRRBRIEIC L 5,
TERTE
AR 17 x2FT7 e 7= gt OERIEIZL D,



V. AT 5EEB

1. #lfz
(1) FfRDXH

(2)

(3)

(4)

()

w2z 25mg b
tr 7 /L 100mg §E
1 7 /L 200mg $E

ST 4B a—F ¢ T EE
ST 4B a—F ¢ TR
T4V b a—T ¢ VT EE

w7 T VHIKL 50% - AL
HHEIDNER KR UK
W5E4 T B - RES - EBHE
# s (il
S , (O | =
Yo/ 25mg fE g I TN D SR,
[ERES E& B
%9 6.0mm %9 3.5mm %9 103mg
* E iai
Q~OQ(/
SN , O | =
o7 /L 100mg §E G g O RAY: v 100
[ERES B & B
%9 8.5mm #9 4.5mm %9 256mg
* & A
QOQ(/
SO g N <:> =
o/ /)L 200mg & N =Fe) 200
[ERES B & B
) 11mm #) 5.4mm ) 514mg
a7 T UHRL 50% kL H
HAla—k
FIRTBL RN
tr /Tl 25mg $E il SER%?UEL
127 /)L 100mg $E FEH| SER?O%UEL
17 )L 200mg $E FEH| SERSO%UEL
HE DT

A LR

Z 0t
A L7




V. #K|IZB§9d HER

2. BEIDOHERK

(1) BSES GEMERD) OEERUHMHF
MEIEGIINY) OFLEIZBET 2 LADLHEIZOWT) (B 13 4F 10 A 1 H H3GERE 712 ) WS
MEZRLRM OTLEICET 28 FEH LEabE] OFEMIZONT) (FAL 1443 H 13 B HIREFE 170
) ICEESEZLRIANC O W CRHEH Lz, WIFIFLL T LB,

(2)

(3)

ARGy

an

o/ /)L 25mg BE

1 $EH
B 7 —F7 7~ /L 28.78mg
(7 =F T & LT 25mg)

fEEmE AR — A HLBEAKF, U R
KFBEANT T LKW, RER T
YTV a—nAgr ) A AT
TV~ TR U L, BT AR —
A, wruad—/L400, BT H . W
=T egk, = gk

tr 7 )L 100mg $E

1 g
HE 7x=F7 v 7 < /LlEH 115.13mg
(7 =F 72 & LT 100mg)

fEamEAr— 2 FLBEAKRF, U U
KFBANT T LKW, KER T
VIV a =A@ FT NI U A AT
TV UV~ XY UL, BB A0—
R ~wruaa—1400, BRbTF . B
&= " bk

a7/ )L 200mg FE

1 g
HF 7 x=F7 v 7~/ 230.26mg
(7 =F 7 & LT 200mg)

fEmtEre—2 HBEAKTIY, U
KFBEANT T LKW, RER T
YTV a— Vgl N A AT
TV~ 7R UA, BT A —
2, w7 a—/L 400, BR{LTFZ

o 7 mLHKL 50%

lg
HFE 7 x=F7 vy 7 </ 575.65mg
(7 =F 7 & LT 500mg)

HPEXR T, FiELE—R B RRE
X Futrkin—RA WS T I
Ty —bFo S T AT — A
(L-7 ==L T 7= 1t&%)., 7w UL
WiliaT U U A GRS A F

EREZFORE
M L

Z4 L7

1
P

NS

BNBERBAOHEBERUVRE

AR

bali

AR




V. #K|ICBE9d HER

5.

EAT HAIRENED & 53 Y
BRI B BAT D AREMEOH DFBEMEITKRDO LB TH D,

FATHE ) — )UK

o5
o

P
ArP (& N=— NJ
@sb
O/_\OH
(o
N-A 44 Rk ﬁ:}

o

HEDEEFHTICBTHRES
<EwZ T/ 25mg §E>

RER PRAFSAME RIFIERE PRAFHIR fRE
i 60C e 6 i /] 1R P9
AR (W5 ) (BRR)
o e 30°C. 80%RH Sy—L 6 5 B EIER - R
- (FFT) (BR ) BEMEEE : HEOET
WEEE : PRIk, MRk, EEWE. Witk &8, mE
R PRAFESAE PRAFTEHE PRAFHA i R
25C, ABENT 7 Ty—1l
150 57 Ix - hr BN
5000~52001 q
AR % %%(F“%“g? 7 ;iml
ERNEIET vy 2
BW/m?) B 200W - h/m RN
HEER : MRk, #HeRakbr, HEWE, Witk o5&
RER PRAFSAME PRI el ERE
_ PTP Gl
RHIRAFAER 25°C. 60%RH o 36 f& A Btk
R b VERK

WEHEH : MER. i,

EHtE, S




V. #K|IZB§9d HER

<-Fwv 2=/ 100mg §E >

A LR

ARER BRATSRME RIFRE TRAZHAR frEE
PTP /)%
EHIRr AR 25°C. 60%RH o= 36 % 1 BRI
NN NI 23
WETEA « PRIR, BRI, VA, B
RER RAF AT RIFIE R PRAFHIR il g
. 40°C T AR -
TR (W) () 34 A HHN
I e R i 25°C. 75%RH HT AR 3 A MR EHEE - BN
o () (B0 BEREER : FEOKT
¢ 25°C. 10001x H T AR 50 H AN
WEIE A - Mok, VA, S,
<&nr 7zl 200mg HE >
RER RAF AT RIFIE R PRAFHIR il g
PTP /3
ERE AR 25°C. 60%RH == 36 {5 U
A MV
WETEA - PRIk, BRI, VR, AR
AR PRA72eft: 17T R PRAF ] it g
N 40°C AT A% .
TR W) ) 3t A N
LR i 25°C. 75%RH T AL 3 A Bk EEHH - HURA
- (5 AT G159 BEQEEA  BEOKT
oL 25°C. 10001x H T ARG 50 H A
WEIEA - PRIk, VEEME, AR, BEEE
<¥wur LR 50% >
AR PRAFSR1E AT RAFHAR] EEE s
- 50C R b VR -
L (W) @A) | OB RN
. N 30°C. 82%RH Tr—1 "
TR T (W) B 3 & A FRFEN
W v/ o507 o
ot BT e Gl 40 FRFfH AN
WA - PRk, W, S
% : BAJE 300001x, HH = R X —10W/m?
AR PRA72eft: 17T R PRAF ] it g
o o o R hVERK .
E R 25°C. 60%RH (EARHIAD ) 36 14 1 JRAEN
WA - MRk, WM, SR
1. RAEERUBBEOREN




V. #K|IZB§9d HER

8. fFlENESEILL (MEILFMHEL)
<Bw 7 VKL 50% >
LTL 7 7 — < RS HERERE T R — o=y ot n 7 2 Vil fEg 2z 2R 72 S0,
https://www.ltl-pharma.com/product/seroquel.php

9. BHM™
<t&wmZ=x/)L25mg §E - 100mg #E - 200mg HE >
(715 B WHERBRIES 21k SRR 1L v RBRz217 9,
& M FlEEE 50rpm
BRI 7K 900mL
(F55) 30 7 M OB HERIT 75%LL 1

<-tw 7 T )VHKL 50% >

(7iE) BB WHRBRIES 216 (S FVE) 12X 0ilBRE21T 9,
& M FlEEEC 50rpm
AEBRIE K 900mL

(f5 5% 30 RO =T 80%LL E

<%k nw szl 200mg HE >

(7R TNZENOEMITB W T, B 7 =/ 100mg §& (FEHERIAF) 2 §E Lo 7 /L 200mg 8 GRERELA)
1 BE& W T s s & i~ 72,
2 [\l#EsE 50rpm % 721% 100rpm
ABRIK - pH 1.2, 5.0, 6.8, /K

(FERL) DL O X 5 I ERLE &SRB AN, W ORBREFICE DT HIRHEICEEZRB O o T,

[B#5% (rpm) pH GEIEVTA R T4 X D IRHZEE O RIZEVEDH)E
12 FEAERLA K O BREUA & B 1T 15 23 LANIZ Y 85%LL HiRH L. IRHZEENIRI%% T
’ ot
50 FE YRR K OGRER IR & 12 15 43 LANIC YY) 85%LL IR L. I ZEETR % ¢
’ ot
50 HEAERIAN T 15~30 43 T 85%LL BRI IR Z /R L, 15 20, 30 43 KON 45

6.8 SOWHEI VHE L 2 BEHMOMIZ 76 T, GEEWVT A KT A L OHHE (50 L
b)) 2wt L, iwHEEHIERSETH -7,
K FEVERLA R OSBRI & © 12 15 Sy ANIC ) 85%LL RIS L, WHEEiIR% ©

HoT.
100 6.8 FEVERIA K OFRBRBUA] & 112 15 2 LANIC ) 85%LL E¥aH L. W HZEENILIR% C
’ HoT.




V. #K|IZB§9d HER

<'nr 7 /LHIRL 50% >

(F1E) ZNENOFRMFICBW T, Bu 7 =)L 25mg fiE (IEERAD) &' a7 o UHEL 50% GRERFLAD 2
W TR B 2 5~ T,
2 A [BlEEEL 50rpm % 721X 100rpm
ABRIK - pH 1.2, 5.0, 6.8, K

(FEFR) LR o X oz, R &SRB ERANIL, W TN ORBREIFICE W THIRHMEICEZR D R0 o T,

#5350 (rpm) pH GEBVTA NI A 2L DE BB O RSO E
L2 AL R OERBR LA & 512 15 A BAPNICSEY) 85%8L YR L. W HIZEEhi A% c
’ ot
5o FE AR K OBRBRTIA] & 612 15 42X LANIC ) 85%LL FIRH L. TEHIEENTRS ©
’ ot
50 HEAERIANT 15~30 70 TV 85%LL IR 2R EPEZ R LIZAs, 15 43, 30 0k

6.8 V45 Sy ORI VEHE L 2 BEOMEIE 493 T, FIEWTA RIA4 0k
e 45 L k) AR L, WHEENIR%E ThH o7,
FEYERIAN K ORBR A & H 12 15 3 LAY 85%LL LA L, W28 R% <

K HoT,
100 6.8 FEVERIA K OFRBRBUA] & 112 15 2 LANIC ) 85%LL E¥aH L. W HZEENILIR% C
’ ot

0. BE - 2%
() ZBOSVELES - . HMESHREEE - ARCHT 5EH
LB L

(2) B%
<tn s 25mg bE>
100 £ [10 §& (PTP)X10]
500 &£ [10 & (PTP)X<50]
1,000 & D, /37 ]
<-zr 7T/l 100mg & >
100 &£ [10 2 (PTP)X10]
500 $€ [10 £ (PTP)Xx50]
1,000 & D, 7]
<+t wv 7=z 200mg §E >
100 &£ [10 & (PTP)X<10]
500 §2 [if, 237 ]
<kwZ ) VHIKL 50% >
100g [, HoflE Y My v 7]

Q) FlEE=E
EARPYA

(4) RBEDOHME
<twr 7=z 25mg HE - 100mg HE - 200mg FE >
(PTP f1%E]
PTP : # KUkt =/ H-FT)LI=1A
rae—: Ryl
(AR o vAE)
ARV RIZFLy, Fyov 7RI 7abLy RNyFr R 7oLy, #@FEDY: R)oFL v




HFKII<B9 HER

11.

12.

<t wu sz LHAL 50% >

ARV RVZFLY, Froy 7 RV TrELY, NoyFr R =F Lo wRHIER

FL v

AgRHEhIEHME
M L7

Z0ft
DR L

R =



V. BREICEYT HIEH

1. BAERIFHHE
& KFE

2. MEXIIHRICEET SIE
BIE STV

3. AERUVAE
(1) RERUVAEOEHR
W, RAICIEZ = F 7 e LT E25mg, 1 H 2 XIE3E L0 EEZRBL, BEOREIZS LT
e ET S, B, 1 BEEEIT 150~600mg & L. 2 I3 BN TRRAKET 5,
B, BHETFE - ERICK O EEHEKT 5, 2750, 1 HEE LT 750mg 217202 &,
()
FeR ERIEE 2 5 BEFEORE TN EE X DL, (VI 1. (4) 1) BEDOEE) 0EZBM)
(2) BERUVAZOHRERE - IR
(V.5 (3) AERCIRRRER OHEHZSM

4, FZERUAEICEET HIE

1. AERUVHAEICEET 1R

1.1 JrgREfEERE I, D8 BZE 1 [E 25mg 1 B 1 [E) 726528041, | AEIEZ 25~
S50mg lZT 572 EBEOIRREZBE LN OEEICE ST HZ &, [93, 16.6.1 ]

1.2 @l 2ix, & FlAIX 1 25mg 1 B 1E) »o&RE28G L, 1 B EIEEZ 25~50mg (27
L7 EEEOREZBE LN HHEEICHREGT 52 L, 9.8, 16.62 2]

(L)
7.1 [VIL 6. (3) FFHEEEPEERE | OIH izl
7.2 IV 6. (8) W& DIE fEHSR



V. JAEICET SIEE

5. ERPRRLHE
(1) BRERT—2 /1w r—o
. N S ; . - Rk - A&
FRERIX 5 R ORI PoE SiE Bl (mg/F) e 54
- r s . K HE 64 1,5, 10, 20mg -
HRIE 5. HEMRIE R AR A Sk - 8 fil O Bi[H|
&1 F—
ﬁ;% R aE WeRE | 5l 20mg B[]
A\ j“_‘/{‘_‘
, N . AR ;6 H 10mg
g BS HERIE [Z355D N FoR 2 fl A 4 H
RIS T A BR F—" 54 {3 60~750mg 8 i
P T FHERER F =7 165 5] 75~750mg 8 i
A - 101 431 A 50~600mg
“HEMR NaRY R—=: | ~alY R—)b 8 i
5 T L 99 11 1.5~18mg
w S AE ;91 f5] A 75~600mg
_HEM EHTTI THTTI 8
90 {41 45~300mg
— X ERAR RR A= GO 32 4] 75~750mg 8 I
PET Bk F—T 11 4 50~450 43
ks e =
S %lﬁl LIy RN ~ N
SHWEIE F—7 24 5 75~600mg 8 I
F—T 77 Bl 75~750mg 12 % H
F—7 30 31 75~750mg 125 H
R Wi bR F =7 25 {4l 75~750mg 12 % A
=T 67 151 75~750mg 12 % A
F—T 469 1 50~800mg 52 Ll

(2) ERARZEEGAER
TERERAE T 6 Blicy =F 7 Er 7~ )VERHEE 1. 5. 10 O8N 20mg Z Z2fERFIC HERR O &5 Lz & =
A, JEFTEUCORBIERICE D EEZONDIREAD AL, FESEOBENNILEOEETRT 20 2 7R
L7z TOMOIERE L TUTARCY ., BIE, OFV, SO OEXEOMR, KON ER TR L7z Y,
T, BEERAB T 6 Bllcy =F T 7~ VEEESE I0mg 2 1 H 1814 B, KEROELGLEZ
A, HEEG LIZIEFRBEOIEIR A A SN2, KERGIZE D ZORENEET 5 Z &3tz h,
PLEDOKERING, 7 = F 7T 7 < VEESED BARMICREIT 2 W EB 2 b,

() AFNOAR S NI ARER ORI DEHE ., A7 =2F 7L LT 1 H 25mg, 1 B 2 & 3 Bl& V&5 204k

L. BEDOREIOGE U Tha ICHET 5, @A, 1 ARE5EIT 150~600mg & L, 2 &3 EICS T TRAOKREGT 5,
B, FERITER - JERICE D BEEET 5, 2770, 1 HREELTI50mg 2RV L, ThD,



V. JAEICET SIEE

(3) AERNERAER

1

2)

FERAER

MARIIERE 53 HlaxfRic, 72F 7y 7~ /VEEEEE 60mg/H D 1 B 3 B0 EIFRG LML,
VAR IERICIS U TR G- B2 L 8 &G Lz, 72720, HEEIT 1EMIC 150mg L FE L, 1A
REHET 750mg & L7z, G EIZOWTE, B8 LER CHRMRETEITV. Mk fFICi
IV & XY T5smg/HIZER LT,

AR BRUGEE IR D UER (PEEUEL L) 13 49.1% (26/53 ) Tho1-, HBEZLICHEDME L
et A B E L CHE L@ Bl 75~750mg £ TIA< 0 LT ey, Rl EoSER] D
A TIE 374.01204.3mg (B E DL EOSEFI DO TiE 375.01192.9mg) Tho7-, AT 49.1%
(26/53 fil) T, BIAIERE L OF AMELE T 56.9% (29/51 #i) A3 TRIGEER L 0 oA /1 T TEiA
FERLWAH] THY. 75~750mg/ B G OA AN TRE ST 2,

() AR OARE N AELORAET oG, RAKEZoF 72 LT 25mg, 1 B 2 XT3 [ & #5204k
L, BEORBBIZE . TRAICHET 2, 8%, 1 BEEEIZ 150~600mg & L, 2 E3 BN TROEET 5,
B, BHEEITER BRIV EEEET S, 270, 1 BEE LTT750mg 2B AR L, ] Tho,

AERESMEA — T UHER

PURBHIRIE DL S . —RANTHREEIC L > TR RES E R 2 8%, £, @, Uk
FRIEIC X DIERITMEHEN LR G ZBM L, AL LMD RN LS EEICE L HEE T
BIRICHET LI HERL LN TS, 61T, HREFOZL BRI OTUEMRE KL SN TE
D, ZhzPIE LT 7RI B NITABIIERDE TS Z ENRTHREND Z 0D, BE
OHEMZREL., 77 ERExBE L “EEMREGEER (BRI T RRONRER) 2T 5
ZEIIMERAICREYI TH D LT L, AT U (HERES R A — 7 B ISTREET -
776

A FPERE 163 HlaxtRIc, 7 oF 7 7= Ui 75mg/H % 1 H 2~3 RIS E 5.7 5 Blikh
L. DIRIERICE UG- R 2 U S MRkt G Lz, 7272 L, HEEIX 1 EMIC 150mg AR E L, 1
H e 21X 750mg & L7z,

IAS BRUGEE B DUER (PEEUEL L) 13 52.2% (84/161 #i)) Th-o7-, BF T LicaME L
LM EEE U CHIE Lc Bl &L, THESE LOEF OFETIT 294.0+164.0mg T, BIAED
96.4% CEH FILX 600mg LLF EHESNIZZ Enn, 7 oF T8y 7~ VRSO A &L 75~
600mg DHFIPH CH D LB Z LT Y,

EERAE (FFERELULOES" D5 )

N . 150mg/ H LA E 300mg/ H VL E 450mg/ H VL E .
ElA 1SOmg/ BARWE | 300me/ kil | 4somg/H R | 60omg/ ok | 00 HELE
5% 13.3% (11/83) | 28.9% (24/83) | 38.6% (32/83) 15.7% (13/83) 3.6% (3/83)

* o BEARZHE SN Do 1 FlakR<

Fo0 1 H2 KO3 EHFEICE2FE5EENOBFHIBW T, FERISEOUERE NEZERER LT
b 1 H2~3EEENRZYTHDL EEZ BN,

BREEBANOREERNEE - BIEREE

55k 1 H2ME&EE 1 H3[E#HE
A ERUGEE (PEELLLE) 44.8% (13/29) 53.8% (71/132)
BEEZZ 2R (R L+HOo0REH V) 89.7% (26/29) 94.8% (127/134)

NEAY R—)L & ORI g »

AR T, AEAY R LA G105 7 2 F 7 E v 7~ VRS~ 08 0 B 2 AEHIE 24
T Z0 9 BEEEIMEIHIE SNIIEBIE 18 BITH o7z, I D DIERIH B 1% 6B Dt (%
AR 1Z, 2= F T nmlY R—jl=]:362 Th-oT=,




V. JAEICET SIEE

(4) HRELRIERER

1) BRHERIERER

O EBERFENMH-ZEEREERBRNARY F—)L)?
aRKMIEEE 197 FlZXRI2 1 B 2 B (HBRLONYE%) 5EEEG T =F 7O E D
ZEMEIZ O T Am XY R— L &R RIC i —HEREERR AT 72, Y& G&IE, 7=F7
vy 7w VEEEEE S0mg/H, ~u XU F— LB 1.5Smg/H & L, 1 BHELNIZZERZ L 150mg/ H |
45mg/ A LA IR L C, Uk, BEEHEE L2 S 8 #ME#HS L, | AxefgRs/oF 7>
~ VERIESHE 600mg/H, /~m2XY R—/L§E 18mg/H & L7,
KBERDFERNS 7 2 F T ¥ 7 VBESE DR IMENRZBO bivic, ARBRICKIT L7 =F 7 v
DEHEENREE IZ BT D ER (PEEGFEL ) 13 38.1% (37/97 ), ~u LU F—/LEET 25.8%
4/93 TV | [RIZME FELTE)DBRAE S iz,
LAEVEICHOWT, BWEHORIRIT I =F 7 BB 67.0% (67/100 #]), /~12 21 F— L 82.5% (80/97
)y THY, FZFTEUHTHREIE, -T2 (p=0.014), 7 =F 7 E BB 2 ERBWER X,
ANHRAE 21 1] (21.0%). HEAR 19 6 (19.0%), HBEUK 15 61 (15.0%). FHRGEECE 14 61 (14.0%), #REE 12
Bl (12.0%). %10 B (10.0%). HEJ35E 10 1] (10.0%) Th -7,

Q@ ENFEIH_EEREERBR(EYT532)°

BEA RIELSE 181 B2t 1 B 3 | (FR%R) 285 T7=F 7 v oML OL IS
WTEY T T I v aRRICE i —EHEMRILERBR AT o 72, PIREG&EIX, 7 =F T 7~ VR
WbE 75mg/H . Y77 I HEEESE 45Smg/H & L, 1 EBILINIZZALERL 150mg/H . 90mg/ H L EIC
HEL T, D%, BEHEBLZAD 8 HE#EG Lz, | AREGHARERZ =F 7V 7 v VRt E
600mg/H ., 477 I UHEEEESE 300mg/H & L7,

AR OFERNS 7 = F T 8 7~ VBESEOFAENRD bz, ARBRICBITS 7 =F 7 BVt
DI BREE B DR (PEELEM ) 1T 37.2% (32/86 #l). TV 77 I UREIT 28.8%
(23/80 5y TH V. F%ENE FELME) BREES T,

BEMEIZOWNWT, BWEHORBLRIT Y =F 7 U BE61.1% (5590 i), T 7T I B 81.1% (73/90 f51)
ThHY, 7 FTEUVBTHRIE o272 (p=0.004), 7 =F 7 BB 2 EREWERIZ. #k
IBEUE 22 B (24.4%). ARHRIE 19 B (21.1%). % 17 61 (18.9%), D FEW 11 ] (12.2%). #EHk 10 1
(11.1%), HEER 10 6] (11.1%), HJIE 10 B (11.1%), 7T A>T 96l (10.0%) ThH -7z,

2) BREMHER
O EfEEHR"
A RIVELRFE 122 ] 3 RBAGEH 2R, 7 =F T 7~ VBEEE 75~750mg/ H DL &
OHEIEICOWTRE L7, #lEE G E1X75mg/B (1 B 2~3[E5EFeE) & L, 1THEMENIZ 150mg/
Ll RCH R (%, dEER. 1 BRmfE750mg) L7z, #E5HFIE 24 8B 6% A) U Lok
B 85 i, 52 M (12 % A) OBGHID 45 Bl ThH 7=, EREELEICBIT HWER (WHEEEREL
by 138 24 R, B 5 52 HRFCENEIN 49.4%, 54.8% TH Y, FHK TRIORKERGEEIZE
T HUBEERIL 342% Th o7, B GIZ X 2 EWERFBUSEE OHEIMEA SN ho Tz,

Q REIR5HE MiGR5HBRY

HERESHERA—T R %, 7 oF 7 s 7~ AR L kRS L= O kFEsE 77 6%
KGRI, 7T T T VEREEE 75~750mg/ B DR K OVEIPEIZ DWW TRET L7e, & 581
X6 » HLLEDOEERFIN 65 Fl, 12 # A OEGHIN 40 Bl CTH-7-, BRAEEIZBIT HUER (%
FECRELL b)) (385 24 My, B 52 HEFCTENZEI 73.8%, 82.5% TH V| BHHE TRFORIE MR
BIEIZB T 28WERIT 67.5% Th oo, BHEHFIZEWREIERF BRSNS 2 BIER TR BN
o tz, MR D HERAEIEIREBENL 16 FlThHY., ZhbD ) bEMEREBITEICIH
L7ebDix 4 flThote, 70T 7 FUAEIZEGHT 29.2140.2ng/mL 26 B 54 TH 1.3+
20.4ng/mL \ZH EITIK T L7z,



V. JAEICET SIEE

® REBREHR GIEDHER)?

