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4 ¥ = %% 6mg
4 ¥ = %% 9mg
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INVEGA® Tablets bmg
INVEGA® Tablets 9mg
(3) BIrDHE [Invigorate| JTCRAD VT 5. T %
[Vegal M, LR THLVED 1 2DH» St
2. —fi%%
(1) & (FBix) XY R (JAN)
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(8) X7 L (stem) PO AR, ) AR R U FHELK ¢ peridone
3. IBERN TR H OH
/N CHs
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N F
o) \ T O SR B AR
N-Q
4. pFHANUDFE 5373 1 CusHyFNLOs
T 42648
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I%./—)b 0.76
JIFIVI—FTIU 0.07
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2) ;'5;'*5 g'jgggﬁ('z%c) T oH GBRR) | JBEEE (g/100mL)
! 5T VB-REIEER (oH 2) 5.3 3.0
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U BEHEEIR (pH7) 7.0 0.028
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INOB-RIEHNYU D L-KEEFT B DLEER (pH9) 9.0 0.001
U Bg-KE b MU D LEER (pH 12) 11.9 0.001
(3) %L
(4) @tem 1720 ~ 190.0C
(5) BISERFBE T pKai=82 (¥~ T v BY)
pKa;=26 (¥ I Y Vi)
(6) SRR HER Log P (20C)
1-F 0% /—)U/0 T 1asEE R (pH1.9) —1.20
1-F 045 /—)U/BEEE-BEES - MU D LEER (pH5.0) —0.38
1-F 05 /—)U/) VEEEER (pH7.0) 1.02
1-F 0% ) —)U/ROB-8E AU D L-KEETF RUD AEER (pH9.0) 2.31
1-F05 /) —)U/UVB-KEEEFT N D LAEER (pH11.9) 2.39

(7) ZDfthDEIFTIEHE Teett - 2 L (JehetfE « —03~+04")
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(4) pH. BEELE. FHE.
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RER pH 1HiE
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(1) B3y CEEmS)

D=E

(2) 4

(3) Zfth

3. BEAl FLBIOSEE
[CXT DiFR

AHNE, BB L7BHE S 27 4 (OROS®) ZIGH L7z, 730X R > ORg il iEI%
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B, Ak Wit AU I TR A d T HiE
7t 3mg 6mg 9mg
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5 <
O O O
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E=<7))i x| M|
_
HYId—F427 E=2)) =]
B —
T4)LO—FT40 TJyvvaE
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1. SHEENX [FZHR A SRR AE

2. BiENRUHRE WHE, EAIZ S XY Fre LTomg & 1 H 1 RIFIAERZISKEIRG T 5. &b, i,
FEIRIZE D 1 H 12mg 2B R % WHEH CEE NS 475, #2135 HMU EOREZ 51T
1 H#EELT3mg 2179 2 &,

7. BERUAEICEET DiFE

71 BEERRERERE (FLTF=Y - 1) T F ¥ A 50mL/4r Pt 80mL /43 A
23, THHBEE LC3mg oML, 1 HHEIZ 6mg 28R W2 ko [922,
98. 166.1 ]
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EEERERUISRES0R | NEEERERS LBy
SRR
BERORERSY
S04 @M | OAAGALBESESA | RO Re M R R OES
RTINS (EERE)
GEmE 5
S48 @R | DAAGAREEEES0E | APRRORSH
TS AN R EERLEES (ECRE)
6@@}§57>‘ 53)
S48 @R | DAAGAAEEEE0sE | BMHRORSH
(E5) E R S
483EREE 50




(2) BRIRFIR e TS LRNR BB | EW)

POEY DSM-IV [C K DI ELBAE & RS 1172319451
HEEAE FElemgZE1H1EDETCHECRAE U CHERICeBERS
TER OFRSHE (LOCF) [CHBIFTDPANSSHER AT DN—XS5A4H 5D

ZitE (F5fELS.D.)

TStmEE (138#l) 1 3.8+18.88

AFI6mgEE (1344) : —9.1£18.39
OFFlemgiiE TS MBS DR/N_FEFHEDRSEEZ [95% Cl]

—12.7 [—17.16; —8.25] (p<0.0001., HHDEDHT)

SHER R 558 « @AY 59

POE DSM-IV [ K DIFE R S 2 1/z2284
(TR HBTE5RE AR O D#RFEEE2214))

HERTE AFKlemgZzE1B1EB SN SEIAL. 3. 6. 9. 12mgDAZHAECRAIE U
THB%I(C48BREERS

TER ORHREME (LOCF) [CBIFDPANSSHER A7 DR—ISAUH50D

ZkE (FHfELS.D.)