()
1

(6)

RO LTI R 469 Bl RIBIT, 7 = F T L 7 U EHEED B B ORI OV TRE LT,
ZORBRICE T B EH RGBT 2258 H (1~1042 H#). 1 BB K EEEG &L 570.7mg (50~
1100mg) Th o7, AEFLRIL 47.8% (224/469 ). EITER I 31.8% (149/469 f5il) (Z38& H AL, JElAT
OITAED 6 B GRER L FRECThoTe, 7 2F 7T 7 VBRSO | UL EOR#& 512
B2 BEMICHCIE T2 <, B G L L TR TEEFROBN, FEOLL, K
RAEIC KT D BITGR D R Do T2,

(1) AFIOFBR SN AEROHER MaE, FAKEZ=F 72 LT 1 25mg, 1 A 2 X% 3 \lX Y #5258
L. BEOREBIS U CTRAICHET 5, @5, 1| ARG EIL150~600mg & L, 2 L3 BN CRAKZS T 5,
B, FERITER - JERICE YV BEMEET 5, 270, 1 HREELT750mg 2RV L, ThD,

BE - FEAIAR

SHMETORER Y

FEE IR OO i lin BB TE (65~74 7% « 12 B) & IEmEmEERE (20~39 7% @ 12 B) 2RI, Mhls
Ry =F 7 7 VRS 7Smg/ R (1 H 2[5 EEL) &L, 520 3 H AR 100mg/ H, 4~7 H
B 200mg/H &5 L, 8 H BLAMIE@E B L < 8 &G Lz, 1 Him &I 600mg & L7,
BASERUGERE IZ BT DR (PEEGEU L) 13&EEE D 18.2% (/11 #), HEEE 2 27.3% (3/11
) TH Y. BWEHARBRIIZNZEN 58.3% (7/12 ). 66.7% (8/12 i) TH -7,

E R M —ARERPRELER 'V

HMRIRICSOGRE* T, A7 L bilE 5 FERICEM 2R S PRAER S EHE L T DA S TiE

FH 32 BlaERBIc, Aok RettoRit a2 B s Le ik 4 — 7 ikl z £ U, w58

J T FT VT VEREESE T5mg/H (1 B 2~3 [mlorEHRE) & UL 1 EBLUNIC 150mg/H LA B &L

T, DIEITE T L2230 8 MG Lz, 1 HiemH&ElT 750mg & L7z,

BRI UGERE TR D UGER (PEEWED L) 1340.9% (922 ) THY, 7 =F T 7~ Vg

FEIXIEMNRIRIZ SR RO A KIERF AN THL Z LRI,

BRMEIZOWT, BWEHORBEZRIT 46.9% (1532 ) ThHo7=, EREIERIT, RIE 8 B (25.0%).

FRERBUE 7 B (21.9%), %25 B (15.6%), #RHk 3 61 (9.4%) TH-oT-,

% 0P S AERIC A E ALY R UM 1 A 21mg UL b (Z B a~ O U E 1A 700mg UL F) T 8 BRI o s
% 3 [RILLE (R S 3KAIOFEFENL 3 FRFELL LT, 2o, D7e< &b 2 AliXH72 5 chemical class ICJET5) 175 C
b RIEERS RnoTo b0,

AEHER

1) EARERE (—REARERE. BECARGERE. FRAMBLERRE) . RHERTERT —4—2X

AE. SERFTREBRABOAR
TR A CITAFRIGRA & L <. O AERICB T 2A. QMEHEICBE T 2 BH A, @mliia|c
*T LA, OFFREREL R T 2 BE T 20AE, OU0 B XICET 2RE &K 0@ Ktz B
T HRANENM S, TIREZERRBRE LT, OBEERICET 2 REEBRNEE S vz, i,
FH GRS 1332 0E ST,



V. JAEICET SIEE

@ FERAREICH T IFHRE ?
JZTFT VT VRIESE < RO Z AR O EOfERE B L LT, P& Z I M L7z,
LRMERRAT R GER] 1,158 BIORIEMABBERE (LT TRIERRBEE] o, ) iE 267%
(309/1,158 f5i)) TH v, AFKFE TORKRERIZIS T 2 BIMEHZEBLE 62.5% (365/584 i) & Lbig L@
< 2 BHEENTIFED B o7z,
A NSNS SAER] 1,089 Bl 351T 2 AR UCEE DO BEERIT 61.5% (670/1,089 i, LT 38.5%) T
B FEMEIRSGEE OSSN EE OUFERIT 39.2% (381/973 #i, AR E)~50.0% (426/852 i,
REIH D) Tholz, KB E TORKRRICIIT 5 SREEEOFAML 7 BB TirThbh Tk,
R AESC BT RENR R L I PO EERKRT 5 2 LIXRETH L8, KHEO ) FE 38.5%
(419/1,089 fil) & 7KFBEFE T OO FHMABRKABRICI T 2 R 41.2% (40/97 fil) K 38.4%
(33/86 i) & DRICHEAITRD o7,

@ Mm#EEICET 5EHHEE

fE R SRRBIZ 35T 2 FERIFH AR (2 Bk S 7o B & RS B IS B3 2 B B A & 9k LU, (il J
ETRELE G LTz, RV SIAER] 1,158 Bl 5 B IMBHE DT — & 235 S A7z 492 5] % 5E4
FENTRIBIER] & L CRET L= & 2 A, Y EHEIC Y & S5< @O BIERRBERIL, BERBIES D
BT 2.1%., APHIT 18.0% Th - 7o, BERIPEIRIEK 1A MR & i O GIVEHRESRIL, [fERA
Tl D 2.6%. [EREFHY | 2 16.0% ThoT-. AFEICLY, 7 oF T 7~ LiRtEsEk
HAZ X B IMBHE~DOREIL, HEIRIFIES o DERIN 248 L7 WAE L0 | HIRIE SIS Z
DERINF 2 H T HEEICBOTREWVWT LR ENT,

@ EHmEICHT AT

7 TF T L T IVRIEEED Sl E A~ AT et - Ok oERE B LT, #Hh %
Fhi Uiz, ZRARVERENT S RIAER] 114 Bl 17 B (14.9%) (2 26 HORITEA RS S, AKGREE TOR
PRAABRIZ 31T 2 milinsd TORIEMFETIR 524% & R L Ta < idmo7e,

AR R GHER] 100 B35 1T 5 DMCEE O YRR b NTBMERUEE O KER T L (A5
. 5l b0 EREER, KM D o, HUE & AERD, IKEMETLE) OERIITNE 43.0%
(43/100 f5l) WETHZ 25.0% (23/92 B, SHEREE)~37.3% (28/75 i, WG L HELL)TH Y | MLOFHIH
AL LT o 7o, TAUIARTAED | B FEH G DS 142,55 117.6mg/H &, AK| O\ F H & 150
~600mg/H & W D 7pinotcZ b @l X —MRICHEANTK T 2 OGN Z LWEBERZ N LR ED
WENEZ LN,

@ K EEE+H I 2BBICHTIHAE Y

J T T VT VIR EE O T REREERE ~ OB T 22N - AN EOREREZ B E LT,
TR & FEhE LT,

LEAANERATRIGER] 107 B 21 61 (19.6%) 12 31 HEORIWEA DGR B, 7K E TORRKRER 584
Bl FE B A OHE & LTz 26 Bl CORIERZIEELER 61.5% (16/26 i) & kit LT < 72 AL
LRI T,

FNVERRHT S SRIEF] 106 B30T 2 B UCE L OBERIL 65.1% (69/106 ) T 0 | KEPER UL
DFIER T & (EEBREE, 5lE 260 0B, AL 5 o, BE &AL, ISEIMEITHE) otERI
44.8% (39/87 #l, Bl& Z b 0 LIEE)~58.3% (49/84 B, HLE &L TH T,



V. JAEICET SIEE

® YYBZIZETHHEE

L DOPUREMHIRIIC L DI CLAMEICHERH VD . D ORNERR 5 7IEFNC BT D AF~D8) 0 B
ZREDF IR LB OWTHERT D Z L2 HIIZ, REBrE i Uiz, Z2VEMTSE R 35
B 14 B (40.0%) 1T 25 HFORIERMR RO Hiv, ERBWEMITER 3 4, fh 27 L7 FrRARF
F—BEM, REEME LA T AV RAT 7 X —BHEN& 2 4:CTho ., thoglfERIZE<T 1 47
DThoT,

AT G EAIZ K 0 8 5 S E RGN K (Brief Psychiatric Rating Scale, UL, BPRS) & UM2fi%
UCEFE DN 7 BEREIC TR S T, R EFEAT RESUER 34 KD 5 &, BPRS M 5-BtAFE, 854 » H
HBRON6 B HBOAETORE TRl S 472 19 510 BPRS 2 a7 OHEBE A MET S/ & 25, BPRS #&
mE, TREEE] 2R ETDI T AZ—13HE 4 » HBERD 6 » At L bICRERIRER & i L
THEICSE L (&5 6 » %O BPRS 7 7 A X — [JHBEEE] (3K 5BMER & g L THEICK
FELT),

Fo, BRGGEED THEESGE] U EOFIE (ER) X, &5 4 » AEK D 6 » HE T, £h %
AU 32.1% (9/28 i) Fe T} 40.9% (9/22 15y T - 7=,

©® #ERFERPHFARICET 2HAHAT Y

et RFERTE 106 Bl 2 XtHI2, 7 =F T 7 VBEHEIC K5 1 EE OISRIBFHERF R A4 it L
7o VEERITSSBIRMBLYE L. £ D 5 BL39BIDMEREM L, 2IRAT IR OAEFEFEFR 2B L LTV,
Kaplan-Meier 4= 77 #Hf & 0 S RIRHEHERF=R1E 60% & FiH S 417,

BPRS . Drug-Induced Extrapyramidal Symptoms Scale. Abnormal Involuntary Movement Scale, Trail
Making Test D A 27X 1 2B L CLEL, 7 =F 7 B2 7 < VERMEEEN G ILIE0N 0 Tl Kb
JEAR, SEARSMEAER, RABEONE LHIH TEX 5 Z LR ENT,

@ BHERERT DHMERMEBE (ST HHIRKERRHER

[Positive and Negative Syndrome Scale (PANSS) DO5GPEREZ 27 HHE T 4 AL EOHEA R 3 DL 1)
DA RFEBRE 73 Bla 5L LT, 72T Ty 7~ RSO AN & et Rt Lz, )
G810 [A 25mg, 1 H 2 FIXX 3 EE L, #5844 1 BEBLINIC 1 BE58 & LT 150mg ULk
WCHE R Lo, B EIERICIS U Cl B L, e &3 750mg £ CT& L7,

&E 1R2BMOFGIZL D, PANSS Bt RE X a 71334 257 26 197 ICE B L, 72578
V72 VBRI TGRS L TH A TH D Z 3RS iLic, 12 HBEIZEBIT & EEIL, 1
H 424mg ThH -7z,

2) RREHLELTEETFTENDHRERIIER L -AE - HEBROME

(N

AR L

Z 0t
AR L



VI. EHEHICEII HIEHE

1. EEZMICEEH S LEMRIIELEDE
T FIIEREE. U ARY R oxaXY R—)L, 7Ju kXY R—L ZuLravwy
HE BEEOHLEMOE T RE L. RIOETHRLEBRT L L,

x>
&

2. EB{EHR

(1) EREML - 1ERKRF
AEOEHFHFFEIL PRI Dy ZAFEERICH L TERr F= /SHth@W IR D BIREREWN T &
KO A2 OZFRICH L TEIMERSH D Z L THY ., ZNORERICBITAERICES L TWb oL
EZHNTNWD 19

(2) ENEZEMITHABRAIE
1) ZRAERMMHE
@ BRZEEESEE(/n vitro)'® '
Z v MR A N in vitro FRBR T, RN U DI KU D AR, Er b= 5-HTia XN 5-HT, %
KE, EAZ IV ZEE, TR T U v o MO oo ZREITH U CBRMEZ R LIy, AR
ZRER R DT P EUZERICH L TIRIEE A E B Z RS R o7, /-, R D,
ZRERIZEE LT, 1 b=V S-HTL, BRI T 2 BRMEIX R~ 72,

VIFTEVORRNERZEREEEE (I RERDEXIZ 3-4 EROTFHE) 0

_ . JTTFT R

Lo 1 S ~

SRE VIR (ICs0, nM)
K3 > Dy [3H] AE_my 329
KX3 2 Dy [3H] SCH23390 1268
o b= 5-HT: CH] #%o%) 148
+u b= 5-HTia [3H] 8-OH DPAT 717
7T RLVFU [*H] 7oy 94
TRLFU Y m (BH] oAy 271
AAHY [*H] QNB > 10,000
RO TERE [BH] 7= FFEA > 5,000

HIFTEUDRANERZIRIKESEE (n=2)"

e N . JTFTE

L3 1 N E

AR UG R (ICso. nM)
b AKX IV H [*H] vV 53 30

@ KIRZUDLZEK, OV -HL,ZRASER(E ~, SERER)
A RIVERFIZ Y = F T 28G5 LI2GA OMN R U Dy B R Lk e b= 5-HT, /K
DOEAHFEERY b R E R (Positron Emission Tomography : PET) (2L W gt L7z,
&M LR MR G R R T 7i%7t/7vw&%ﬁ%&5(7Hﬁf4mmgaifﬁ N
% 450mg/ B Zfkfese 5y L, #8529 HRIZZ =F 7 v 7~ LRt BE 150mg % % 5%, LA\/m
ZRARY T R ([M'Clraclopride : [''"C]-RAC) Xt b= 5-HT, &MY > K ([''C]-N-methyl-
spiperone : ['C]-NMS) Z#:5- L, PET A% v > & Ji L TN R332 U Dy ZFEKR O =2 5-HT,

ZRIRO 5HFRERDT,
PREIR (B, BIREZ) 12810 5 [V'Cl-RAC #54A . MOWIEERE L MIBERZEICH 1T 5 ['C-NMS #54

LRI ORI & & B ﬁML 0I?7t/®bﬂ VDhERRIRERERE Mo b= 5S-HT, 2 /IR
AR Lz, £, 72T 7 7w VBBEEERS 12 KRRV TH 7 2T 7 B Ui
KEZERELTWD Z ERBD B,



VI. REEICEY SIEE

RERSEREMEFI TFTEVRE
O—CHemh =Y HT, AR A IIUET)  O—OR SUDZAMAA R () o—e MyThilh

BBtV HT,Z A A A R (MR E)  e—8 R SV Dy A kA 3 (BIRI) (n=8)
(W hbn=4)
SEAE A RO (%) mretkbfREMAETREOHR  (ng/mL)
%) 100 4 1000
I =
z 60 = 10p 4100 F
% 5 10
1k - ]
5 40 5| 0
Gl a1 i
% R ERUN
20 . ] =
0 01 1 1 1 1 1
0 10 20 30
B (h) FEf (h)

2) RN URBKRERER

@ VARHFILOTRELERFRBEE RISISHT HER 0
JZFTEATRANIANBEDOT REAL L RICKVFER LY APV OBRE IS Z, 1.25mgkg LA
ECYRBERHRBE I L AR FRIC A RIS Lz, £, 7= F T oMz er e
DU LIFER%E T, 7o 3T ETHh T,

JRABFIIZHBIFTHT7REILERFZEBERIGIZHT 2R

n=18~20
(al/43) Mean=S.E.
40+ #:p<0.05
354 l (vsiaHEx IR EE, Student’s thR5E)
i 30 )
H 257 I
Il 20 T
B 15 2
10
5_
0

VI 12525 5 10 20 295 10 12525 5 10 (mg/kg, po)
X B JIFTEY ya¥Yy ol ruwdy

@ RIVADTZRELERFRL CLEYEHRVEKESICHT 54EH 19
JXF TN, R AEREED T REAE RIZLEVFER L~ 20 X UB Y EH) R Qb EE
. FNEN 80mgkg LA E, 40mg/kg LA_ECEAMERT FRAEIZ e U &RIFA0IC A B2 Lz,



VI. REEICEY SIEE

TRELEREFEE CEYEHICHT HEH

251
4 n=20
20 _T_ Mean+S.E.
I *3%:p<0.01
T 15- (vsiEfiEn BB, Student’s thaE)
E
2
o 10"
=
5_.
sk
0% 10 20 40 80 10 20 40 80 (mg/ke po)
HHRE yTEr JaH¥ey
FREIERFREKEEICNT SR
25+
sk
20+ n=20
XK #3%:p<0.01
VK (vsiE i BB, Student's thRE)
A 15
9
T
10
i 0
1\[5/
5_
0 0 00
vk 10 20 40 80 10 20 40 80 (mg/kg, po)
PORIEE S o 47 raFey

3) O UREKERER(ZY M)
T NOX NV UEEFR IR EENIXT T H1EH 20
JFTEL, Eu b= UERERO XN U THER LT v PO FIREY #EE A Smg/kg DA TR
RRRBEIC L U BRFRICAH BICHH L, EDsfEl Smgkg TH -7,

FNOUFERERYEHICHT HER
()

18+ n=9
l Mean+S.E.
16- *:p<005
W 14- 3% :p<0.01
% 194 (Student’s th7E)
i 104
6_ 3k
ﬁ Kk
4_
. B
Al 25 5 10 20 (mg/kg, po)
o BT IIFTEY



VI. REEICEY SIEE

4) SEAERNBRRISHT H/ER

D HILFIFFIVIZETEPR F=T7ERER

i) NARY F—LBEATIHILIZEITZER®
ARy R= Lz &5 LVA =T 2B S EBIEA~X P, KRE#R 7 =TT 2G5 L
VAR =7 BEERERCOWTRER LT,
7T FTEUEERETIL, 20mgkg O O#ETI3THT 2BHICYV A =7 & # L7223, 40mg/kg T
BB L2 o7, —H, ~aXY F— AR TIIV A =T ORBRRNENP -T2, 7 aFrs
BEBETEOTROHREICBOTHE YA =T 3A b o Tz,

NARY F—LBEFTXHIVICE TS PR F=T7ERER

K M (mg/kg, po) DA b =T HIE B BRREL
2.5 0/13
5 1/13
JTFT B 10 1/13
20 2/13
40 0/5
10 0/1
. 20 0/13
40 0/11
60 0/5
0.125 3/12
ey F 0.25 6/6
0.5 2/2
1 13/13

iDAARY R—LRBAEAF T X HILIZE T HER

NaRY R VRBIEA~F PN 2T T ERERG LEBEO YA s =7 ZRIERIZOWT
et L7z, 12 LS, 7 oF 7 0B GRETIE 53.8% (7/13 8H) (P A =T 3, Figi L722d o
72bDEBRIN LB 30.8%. 4/13 §H) IOV A h=T RO L, ~aY F— LTI 92.3%
(24/26 §A) IV A =T RO LN, T, 72 FTEUERGRETHSEN LORISENALRTZO
TG F 113 TH o720, ~aRY R= A FHERHD I L2 =T 2N i 24 BHIZHB WD
T, PEEOKENRAELNT-OIF 3 88, 75 21 B TIIPSE~HRE, H D VITHREDORIENA LI
776

RREORA M THREE
(%)
1007 0@ )\~ F—)L(n=26)
B8 7 F7¥Y (n=13)
O0-027x57EY
(BB AREHEL R o7z bDZ )

HEEN NN




VI. REEICEY SIEE

FESN 7N

DA PZT OFRETR

0@ /\u~YF—)l(n=26)
B8 /157 (n=13)

@ Sy MIBTEHhELTO—BEER D
Ty M7 ZTF T ERE LIBRO N 2 L7 —EEERIZ OV TRE LT,
7 TFT B UL, 20mgkg UL ECIABERIRERICIE LA E R D X L7 —HEEHEZR L, 80mgkg #%
HIFIC 12U =)L dmg/kg $ 50 L A% 07 & L7 o —@b bk,

Iy rIBTENELTO—ERER

Mean+SE., n=12

() 5% :p<001

i 451 .- (vsiritf B HE, Student's thisg) X%

JE 40-

g

% 35“

7304

Io 25 B

i 201

L 15 = — -

w

7- 107

I g p ok

i g
w20 40 80 10 20 40 80 02505 1 2 4 (mg/kg ip)
NEE srFTEs 4 il NI R—)L

EREERZHRR(SY H)©

7 v h TOBEBKEH AR CILLESR (A10) 123 LEIRBZRIER 2R L, SRS SAESR & o B

DR E S5 BEHREER (A9)

) BERS Y

(X L TIMER 2R S 2o Tz,

7 ZFT UL, A0 IZB VT 20mgkg T, 7 2 E 1T 10mg/kg K TN 20mg/kg T, HFEF A LT
W% DA fEERIIEEL (IR 2 PR IREEICEE LA BICHI N & 7228, A9 (28 Tt 20mg/kg
THR KM A NS EeroTc, —F. ~eXU R—/LE AL0 128V T 0.5mg/kg THkHifREL
RIS RIS LA BN S &, FRHE T A9 ORI b A RIS,



VI. REEICEY SIEE

A BT A0 (2314 5 FE KRR 4 (B B 1% 5 FF)

n=6~13 *:p<0.05
Mean+S.E. (vsiBHExT IR, Student's thEE)
f 1.8 PIFTEY o« 1 sy " - NI R—)L .
%% 1.6 g B *
JE 147 1 .
‘}C 1.2 7 * T
7> 1.0 8 1
I—{ 0.84 B B
oy 0.6 : #
Al
i 047 T T
B 02- . :
THi 20 @ 5 10 20 TEE 20 mE 5 10 20 #802505 1 K 02505 1
xR XRE R HHREE XA RHIREE
A9 Al10 A9 Al10 A9 Al0
&4 (mg/kg, po)
i) RIE®RE®

JZFT KRR a P L, A0 IZE VT 20mg/kg C DA FEHHE 0 78 KM 55 & R AR 1
WLABCEDY &, BAROTRELE X FGICL Y ARICEE L2, A TIIAEREITR
oo T, —J, ~NERY R—/LX A9 L TNAL0 DWW IUTI T & 3 KIS 2 v it FREE
WCHLAEICED &8, BAEOTRT /L e 3 FEICX 0 [EE L,

A B AI0 1281 B RN MR E (RER S H)
n=6~13 *:p<<0.05
Mean+SE. a) vs& At BB, Student’s tRE
b) vs&HEW L 58, Student’s thRE
TRENCRNIA B ADHRONTREO L G-
1.4 JIFTEY - ra¥Fry - NaNRYR—)
H 121 - iL -
5E 1.0 - 1
_:E —:E *b) _:E' —:E *b) %

b)

D 0.6 N *a)
A *a) *a) *a)

0 :
Wit 20 @ 20 7R W 20 @i 20 7R w1 7R B 1 7R
Do o R A HERRE xR Bk WIEE  ELer AEE B
A9 Al10 A9 A10 A9 Al10
58 (mg/kg, po)

@ E ~TOER ¥
MELITVEREEZRR L LTI DO 7T R RTR _EEMEEGERERIC BT, SR REE O 38
EiZiX, 778 RBREREE ORICABREZEZRD IR -7,



VI. REEICEY SIEE

5) MEhTOS o FUIoxtd 54

D Sy r®
7> M7 =F 7 B 20mgkg R0 K OWERENE G- L, iR 7'a 7 7 F YR EE 2 PRI IR & Lt
WRe L, 72 F 7 ERGEH£ IS IR e 7 7 F UREOE — 27 R biv, 120 3% £ T
RIS I Ui S HERE L7223, e XU R—LdD X ) 2Rl 7e LR 2 RS2 0vo 7,

miFFR 7059 Foidd B4R

n=6~8 *:p<0.05
Mean=SE.  (vsif#ixt#E, Student’s thisg)

(ng/mL)

L LS. 1301 WP
O—O it} e 120 O—O it
80 =@ /TS TV 110 *—9 /TS TV
e At O
70 100 A—AN\TOR)F—)L
il Il g0
B 60 o
i i) [\
g 50' EI 70_
b7 4 4
7 40- 7 60
; “ ; 50- )
?J"(l =1 i:t g
1 I
20 30 .
10% i
10
0 T T T T . 0 T T T T T .
0 30 60 90 120 (4) 0 30 60 90 120 (5)
P G- ErasR A |

@ E FTOER ¥
HARIERE 2R E LD T TR B _ESHERRBRICBNT, oo 7 F U EBEICIT.,
T REEGHE OMICE B REZERO 2T,

(3) {EMSTE - FHE
LR L



VI. EMEREICEHY S1EH

1.

mREOHRE
(1) AERLAMGODRE
mMERe L

(2) BRRFBTHREIN-OPREE
1) HmEks"
OF -1
R A F 6 Hllc7 =F 7 L 10mg O 20mg & ZZfERFIC AR OK G LIz 2 A, 7 oFTE
ORI TIEL/HTH Y . BeHH 1.25~1.40 BN MR (Cmax) 23ERH bz, D,
—FAMEDTERE R L, P () 13 3.24~345 Bl CTH - 72,

BHAEFRSFEOFHMBHRRECKRERR (FHECRERS)

(ng/mL)
1000
L O—0 10mg
0 20mg
()HERIEL
IfiL
100t
i C
i C
o
_f—
7
[~
& Of
i3
0 | | 1 1 | J
0 2 4 6 8 10 12(h)
e [
BEEESHEOEYEFHRE/ANTA—42
w5 1%k Cmax Tmax AUCo-oo ti
(mg) (ng/mL) (h) (ng - h/mL) (h)
10 59 28.0+15.3 1.40£0.418 141%68.0 3.45+0.732
20 6 65.7+32.0 1.25+0.524 234+47.6 3.24+0.407
a) RHBR OB HNE L, EYEIE T A —F ZRHTE o7 1 HlE RV, CEEIE R )

(F) ARNOAGR S NT-AELOCHAET HEE, JRAZEZZ7 2F 72 LT E 25mg, 1 H 2 X3 ELD G
L, BEORBION U TR ICHET 2, W%, 1 B G 150~600mg & L, 2 XL 3 EIZHT TRROK S
Do B, BEHEITER - BRI E O EENET S, 2770, 1HEELT750mg 222N\ 8, ThD,



VI. E¥MEREICEAYT 51EE

Q A% (FRH L DEMEHESERER) Y
fREERL N B 1 38 llc 7 =F 7 B2 25mg (IR K OVER) 2 ZEfERFCHEBRR O S L, 2412 #8127 22
F— =B T TR 2 E LT,
i A A P 1% O IR R EHERBIIUL T O L B TH Y . HRIO T 08 EA & 0 G E RIS
VB EHRB 2R LTS, FORITIEEREDSZ — 2R L, W & b5 5% 1 BRUNIC K e
EIZBELEZOL, —fMHEOHEKRER LT,
M #AI D Cmax & Y AUCo.04n ORI O T AW R SR E O B 72 LTl 0 . AT A
YIRS RS TH D 2 E DR SN,

AYFHEFERRICE TSR VR OENEE/ NS A —4

ik Cmax Tmax AUCo-24n ti2
(ng/mL) (h) (ng * h/mL) (h)
AL 38 65.291+31.43 0.72%0.19 172.0£77.1 2.88£0.59
FEA 38 60.64126.84 0.99+0.35 170.1+75.6 2.80+0.53
CEEIE + B TER )

EMFHESEHERRICH T MR UEFIO
FHMTRRECARERRS (FELRERE)

(ng/mL)

i 60
aﬁ
i
i3
i

2) RiE®RE

® EiEH
EFERAB T 6 iz =F 7 10mg (524 Z 1 H 1[4 AREEROKEG L7ZE 2 A, Cmax OfEIT
ARG L M U723, 8514% 2 BRSO MfETd 7 = F 7 v U@, MIEIC X 28R
Do holz, TOZENLREERGTOMEEF 7 2F 7 U REIZH LD RERHIIA LN E
EZ i,

() AAIOARSN-AELOHEIT HEE, RAIEZZ=F 7 & LT 1E 25mg, 1 B2 X3 ELY 5%

ML, BEORBION D TRA ISR 5, 8%, 1 BR5RIT 150~600mg & L, 2 E 3 EIZ/o) CROBEE
5, ok, BERITER - ERICIVEEET S, 20, 1HEELTTI5mg BRI L, Tho,



VI. E¥MEREICEAYT 51EE

GrEANT —%)2®

SEAFEA RIVERE (B 1261, LM 13 6) (7 2F 7% 1 25mg 72 HBB L. 1 H 3[R
TR OG- L2235 18] 250mg £ CHliiks L7z, Wil 115 75, 150 X UF250mg O A &IZHWT, 9 [
KRG LEh 7 o F 7 B EARE LIS A, 5 BIHE 8 BIHOME T 7 =F7 v LB
(B 5- 8 KA ME : Cmin) ITIFAEZEDEO HNT, EFREICEZEL TWH EE X bl GRS
R DT— ),

Q@ EMEEERNT—2)"
B IHRE B 12 ] (20~39 k. 31 5%) (2, 7 =F 7 % 1 [8] 25~100mg D#iPH Tl L <
1 B2 BIERAOESL L, 1B 100mg OHAREIZBWT 7 RIKEHEGZOMET 7 =57 © U RES
HIE L72E Z A, Cmax 1% 2.6 RERIZICRD BV, tplX 35 FF#H Th o7 FEFIRGROT — %),

RERGFOFHMFEHRRECARERLERS (TOELRERE)

(ng/mL)
500 -
% 400
&8
Z 300
_f—
7
l‘; 200
a
JiE
100
0
0 2 4 6 8 10 12(h)
R ]
REELSHEOENEFRE/NSA—42
BE5E 5% Cmax Tmax AUCo-12n ti CL/F
(mg) (ng/mL) (h) (pug - h/mL) (h) (L/h)
100 12 397+57 2.610.7 1.69+0.19 3.5+0.2 67.1%+7.1

(CEIME R ERE)

@ Bt GEAT—2)®
SME A A RERE 7 =F 7 0% 18] 25mg 2B L, 1 H 3 ERERAKEG LARAS 1 [
250mg F CTHIE L7z, Wi 1 [E] 75, 150 KON 250mg O BBV T, 9 BIKER S LinfEd s =
TEVREZRG L2 L 2 A, Tmax KON tip 13221 1.0~1.5 FE KR O 2.7~6.6 Bl CTH - 7=, IfL
fEh o F T VR T A EICES LTI L, 75~750mg/ H O A EIZB W TEIBIE R D bz,
F20 = F T ORYBEICHEEITRD b o e BEAIR G OT — %),

25mg (3 [8]), 50mg (4 [B]), 75mg (9 [E]), 100mg (3 [2]), 150mg (9 [a]), 200mg (9 [E]), 250mg
9 [a) DNEIZH &

IR - 505




VI. RYBEICEY SEE

BHE

NS

1 B 3 BIREHREFHOFHMBFHRECARERS (FOELIFERE)

(ng/mL)

1000

800

600

400

——

75mg
O— 175

(
75mg (
(

iR
.
—— 150mg (3.
—— 150mg (%,
—— 250mg (¥,
—— 250mg (%,

0 12 18 24 30 36(h)
K¢ H]
1 HIEIREZSHOEYMEE/ NS A—4
wh& v WJ Cmax Tmax @ AUCo-sh ti2 CL/F Vz/F
(mg/[=]) e (ng/mL) (h) (ng - b/mL) (h) (L/h) L)
75 5 12 277+ 54 1.0 (0.5-3.0) 1.07£0.19 2.7+0.1 89+12 —
£’ 13 294+ 41 1.0 (0.5-3.0) 1.20+£0.17 3.4+03"Y 86+16 —
5 12 6251121 1.0 (0.5-4.0) 2.30%0.33 3.0+03Y 78£10 —
130 £’ 11 572% 63 1.5 (0.5-4.0) 2.41+£0.34 4.4+0.8Y 73+ 8 —
250 5 12 778108 1.5 (0.5-4.0) 3.38+0.46 5.8+039 87+10 710+ 93
£’ 11 879+ 72 1.5 (1.0-3.0) 4.08+0.53 6.6+0.89 72+ 9 672116
a) RE (HPH), b) 5% 3-8 BRI, ) FRAHH O Ry CE2 Ml + FRYERAE)

1TH2EESE 1 BIEEBEOLBEEAT—42)®

1 H2EEE A RERSE (BERA) I7=F 72 1H25mg MHRAB L, 1 H 2 BIKER
OB L2235 18] 375mg £ Ol U7=, i 1 8] 100, 250 &% OF 375mg O HEIZIBWT, 6 [BIX
W Lt 7 =F 7 © U REZRIE Lz BRI GREOT — ),

1 B 3 [E#E  AKTHERE (B 1261, ZME1360) (27 =F 7 8% 1 [E 25mg 2> BB L.,
1 A 3EIEROES L7226 18] 250mg F CTHE L7z, #@iEEd 1 a0 75, 150 KO 250mg O H &ICEH
W, 9 B ERG LIER 7 = F 7 U REZHIE L $EAIRGEHOT — %),

1 HHEN 745 750mg/H (375mg1 H 2 [A#% 5« B 12 6, 250mg 1 H 3 [B#5 : Bk 12 1) B
DIER 7 = F 7 © U REHBOENERF L& 24, 1 H 2 [F#E50 7 Cmax 135 <. Cmin 1%
K< 7p o723, AUC D 1 H BRI G- EHEUC AR 22 < RIRRE DA 7~ LT BEAIE SR DT — &),

Bk M&
| B 2[@#EL | 25mg (2 [A)). 50mg (3 [Al). 100mg (6 [A]). 150mg (4 [Al). 250mg (6 [Al). 300mg (4 [1).
(50~750mg/F) | 375mg (6 [E)) DI 14 it
1 B 3 [mEEEE 25mg (3 [B]), 50mg (4 [E]), 75mg (9 [F]), 100mg (3 [E]), 150mg (9 [E]), 200mg (9 [E]), 250mg
(75~750mg/H) | (9 ENDIEICHEE
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TH2E®HSWE 1 BIEAREZREHROEDEE/NS A —4

P [ HE (mg) Cmax Cmin AUC (ug - h/mL)
1 [ & 1 A& (ng/mL) (ng/mL) AUC ¢ 9 1 A#REfE D
1 H 2l 375 750 1.14+0.11 0.115+0.022 5.51+0.51 11.0
1 A3 250 750 0.778+=0.108 0.193+0.027 3.38£0.46 10.1
a) 5-[IFR © 12315 AUC, b)AUC © X (1 BH#5-E%) CEEIE + BETERR )
(3) HEHE
U ER R L

4) BS - tAXDEE
1) BREOEE
O BRTF—4 "
R AN B 7 S B =F 7 B 20mg & ZE[EIRE & 5 M 3R % 30 Bl O & G- LiniEh 7 = F 7
EUREARIE Lz, TOE, BREGRFOMIET 7 =57 v R EIXZEMERR G TR < HE
B L, YT A =X ICAEETROLNT, 7 2F T ORI LIETRFOREIL /2
WhDEEZ BN EERI GO T—4),

EERHSVEEREEEOREROTYMBRRECAREERS (FHELFERE)

(ng/mL)
1000-:—

- —O- 20mg  ZEERHE G-
o --@- 20mg  EHRIKG
;{E 100+ (5)(5) () HEBIE
4 5
el
,f.
¢
v 104
e
3

0

0

E

EEHHOVEERERREHOEYEE/ N A —4F

. Tmax Cmax tin AUCo-co
A |
BHOAI %k (h) (ng/mL) (h) (ng + h/mL)
2= E 5 1.3+0.6 65.3+35.7 3.3+0.4 234+ 53
R 5 1.2+0.4 96.1+32.2 3.4+0.6 348+122

CE¥IE YR 75)

(E) AAIOERSNI-AELOARER LHEE, RAIEZZ7oF 7 LT 1E 25mg, 1 H2 I3 EL0E5%H
WL, BEOIREICG U Tha 28 ET 5, W5, 1 B 5 EIE 150~600mg & L. 2 XX 3 ENZ T CRA#E ST
B, TeB. BHEIER - JERICE VEERRT S, 2720, 1 BEELTISmg ARk, ) Thb,
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@ #HEAT—4 D
o RKMIELE 10027 =F 7 v 1B 25mg ZBAtHE S LT L 1 A 3 BIERAOES L,
1 B 100mg OHETOEFREBIZBWTREFEOEEBLRF LIL Z A, BREBEEGHOMEY ) =F T
B UREEIR, EIERRFIC S E VR E CHER L7272Y, Cmax X ONAUC ~DO2 BT h3 ) Ch v, R -
MEE 25 BEOXETIRNEB DN BEREGREOT —4),

EEFRH S VIEERRERSHO T MBRREANRELRS (FHELRERDS)

(ng/mL)
400 —o— IR
W —O— ik’
m
j{ 300 -
74
F
7 200 -
Y
v
#1004
HE
0 | 1 1 |
0 2 4 6 8(h)
T
EWERE/T A —4
Cmax ? AUCo-3n? Tmax Y
(ng/mL) (ng - h/mL) (h)
ZENERE R G (A) 291 1.09 1.25 (0.5-4.0)
B%#EE (B) 364 1.25 1.25 (0.5-3.0)
BEORE
e (B/A) 1.25 1.15 —
LED 90%1 5 X [H] 0.87-1.80 0.99-1.34 —

a) MM b) PR (FEH)

2) BFAREDEE
VI 7. 2) BkAEEELZTDOER] OHESHE
<HE> MHAEERICE L CTRERED LR WIHAIE (AR ofFH 0
AAHEDEH SN D FTREMEDO @O EHE (e XY R—L UAXRY R A I7T73IY) EOffHIC
DT, BB RFIDITOIL TN B3, ARAIO I R B 72 2 IR B Lo Tz,

2. RMEEBRHS A—5
(1) 8B4
PR L

(2) WRUNEREEH
(7 v M)
T MEEEZRWD insitu V—7HEICK Y 7= F T E L (479ug/mL AR KIATR) O EWIGEE
ZHIE LI & A, SERRWRIH B ERIT/ME T 3.61h, FE15 T 2450 Th o712, 6> T, /INESFEE
DOFPAICB W T, IWIRRIED 7 = F 7 © AT SN D & 2 bz,

(3) HREEEH
0.20h" (B FVERE GEEEE 1 20~39 5% : 12 #) (2 18] 100mg % KE G LI=54) 10
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(4)

DQIVTFI VR
N &82U750R
BGH 4 fi% | CL/F (L) P

e

100mg S #H G- 10 | (A REEHE) 12 | 67.1%7.1 | VI.1. (2) 2) QEHEREENT—4)
(20~39 5. F¥J 31 %)
ElhE

100mg LG 1| (e KifE B ) 1| 509+67 | VI.10. 3) BHpE
(65~74 i, T4 69 i%)

CEAfE AR e E)

2) BOUT7SVARY

(9)

(6)

fEEERL N (10mg 6 B, 20mg 6 ffl) (27 =F 7 & 88 10~20mg % B[ 5 Uz iBr Tix, Riics =F
TEUBHRHE SN2 s, JZFTELORE 7 VT T A EDLEZE I VT T ADE
AT 1%RmTHD EEZ BN,

(V) AFNOEBENZEROHEIT DREE, RAICIZZcF7Er & LT 1E25mg, 1 H 2 X3 EX 0 HE54B14

L, BEORBIZGE U TRAICHET 2, 8%, 1 BRI 150~600mg & L, 2 XIE3 BT TRAOEET 5,
B, BEEBIXER - ERICEVEEEET S, 220, 1HEELTT750mg BRI L, Tho,

S
HELAKE B R 07— ) 2

| B3 EREROKRSE

ke b M Vz/F (L)

B (n=12) 710+93

250mg X3 [A)/A

4 (n=11) 672116

CEEIME AR AERRSE)

Z D

EERBHYOERERNSA—42 0

IR A RE B 12 6 20~39 5%, P31 %) &, 7 =F 7 B % 18] 25~100mg O #iH Clliiy
LC1H2EMERO®HES L, 118 100mg DAEICHEWT 7 RIKERG#ZOMIET 7 =F7 U RE
FRMELIE A, 72FTEY (REAK) 13858 2.6 Ref#Z I o i F R () 397ng/mL) 12
L7, 3.5 REM O T Le, — 07, IEMEMRE ©H D M1 LOM2 o MmAEHEEL, 7 =T
TEY (REMKE) OF V10 L FORETHBE L, Cmax [EM1 TZ =FT7ELD 1.8%, M2 T/ =F7T
ED49% THoT, SHIZ, MI KOM2 D AUCom L7 Z=F T E LD 2.9% K TN5.6%E T Th-o
7o A SIRIERE 11 6] (65~74 1%, V¥ 69 i%) TlE, #5514 2 B miEH 7 =F 7 v
BENERREREL Y LESHERE L, SERED AUCon (2.59ug « hmL) 1ZIEEEERE (1.69ug + h/mL)
D15 EThHoT=, £, EERE 11 BlF O 2 BB D AUC 1 O FEEMEIZIEREERED 3.5 5T
HoT2, ZD 2 FlERW-EERERE O Bl) OEYERE T XA —Z I ERE L RREOMEEZ R L
Tre 202 BIOEEEREICR TS 27 V7 T A (CLF) 1%, EGMERELOR 45D 1 THY ., &
A0 3 0D 1 Thotz, LLaRS, 202 BT 2 IFHEE K OB e A a2 25 a
IR Do Tm (BEAIFR GHED T —47),
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3. BEEH (REaL—Lav) @&

(M

(2)

MERRAEEEICHBITH29IF7EL(100m) 1 B 2 BIREHRSEHD
miFF s TF7 ECRURBYEEH#S (FYEL1Z4E5E)
(ng/mL)

EHE

BEECARNYHNY

500

400

300

200

100 “

—o—JEEi : 7 FTE Y
—O— HiliHE 7T FTE Y
—m— IR M2

—— A M2

—a— I M1

—O— il M1

BEfE (h)

HAEXAERBITETSI9IFF7EL(00m) 1 B 2 ARERSHOENEE/ NS A4

i e | on | o ks (vg - i) i Ly
JTFTEL | 12 397+57 2.6+0.7 1.69+0.19 3.5+0.2 67.1%7.1

I M1 12 7.2+0.6 23406 0.049+0.006 11.8+2.4 —

M2 12 19.5+4.4 3.1+1.0 0.094-+0.018 43405 —
119 48396 2.9+0.3 2.59+0.54 3.6+0.3 50.9+6.7
P I 401+95 2.9+0.4 1.85+0.19 3.3+0.2 584+5.5

—— 29 852 3.1 5.91 49 17.5
(740, 963) (3.1,3.0) (4.87, 6.95) (6.0, 3.9) (20.5, 14.4)

M1 11 10.7+1.2 3.4+0.4 0.080=-0.008 99+14 —

M2 11 13.2+2.1 32+04 0.090=0.015 5.4+04 —

a) BB 11 4
b) SMBRE ST A — & IR E R L AR C o o mm g (11 i 9 i)
¢) mWIEHh 7 = F 7 v REHERS 2R Lo mE R (11 61 2 B, SIS A E)

fRT %

L L

NS A—ZEFHER
HUMEE L

CHEfE IR E)
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4. RIR
() SA AT ATV T o

57% (=2 A Y, HifE)3?