HrREER (760 ¢ —13.4+31.93

TSRS DYIDEZEE (9241) © —11.1+£20.84
AEIREEEE (9741) @ —17.2+22.15
FoIVTEVEDISDUIDERBE (3241)  2.8+20.67

(3) ERFRIEIESLER : Hito 7 IR AD BN 2730 R Y 1 AR 054 & AN I OV ) O A5
BEMLR el L7 & X OIEIBREO M
HERTUY | BiER. CEER. WERL. TS EINRER
R RERRASORI (REI2451. TS Res))

FHEREE | Fh20~45m. WHRHNBEFANT. BHEEHENSFBHLUNTHD L.

FHBENEE | 1. ENLOME. ke, M EIENEFERGNMERE). B, .
P, RN SRR CRIE UTEBIHEE D S & T &o
2. BEOBEE (RNXEFERYE) ORBIERENDS L.

HERTE 1. |EHE
F1HICARKISmg (XIFTTtMR) ZEEIRS L. H5~11HICIFAHA
3mg (XFT7Ztm) Z181EKRS5 L. $S198ICARlemg (XFTS
th) ZEO’S Ul

2. SHERHAR]
19HM[. ZD#%IABEHERUI,

T EEH EEER, #HANBERFMRE (Simpson-Angus Scale | SAS. Barnes
Akathisia Scale : BARS. Abnormal Involuntary Movement Scale : AIMS) %

EBHRER O 1. EYENEE | EREHRERYEEE. BB/ (O AXA—FDEH
EHFHER 2. J7—XRIATJ/ZUR

fER EERORRENE(E. smgBERE5T41.7% (10/244). 3mgkiERS
T43.5% (10/23%1). 6mg&#EKR5T34.8% (8/23f) THolz.
EHEMERIE. KD FTU. FEIMESDH L. B, tBEREECTH o1,
WITNBERBRE~TFEETHD., BEKRS. REKRSEDICREBEEFRIFT
dofco




(4) PRERRUELER

FERIERFEER ©

Hity 1 280~ K 45HsE 3 it 9mg & 1 H 1 WISk 6 MBS L7 & 043
BOE A, MRS R OB

HEBRTYA

LhEsFE. FER. LTEHE. BERE

TR

DSM-IV [C K D FFEKIAE & 52T S NT=31 41

FHEREE

1. DSM-NV D2MEE(CE DEMERAEEZHSNICEE

2. AT U—ZJBEDOPANSSHE Z 7 B 20K mDEE

3. AEEEHAI28HE. BEIDROTHEEREIC CREST. L - FEgx
ZEGFICRALTVDEE (oL, BERFRL)

FIRNERE

—

. DSM-NV DR CR DEMaRELSNDIBMERZE I DL NI
BE

AR A

1. |_55E
AF|ZNFIMgDWVTFNHZ1H1E. FEBE(C6BREME U GROKRS Ui,
B2 RSB SREIRSFTETHES U, ATABRTTBHRES
AEPRSEGEIHECICHIEL. BERIBANSAEITTIDER 1o,

2. ABRHRE
6BEE®RS. TDR4BEHRU,

B

—_

. fEE - BRMEEIREHMERE (Positive and Negative Syndrome Scale : PANSS)
2. BRPR_ EDEEMDEIRICKDEMEE (Clinical Global Impression-Severity : CGI-S)
BEPR_EDEERIDEIR(IC K 2$Z 1L (Clinical Global Impression-Change : CGI-C)

EHFHER

1. EYBIREFRIEHE | AERIEYRERE
2. EFFHFHE | D2RBAESEEZE (Positron Emission Tomography : PETARE)

fER

OPANSSHE A7 [FAS]

3mgE¥ 9mgsf

(16%l) (15%1)
R=RTA 56.3t11.4 61.2+t16.7
ERHEET B 54.3+11.4 57.2+16.8
R=ATAH5
RISFHImEEER CDEILE —1.9+4.8 —4.0% 3.9
pfig? p=0.1279 p=0.0013

a : Paired i€ (vs N—2 51 ) FHfELS.D.