(2) BILEBAL

INBBREIBORIF E ZE 2 HND (T v M),

(3) WX

SME NG RRERE 6 flic, 7 =F 7 1 H 3 EIKEROES (25mg 75 150mg F THIE) L,
150mg OFHETEFIRIEL -T2 REET, UC 7 =F 7 ¥ 150mg & HREIEE L7, R &L OV
D BREHERERIE RS . 7 2 F 7 B OWRINRIT 712.8%LL ETH D L& 2 Bl ),

4) WahriaER

AR L

5 o
(1) ik — R B P @ 4

(2)

WA KMIERE 11 fIIC7 2 TF T 2RE#%, Ry by X oy Ea—F—WiEiRE (Positron
Emission Tomography : PET) (2 X VM R/X2 U Dy ZF AL EE F = 5-HT, /IR A E L2 ML
TR SRHERBRIC BT, ZREZEA LTS Z AR SN TEY, M- MMz @i+ 25 &5
ZHh5 1,

(7> M)

Z v M UCHE# 7 =F 7 ¥ 25mglkg Z HEREO#K G KON H 1A 9 HREKEROKEG L-LZ A,
AN O REIR FE 134 5 0.5~ 1 FFE &R ISR SN REIREE Z R L, B ~DORMITESNTh o7, Fiz,
TEREICBWCOIMAT R B EERE L0 L B WEERRERENR D b, ok, KL & bIHEEN
TOFBERREE IME T L, %5 24 BrRIBICIZIE & A E O CHRETEED 10%MRE & 20, #5168 K
BlTIX M, PN, Tl S OVRIR R LIS O AE AR C I (PR S & RIRREE IR T L7z,

% — R EBE S

FEER ST E R GURB AR EE D ME ] ST 2 HEEIT WD BT R OER T 7 N 1 A& i~
WD LR T, 7 = F T EAZOWTIE 21 #l 31.716.8 % : FYME IR HER 2, HEERRES & 581X
336.9mg/H ., PRI 28.9 ) NEF I TEY | P I~OEYOBITHRD HIL TN D ),
<HBE> (Tv b, UHF)30

JZFT MR 1S HZ >~ b (200mg/kg/H) ROYEHR 18 H U (100mgkg/H) (2O L Lz &
A, &5 2 BB ORIBHEET 7 =F 7 EURER, REET 7 2 F T B URED 2 5K TN 0.9 fiF
ThHoT,
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(3) Fit~OBA

(4)

()

GrE AT —5) 3740
7 2 F T U EEE AT ORAMIIBNT, 7 2F T B O P A~OBITIEC OV TLL T ORR e H A
WREINTND,

N A SLIb P T F T U 318
1 200mg/ H B Ehd 37)
1 200mg/ H 62ng/L (J KME). 13pg/L () 38)
6 25~400mg/ H B &3 (25~75mg/H). 32nmol/L (100mg/H), 264nmol/L (400mg/H) 39)
1 400mg/ H 4lug/L, FLH/mAEEEL © 0.29 40)
9 6.25~100mg/ H /MRS b - 2 0.41 (8iPH 0.14~1.67) 41)

() AANOER SN AEROHEIT HDEE, RAIZZ7oF7e 2 LT 1 E 25mg, 1 H 2 X 3 \X 0 HE54B1G
L. BEORIBIZIE U TR A 1T T 5, 8%, 1 HEE 8T 150~600mg & L, 2 X 3 BN TS 2,
B, BEBIXER - ERICEVEEEET S, 20, 1HEELTT750mg BRI L, Tho,

(7 v M)

S MEEE T T v MC UC Rk = F 7 v 25mg/kg ZHERE ARG Li- & 2 A, Wit T RERRE I
A T REIRE D 1~2 5 CTHERB LTz, £72. 5% 24 Bl o2 i & OFLIT P REIR S 1, e
TP 2R L= 514% 0.5 B0 3% L FTh - 7=,

R~ ITHE
WSO LR T Y = F 7 B A RFERE IR G Lz & EORBILKKR O ) V7 =F 7 B O
WHA~DBAITHRRESINTND D),

Z D DEHE~DIITHE

(7 v M)

T MZMCHEER 7 = F 7 v 25mg/kg B N# G L7 & 2 A, B5% 0.5~1 Rl i @R ik
FEEREZ R L, 2 ~OSMTHESLHTH D LB 2 LIz, IR CITmIE R RERE 0K 20 %,
BB, N— 2 — RIS 5 OB WO REIR E 23R BT,

F72, Ty M MC R =F T 25mg/kg & 1 H 1019 HEKERO®KS L2 A, 9 HENE
& A # 5-1% O Fe ARG BEIR S 13 5 1 REIR IS AL, SRk~ D AR I 5 & [FER C
Holz, MEBRPNETHERE X, 1FE A COMBRICB W TRERS 168 K& IS I3 HIRA & RIFRE &
PRl EBE. BN, PR, R OSHUIRAR IS I D I RE R IR R SR L 0 b E o T,
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HBEESY M UCEEI TFTEL 25mg/ke) 1 B 1[E 9 B
REZORSZOHEBNKRSTEER

B

TS RENRE (ug eq./g (/mL))
HER 9 HIE#ES

0.5 B[ 1 BEERY 4 B 12 HERE 24 HEfE 72 R 168 M
A (/mL) 1.94+0.78 | 2.43+0.39 | 0.91+0.15 | 0.43+0.02 | 0.12+0.01 | 0.04%=0.00 | 0.01%0.00
iR/ 1352050 | 1.90+0.28 | 0.79+0.10 | 0.47%+0.04 | 0.21%0.01 | 0.09%+0.00 | 0.04=+0.01
Il 5.64+2.60 8.42+1.76 3.09+0.43 1.50+0.13 0.83+0.08 0.46+0.02 0.38+0.03
=t 1.05+0.65 1.90+0.45 1.07+023 | 0.97+0.26 | 0.67+0.09 | 0.47+0.11 0.18+0.02
B 7.61+132 | 859+1.10 | 6.59+1.44 | 4.98+0.65 | 4.16+027 | 2.06+022 | 0.66+0.03
[ 0.39+0.15 | 0.43+0.03 | 025+0.03 | 0.12+0.03 | 0.06+0.00 | 0.03=0.00 | 0.01=0.00
3] 0.60+0.25 | 0.87£0.06 | 0.36+0.06 | 0.21=0.01 0.10+0.01 0.05+0.00 | 0.06+0.01
s 1.84+0.76 | 2.69+0.41 127020 | 0.70+0.06 | 0.29+0.04 | 0.22+0.01 0.13+0.03
A talglh 0.75+0.31 1.06+0.21 0.70+0.03 0.30+0.03 0.13+0.01 0.060.00 | 0.04+0.01
N——P | 4244197 | 7.78+0.93 | 4.63+0.91 1.660.17 | 0.47%+0.03 | 0.180.02 | 0.08%0.02
Ll 1.87+0.76 | 2.81+0.53 | 0.89+0.18 | 0.40+0.07 | 0.18=0.01 0.100.01 0.05+0.00
LG 12.0+3.5 15.0+2.1 735+083 | 5152033 | 3.22+0.28 1.82+0.09 1.05+0.06
N 15.0+4.6 243+6.7 182+48 18420 17.8+7.71 0.35+0.05 | 0.18+0.01
KIGNEY 354+84.9 498+110 | 3737+867 | 2834+561 508+226 7.84+0.51 3.91+0.43
bk 44.1+8.8 64.1+7.0 31.2+2.6 26.8+0.9 14.7+1.46 | 7.09%+0.38 | 2.41+0.02
fiti 535+2.03 | 823+137 | 3.41+0.80 137012 | 0.46+0.02 | 0.26+0.03 | 0.16+0.01
Y E,/ ¥ 2.64+1.11 | 432+0.99 | 2.72+1.07 | 0.65=030 | 0.710.20 | 0.24+0.03 | 0.19+0.02
((ES)
A 1.07£0.45 1.71025 | 0.59%+0.09 | 0.30=0.01 0.13+0.01 0.060.01 0.15+0.05
JFENE 466+0.82 | 4.73+0.82 174039 | 0.63+0.02 | 0.16=0.01 0.09+0.01 0.09+0.03
ERS 418+1.16 | 7.38%+3.38 | 2.66+0.19 1.79+£0.58 | 0.47%+0.07 | 0.15£0.07 | 0.17%0.13
AR 4.00+0.71 5.16+1.09 | 3272029 | 2.99+0.37 1.55+046 | 0.81%+0.27 | 0.44%+0.02
FIRA 1.58+0.62 | 2.82+0.55 1.40+0.21 0.81+£0.18 | 0.22+0.03 | 0.08+£0.00 | 0.04%0.01
=0 6.70+2.05 11.5+42 244+6.64 | 769+483 | 7.34+473 | 0.23+0.03 | 0.20+0.07
EBANAEY | 4431154 | 409+11.0 10728 520+77 67.4+425 | 0.83%0.41 0.25+0.12
2 & 1.13+0.41 1.95+024 | 0.92+0.18 | 0.50=0.03 | 021+0.02 | 0.12+0.02 | 0.23+0.15
N 95.3+30.9 170+13 155+40 33.5+7.4 4.04+130 | 0.41+0.01 0.23+0.01
NENE Y 982+332 | 3167+785 1790+317 269+65 51.4+184 | 3.76+020 | 1.48+0.47
i 0.60+0.30 | 0.58+0.08 | 0.67+0.29 | 0.29+0.15 | 0.05+0.01 | 0.03=0.00 | 0.01=0.00
ik 931+1.85 | 9.65+2.79 | 545+1.13 | 4.84=+0.11 3.69+030 | 3.14%£026 | 2.76%+0.10
H 201423 7054169 97.4+357 | 322+125 | 3.22+1.72 | 0.12%0.02 | 0.11%0.01
HAED 5677817 | 2230971 15294394 2.90+0.72 | 48.5+39.1 0.24+0.12 | 0.60+0.24
S0 T AR 410+1.68 | 832+1.38 | 4.69+122 1.65+030 | 0272+0.05 | 0.08+0.01 0.070.01
j 0.78+0.15 1.16+0.17 1.11+0.09 | 0.82+0.03 | 0.36+0.04 | 020%0.03 | 0.17+0.01
Hfa it 1424052 | 2.46+0.36 | 0.95+0.19 | 0.53%+0.02 | 0.21£0.00 | 0.12+0.01 0.080.01
FOIR R 14.2+0.8 17.9+7.4 20.8+6.9 21.6+5.9 14.4+7.6 11.4+2.6 12.5+2.6
[ bk 5.07+1.45 18.1+2.8 13.6+2.3 12.4+0.31 3.13+0.81 | 0.67%=0.16 | 0.61%+0.15

CHRAEERAERZE, n=3)

(6) MITFEAHEEE
b bR AR AR 0 83.0£0.4% ) (in vitro, 0.2~3.0pg/mL)

6. 5

(1) FCHERRL B UM SRR 510
J 2T T EURECFRICBTRET S B,
bk TOEERBRBITMSUKER LD KL N S-FF > FETHY . TOMOMHERREE LT, 7L
XUk, HFHEEOKERG, 5 2 AL (F s o rgifidib) N EEshb, £2, B MFI 2 m
V=2 EHWT invitro BERTIE, 72 F T ECOTFERBEBD E LT MEBRBD B, FDIENM2, M5
(VL7 ZFTEY), M6, MI3 MpHET, S5Ice MERICHT 2 FERBH & LT MS B0
Sy AW



VI. RYBEICEY SEE

GrMEANT — %) 3

AE A RAEBE I UC iy =T 7 v 7 < VR SE 150mg A P G- U CIiUE AR O RE R L 2 R
7B VT, M4 KON M10 2AMER EERH CH . &5 1 Bk T2 RED
15.1%. 14.7%CA8YS Uiz, REIRIT 232% CTho7-, £/, M7 = F 7 v 0 R i i i e
BEDUS~IVI0BREOCERBETHB L, 7oF 7 eI E252T 5 2 L AVRIE ST,

HIFTE D DH#ETERBHRE O

Me M8
Q
,\/\/O\/\m— N/\’O}OH . NO\)L OH
N(:) Q N(‘ N-BE7ILF L v
Wo. Ne N, N
@ Kt /@ e
( IS N HO s \
M3* M0 | bR (xB) Mi1” e v
o T (R S9b AR, EMLEE. SYMBH(EH)
FINEE
(3% (X ) Bl
Foh AR, FHdiE - HF ' oH
ERInY- L) O ~ i

M

2* Ne. O N N, ‘) M13
Oy = O A
HO! s S i
O-H?!TJH’—IMtl

OH
FyHiE (E) 7~
Ny
M12* N, N‘)

* Ma*
/@ FyhEEt. Ehm3gE, 390)-L(EXHE)
HO' s =
VYRGS )] i Fyb. 4R EME
Fybh, 42, $13g
N-BE7L¥ e l l 2114 l&ﬂ:

0}0“

N(\ i Q/\g*(

S~
2 o S
b M9 = M8
Mt "o b sb @b EHR. SR (EB)
o JyhmIE, 4R HUR- HE
FyhiE- # YN (EE)
A3, EhESH,

ARV ERMY l MBS l
Yy [oanem Uy [omean]
) 4 [ mms e |
0»4 +16 \ Ovi
5] of
Unknown M+16 M819,006
TN OVERIAEILERITALEEIN DR EY
E ~IH T B mER R EARK
A AR FA AR (i R R RE IR B LS 3 2 %)
& | B H75
RE M1 M2 M4 .
h Az
(mg) | (h) [ *éliz;g M1 FLa M2 o M4 f o M7 | M8 | M9 | M10 |#*of| &3
150 1 232 | ND | ND | 14 | ND | 25 | 151 | ND | <05| 09 | 34 | 147 | 322 | 93.7

ND : #HBRALLT



VI. E¥MEREICEAYT 51EE

(2) RIS T 28E (CYPE) DHRFRE. F5F
N 9IFFEY
tMFI 7 v Y — LK CYP3A4 BILRIZE D UC ik = F 7 ¥ in vitro I ERM 2 BET LTZ &
ZA, EMIBITDHZZFTELDMA, M5 (V7 =F T EL), M6 ORHHICIE CYP3A4 AEET 5
EEZEZ BN, Fo, MI0 ~ORGEHTITIEI 7 0 Y — ABEENEE T 5 LRI 9,

ERCHEFEIIFFELRBICEAET D EEESINIBERY

O_O>—()H
—~

EIrsuv—2rEHE

_—on Oern
_—OH /—/ ,\/_/
0 { _)
CYP2D6 @[ @ CYP3A4 @[\Ib -
@h?} M2 CYP3A4 é/s
HO PIFTEY

CYPM/ \K:P3A4
N N
- M5
N_N M6 X b
QL

2) KBNS/ LI IZFTEL)®
EMFIZmY—A, B b CYP KUNTZ T EVE ) AF U7 H—F (FMO) HILRWNIHT CYP2B6
J 7 a—F R E HWT M5 ORBNCREE T2 REEEEZMFT Lz & 2 A, M5 OGEHIZIE CYP3A4,
CYP1A2, CYP2B6. CYP2C19, CYP2D6., CYP3AS5. FMO1 XU FMO3 23592 Z & 23R S 37z,

<HE> CYPHFEHIZONT
O7 =F 7 RORH 9
BN P450 T AV 7 =L THIZFTE ROMREYO inviro THEREZKRS LI 2 A,
CYP1A2, CYP2C9. CYP2C19. CYP2D6 M UF CYP3A4 iGtEicxt L CHEREZ R LIZN, 7 2F T
VRO O v N SETIRE 2 ZE TV A ER OBRZRET 5 H O TiE W EHEHl S
72 [ F T RO OREIL =F 78 % 375mg OHE T B 2RINERE LZKDO 7 =
F7 B2 Cmax OF) 10 {5 (30uM) KT 50 % (150uM) (ZF%E L72],



VI. E¥MEREICEAYT 51EE

HDIFTEODRUREYD /n vitrotRHBEEsE

REFAER (%)
P450 CYPIA2 CYP2C9 CYP2C19 9 CYP2D6 CYP3A4
(GEH) (Z=FEFV) (MVTHEIR) |(S-AT7z= R V)| TFAMIAMT? )| (27 2V EY)
{LEWPEE | 30uM | 150uM | 30puM | 150uM | 30uM | 150uM | 30uM | 150uM | 30uM | 150uM
7 :;?;7 ) 17 —~ 47 - 40 30 62 — 40
Ml 33 51 30 63 52 68 50 61 16 89
M2 — 37 — 50 47 68 43 57 — 9
M4 — 14 — 47 - — 18 59 33 56
g M5 — 43 — 37 - 50 37 76 52 87
" me — 21 — 38 — — 41 65 8 53
M7 — 20 — 40 - — 37 53 — 31
M8 — 20 — 42 — 24 — 49 — 13
M9 — 37 35 72 54 76 - 50 — 11
M10 — 12 - 47 - 3 - 6 — 19

a) M4, M6 LO'MT7 & S-2 7 == b R & ORBER R+ THo 72128
b) 150pM (231 B PR A 50%LL FCThH o720 T, B Lo Tz,

OB MS (/L7 =TT B L) 4540

. INHOREMOHERITRD bR h -7,

t RO CYP 43 FREMGHTEHEIC I T MS OFEEHRZ e NFI 7Y —A%2 Tl L7z, MSOR
JN#EFE 0.14~100pmol/L) 1%, CYP2C19 (ICso fifi : 21.1umol/L), CYP2D6 (ICso fil : 41.3pmol/L) K X
CYP3A4 (ICsofili : 6.5~18.9umol/L) (Zxf L CTRHEIEM Z 7R L7223, CYP1A2 KUY CYP2CY Tk L TiX
LEMEAZIEE A ERER o7 (ICs i : >100pumol/L), F£7-. M5 X CYP2D6 K T} CYP3A4 (Z%f

L CHiRIEAFRI R LEIE 2 os S e o Tz,

£k CYP S FIEDQHKBIEMICK T 5 M OEEER

CYP o7& (JEE) ICs0 (umol/L)
CYP1A2 20pmol/L 7 = F & F ) >100
CYP2CY (Sumol/L 7 1 7 =} ) >100
CYP2C19 20umol/L §-A 7 == A ) 21.1
CYP2D6 (Spmol/L T A ko X L7 7 V) 413
CYP3A4 3umol/L I &' T 4) 9.4
CYP3A4 (15umol/L =7 = P L) 18.9
CYP3A4 (30umol/L 5 A ks 25 11 ) 6.5

PLED X 51, invitro BBRIZEBWT, JZFT VKON VI 2F T BV Z2ETe L CYP1A2,
CYP2C9, CYP2C19, CYP2D6 K OF CYP3A4 {EMEICKI L CHHWEEERHZ R LN, 72 F T E Y
375mg % 1 A 2 [\l 5 L7zHA 0 h TOMBETREDK 10 5L LORECTHALNIIEHTHY .
M AEEHOEEZRBT 5 HOTIERNEE 2 Bz,

(3) MEREBENRDAERVZDEE

(B =27 A F 1)

H=I APV UCHEFR 7 = F T 2R O%EG L1 L &0 Cmax 1IHHEEDRKI 2% Th 722 &0 h
JxF T rOfELRBEESRIIRENEEZ BN,




VI. E¥MEREICEAYT 51EE

4) REYOEHEOEERVEMSL., FHELEER

JTF T DOFEERBOEMERN %2, TR GERER, TEEHRHBRICBWTHREILIZE 2 A,
v MEFOEERFF TH D M4 K MI0 TN TIUCB W TUERZ RS e o7z, —FH, M1 KO
M2 iE, WL 7 ZFTECH L RN Dy D O E F = 5-HT RIS L CE WO g
R L, M2 IZTEERHFEBRICBWWCH 7 2 F T LIRVER Z R L=, L22L. Ml XU M2 X
P MAET O FENRH#H Y THY . v MR CTIEBRERAUTH D2 WVIEZNERBETH -7 9
(TVI. 2. (6) ZDith FHERBYOZRERIN/NT A—4F ] DIESMR),

— 7. AR M5 13X Dy AR O 5-HToa TR N Z DD R k=2 R/ BERAZ I
LATY R OT RV RS T H A TITEFER &V | Dy ZRERIZH LT 5-HTaoa SRR
L CEWEFMEE R L7z, M5 X NET (Norepinephrine transporter : ./ /L =ERT7 U L KTV AR—F—)
WX L CTEWEBFAMEZ R LN, Ea k= F TV AR—F—, RRIVEITUVAR—F—KRE/)T
IV T AR Z TR D BRI AR 5 72 4D,

1. BEitt
WERERA BT 5 fllcy =F 7 £ 20mg & HEREAKE Lz & 25, R TORELEITBRIRR
(B0ng/mL) LLFTH Y | JRIFEA~DOREARD P SITIR G RO 1% & R Sh e GERRGROT —
5y,
GMEANT—4)3
AEAFERRELE 6 Hllc, 7=F 7L 1 H 3 BIRKEROES 25mg 75 150mg £ THE) L,
150mg OB CREFIRIE L 72 5 7-4RIET, ¥C iy =F 7 &> 150mg 4 WEHE G L7, #1544 168 FF
FTICH G LI EHHED 93.01.2% 3B S dv, SR K OFEH ~0 BRI PRI IZZ 2 728+ 1.1%
B 202 11% T o7, Eioik 5% 48 K % TICKE Odtaen PRk S, PR3l th s &
Lz BT, R OLEREWIE M8 LOMI0 Th -7 GERIEGHOT — %),

(%)

1or (030+120) A il
7 P
% 80 . "
i (72.8+1.1%) —0— i
X 60 (Tl BAE)
HE
HE 40
il
90 (20.2+1.1%)
0 1 1 1 1 1 ]
0 24 48 72 9% 120 14 168
B 1 (h)
E rE T S REPKEYBEME
JRIEHREIRLERL (Be 525 5 %)
Zpan E%EFEﬁ 5'%%
E P MI M2 M4 ;
h oz
O g | JEE MU L) M2 ) MO |mas| M7 | M| MO | MIO Z0f) Ei
=]
% | 24 [ <05| 14] 06 | 02| <05[<05| 44 | o05] 23 | 241 | 29 [ 274 | 44 | 688
# o012 | o0s5[<o05] 34 [<o5] 05| 10] 15 [<os| Np | 36| 08 | 18] 43 | 180

ND : MHRALLT  F& @ 150mg
(E) AANOER SN AELOHARE HEE, RACEZ7cF7Er e LTI 25me, 1 B2 XT3 EE #5206 L.

BEOREBIIN T TR ICHEET S, @, 1 BR5EIT 150~600mg & L. 2 I 3 BT TROKET 5, 2B,
PG RITEE - ERIC KV EEET D, 7220, 1HEE LT 750mg B2V L, ] THD,



VI. E¥MEREICEAYT 51EE

8. FSURR—S—IBT B
B L

0. FNHILDREE
PR L

10. REDEREFRT HEE

(1) BHEEEREGEAT—2)Y
BHEEREERE (VLT F =02 U T T A<30mL/min/1.73m?) 8 i, 7 =F T B 25mg & AR O
BehHLIE A, Cmax MY AUColE, BERERRA DK 1.5 (EFRE DA R L7203, BHEREREIZ L D s
DEEKRITBO bR otz, Flo, EEREDO I/ =F T D7 VT Z A (CLF) L7 VT F=27
V7 7 AOMITIEH B2 HBEBIR 3 2 b e o Tz (BERIR G DT — 4),

BREREEEEICE T2 FHMERRECKRERS (THELRERS)

—@— EFHE R E B
-O- fERHEKA

100 £

10

EFECRNBHNY T EE

BHRERBEEEICE T 2EYBE/INFA—4

Cmax Tmax ? AUCo.-oo ti2 CL/F Vz/F
(ng/mL) (h) (pg - h/mL) (h) (L/h) L)
B R R 117+18 1.0 (0.6-1.5) 0.553+0.119 4.1+0.7 64.2+14.4 310+42
(35PN 78.7+12.1 1.0 (0.5-2.0) 0.3660.062 5.1%0.6 85.816.0 593104

a) PRl (FDH)

CEEIE £ RAERGE, n=8)




VI. E¥MEREICEAYT 51EE

(2) FHEEEEEE GAEAT—52)Y
JFtReRE = B (7L a— WEFREZ) 8 B, 7 =F T B 25mg ZHEREOEE L7-& 25, Cmax
KON AUC i 1 FFERERR A L0 B < (B 1.5 6%), tin XEERA LY bEN-7- (18165, £/, 7 U7
7 v A (CL/F) IR AIZ I LK) 25%IKF Uiz (BEAI 5RO T — 4),

AP REREE B E (T H 1T 5 THMBEPREAREHR (FHELFERE)

(ng/mL)
1000

TTTm

—0— I HERTE I (T — V)
-O- R

EEEVONBHNYBEE

FFREREERE (T O —ILEER) (CE T 5 EDBE/NS A —4

Cmax Tmax 2 AUCinf ti2 CL/F Vz/F
(ng/mL) 6)) (ug - h/mL) ) (L/h) (9]
iR e e 78.5+14.4 1.0 (0.5-1.5) 0.386+0.077 55+1.0 79.4+10.7 57369
fEEERRA 53.0+3.5 1.25 (0.6-3.0) 0.248+0.020 3.1%0.2 1058 455429
a) HUME (HiPH) CEYME + FEYERRZE | n=8)

(3) =#E 0
i 115 (65~74 7%, W69 7%) I&. 7= F T B % 1 [A] 25~100mg OHFH CTHiH LT 1 H 2 [HX
ERROEE L, 1[E1100mg OHEIZIHBWT 7 RIKEER GHOMEEF 7 =F 7 © LR E A IR S 12 6
(20~39 jk, P 31 k) LHEMET L2 E 2 A, milE KO 12BN T, Cmax (2R ENEE
2.9 LN 2.6 REfEIRZIZFED B AL, tipFZNZEIL3.6 KON3SFTH -7z, F7o, #5542 FEELIED
MR 7 = F7 e REITIEERmE LV @< HEB L, AUChL i IZFIEEIE O 1.5 G TH 72 BRI
REDT—4),

FemERVSHEICHE TS TFMBERREANREMS (FHELRERDS)

(ng/mL)
500 -
-O- ”ﬂjf%’x

o 400 —e ikE
58]
Z 300
?’—
T
¢ 200
4
173 ]
i3 100




VI. E¥MEREICEAYT 51EE

FERMERVSHEICES T L2EYHE/NS A —4

Bil% Cmax Tmax AUCo-12n ti2 CL/F
(ng/mL) (h) (pg - h/mL) (h) (L/h)
i 12 397+57 2.6+0.7 1.69+0.19 3.5+0.2 67.1%7.1
i 11 483+96 2.9+0.3 2.59+0.54 3.6%0.3 50.9+6.7
CL/F : % NG RO M HPREHRB IS, ZNTORE 7 VT TR CEPH + FEERRE)

1. £0fth
Y LR

— 44—



VI. &£t (EALDEESF) CEATHEHEE

ELVVMBEEOLEFEND. BRFEET 7Y F—2 R, BRFUESEFOEXRGEERANFER
L. ECICEZGEENHAHD T, AFRSHIE. MBEDANEFNREZ TS
2.5, 8.1, 8.3, 9.1.5, 11.1.1 58]
1.2 BEZHE-TIE, HoMLHEERERNRE T S5E84”HL_LE. BERVZTOREICT
SIZERBAL. A&, Z8k. R, HRFOERITEEL. COXIGERNH obN-FHEIZIZ,
EbLICREZHRHL. EROZEEZRITEHED. HEST D&, [1.1, 8.1, 8.3, 9.1.5, 11.1.1

ZHR]

(FER)
1.1 KR OB GHEITHERIFIE T T ¥ R= ZAZ R LT L7ePIREHE SN TWDO T, KRG HIZ
(TSR D E S OB 2 21247 5 BED D D,

1.2 —RICHERFVEEE I IIORBERZ N L b BERHIES M7 2 F— 2 BERPVESIES D

RITER 2 RN AT 5720, ZNODRIERNEERT 256005 2 & 2 BEKROLTOFEIZ+

S L, e, 2 2R, BIRFORBUERICER T2 L0 BET20LENH 5,

4— =

29752 &, [1.2,

2. FRABLEDER
222 (ROBHIZIEI/RELLEWNI L)

2.1 BEEREOES [BHEREZELIEIBZENNH D, ]
2.2 /LY — UERTEE AR O AR AR IR O RO TS H 5 BE [N HIEH 238 5 X

nbs,]l
23 7 RV v ERERTORE (T RLVT U 2T 17 4 7% 0 —0OREIEHR, LRI
BRI S L < IMBEEBEMCEA T 256 26k<) [10.1, 13.2 2]

2.4 RHNDO RS x LisBUE OBEERE O & 5 B3
2.5 BERRIFEOBE . RO OSH 5 8E (1.1, 11.1.1 ]
(fRF0)

2.1 RENZHHARRIMEER 23D 5720, FHEREDBRE IR G LIZSHA.
nrnb s,
2.2 ARANTHHARINEE R B 572, 7L B — )UER R AR o iR s O RV T I2 5
HREITHERG LIEGA, S OICHRARIHIER N RSN B2 nd 5,
2.3 KFNIT FLF U v o ZREEBEHNZALTWSTD, 7 RLFU v a, p2AKIEAITHL T
KLU e LS AE. 7 LU OB ZRERIRIERSEL & 720 MR FERHE TR X
NHBENNHLHI-OTEH SN TV,
UL, TR 29 RS 12 mIEEE - AR RS E RN E L XIS X RiEs) i2Bn
T, 7RV U & oallER 2B T 2P0 MREOIHIC OV TIE, I EIR T3 Z 5
BENRHLLOD, TF7 4 7% —13BIEHRREICED /REMENH 0 | BB E0LE & L
TT7 RLF U U EERKRELINDI NS, T 7 4 7% —REICEEDALRFEDEIC
HRIGTEDEKH FIZBWTCT RU TV 2T 8%, VAZEBELTCLHFATED Lf
WrEiiz, 207D 201844 Az, k) KO A=) OHEOT KL+ e biedic 17
RLF V%7 F7 4 7F%F 0 —ORERRIERT LG5k ZBiLT5Z &L LT,
ZO%, PUREMHRIE LT N U U SR REBREEEOOFHIZE LT, M3EAIOE R L~ L3 B
RHT LD, PURMIRELE T FLF ) o AwEREREE E OO T N L)Y U KERIZ OV T,
ARTEREIZE ST YFIZB O TR Sz, ZOMEE, 2023410 AICUL TORERE 2, 25
L TR OEOT KT U g2 idic TREAMERIC I T 23RS L < I35 mREE
AT 56 2R< ) 2B L, PFHEER) 0TI T7 RLF+ U o EaERREA ) 2800 L7=,
cEHNIZBW T, HUEMREE AE IO T 2EBHT R U CRIAI oM ERENTHE S, OFF
DEENHDLZENMEINTEY ., FEHHICIV T FLFY UKEICE D EEZ DNDHESL
MEEAEHREINTNRNT &,

-
-

B

FiEREr B s oB%

L



VI. Rttt (ERALOTES) (Y S1EE

2.4

2.5

c PURBARREZRILE L7 T v M7 Rv T v a&b L, mELXOIREROZELZ R LIz E 2
H. AERBANRDOENTT FL T U roRbEITE MW THRHFRILEEIZ L0 BRARLEH =
nNoHWEMEEZRELS EHSZ &5,

PR EE O IR G STV D BE IRV T, @M FTT LT U iRy A &b L
el A ERBEBICEEL G X R0 Z LR RESHTND Z & 9,

AANZ X % F5 5% OMBUER D WE STV D, AR OHE T L O BAER 2 & 2 L72BEHED
0% BENAA 2 G Lzt EEREEUERD BRI 2820005,

PR 2SO L TV D EBFICEB W TR 7 3 F—3 X @mlESEORIEMR NS Z SIS

TV ZEnb, FERPOBE ., HERFNOBEREDOH 5 BEF TG LN &,

3. BMEERITHRICEET HEREENDER

2y

AxX A

IRTWVn

AERUVAEICEEY 5B L TOEB

V.4 BERUVAEICEET HEE] 22T H2 &,

S ERGERNIE L ENER

8

8. EELEAMIRE
8.

2 AKFROFEGIZLY | ABRIERH HOND I ENH LD T, AFEGERIT, BOE B W

L3 ARFNOBEEICE L, H50 0D EE 8.1 KN 82 ORWEANRRKITABENSLH L&, BER

A KB OEGIZ LV EREEINEZ KT ZENH LT, PEICER L, BEOBEER S b b -HE
5 ARFNEL FHTIRIREBAMGAIINES MR EAZE Z T 2 e NH LD T, LB 6B, OENFEDK

6 AFNIEE LTI RIS T 720, KRR, EED - ) - REHEBEE % O R 258

8.

8 BEBROBFRBA O UEGEOPIEICEY | AR, El, SR, TR, RS OBEBUER D H

8.

1T AKFOFEGICE Y, ZELWIMEED R L, BEREE, 8T v R—v 2 BERIFIESIES O£
MR E - 8D 2 EnHDHOT, RAFLGFIX, MBEEOHESL OB, K, ZIR, HIRED
BIEA 04T H 2 &, BRI, mIbE, RS OB RE O fERIN T2 A9 5 BE T, BEE» E
HLU., REHREZ2IcEfL S BENAH 5, (1.1, 1.2, 83, 9.1.5, 11.1.1 ]

. RER, IR, EREELS oRMHERICERE TS L & bic, MEEONESEDBELE /01217
L, [83, 11.1.2 /]

WZEDOFBEZH2ICHB L, mImEER (0B, 2 2R, BRS), KIFER Ak, B
B, i, #RER, EIR, BRREESZ) ICEBE L, 20X BRIERDES L b GEAICIE, BBk
579l L, ERiOBEEZITAHL Y, 88T HZ &, [1.1, 1.2, 8.1, 82, 9.1.5, 11.1.1, 11.1.2
2]

(T BmERE, ERESEOBY RLEEZITO T L,
SR D & DN TG AT ITEES, EYRAEZITO 2, [9.1.1, 9.8 2]

ZHZLRHDHDOT, ARG T ORE T ABEOEREER AL O RO REICEFRSERY
FOCIERET LI L,

T BHGHREED D DY)V 2 DBE, FEHIER DN E LT 5 ARt & 5 O T 2 +TV 720 HETR
WIEOMBEZWS LoD, KAEERLITWEETHZLBREE LY, £, EROE(LIRBD ST
SaZid, MoOmBEICOIV 2 57 EEY R LEZLT O Z &,

LD ZENb D, KEETIETHHEITIE. RaICEET 0 LEEICIT 2 &,
9 MERRRIEREE, AMEREDRHEDONL ZERH LD T, MEMELEIT O 0 &, BEEL T3ITAT
W, BE DR NG ARG TIEY 572 SRR MEEZTT O Z &, [11.1.6 ]

(fEw)

8.1

8.2

AENDOEGHIHERFET F 7 2 F—=V A2 R LT L7BIAHmE SN TRY . TOMICHEER
FEGIS @ SN TWD 72, AFIEE- PITITIEE ORIEFE OB 2 151247 O BB H D,
RIS DO FEBVEFI 23 SN TWDH 7, B, Bk, @iT, Rk, IR, BifES S oMimn
BEERICIER L, MAFEOREFOBSR 2 01217 5 WERH D,



VI. Rttt (ERALOTES) (Y S1EE

8.3 —fRICHAKLIPERZ IIIRBEN SN Z L0, BRI b T3 R—3 A BEREIESRE, K
MFEEORIER Z FHICR AT 5720, ZNOORWERANRIT 25N HH 2 L2 BEKROZED
FHEZHaB L, Og, 2. 2R, SRS O G IO siBRER ., B, BEi, @i, Kk,
AR, EARREE S ORI ORIRSERICER T2 X 98T 0ERH D,

8.4 AF|OFHIZL VREMMAERTZ LB H D, FHIEWEIIHERFEOMLREK - TH Y, JBEOEBHIC
BWTHERBM S 872 R— ZAEORWEANRREINTWAD Z E0nb | IEHOBEND L b
BAIT., BERE, EERESOBEU R LE EZIT O NEND B,

8.5 AFNIT FLF U v oy ZBMRICK L CHBFMEEZGT 5720, 7 RUF U v o ZFEERERICLS
EEBZ BN DENMARIMIEA R Z 2 FTREMEN B 5, SEFIKGRRE E TOEWNEGRRER T, &K
M 26 B (4.5%), MET 4 1 (0.7%) ZEnHE STV 5D, BEBRGOIEITEEZ 01T\, 3L
HL BB, DEWVREDOREIMEIERNRD SN HEITITET 2%, HEICERETILERD D,

8.6 AFlTe A¥ IV HiZAKRICH L TEHMMEEZ AT L0, e AZ IV i FEEREHICLD . IR
R TEE - E£R N - EEBNRE N EOIR T NE Z D REMEN 5, SERIAGREE £ ToEMN KR
BRCIX 14.2%., SMEOFE T, MAHRER TR 30% IR HE S VT b, AAIB G- H L A B) B0 #ElR
DGR AP B OBEICEF SR VWL D EBRTHILER D D,

8.7 —%IZ. PUKEHRIE CRITAEIEMN DL O B 2 Bz, AiaREAZ 1L Lo BEx =548, MK
NIV Dy ZRED S OHUEMIREOBERL S — EICEE 2 0 . AR EIR O E L 2 & T AR
TERDBBIICRBLT 280855 LSO TN 5D, QM EROBCEZRT 5720, BFEOD
RREABIE L2085 1~4 BT CRITEFRE 2 R4 1CET 5 L RIFFCAR| 2R 2 (CHEET DL 2 &
NEFLWEBZOLND, T, RAIAGI R Z%ZITIEROELDFERD BN T-HEITIE, AR
R, WMURLELRITILERD D,

8.8 7T T EUNE, 5-HTouy ZBEL N KRNIV Dy ZRET NN EFDOMOEE h=2 KXI 2, BA
AIVKEOT R oZBIEYT X2 A I LTEHIEEZAE L TRBD., KAl 2 H1E L=
B IO DOZEIRA~OFR ) 72ERT S RN R CRBR S D Z Llc k| BERUEIR 2 5] Z & Z 3w
RN D, KRN ER—RDTH D7 ZF 7 VL 7 < VR BGE DR BRI T, S EE DL
JEMERE N OBEBUEGEREN RO SN TRY . HEEZ2 P IET2E/IT R4 ICHET LI ZENEE LV E
EZONDI NG, JTFT U7 NABBERMEEDE FIRCIZEERHR S NTZ, ZTOTDARANCE
WTHIBERLL, FEMETLZ &L,

8.9 HGRATDERRRER, AEEMB R, TR%ZICB W T, KA OB G%Z IR ERE, B ek
(E) DG SN TWD, BENRD LNISEAIIIRE 2P I 5 7 PR E 21T 5 WERH 5,

6. WENDERZHIHBAEICHT IER
(1) BHtE - BEBEFOHLEE

9.1 A6t - IERZEDOHIEE
9.1.1 1 - MERE., NMEREE. EONEXEIZENLDEVDHIESE
BEOHNC BEOMERE TR bbb Z ENnb 5, (8.5, 9.8 5]
9.1.2 TALAZEDERMKRE, RIIChoDBEEDHIESE
EREEARTIE2B8EFNNH D,
9.1.3 FERXIIZDHEFEEOHSEE. £XM T ERERFOESE
QT MR LR 3 5 AlRetEN & 5, [10.2 B[]
9.1.4 BRTROBERVERSEZET HEFE
JERE B S DI BENRH D,
9.1.5 BRBORKE. 5lifEH 5 W IIEEHEEDOERFOEBRERFE2ET 5E8EF
(1.1, 1.2, 8.1, 83, 11.1.1 ]
9.1.6 FEPREE. REIEAER. BB, B/KIREZEDBREFEZE T HEE
B ZERRIE ., FARIMARIESSE O AR FERIE NS ST D, [11.1.10 ]
(fiF7)
9. 1.1 SRR £ COENERRBRICB VT, DA ROENWER & LT, RIEMHARME 26 F] (4.5%).
MEET 4 B (0.7%) SERME STV D, FEIODIHFEZECRE MR OB, TN s ks E 4
O« MERE, M EREE, BRiE0H 5 EETIEREZBLLIEEIBZENLRH D720, R
BB A N IXE RIS T O LERH D,




VI. Rttt (ERALOTES) (Y S1EE

9.1.2 HAEDEFRRBRICEBNT T T vREEE OB TTANARBIEDRILRIZEITHA LN TRV,
BER AR £ TOEMNBERRBRICIB O TEEN 4 61 (0.7%) MESNTWD, TADALEDRESE
HRESCEDOHERDO S 5 BEICAFNZEG T HHAITERBRIENE 281 0RH 5D T,
BEEICKGTILERD D,

9.1.3 7 =F 7 v OENADEERBRSLHRZI BT, LEX QT EELENME SN TWND, R
AR X X2 OBEERED & 5 B3, ek QT IERIEGFERED BE ~O B HIZ LV QT MENIEET 5
AREMER S D Z b, FEMRET L L L LT,

9.1. 4 FERIAGEREE COENEBRRBRIZIBWNT, ABREKN 141 (02%) HE SN TWD, BEEMO
BEAOBHZRSEZA T HBREFICAKNZEGT 2G5 ERZELIEL2B8ZNNRHHDT,
BEEICKGTILERD D,

9.1.5 BERFEZ AL TV D BREICBWTHERFEES, 7 v F—v A, @lESEORIERNS < &
INTVDZ EnD, PERFWOFERE, @i, WS ORERP OfERIK T 207 5 8HF 10
BEHEIESGTILERD D,

9.1.6 KINAEICRB W THUREMIEIME A BEE COMBERIED Y 27 2o THEERENR SN, =
NEEE 2, ERNICBWTHIMEEREREOEEREAZITH) Z L & L,

(2) BifeElESEE
FEESH TV

(3) FFifeErE=EE

9.3 FFiRefEEEE

RENTIEICHIBIC 0@ sns=0, 27702088 A L, METERENREFTLIZENRD
1. 16.6.1 ]

(fR0)

AANIIHF TR SN D Z ERREN TS, £io, SAEAFEREREE (7L 2 — WEFEE) BE IR
Bl U-akBrC, R & L U COEmESZ U 7 7 2 A0 25%IK T L, Cmax 2 T8 AUCie 3
FILS5fEEL, tinl T 18RS o Z ERAMEINTWND Y, - CHISRERE RS CITHEZRE
THREEBILRGTALERD D,

(4) XhEREEHET 5E
BREIN TV

(5) 14w

9.5 1147
A SR L C W D AIREMED & D I iX, 16 LB REDfGREE LRl Sl S 5546
WCDOHRFKEETHZ L, BMER (7 NEORTUYF) THRIE~OBITHRREINL TS, o, i
IR INC PR IREEN B SN TV D56, FraAaRICmelE S, EIR, MeRiEE, Rk, HERRIK
T SRIESMES O BERUEIR-SCHER IR N B B o e & OHRER D B,
(fi#7)
THXERNT v FE AT AR AREERBRICB W CTREEEENEO HIL, Ty R RN XREIE
7 2T T EUREFRERNET 2 F T U REOZNEI 2 5, 0.9 (51257 39, dRIRFP ORI
K42 FHRRER 1T 7 < R ARVEITRENL L TR W20 R TR LW D ATREMED & 5 etk
R EOFRMENERMEE ERD S SN A EEICoRBEETH L,
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(6) #=FLim

9.6 7w
B EOABRMER ORAREOARIELBE L. RAILOMETTIEZRETT5 2 &, & F TR

HABITT D 2 ERMESN TV D,
(i)
BB T T >~ M U¥C-7 = F 7 B 25mglkg # HIERR D& G- L= & 2 A, BEREITEEC I HLH
~BAT L, A B EERE IR RSO RMFRED 1~2 5 Tho72 9, Fiz, MW TE b
THIHIFA~OBITRHE 34 ST b7, BILHPoLIcEET 25813l 2P 385

&
N— o

(N IMNRZE

9.7 MR
RS L UTe AR OV VA fats & U7 BRRERIBRIT SN L Tueuy,
(PRI

INREE TG & UTe A SE R OV e 2 451% & U2 BRRRRBR 1580 S U Tuzgny,

8) =&

9.8 B#E
HEHFILANTI ZFTELCORAOZ VT T2 AR 30~50%{E< . AUC 1349 1.5 f5THY . &L

MAE R E N FE T DA NEO STV D, £7o, WAMNERRBRICBW CIHEREE L bk L, &
SEMEAR I O BUEFE DS HEA RO LTS, [7.2, 8.5, 9.1.1, 16.6.2 ]
(fiF7)
AANIHF RIS N D72, —MITEBEROKT L T\ EnE TIEARKIOZ VT 7 U ABMK T
LHEEBEZOND, BEAARKEE COENBRRBRICENT, @iE L IERME AR Z R Lz &
OMAFEPREHB LK LT 2 A, mFEOMEE 7 =F 7 U REIFIESmET L bEmHRBE L,
AUC 138 1.5 fEm< ieo T Z ERHE SN TN D 19, F7=, ENERRR Climing & IFERa ok
SEMARILE D FE BRI RIFREE T - 722, SEORKRBRICB VT, HEa & ik L TEie T
VSTV E OB SIS 5 Z ERBOH LN TN D, (- T, ElE Tl & (1 H25mg1 H
1[E) MHHEGEZBGTHE L BIC 1 HEEEEE 25~50mg (2T 572 EREDIRELZBIER LN HIEE

5452 L, (IVIL10. 3) B#E) 0HEBM)
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1. HE{EH

10. HHE £ A
AFRN DO BES-4 2 3272 P450 %3812 CYP3A4 Th 5, [16.4.1 ]

(1) HRERLZNER

10.1 BHHEZZE (HALAZWI L)
A4 5 BRIRIER - 18 7R K - fERRIR T

T RLFY 7T RLFY CoEAEWERSE, | T RLFY 3T RLF U e
(TF747F—0OKEEE, X | EELRMERTEZREZITIEND | Mo B-ZEEOFFFITHY, K
IR R I B 1 B IR EREE Y | D, H O o-ZHEEHEWERIZL Y, B-
U< IR EFREE A T 5856 SZREROFEERANBAL L 720 |
ZBr<) M ERE FER RS D,
(RAIYV)

(2.3, 13.2 M)

(fiF7)

KFENET FLF U v o-ZBEERERZALTWDD, 7T RLFD v o, B-2BEREAITHLT R
VFEU L EFH LSS, 7 RUh Uy B BRIBRER MBS & 22 0 . ERE TER AR S D
TREMEN B DIt STz,

LU, DRk 29 FFEE 12 BIEEHE - A AR S EIRL SRR L 2 RHES) I8V T,
7 RUF Y b ol E 2B T A PUREAREO I I OV TR, RIS IR TR Z 8%
NHDLHLOD, TF7 47X — 13BN RIREBICEDLAREMENH D . HERKELE L LTT KL
TV UEENRLELENDZEND, TFT7 47X —IGRBICBREDARTROEIC LG TE
HEH TFIZBWCT KL TV 2T 8, VAZEZEEL TCHLHARTE L LMW SN, =
D= 20184FE 4 Az, 122 RO PR OIEOT RLF ) R a8 T7 RV v a7
T7 4 TR —ORBIERIEAT L6852 BT 5Z &L,

ZO%, PUEMIRIE L T R U U EHRERREEEO OFIZEE LT, MERA OEEE L)L R 87
HTEMND, PUBMHRELE T NLF U U ERWAREEE L OJFHFEO T KLU U KERIZ OV T, A
FXERFICE ST Y RIZBWTRF Sz, ZORE, 2023 4210 HiZ M) KO TR ©IR
OT RV R DRI THEREIRIC S T 2R BMEE D L < I BmMECER T 28558 2k<)

ZBFL L, [PFHIER) oI [7 R U oSG ERREAl 2Bz, (VL 2. ZERABTEZTNDE
Bl OEZR)
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(2) HREFE L EDER

10.2 ftREE (BRISEET S C

&)

K% B AIEAR - HEIE TR B - fEBRIN T
FRR RS S A1 PARERRE I G E 23 R 2 Z & | MAOERMAEERZEZ 2R

7LV a—)u

W&o DT, iz O EHEDIER K
OAAFEMICERE L, HEICERET
5Tk,

H5,

CYP3A4 %8 EH 24 % 34 ™
= N G
Vo0 Sl =4
PV — VERREAR
DRy SV
&
[16.7.1 ZHR]

KON 2 Z &b
D

AH| D EHERHESR Th 5 CYP3A4
OFBIZLY, KEDOZ VT F v
ANREMTLHZE83H D,

58> CYP3A4 FHEER 2442 HH
A Tafy—n
%
[16.7.2 &[]

AFIOVER Z BT BTN H
DT, fHA2 O EEOIER KO
HHECERE L, AREZBET 272
FLTHEEICEETSHZ L,
BEANZ X 0 AKHFI D M SE P E R &
EE7eb, QTHRENIERT 2%
nndH 5,

AH| D EHERHESR Th 5 CYP3A4
< BEST Sz, Mg
N EFT DN D D,

CYP3A4 FREEH & A9 2 34
T2~

ey

s

AROEREZHERT BTN
LT, Ml 2 D BE DR K OE
RECEEL, BEEICESGTHZ
L.

AHN D FE ISR TH D CYP3AS
FIRET D0, mAERREN E
I B0REMNH B,

QTEE#E T tnmbhTn
e al
[9.1.3 ZH&]

QT RN H LN DBENNH
IS8

PRAIZ XY QT FERAEM AFHINE)
WM 282005 %,

7 KU U &G AR
URHA L - T RLFU v

HELMEFETZEZSZ 0D
5O

7 RLF U LT Frd U e
Pha, B-SZAARORFEATHY . K
HO a-ZBmAEREMRICE D B-
SR ORPIAERELL & 7220 |
MmFEREFERBAEBE S h DB
D& D,

) 2 b OEHIE BT IR 5 ACIE,

(fiF7)

1) R EEIEElL, T —
AANIHHARRINHEIER 23 5 D720, Mo PRI Al & OO L 0 EASHER L, IRK, #8
F5 O AR RE IR BB T R ERIER H D, T2, AFNTT va—ic Xk 5% &
ONEENRE K T2 H58 92 O T, AAIRH P IEEGEZEET 2 0LERH 5

2) CYP3A4 FHENEH A G T LAl (7 ==F >, AN EE L N EY—VEEFER, V7 7
B U
t MFI 7 v Y — A X D ARANORBHIBE 592 E72 P450 73 7-FlIZ CYP3A4 TH D Z LRI T
W5, CYP3A4 FHE(EHZATDH 7 == A2 0O~ BE Y D EARKZEH LR BRICE
WT, AUC 28 80% LA EIKF L= Z & HiE SN TWD, AEANICEBIT S 7 == b1 U HEAREFIC
BT, ARNOROZ VT 7 ARK 5 ZI2HM L, Cmax XU AUC 1ZZ1ZFH 66% K Y 80%1K
T L7z 30,

AHROWEEZET L ERH D,
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3) B8\ CYP3A4 [HEEMAZHT5HA] (1 b7 2+ Y — %), CYP3A4 [LEER AT 5HA] (=Y

4)

)

An~vA L)

AH L CYP3A4 DIRWAEAITH D7 hat Y — (FROAl : ERREE) 20l L-8EEe, 7=
FT7 LD Cmax 2 335 %, AUC 2® 6.22 {5 T LR LI DHERH D 30, KA & E—F45 TH
50 TFT LT VR R EE DB F IR RB WL TIE, RV CYP3A4 FHEA & OB 7 =F
T OMAERERENEE E 7D TREMESHEER S D T2, Bl CYP3A4 FHERZ 03 2 BRI
RENEWET DR EOHEEFEAZTE L, T QT RIBIEE O AREMIZ DWW CHEEMAE 2 LTV
%, F£72. U CYP3A4 BHLEFILISL D CYP3A4 BLER] & OFFRAFHCBWN T, BEIIRELL 20 ET
BENDbOD, 7ZFTECOREERED EA- L, KAOIEAPERT 2B8EZ00H 5, [Fl—#
THOHAFNCEBNTS, FRICRREH UEEREREST & & L,

QT A Z 9 Z L 3E 53T B HEHA|

7 = F T DOENAOEERREBRCTHREZ ICBW T, DEN QT MESNHE SN TS, QT iR
FRITIEDHMLNTWDLEANEZREFORFIHHTL L. QT RIBIIERE T2 A[REMENH D,
(IVIL. 6. (1) BHHE - BMERZEOHDIEEI.1.3) OHSMH)

7 R LU o EA R B

PO E 7 R U U A HERREEEOOFRICB LT, WA OEZEMEL L~ VN85 2 b
2O, PUBMIRIEE 7 RV U ER AR E OO T KLU U RERIZOW T, AFR L
BREFICESESYRICB O THRF SN, ZO/ME., PUEMHRIKE T U U SR wRRERSE & O
BERICET 2 EEZ AR TR R TR L T2 2 ENBEU LMl SNz, Zokw 5]
KO THEZES ] OIEOT RLF U AR5 REC THERERIC BT 22D L < 13 s R
WHERT 56 %R<) BT 52 E L, PFHEERE] OBIZ T7 KUY U Ea ERRERA
B L7z, (VI 2. ERHNB L ZTDERH| OHBH)
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8. ElER

11. 814
ROBIWERNH D Z ENRHHDT, BlEEZ STV, BRENPRD GNHEIZETEGEZH 1k
T A5 CmMUREEITY L,

(1) EXLGEIMER & DHER

1.1 EXLEER

11.1.1 Sm#E. #REEY P72 F—Y R, BRBEESE (W70 L HEERT)
HLICEL R POBMM B A2 -2 2 0nHH0 T, MEEORIEL, 0. SR, ZIR.
BIRGE OB Z 01TV, BEPBEDOONTHEITE, G552 FIEL, 4 A Y VEAIO#ES
ZATH I &, WUIRMMEZITH 2 &, [1.1. 1.2, 2.5, 8.1, 83, 9.1.5 2]

11.1.2 {Em#E (BEEEARH)
Wi, MRk, i, RER, IR, Bk EEOMMBER IR S -GaiX, e f
IE L e & 21795 2 &, [8.2, 8.3 %]

11.1. 3 EMAEEEE (Syndrome malin) (0.2%)
HEENIRER . SREE OFRERMI, WE TR, MR, MEOLH), BITFERAEIAL, TRICOE O TERE
ANHLOLNDGAR, BEEZRIEL, KGEL, KOoWHBE0eEHEE & HICHEY R 0LE 1T
Zob, AIERIERFICIZ, AMBEROHENMNL CK O EERALND ZENEL, £-, 34Ty
REFED BHEREIR TN bND Z N H 5,
ek, mEADEE L, ERRRETE, PRULAEE, TEERENL, BiAER, SEBEE~EBITL, LT
L7eBImasE ST d,

11.1. 4 HEWFHRERE (HEAH)
PR, i, CK E&. PR ORTP I A7 a vy FRENRRERD bN-HEEAICITEE 2 ik
L. @Y E AT D 2 &, MEERAEIC X 2 2B BEORIEICEETDH 2 &,
11.1.5 =8 (HEAY)

11.1.6 |EBRIBRAE. BMBKED (W30 LBEEEARH)
(8.9 &[]

11.1.7 FFHEEREE . &EE (W TV HBEERE)
AST, ALT, y-GTP, Al-P ® ESE% 1 2 IFEEREE ., SBWENO LD Z &b D,

11.1.8 FREMEA LR (BEEAR)
R R (BARANIR, S0 - MEk, 3 LVMERL, JEE O & 5 WITihsR X OCRNE O 5 - i
HLDREIR) KL, A L RIBITT 22 E0”HL0 T, BEREND Db -HEIC
X, B EFRIET 57 CEYRMEEITY 2L,

11.1.9 BEHECAFZARTT (0.9%)
HAESE O REEEER N S Db, BEHIEZR LT 22030 5.,

11.1.10 FhZEAAE. FERFRARMARAE (9 4L HHE AR
JZEFRIE . FMRIMARSIESE O MARFEAIEN G SN TWH DT, BUlh, s, MoK, HiE
ENRROOLNTHEICIE, BEEPIET A7 CHURAEEZITY Z L, [9.1.6 28]

1M1.1. 11 hEEREIEFFARSE Toxic Epidermal Necrolysis : TEN) . KRIEFEIRARAE(&EE (Stevens-
Johnson fE{REE) . ZRAIBE (W7 4L & A ARH)
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(2) ZDHthDEI1ER

11.2 2ot EIER

5%LL 1 1~ 5% AT 1% SRR
B A 88 R | R IR S (19.3%) R OBEN, s, BORP | A RIS, iR EE,
Gy fE, IR FO&, B3k, MEYE, EH0 | LA ML ALy F REBRE,
(142%), K22, BE, Ve F—JiE, RIS |8, EEEE, BIRE,
HE, OFEWN RZE, Wk, $EEL. EER | B& &S, BETE., SR
W.OBRRER, AREE, B, B, BlL Lol
WEUG, ZeEiE, BERET | T BAE. R
T h—v AL B, A
2O, MEE. mEITA. H
Eufia
Ok ST AT T . E|REA. R | R =7, IREREEERIE | WEEEREE SRS KRS
BOE IR ER. REEREE %, HBIFEE, PN— Y U IERERE
HBATHRE, PR
FRYUT, BT
P
. i W BRI I BRI, A R BR AN
JE, B, /R
6 & 2% R |k SRR, (R, mifE, AR, R LR, ®hiE. OB QT
DETUHE, DFE | WK, Jph e
EENy
T figi | AST E5-. ALT|Al-P b5 y-GTP| BV L B U IfiLfE R RE R A
k5. LDH k5 | E5
MR s R FIERE, 2R 73yl N |
AL 2% R |EM. BAEHR | L RATTHE, MEE, I8, T |EmEE. WiEmRE, it
Fi, HIELRR i, ECRGREDE, WA, NI
M. HAE MR R
K. HR, BT
R Wikt FL SO P P, MR
(A B7mZIF U Ea L AT e — | AREE, R, & | TR, R, (K- NV oA
Wy W IME, Tadg | VIfE M¥E, @AY v AMAE, BB | AE, K97, ZEUE. TSH
JiE A, TSH B5-, @ hY 27U
TV NE, &REBIE, R
PG, FTa 3, LR
JiE
B 55 MAEFE, £ 55, 125
W R # R PERIES . HEIRIREE, JRK | Frfeshid, SPRERT. 1 oK
% JREH. BUN L& T A, SR, BEMER. RE
H 5
o f|E SR, )| AN, RE| 20T, BB REWRD . M| BEmEE, S e, .
fit, CK L5 s . PR, EROE., LOWM | RS, B8R, AR
B, R, B, 1T, |F. BEE, iRak, miik
E3R0 JHE, FEHE, ARG, A%

S, BORE, WILESE,
S, BLBIE, SEAIBEDUE P
BE(CRIR, O, BF. T
IS N = N 1 7 )
Fo, EIE, BT, AR
KT, KA IE, PSR
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SEIEREE—BERF

EREERERICE T 2EBNEERRARBEERUVEBRREEEE—&E
%a;g\ﬁ#;z 'fﬁ\ﬁq 9%?._‘%‘\_ e
DI foam&r%egu aat
A D RE
i A JiE 1 P4 584 1,158 1,742
Bl E H o F B E i & 365 309 674
BOE A o F OB O 1,235 524 1,759
BlE A o % BlE fil = 62.50% 26.68% 38.69%
BIVERSE ORER PEBYER] (150 3 (%) BIVERSE ORI IHBYER (1) F (%)
BIVER & D ff%E o fiE FHEREIC e S O R sy | BEFAFEREIZ
RSP IS = wDH?J?LZA =
(MedDRA PT) s BT D F ARt (MedDRA PT) DIk Bl BHH ARl
FHA D RF PO RF
EHES Pk 40( 6.85) 3(0.26) 43(2.47)
AR 104(17.81) 1(0.09) | 105(6.03) )R AR S AR (A 1(0.17) 2(0.17) 3(0.17)
ARHRSE 113(19.35) 5(0.43) | 118(6.77) P A 4(0.68) 0 4(0.23)
WIHIARRSE 0 1( 0.09) 1( 0.06) Bk 2(0.34) 0 2(0.11)
IR RAE 0 1(0.09) 1(0.06) B L~V OET 0 2(0.17) 2(0.11)
HEEFIR e 0 1(0.09) 1(0.06) PRl 3(0.51) 1(0.09) 4(0.23)
RS 62(10.62) 3(0.26) 65(3.73) TEEE 2 18(3.08) 0 18( 1.03)
WKHHEEDRE 0 4(0.35) 4(0.23) BEARAL pEE 0 1( 0.09) 1( 0.06)
H BhiiE 1(0.17) 0 1(0.06) R—=F V=R N 0 2(0.17) 2(0.11)
Bk 2(0.34) 1( 0.09) 3(0.17) R—=F VR 0 1( 0.09) 1( 0.06)
bz EEl 1(0.17) 4(0.35) 5(0.29) TAXF R — 19( 3.25) 2(0.17) 21(1.21)
= 0 1(0.09) 1( 0.06) DA b =— 9( 1.54) 1(0.09) 10(0.57)
EE T2 1(0.17) 0 1(0.06) o P 29(4.97) 1( 0.09) 30(1.72)
FRIBAT 2 0 1( 0.09) 1( 0.06) TR 0 1(0.09) 1( 0.06)
SEELIR TR 1(0.17) 0 1( 0.06) BREYAF R — 5(0.86) 1( 0.09) 6(0.34)
= 0 2(0.17) 2(0.11) SEIR 30(5.14) 4(0.35) 34( 1.95)
=18 2(0.34) 2(0.17) 4(0.23) JvUEY 1(0.17) 0 1( 0.06)
WA 0 1(0.09) 1(0.06) 2 1(0.17) 0 1(0.06)
EARE 0 2(0.17) 2(0.11) PRI T T h—F 1(0.17) 0 1( 0.06)
%R 12(2.05) 4(0.35) 16(0.92) T 1 R REAE R 0 1( 0.09) 1( 0.06)
LW 0 1( 0.09) 1( 0.06) i B R T AE 1(0.17) 0 1( 0.06)
B 1(0.17) 0 1( 0.06) s 2(0.34) 1(0.09) 3(0.17)
Rl 0 3(0.26) 3(0.17) TR PR 1(0.17) 0 1( 0.06)
9 O¥F 1(0.17) 0 1(0.06) EEHEL 0 1(0.09) 1(0.06)
JiinEH 0 1(0.09) 1( 0.06) FE SN ST 2(0.34) 0 2(0.11)
A 1(0.17) 0 1( 0.06) sk 0 2(0.17) 2(0.11)
NN 0 1(0.09) 1(0.06) Earn L 0 1(0.09) 1( 0.06)
T S IRE 0 1( 0.09) 1( 0.06) & O IR 1(0.17) 0 1( 0.06)
U= S 2(0.34) 1(0.09) 3(0.17) mRE L LY VREE
EE 1" 0 1( 0.09) 1( 0.06) F i BRI i 0 2(0.17) 2(0.11)
PRI 2(0.34) 0 2(0.11) U 2 SR E 0 1( 0.09) 1( 0.06)
mE 1(0.17) 0 1(0.06) R I BRI E 0 1(0.09) 1( 0.06)
NFEPEE 1(0.17) 0 1(0.06) 2 ifn. 0 3(0.26) 3(0.17)
PEE 1(0.17) 1(0.09) 2(0.11) ERKZ PRI 0 1(0.09) 1( 0.06)
H&A=X 1(0.17) 0 1( 0.06) DigEE
BERE 1(0.17) 0 1( 0.06) SR 34(5.82) 0 34( 1.95)
1% 0 1(0.09) 1(0.06) PSR 0 1(0.09) 1(0.06)
B AL 1(0.17) 1(0.09) 2(0.11) #iE 18(3.08) 0 18(1.03)
JRATATHED 0 1(0.09) 1(0.06) B LME 0 1( 0.09) 1( 0.06)
HIERES EENR 1(0.17) 0 1( 0.06)
TR 83(14.21) 50(4.32) | 133(7.63) HIFMIHE 1(0.17) 0 1( 0.06)
FEIMED 10 52(8.90) 13(1.12) 65(3.73) s M 0 1(0.09) 1(0.06)
TRATIED F 0 1(0.09) 1(0.06) MR 1(0.17) 0 1( 0.06)
THIDT 43(7.36) 6(0.52) 49(2.81)
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BIVERSE ORFER PEBUER] (150 R (%) RIVERE ORI IHBYER (1) F (%)
AR O RIS e AE A S O R RIS fifi SR RRIC
(MedDRA PT) 0)47( | BUSER A (MedDRA PT) gy | BUBEBI| ER
FE DR G AT D FA
Dof g 1(0.17) 0 1(0.06) FFRRERES
AR 0 1( 0.09) 1( 0.06) IR TR N 1(0.17) 12( 1.04) 13(0.75)
mEES I 0 1( 0.09) 1( 0.06)
L SR AR o 26( 4.45) 1(0.09) 27( 1.55) JH A b 1(0.17) 0 1(0.06)
ARG i £ 4( 0.68) 3(0.26) 7( 0.40) JHpR 0 5(0.43) 5(0.29)
& 1 2(0.34) 0 2(0.11) HEAT 0 1(0.09) 1( 0.06)
lETY 1(0.17) 0 1( 0.06) YUY U IME 1(0.17) 0 1( 0.06)
REBLUVREBES A A iE 0 1(0.09) 1( 0.06)
BRI 41(7.02) 1(0.09) 42(2.41) RES S UVRTHBES
RARTLHE 17(2.91) 0 17(0.98) ZIHE 16(2.74) 0 16(0.92)
s 1(0.17) 0 1( 0.06) W5 2(0.34) 2(0.17) 4(0.23)
Jii Ak 0 1(0.09) 1( 0.06) BEKRRP LUESHEMES
BEIR I ! 0 1( 0.09) 1( 0.06) 75 [ 21( 3.60) 0 21(1.21)
Nk e 0 1( 0.09) 1( 0.06) RAHE 0 1( 0.09) 1( 0.06)
&L AT o —/VSE 1(0.17) 4(0.35) 5(0.29) E=haitn 1(0.17) 0 1( 0.06)
& 1 i E 1(0.17) 1( 0.09) 2(0.11) iz 1(0.17) 0 1( 0.06)
Y A LE 1(0.17) 0 1( 0.06) IR 0 1(0.09) 1( 0.06)
153 DR 1 ifn JiE 0 4(0.35) 4(0.23) KR 0 1( 0.09) 1( 0.06)
&7 v — /LI 0 1(0.09) 1(0.06) BE L UVRRBES
KA Y 7 A fE 0 1(0.09) 1(0.06) HEOREE (PEIRINEE) | 4(0.68) 2(0.17) 6(0.34)
K b U 7 A fE 0 3(0.26) 3(0.17) PEIRNEE (BERKEE) | 11(1.88) 0 11(0.63)
R A g 0 5(0.43) 5(0.29) PREA 1(0.17) 3(0.26) 4(0.23)
AEC PR 12 1 i 0 1( 0.09) 1( 0.06) I 2(0.34) 1(0.09) 3(0.17)
ZHERE 0 3(0.26) 3(0.17) RE=E
7K E 0 2(0.17) 2(0.11) RER [ E &) 1(0.17) 2(0.17) 3(0.17)
RN ibfEE SREiREE 0 1(0.09) 1( 0.06)
BT s F U ME 1(0.17) 7(0.60) 8(0.46) M FLI S s 1(0.17) 0 1( 0.06)
&7 w T 7 F i 0 1( 0.09) 1( 0.06) PR 0 1(0.09) 1( 0.06)
FHCBR R REAR T RE 1(0.17) 1(0.09) 2(0.11) ES S URREE
RN 1(0.17) 0 1(0.06) AN & U | 101 | o | 10.00)
EBERB L VIEEE BPER L USERE
FLHR HE 0 1(0.09) 1(0.06) B 5(0.86) 0 5(0.29)
H b 1(0.17) 1(0.09) 2(0.11) HE5% 0 1(0.09) 1(0.06)
IERER. MERE & UHERES B H g% 0 1(0.09) 1(0.06)
RO RIE 0 1(0.09) 1( 0.06) WG 0 1( 0.09) 1( 0.06)
PRI 1(0.17) 0 1( 0.06) PRI R Y 0 2(0.17) 2(0.11)
BEREE B, BESLUHEETHOTEN ERELUR)—TEED)
1B 45(7.71) 22(1.90) 67(3.85) I, A2 i | o | 10009 | 1(0.06)
HEs 15(2.57) 1(0.09) 16(0.92) 2 BEBEER L VB EDATEE
- REER 0 1(0.09) 1(0.06) 1EAR 63(10.79) 15( 1.30) 78( 4.48)
T 3(0.51) 1(0.09) 4(0.23) I STHE 40( 6.85) 3(0.26) 43(2.47)
DiRHSIHES 22(3.77) 1(0.09) 23(1.32) HATREE 17(2.91) 2(0.17) 19( 1.09)
NS 27(4.62) 0 27(1.55) e 16(2.74) 1( 0.09) 17( 0.98)
HILRR 1(0.17) 0 1(0.06) ALTE 0 1( 0.09) 1(0.06)
I PR 20(3.42) 1(0.09) 21(1.21) (P! 0 3(0.26) 3(0.17)
ALVTRA 1(0.17) 2(0.17) 3(0.17) Jiafra 2(0.34) 0 2(0.11)
AL EENE T 0 1(0.09) 1(0.06) SRl (S HsE) 0 1( 0.09) 1( 0.06)
@_5’%%’5 0 1(0.09) 1(0.06) DR (AR 0 1(0.09) 1(0.06)
L 16(2.74) 2(0.17) 18(1.03) TR 2(0.34) 0 2(0.11)
g 6(1.03) 2(0.17) 8(0.46) RSPV T 0 1(0.09) 1( 0.06)
NSRS 0 2(0.17) 2(0.11) NI (g 0 1( 0.09) 1( 0.06)
+ RS 0 1(0.09) 1(0.06) 1 1(0.17) 0 1( 0.06)
HH I R 1(0.17) 0 1(0.06) EERRE
EES 0 1(0.09) 1(0.06) 792073 hvaT=5-0 | 48(8.30) | 23(1.99) | 71(4.08)
Mg % 0 1(0.09) 1(0.06) TGRS V-0 | 38(6.56) | 11(0.95) | 49(2.81)
e 1(0.17) 0 1(0.06) b7 Y HAT 74—~V | 20( 3.50) 7(0.60) | 27(1.55)




VI. Rttt (ERALOTES) (Y S1EE

BIVEHSE OFRERIRBUEE] (1) F (%) RIVERE ORI IHBYER (1) F (%)

BIVER & D ff%E RIS fiE FHEREIC RIVERI S O fEEE RIS fiE FHEREIC
(MedDRA PT) (DH( | BUSER A (MedDRA PT) 0)47%/; BILEN | A
P D BE AL D B 5t

FIVERVNT AT =TV | 20( 3.47) 12( 1.04) 32(1.84) R 1(0.17) 1(0.09) 2(0.11)
PR A S ) 3(0.52) 0 3(0.17) DER QT HEMRBITE | 0 1(0.09) 1(0.06)
MR EREREN | 32(5.54) 8(0.69) 40( 2.30) DR T AR R 0 2(0.17) 2(0.11)
ey Le s mds 1(0.17) 1(0.09) 2(0.11) DEMRT T 0 1(0.09) 1( 0.06)
mH ey e 8 7(1.22) 2(0.17) 9(0.52) ~v 7Yy NED 9( 1.56) 2(0.17) 11(0.63)
R 6(1.03) 1(0.09) 7(0.40) ~v h7 Uy NEE 1(0.17) 0 1( 0.06)
PREEHN 11( 1.88) 15( 1.30) 26( 1.49) AR M BRI 7(1.22) 5(0.43) 12(0.69)
M4 = L AT B — Vi 1(0.17) 1(0.09) 2(0.11) ~NES BB U 7(1.22) 3(0.26) 10( 0.57)
M=V A7a— V| 21(3.66) 13(1.12) 34( 1.95) L ER A s 7(1.22) 9(0.78) 16(0.92)
M N) 7YY R 0 2(0.17) 2(0.11) P ERECE N 10( 1.74) 4(0.35) 14( 0.80)
ifn. AR R 2(0.36) 3(0.26) 5(0.29) hif A ER SR D 5(0.90) 1(0.09) 6(0.34)
1. RSN 5(0.89) 2(0.17) 7( 0.40) - R EREHE N 3(0.54) 0 3(0.17)
JVTFRARF T =T 3(0.53) 3(0.26) 6(0.34) T FRER S 6( 1.08) 3(0.26) 9( 0.52)
VT F mARE - | 42(7.43) 22(1.90) 64( 3.67) S4B BR A AN 2(0.36) 0 2(0.11)
s vrF = 0 1(0.09) 1(0.06) I MR AL ER oy SN 0 1(0.09) 1(0.06)
7 LT = 3(0.52) 0 3(0.17) U v SERER D 4(0.72) 1( 0.09) 5(0.29)
M7 R o FEsE ! 0 1(0.09) 1( 0.06) U o SERERIE N 4(0.72) 1(0.09) 5(0.29)
VAL VA=00%) k 0 2(0.17) 2(0.11) BEERBC N 6( 1.08) 0 6(0.34)
7 Y o A 2(0.35) 2(0.17) 4(0.23) i N 2(0.35) 3(0.26) 5(0.29)
i 7 Y o AEEN 4( 0.69) 1( 0.09) 5(0.29) i/ MRS 4(0.70) 1( 0.09) 5(0.29)
G al NURVN 7 1(0.17) 3(0.26) 4(0.23) HE. PESLUVLBEHE
7 v —Vigsd 2(0.35) 5(0.43) 7(0.40) s fE] 0 2(0.17) 2(0.11)
L 27 = — L HAN 1(0.17) 1(0.09) 2(0.11) KRR R 0 1(0.09) 1( 0.06)
mH7e7 7 F U mb | 20(5.71) 0 20( 1.15) BT 0 1(0.09) 1(0.06)
mh7as 7 F 8| 22(6.29) 3(0.26) 25( 1.44) i 0 1( 0.09) 1( 0.06)
R LV D | 3(0.69) 0 3(0.17) FEFRATIIM 2000 47 12 A 12 H~2006 4% 12 A 11 H
I FRERRA VA | 7(1.61) 1(0.09) 8(0.46) MedDRA PT : ICH [ES[E S fZE4E  HAE
YA 1 b 31(7.14) 0 31(1.78) k1 MUBEELC B9 2 1BBAAAS IO CREIRIR 4 {1, Wi 16 1.
A\ AN 1(0.23) 0 1(0.06) M~ KB 13 tF, 70 a~eZa e 8n 14,
Mya—FFo=id | 10(2.31) 0 10 0.57) M7 R OFERE 1R RE SN TRY , AR5
IfiL R SR e 2(0.35) 8(0.69) 10( 0.57) V3 EREIC T DRI & DG F T 38 1] 3.28%IZ7
i R SR AN 7(1.21) 2(0.17) 9(0.52) HNTWD,
R 7 |’ o s 6( 1.05) 4(0.35) 10( 0.57) *2 ¢ 7KERIE £ TORRIKRERIC I 1T 2 BRI AR E 2OV T,
PR AR 9(1.58) 1(0.09) 10( 0.57) BIEEE S L ITHEEZREH L,
Ry e e ) gk 1(0.18) 1(0.09) 2(0.11)
TR AR 8(1.38) 6(0.52) 14( 0.80)




VI. Rttt (ERALOTES) (Y S1EE

<BE>
NERHEGHER EEF) BEROBHEERRHEE
2 4 VR BT AE 61 45 469
BWEHFEBIBIEL (%) 149 (31.8)
mlAE 3 B K 308
BIVE A OFEHE BT (%) BIVER O FEBEE (%)
FEEEHER FFFFiek
TR 29 (6.2) ALT (GPT) L& 3(0.6)
HEND 19 (4.1) Al-P & 3(0.6)
NI 12 (2.6) AST (GOT)_ L5 1(0.2)
Tk 9(1.9) LERUNE
Rz 7 (1.5) I AN 1(0.2)
BRAR U 3(0.6) HIEER R
PFERIBE (E) 3(0.6) (T 7(1.5)
BB R 3(0.6) (mp7Z 6(1.3)
Pt 2(0.4) L5 6(1.3)
bRl 2(0.4) HIERR 4(0.9)
BIE SS 2(0.4) WEJRHE N 3(0.6)
3= 2(0.4) T 2(0.4)
L 2(0.4) I - 3(0.6)
RN 1(0.2) EES 1(0.2)
PEEL 1(0.2) B3y 1(0.2)
= 1(0.2) THALE b 1(0.2)
ShblEE 1(0.2) BHOTHE 1(0.2)
e A I FRE SIS 1(0.2) [EN e 1(0.2)
R AE 1(0.2) TH LTSS 1(0.2)
B PR BRAE AR iy P 1(0.2)
THIT 10 (2.1) - 1f 1(0.2)
HEAR IR FER 5(1.1) AR
PRE 3(0.6) EEET) 1(0.2)
T IR 2(04 FEIELSE 1(0.2)
A =T 1(0.2) TP
CAXRIT 1(0.2) FOR B RE AR T iE 1(0.2)
TEHLFEIE 1(0.2) FFR R R 1(0.2)
hiEREE 1(0.2) R SIEEZ 1(0.2)
& RIE H I 1(0.2)
F ek (i) 11 (2.3) BE
BIRSER O 2(0.4)
2y ifn. 1(0.2) T 2(0.4)
e ST fn 24(5.1) J9% 2(0.4)
BER 7(1.5) S 1(0.2)
R 5(1.1) s 1(0.2)
DT 3(0.6) MREE R
TAPEER IR 1(0.2) A URT R 2(0.4)
A5 §ER 1(0.2) FHERE 1(0.2)
& i JE 1(0.2) DA 1(0.2)
PR EE 1(0.2)




VI. Rttt (ERALOTES) (Y S1EE

BIVEH oo FlE FEBIE (%) BIVEFH O FEBEE (%)
Z D FEER 1(0.2)
RA#E 2(0.4) SHAR 1(0.2)
N 9(1.9) N 5% 1(0.2)
R E D 3(0.6) IR 1(0.2)
AV R 2(0.4) BRI 1(0.2)
0 10 (2.1) H R AX 1(0.2)
SRR 8 (1.7) CK (CPK) L& 1(0.2)
- 3(0.6) e 1 1(0.2)
R 3 (0.6) FokEE 1(0.2)
il-2hi) 2(0.4) TR 1(0.2)
G (AT 2(0.4) RAHA 1(0.2)
BT 1(0.2) 5 P 1(0.2)
R 1(0.2) i 1 J 9iE 1(0.2)
fitam 1(0.2) R 1(0.2)
AT N 1(0.2) IR E R 1(0.2)
NERPEGHER EF) BERORREH

FE B R

12 38 A3 12~23 i# 24~51 i 52 8L b !

el A A T 469 252 174 104 469
BIE MBI (%) 120 (25.6) 36 (14.3) 22 (12.6) 14 (13.5) 149 (31.8)

BlOE M 3 B R 199 49 39 21 308

SEEBE G - 2258 B (1~1042 H), 1 Ak a& b8 : 570.7mg

<BE>

FTRIRLICEBY | FUBHITIIC K 2050 - $EASMES - BAEREE - NOWSREIER O 3IE, Bt RS
SRR fiew b=AEML Ble 2Z I UHERL U7 F L= U AR L/ 0T KL U AR
FoTHELDLEZLN TS M,

MERREOSBREENFACRIER ™

1EH BIVER o
FL RS UME | BERANBIEIR - R—F U V= XA, DR RN=T . THIUTUT . BRECAIX T, BEBEER
H WOTIAEIR o PERRIRTT . et bl . At orms, AfREE. KihE

Bito b= HERINEIER - T U T MR
Joogee FEAREAR D FBIEAE
WMMER - BEOTHE, JEN
Pl 2 & I v | REARER DmEEER, MRA, (R
TEM WIMER - BEOTHE, JEN
REFRAEAR | RS RE MR
HARREER « 2> 2B, 1B, P, (08, BREMVEC Lo AL RPH, PEREEE, SR, f)E k

HrteF Lo

) ARR HoOBE ER (GRNREEL)
o o | TR B B, AR
PO | e (S0, RIAHRRE, D¥V. SR, B bR JAE

WOIMESR  « Dl - BPRSBE . RrsctEeh i

9. BRRERBRICRIEZTRE
RIE STV



VI. Rttt (ERALOTES) (Y S1EE

10. BEES
13. BEERS

13.1 fEIR
EERIER, S, Bk, K EETHD, TNICERE, ETICEDEFPRE ST
%,

13.2 &
RIMEDREZITIHE. 7 RLF U, R Uid, AAIO a-Z B AERHER 2 L 0 RIIE %
EALSELARENH LD TERE LN &, [23, 10.1 &

(FiF#)
AMETTAE & fe K 20g (HEE) & TIRA L72 Bl E X d 55797,
FRERITIRBERIC S L DT, B A I Hy ZAMERERIC X 28R, BilkfEE (EiR), 7 K

LU v ZARBERERIC L A RNCHER T, A PESEIRE SR O 5T 5,

EEARARICIIRE MR L, B, IEEROE THOREZ2EETOILERD D, KIMERH LD
NTGA IR, SIS RIEEER O EE 2B BT OLERH D, L, 7T RLF U Ry
X, AAID o-Z FAHEWER 2 X 0 ARI0E 2 B L S5 /RN H 5D THRE L2 &,

<HBE>

S EE B

JEG] 1 (5« 19wk, LZABRHA KFE) 5

Beh & 9.6g ([AIIRFRFHZE 722 L)

R L DML
AFA 2 58 SEARA L. IR, MRMEAEE L CTWD E ZAEMEHINZE R,
IRA% 1 REEIDANIZARIRE & 72 0 . BRAEESANC L0 T, SR HERE S vz,
LOEMEBED 7= 4 L, ML Tkt LA R,
AR AR 22 IRefEIA2 L2 oKBE,  IE 180/83, kA 138/43, EMHIR 36.3°C, FiO2 100%4Z T AN LRENGHRETT, L
JiliAR A CIIBNRDAMZ R I B2 72 L, Glasgow Coma Scale 3,
ECG (LX) 12T QTe MMRILE, TEMEREE G, MRERITEHCNCEIE, P 36 Rifftk. B,
QT R DORIRAI R EA N A S T= 05 E11E, B O HRIL 48 BRI H 7,
KBt 72 REfE# ., RRBIZZE L. R RHER B PR ~HERt,

FEGB 2 (22 + 26 . S AAASHEA SFHE) 50
Be b 20g (RIRFAR A 3E 72 L)
TR M QLR -
AKFIZ 100 SEARSH 1.25 W14, HERREE Tokbr,
ECG (& CAMEMARZ B 7228 QRS #HAILIER, HEEH L, ISMERE S, M/E 135/80, WA 135/47,
Sa0; 97%,
AR 2.5 B, EisEdR, Jux Y UET L6 L, RAMWHET = —T7HAL, &h=a27
XV EEER G,
fRFH 5 BREfEI#% . Glasgow Coma Scale 6 (LA DO ISGR) 720 HEIEEE ¥4 —~Bik,
fRH 16 Wefilth, HEE, HE.
AR A 18 WEf12 D ECG I THRMEIRIRZ 588 . K 40 KFfE £, £ O 24 BEfit%, DAIEF{k,



VI. Rttt (ERALOTES) (Y S1EE

11.

FER 3 (2 + 59 ik, Het RAMIE) 37
Beh A 20g
Rt K QL
AFH| 20g OE KM EFIARA 25 2 B, Reash ki kb,
77 A A—FMERE (GCS) 14/15 OMHARIRAEE, S (ECG TIRMEMNR & 1B, KiL+E (82/51mmHg)
AR T,
AERIKE FHER, EIE 90/60mmHg & C L5,
1 FEf#. GCS X 11/15 I[ZIKF,
midazolam, fentanyl, suxamethonium % &k L. KEHRE,
IHE#IME (SBP) 1% 70mmHg (AKX T, AERKEZ CEFE L7 AENET,
7 RLF U (Spg/sr—20pg/57) . SBP (X 53mmHg (KT,
TRUFUE LT KUYy (15ug/50F THYE) I8 E %, SBP IE 120mmHg £ T L5,
JNT KU U m ik,
BHITHE,

BALOIE

14 BRALEDIE

141 RHEMFHEDTE
PTP WIEDHANL PTP v — F B ML TAIRAT 2 L 2485+ 5 2 &, PTP — ORI &
D BEOBLAT S IEREARIA L I3 L e I U CHERRIR 22 5 O B e A OHE 2 0F 5
LZENDD,

(FER)

14.1 ASGEEES 240 75 (PR 8 4F 3 A 27 BAR) KOV 304 %5 (PR 8 /-4 A 18 HAT) TPTP iR ifiic
DT ITHEVERTE LTz,

12. ZOMDEE
(1) ERERERAICEDCIER

15.1 BERERERICE D < %R
15. 1.1 AFNZ X D18, JRER R OZEIRIERHE STV D,

15.1.2 EWNEKRERICBW T, AFI & KEBRA RO LARZE, Mt BEESHRE ST
5, Fio, BEBRHCAWEAREEREGRBRICE N T, EBEERRE STV S,

15.1.3 AMETEM SN - @R ERE 255 & Lz 17 OBERBRICBW T, AFlZ2 G TeIEe
PSR BRI 7 T B AR G RE L R L TR RN 1L.6~1T (F@mhoT- & DWENH D, F
7o, ANETOEFEREICBV T, ERGUBHRIE b IEERPURBRIE & [FERICE TR0 LRI
5325 L 0HERH D,

(fiR70)

15. 1.1 AH| & OBEMEIZ DWW TIEA S TIEAR WA, ENEERRBRIZB W TIHRIEN DN DTN 1
Bl STV 3,

15.1.2 EWNEERREBRICBW T, DLAREZE ), THmMEEES 2% 16, F2AEERRSRBRICB
T TRPERRESE ) 21 BIE STV D 08, ARAIE OBEMEICOW T LT,

15.1.3 2005 4E 4 H ., KEANLERLF (FDA) 1Z. [FRHVEICEIE U2 R IEIR 2 A4 2 dlin g~
DOIEERBEMIFEDOMERIC L DV A7 O EF) TR L THEEBREZ1T) & &b, TGS
RO TAT CEE I N S OFERORHEZER L, BAENICBWTH, 25D U AZIZ250T
BFIRSCICEHE LT,

F D%, 2007 FEICFBERECHIT HIEE Y 27 O EFICE L THZIC 2 DOEFRA R 859 Rak

A, FDAIZEBWT I D OFFERE DR SRR, 2008 4 6 H 122 COPUREMIRIE O IRA SCE

BEADZDY) AT AIEROGTLEH IR LIz, ZDOFDA DHEZZIT, ENICBW THRFNTD

NTFER, EFEREREOBEHREZEL T L ot

2024 = 10 A, TREHEVEIZBEE U7 i ik (KGRI IEE - 205 2 AT 2@ L v o REBLC

DOWT, BIRESOREFRIZIN O 2 E 3@ & OEO Mo T, [ElmsRaiElE | I8 F A2 Lz,




VI. Rttt (ERALOTES) (Y S1EE

(2) FERGEREAERICE D 1B
15.2 JEEREREERIZE D <1k
15.2.1 4 X CTEMKE (100mgkg/H% 6 KON 12 AR O&EICLY, a1 27— LA

FILLDEEBEZOND ZARBEANERRD ON, LrL, I=2 A4 W)L (FK 225mg/ke/H
Z 56 W) KONV - lEICEE L CH BERNEITRD bived o7, o, BRRBRICB N T,
AH) & BE L7 ABIRE IR Dol
15.2.2 7 v MZ 24 W AMRKROEG LS AURMRERIC W T, 20mg/kg/ H UL EOMED$ 5-8E THL
RIS O R BME O RN HE SN TN D, ZRLOEOFTRIX, FolEIickB\nwTrr 77
FUEBE LT RE LTHESNTWDEN O v b CETm T 7 FURED ER & EEAD
B I AAE LC S AL TUVR LY,

(fiR=)

15.2.1 W e — 7V REHWTEARHF 6 » ARAFGEERBRICB W T, KRR (100mgkg/H @ &
N COHELH R KA ED 4 %) Of 8 BAH 3 BH T G-BHAA 13 1 H AR IZ = MR E A NREARD b il
LrL, vU A, Ty b =74 i H0-EEREHEERR CIIANRETRD T, Hlo%E
B 7 B AHT RIEA X THMA o KRRICB T2 a L AT e — VAR EICL D bD EE 2 Bz o),

15.2.2 T MIAHK] 25, 75, 250mg/kg/H % 24 » AR AO#EG L= BNAREMERBROR SR, Moaeks
BECHRIMRRE & bl U CILIRIES O3 AR D EF/-NRBD Sz 9,

F oI AIEREORAEIL., TuT s Fr ERICERTREEZLNTWER, & FTOIL
FBORAEL T 0T 7 F v bR L OBTEMEIZ OV TIBfIZ ST O




IX.

FERRPRAER IR 9 HIEH

1. REFR

(1

(2)

1

2)

3)

4)

5)

IR EAER
VI RWREICET HEE | OHEM

T e HEREHER
JXxFTECO—REEREY T A Ty b BTy BROA XEHNT, —BIEREOITENIR T 5
TER A R OMARPERRRE R AR R ONR R, MR, TRERER. THILER. KR OEARE
RHNTH T DRI OV TR L7z ),

—HER R UMTENIC R 9 1R
JZF T U S0mgkg BROBE T, vV RAZBITHEFENZ L, ARESEL MREZE TS
7e23, 25mg/kg RO G- CIIBEHER I RS T, ZOMOEBICLEEEZ 5 220572,

PR TEEEERICT SR

JTFT BN 25mgkg R OHEH T, ~ U AT A EBEEMME, 7 v MR B EliEE Lo iRiE
BN O~ T RZBT D90 B X — VB HEIRIF I LB E 523, /2, w7 A8 W TEEE
HAb RS 7ehoTz,

—F. ZZFT L1255 KO 25mg/kg N (B ARREIL) G- CRPTRREREH 2R Lz,

BEHERRUVEEHICHT HER

b RAX IV ZFE BTy MEHER) : 10'M UL ETHRBUER 277 LT,

E A I /K (BVE Y MREEAODE) 1 10°M THEUWE- 2R LTz,

LAY R (BVE Y MEHEI) @ 10°M THEBUEH 2R LT,

TE k= SHT ZAK (7 v MEHBEESH) © 10°M CHEFER 27 L,

tr b=V S-HTLZER (7 v MattRER) « H&EREICETER 258 L,

T RUT U Y o ZHE (U AhEEEREE) 0 10°M THEPUER 2R Lz,

T R v uZB/E (v U AHERE) - 7 = F 7 EUIETER R R E R0 o T,

T RLF U BEAER (B y MEHREH) . 7 =F 7 B THETUER 2 RS o7,
JxFT U, BE LS TOZRERTIEEER 2~ S 2o 72,

MR ERRICXT T HEH
7 F T UL 2.5mg/kg KT 10mg/kg §RNEE 5T, B X IZH 1T D XGEIRPIL QEffi= > 77 A
T AR LR G 2o T,

BIRFBRICxT HER

J T F T B L S0mgkg AL T, BRBIERMET v b (SHR) IZBWTHREMEMZR L.
25mg/kg FF OG- T, HEEREEA X2V TR E O T ROV Z R L, LEXKIZEN TS
IR D PR RIBREAE RO S iz,

IHIZ, Z7=F T UL 2.5mekg FRIRNEES- T, A X2 W TIE R O A & TR T w7
0, DEMICITEREE 5 2 e holz, 10mgkg FRIRN TR G- CIIPEaRI K OUHE B fE 2 K T w7,

HIEBRRIC T H1ER
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1. BIAXER
1) FHBE SEFE M o B 1999 ; 27(1) : 101-144 [SEQ-00080]
2) AT EFE Mo B ARKRRRS AR AR MERE 1999 ; 19(2) : 53-66 (PMID : 10464776) [SEQ-00067]
3) NS E (DIR190218)
4) KR SeFE b BEAKSFREKER 1999 ; 2(6) : 613-631 [SEQ-00042]
5) KIS SEFR M BEAKSFREEER 2001 ; 4(1) : 127-155 [SEQ-00200]
6) THE Feift fih : BRIREEE 2000 ; 16(12) : 1807-1842 [SEQ-00210]
7) fANEEE (DIR040002)
8) K JeFR i : FRAKSHRSEEL 1999 ; 2(6) : 633-652, [SEQ-00043]
9) *hNEEL (DIR000072)
10) #=PNEEL (DIR000065)
11) AT AHE fth: BEACRSHRSEER 1999 ; 2(6) : 653-668 [SEQ-00044]
12) #EN#HEE (DIR110032)
13) A =5 M FEARNEES: 2006 ; 21(7) : 755-763 [SEQ-01649]
14) R IEA f : FEAKSHRSEEL 2008 ; 11(2) : 281-290 [SEQ-02229]
15) bB& EF] f: AR 2006 ; 9(8) : 1629-1639 [SEQ-01648]
16) Goldstein, J. M. : Schizophrenia, Breaking Down Barriers(Wiley) 1996 ; 177-208 [SEQ-00079]
17) fEN#HEE (DIR190213)
18) Gefvert, O. et al. : Psychopharmacology 1998 ; 135(2) : 119-126 (PMID : 9497016) [SEQ-00003]
19) tEN#HEE (DIR190217)
20) fENEEL (DIR000047)
21) fEAHEE (DIR190215)
22) fENHEE (DIR190216)
23) fENHEE (DIR190219)
24) Borison, R. L. : J Clin Psychopharmacol. 1996 ; 16(2) : 158-169 (PMID : 8690831) [SEQ-00005]
25) Small, J. G. : Arch Gen Psychiatry. 1997 ; 54(6) : 549-557 (PMID : 9193196) [SEQ-00006]
26) Arvanitis, L. A. : Biol Psychiatry. 1997 ; 42(4) : 233-246 (PMID : 9270900) [SEQ-00009]
27) f:N#HEE (DIR040001)
28) fEWNEEL (DIR000066)
29) fEWNEEL (DIR000048)
30) fEANEEL (DIR0000SS)
31) #ENEEL (DIR000071)
32) fENEEL (DIR000069)
33) *ENEEL (DIR0000ST)
34) tNEEL (DIR000070)
35) Newport, D. I. et al. : Am. J. Psychiatry. 2007 ; 164(8) : 1214-1220 (PMID : 17671284) [SEQ-02075]
36) fENEEL (DIR000052)
37) Kruninger, U. et al. : Psychiatr. Prax. 2007 ; 34(Suppl.1) : S75-S76 [SEQ-03243]
38) Lee, A. etal. : Am. J. Psychiatry. 2004 ; 161(9) : 1715-1716 (PMID : 15337669) [SEQ-00965]
39) Misri, S. etal. : J. Clin. Psychopharmacol. 2006 ; 26(5) : 508-511 (PMID : 16974194) [SEQ-01804]
40) Rampono, J. et al. : Ann. Pharmacother. 2007 ; 41(4) : 711-714 (PMID : 17374621) [SEQ-01888]
41) Yazdani-Brojeni, P. et al. : Clin. Pharm. Ther. 2010 ; 87(Supp1)S3-S4 [SEQ-03244]
42) +ENEEL (DIR000053)
43) Nikisch, G. et al. : J. Psychopharmacol. 2011 ; 25(7) : 896-907 (PMID : 21148022) [SEQ-03107]
44) FENEEL (DIR000050)
45) tEWEEL (DIR000054)
46) FRAIEEER 82 ORBRFEROT (7 Ly VIRHEE - 201747 A 3 HAGE HiEEEMEE 2.7.2.2)
47) FIERBROME L (B 7 L VIRKGE 2017 47 A 3 HAGE HEEERMEE 2.6.2)
48) FENEEL (DIR000067)
49) F:NEEL (DIR000049)
50) — R fth o HARHEHRREESHERE 2014 5 42(2) 1 190-195 [R-08886]
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51)
52)
53)
54)
55)
56)
57)
58)
59)
60)
61)
62)
63)
64)
65)
66)
67)
68)
69)

Higuchi, H. et al. : Anesth Prog. 2014 ; 61(4) : 150-154 (PMID : 25517550) [R-08884]

Shionoya, Y. et al. : Anesth Prog. 2021 ; 68(3) : 141-145 (PMID : 34606571) [R-08885]

FENEEE (DIR00006S)

JVEE T4 i KRR EHEHRZE 2000 ; 15(Suppl) : 181-186 [R-03239]

Hustey, F. M. : J. Emerg. Med. 1999 ; 17(6) : 995-997 (PMID : 10595886) [SEQ-00062]

Harmon, T. J. et al. : J. Toxicol. Clin. Toxicol. 1998 ; 36(6) : 599-602 (PMID : 9776965) [SEQ-00026]
Hawkins, D. J. etal. : Critical Care and Resuscitation 2008 ; 10(4) : 320-322 (PMID : 19049484) [SEQ-02543]
Gill, S. S. et al. : Ann. Intern. Med. 2007 ; 146(11) : 775-786 (PMID : 17548409) [SEQ-02468]
Schneoweiss, S. et al. : CMAJ. 2007 ; 176(5) : 627-632 (PMID : 17325327) [SEQ-02467]
Vonderhaar, B. K. : Pharmacol. Ther. 1998 ; 79(2) : 169-178 (PMID : 9749881) [R-03226]

L& R (DIR000057)

FENEEL (DIR000063)

FENE R (DIR000056)

FNEEE (DIR0O00058)

L& EL (DIR000062)

&L (DIR000059)

FENEEE (DIR000064)

FENEEE (DIR000060)

FENE R (DIR000061)
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1. EESNETORTIKR
FEFIHEA RIAETERIE & L OKE - EEZ I L OE TR STV D,
AFNC BT 2EEIZNR, MIEROHBRIZLTO LY TH Y | SETORGBIRDL & 13582 D,

4. hEEX (TR
A R FE
6. AiERUHA=Z
WH, RAICIEZ =F 7 LT 1A 25Smg, 1 H2 E3REVFEGE2BMGL, BEOREIZSE T T
eI ET S, EE. 1 BEGEIT 150~600mg & L. 2 XL 3 EN T TRRAKST 5,
7ok, WHEIIFH - ERICK VEEHET S, 270, 1 HEE L T750mg Z# A2 2 &,

SEICE T B RFTRR

ZANIP S

2tk 4 | AstraZeneca

Bk 58 4 | SEROQUEL®

Al - Bk | Tablets: 25 mg, 50 mg, 100 mg, 200 mg, 300 mg, and 400 mg
AR A | 199749 A

RES T F | INDICATIONS AND USAGE

SEROQUEL is an atypical antipsychotic indicated for the treatment of:
- Schizophrenia

-Bipolar I disorder manic episodes

-Bipolar disorder, depressive episodes

HiE&E O E | 2 DOSAGE AND ADMINISTRATION
2.2 Recommended Dosing

Recommended | Maximum

Indication Initial Dose and Titration
Dose Dose

Schizophrenia-Adults Day 1: 25 mg twice daily. Increase in 150-750 mg/day | 750 mg/day
increments of 25 mg-50 mg divided two or
three times on Days 2 and 3 to range of 300-
400 mg by Day 4.

Further adjustments can be made in
increments of 25-50 mg twice a day, in
intervals of not less than 2 days.

Schizophrenia-Adolescents | Day 1: 25 mg twice daily. 400-800 mg/day |800 mg/day
(13-17 years) Day 2: Twice daily dosing totaling 100 mg.
Day 3: Twice daily dosing totaling 200 mg.
Day 4: Twice daily dosing totaling 300 mg.
Day 5: Twice daily dosing totaling 400 mg.
Further adjustments should be in increments
no greater than 100 mg/day within the
recommended dose range of 400-800
mg/day. Based on response and tolerability,
may be administered three times daily.

Schizophrenia- Not applicable. 400-800 mg/day | 800 mg/day
Maintenance

Bipolar Mania-Adults Day 1: Twice daily dosing totaling 100 mg. |400-800 mg/day | 800 mg/day
Monotherapy or as an Day 2: Twice daily dosing totaling 200 mg.
adjunct to lithium or Day 3: Twice daily dosing totaling 300 mg.
divalproex Day 4: Twice daily dosing totaling 400 mg.
Further dosage adjustments up to 800
mg/day by Day 6 should be in increments of
no greater than 200 mg/day.
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(DIOE) Indication Initial Dose and Titration Recommended | Maximum

Dose Dose

Bipolar Mania-Children Day 1: 25 mg twice daily. 400-600 mg/day | 600 mg/day
and Adolescents (10 to 17 | Day 2: Twice daily dosing totaling 100 mg.
years), Monotherapy Day 3: Twice daily dosing totaling 200 mg.
Day 4: Twice daily dosing totaling 300 mg.
Day 5: Twice daily dosing totaling 400 mg.
Further adjustments should be in increments
no greater than 100 mg/day within the
recommended dose range of 400-600
mg/day.

Based on response and tolerability, may be
administered three times daily.

Bipolar Depression-Adults | Administer once daily at bedtime. 300 mg/day 300 mg/day
Day 1: 50 mg

Day 2: 100 mg
Day 3: 200 mg
Day 4: 300 mg

Bipolar I Disorder Administer twice daily totaling 400-800 400-800 mg/day | 800 mg/day
Maintenance Therapy- mg/day as adjunct to lithium or divalproex.
Adults Generally, in the maintenance phase,
patients continued on the same dose on
which they were stabilized.

https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/020639s072Ibl.pdf
(202429 A 24 R T 7 & R)

EE
2 4t 44 | Luye Pharma Limited
kg 58 4 | SEROQUEL®

%I ¥ - ##% | film-coated tablets 25 mg, 100 mg, 200 mg, 300 mg

KO A | 19974E7 A

HE1Z%h 5 | 4.1 Therapeutic indications

Seroquel is indicated for:

-treatment of schizophrenia.

-treatment of bipolar disorder:

- For the treatment of moderate to severe manic episodes in bipolar disorder

- For the treatment of major depressive episodes in bipolar disorder

- For the prevention of recurrence of manic or depressed episodes in patients with bipolar disorder who
previously responded to quetiapine treatment.

HEK & | 4.2 Posology and method of administration

Different dosing schedules exist for each indication. It must therefore be ensured that patients receive clear
information on the appropriate dosage for their condition.

Seroquel can be administered with or without food.

Adults

For the treatment of schizophrenia

For the treatment of schizophrenia, Seroquel should be administered twice a day. The total daily dose for the
first four days of therapy is 50 mg (Day 1), 100 mg (Day 2), 200 mg (Day 3) and 300 mg (Day 4) From Day 4
onwards, the dose should be titrated to the usual effective dose of 300 to 450 mg/day. Depending on the clinical
response and tolerability of the individual patient, the dose may be adjusted within the range 150 to 750 mg/day.
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For the treatment of moderate to severe manic episodes in bipolar disorder

For the treatment of manic episodes associated with bipolar disorder, Seroquel should be administered twice a
day. The total daily dose for the first four days of therapy is 100 mg (Day 1), 200 mg (Day 2), 300 mg (Day 3)
and 400 mg (Day 4). Further dosage adjustments up to 800 mg/day by Day 6 should be in increments of no
greater than 200 mg/day.

The dose may be adjusted depending on clinical response and tolerability of the individual patient, within the
range of 200 to 800 mg/day. The usual effective dose is in the range of 400 to 800 mg/day.

For the treatment of major depressive episodes in bipolar disorder

Seroquel should be administered once daily at bedtime. The total daily dose for the first four days of therapy is
50 mg (Day 1), 100 mg (Day 2), 200 mg (Day 3) and 300 mg (Day 4). The recommended daily dose is 300 mg.
In clinical trials, no additional benefit was seen in the 600 mg group compared to the 300 mg group. Individual
patients may benefit from a 600 mg dose. Doses greater than 300 mg should be initiated by physicians
experienced in treating bipolar disorder. In individual patients, in the event of tolerance concerns, clinical trials
have indicated that dose reduction to a minimum of 200 mg could be considered.

For preventing recurrence in bipolar disorder

For preventing recurrence of manic, mixed or depressive episodes in bipolar disorder, patients who have
responded to quetiapine for acute treatment of bipolar disorder should continue therapy at the same dose. The
dose may be adjusted depending on clinical response and tolerability of the individual patient, within the range
of 300 to 800 mg/day administered twice daily. It is important that the lowest effective dose is used for
maintenance therapy.

Elderly
As with other antipsychotics, Seroquel should be used with caution in the elderly, especially during the initial

dosing period. The rate of dose titration may need to be slower, and the daily therapeutic dose lower, than that
used in younger patients, depending on the clinical response and tolerability of the individual patient. The mean
plasma clearance of quetiapine was reduced by 30-50% in elderly subjects when compared to younger patients.
Efficacy and safety has not been evaluated in patients over 65 years with depressive episodes in the framework
of bipolar disorder.

Paediatric population
Seroquel is not recommended for use in children and adolescents below 18 years of age, due to a lack of data
to support use in this age group.

Renal impairment
Dosage adjustment is not necessary in patients with renal impairment.

Hepatic impairment

Quetiapine is extensively metabolised by the liver. Therefore, Seroquel should be used with caution in patients
with known hepatic impairment, especially during the initial dosing period. Patients with known hepatic
impairment should be started with 25 mg/day. The dosage should be increased daily with increments of 25-50
mg/day until an effective dosage, depending on the clinical response and tolerability of the individual patient.

https://www.medicines.org.uk/emc/product/7553/smpc
(20249 A 24 HT 7 & R)

%) EPNOAR

BOHPATAAZLEHT 5 Z &,
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KE O E
(202241 A)

8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to
atypical antipsychotics, including SEROQUEL, during pregnancy. Healthcare providers are
encouraged to register patients by contacting the National Pregnancy Registry for Atypical
Antipsychotics at 1-866-961-2388 or online at http://womensmentalhealth.org/clinical-and-research-
programs/pregnancyregistry/

Risk Summary
Neonates exposed to antipsychotic drugs (including SEROQUEL) during the third trimester 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 quetiapine
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,
bipolar I, or major depressive disorder, and with exposure to antipsychotics, including SEROQUEL,
during pregnancy (see Clinical Considerations).

In animal studies, embryo-fetal toxicity occurred including delays in skeletal ossification at
approximately 1 and 2 times the maximum recommended human dose (MRHD) of 800 mg/day in both
rats and rabbits, and an increased incidence of carpal/tarsal flexure (minor soft tissue anomaly) in rabbit
fetuses at approximately 2 times the MRHD. In addition, fetal weights were decreased in both species.
Maternal toxicity (observed as decreased body weights and/or death) occurred at 2 times the MRHD
in rats and approximately 1-2 times the MRHD in rabbits.

The estimated background risk of major birth defects and miscarriage for the indicated populations 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 to 4% and 15 to 20%, respectively.

Clinical Considerations

Disease-associated maternal and/or 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.
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A prospective, longitudinal study followed 201 pregnant women with a history of major depressive
disorder who were euthymic and taking antidepressants at the beginning of pregnancy. The women
who discontinued antidepressants during pregnancy were more likely to experience a relapse of major
depression than women who continued antidepressants. Consider the risk of untreated depression when
discontinuing or changing treatment with antidepressant medication during pregnancy and postpartum.

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 SEROQUEL, during the third trimester of pregnancy. These
symptoms 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 retrospective cohort study from a Medicaid database of 9258 women exposed to
antipsychotics during pregnancy did not indicate an overall increased risk of major birth defects.

Animal Data

When pregnant rats and rabbits were exposed to quetiapine during organogenesis, there was no
teratogenic effect in fetuses. Doses were 25, 50 and 200 mg/kg in rats and 25, 50 and 100 mg/kg in
rabbits which are approximately 0.3, 0.6 and 2-times (rats) and 0.6, 1 and 2-times (rabbits) the MRHD
for schizophrenia of 800 mg/day based on mg/m? body surface area. However, there was evidence of
embryo-fetal toxicity including delays in skeletal ossification at approximately 1 and 2 times the
MRHD of 800 mg/day in both rats and rabbits, and an increased incidence of carpal/tarsal flexure
(minor soft tissue anomaly) in rabbit fetuses at approximately 2 times the MRHD. In addition, fetal
weights were decreased in both species. Maternal toxicity (observed as decreased body weights and/or
death) occurred at 2 times the MRHD in rats and approximately 1-2 times the MRHD (all doses tested)
in rabbits.

In a peri/postnatal reproductive study in rats, no drug-related effects were observed when pregnant
dams were treated with quetiapine at doses 0.01, 0.1, and 0.2 times the MRHD of 800 mg/day based
on mg/m? body surface area. However, in a preliminary peri/postnatal study, there were increases in
fetal and pup death, and decreases in mean litter weight at 3 times the MRHD.

8.2 Lactation

Risk Summary

Limited data from published literature report the presence of quetiapine in human breast milk at relative
infant dose of <1% of the maternal weight-adjusted dosage. There are no consistent adverse events that
have been reported in infants exposed to quetiapine through breast milk. There is no information on
the effects of quetiapine on milk production. The developmental and health benefits of breastfeeding
should be considered along with the mother’s clinical need for SEROQUEL and any potential adverse
effects on the breastfed child from SEROQUEL or from the mother’ s underlying condition.

8.3 Females and Males of Reproductive Potential

Infertility

Females

Based on the pharmacologic action of quetiapine (D2 antagonism), treatment with SEROQUEL may
result in an increase in serum prolactin levels, which may lead to a reversible reduction in fertility in
females of reproductive potential.

https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/020639s0721bl.pdf
(20249 A 24 HT 7 & R)
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8.4 Pediatric Use

In general, the adverse reactions observed in children and adolescents during the clinical trials were
similar to those in the adult population with few exceptions. Increases in systolic and diastolic blood
pressure occurred in children and adolescents and did not occur in adults. Orthostatic hypotension
occurred more frequently in adults (4-7%) compared to children and adolescents (< 1%).

Schizophrenia

The efficacy and safety of SEROQUEL in the treatment of schizophrenia in adolescents aged 13 - 17
years were demonstrated in one 6-week, double-blind, placebo-controlled trial.

Safety and effectiveness of SEROQUEL in pediatric patients less than 13 years of age with
schizophrenia have not been established.

Maintenance
The safety and effectiveness of SEROQUEL in the maintenance treatment of bipolar disorder has not
been established in pediatric patients less than 18 years of age. The safety and effectiveness of
SEROQUEL in the maintenance treatment of schizophrenia has not been established in any patient
KE OWRA T E population, including pediatric patients.

(20224 1 H) Bipolar Mania
The efficacy and safety of SEROQUEL in the treatment of mania in children and adolescents ages
10-17 years with bipolar I disorder was demonstrated in a 3-week, double-blind, placebo-controlled,
multicenter trial.
Safety and effectiveness of SEROQUEL in pediatric patients less than 10 years of age with bipolar
mania have not been established.

Bipolar Depression

Safety and effectiveness of SEROQUEL in pediatric patients less than 18 years of age with bipolar
depression have not been established. A clinical trial with SEROQUEL XR was conducted in children
and adolescents (10 - 17 years of age) with bipolar depression, efficacy was not established.

Some differences in the pharmacokinetics of quetiapine were noted between children/adolescents
(10-17 years of age) and adults. When adjusted for weight, the AUC and Cmax of quetiapine were 41%
and 39% lower, respectively, in children and adolescents compared to adults. The pharmacokinetics of
the active metabolite, norquetiapine, were similar between children/adolescents and adults after
adjusting for weight.

https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/020639s0721bl.pdf
Q0249 A 24 HT 7 & R)




XI. 3Z&H

#[E D SPC
(2024 4 6 H)

4.4 Special warnings and precautions for use

As Seroquel has several indications, the safety profile should be considered with respect to the
individual patient's diagnosis and the dose being administered.

Paediatric population

Quetiapine is not recommended for use in children and adolescents below 18 years of age, due to a
lack of data to support use in this age group. Clinical trials with quetiapine have shown that in addition
to the known safety profile identified in adults, certain adverse events occurred at a higher frequency
in children and adolescents compared to adults (increased appetite, elevations in serum prolactin,
vomiting, rhinitis and syncope), or may have different implications for children and adolescents
(extrapyramidal symptoms and irritability) and one was identified that has not been previously seen in
adult studies (increases in blood pressure). Changes in thyroid function tests have also been observed
in children and adolescents.

Furthermore, the long-term safety implications of treatment with quetiapine on growth and maturation
have not been studied beyond 26 weeks. Long-term implications for cognitive and behavioural
development are not known.

In placebo-controlled clinical trials with children and adolescent patients, quetiapine was associated
with an increased incidence of extrapyramidal symptoms (EPS) compared to placebo in patients treated
for schizophrenia, bipolar mania and bipolar depression.

https://www.medicines.org.uk/emc/product/7553/smpc
(20249 A 24 HT 7 & R)
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