OmEEFR/\UNRY RUEE

3mg. IMgW\WTNDEICHVT B2, 4 RU6EROZ MO MEES
JNURY RVEER, (FFELUIEETH o lco WTNOAZICEVTHIRS®E
2BFETICIFIEEH) UNRY R BEFTEERESELCLEEER 5N
ODZE/REEE

RERD: TEBREBER70~80%ZBDDICHELREDHEEFS.55 ~
9.52mg/HT&H O, MiEH/{URY RYEE(IEX15.5~26.6ng/mLTH Dfe,
Fre, AIEEBD:ZSBRAEREERT0~80%EBDDICHBIFRABOHEF
ZTNZEN6.63~11.4mg/EHCTHDO. miEHh/\UND KVEEIF18.0~30.9ng/mL
ToHolco

ORIfEA

AAFI3mgBE50.0% (8/16 %) RU'9IMgEE66.7% (10/154)) [CEIMEAH
OO Nc. FHFRWERIFSMgE TN TOS I F /1ENM18.8% (3/16%41) .
OmgE CINF OSSO F /EMN46.7% (7/1568), & TOSTOF VIAE. FHYVIT.
MR U7 FZURARFI—E-IN. 725 - P/ I VATIS—E
EINHE13.3% (2/156l) EETH DI,

E) ABOHERBIECH UTERSNTCVWDHERUAER @, flACE/(UNRU RYELTemg Z1 H 1
CIEABRICRIORS T D, IO, Fin. ERICKD 1 H 12meg ZBI BV EE CETIE/HT . 1B 5 BELE
DRfR7ZEHITT1HEELT 3mg FDTDE.] TH Do
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(5) HREIHIFIER
1) EEREAATRE

2) HeEERER 7

EE s

HI 1 730 ) B ARBGEE 6mg %2 1 H 1 1l 6 E RS 15 L7z & & 0RO R END

)

HERT U1

LhesRHEE. —E5R. BERL. BERE. T RNR. WTEHBLR

TR

DSM-NV [C K DIFERIAE & 2RI 11/23194)
(TZtm13sfill, &&FI134%I, S FEiEA7H)

FHSHREAE

1. DSM-NV DZHIEAE(CE D EME RS SIS N/ RS
2. MAERBEDRMHERDDDETE

FIBRNERE

< ROV = JBEDRNERE >

1. DSM-IV DR EE(CE DEMERBELNDBHEEZE I D E52M
INfEEE

2. AU - J%BERBI80BLIANICDSM-V DEMEEEIC KD, ¥YERE
BEAEETDHESHINCEE (ZOF KERONT T4 VikFFERL)

3. A0 U—ZVJHRERDPANSSH A 7 H 70K m N E120%Z B R DEE

4. 20— JwaEBRI28 ALANIC3FEEL FOROTEERERRA L
B

<NR—RSA VIEORRINELE>

1. R—=25 A VEOPANSSHE R IF7 BRI U—_VFREH 525%LL_Eid
UfeEE

2. R—2 54 VEEDOPANSSHE R 7 B 706 |E120% 18X DEE

TSR, FElemgNIEF S FEVfR1omgZZz1H1E. REIE LTHBE
([COBERORS Ulc, #imLCRET oM (REMTIRSEER) (T
BITUED e REICDWVWCIFEREBREZ 1 BREIRE Ui,

75T VIR GRHFRE L DRENEEIC KD FH|DIRRBIMIER 7=
REVT BDICHICRTE LIS, EB. TTEREDHEICKD, FFIDENBYFE M
ROLGE2MDREHIRIREE E X SN cfeth, 4 5P E ViR T 2 AFIRY
TS B EDRETFRIFAREEIT O TLIEL,

FEFMmIER

PANSSH# X 177

ElREHEIRE

PANSS MUuEHIRE A 377
CGI-SX7”




fER

TEFHMIER
OPANSS#8 2 J7 [FAS-LOCF]
TS tEE w21l FTS5HE i
(13841) (13441) (4641)
N—Ro1 91.0+11.16 92.0+12.94 | 94.1+x12.64
=g A ] 94.8+22.40 83.0£20.44 | 84.24+20.10
N—=TA4UH5
Z + —91= —9.9+
ST TS 3.8+18.88 9.1+£18.39 9.9+16.83
RISEHER 7 > EiREDE —12.8+18.64
RN FFHELSE? B —12.7+2.26 B
[95% Cl]a [—17.16;—8.25]
plig?2 0<0.0001
a: BERERTF. N—A54 VRAOATEHERE U EHT FE+S.D.
OPANSSHE A 7 DIHZLEDRRFHER [FAS-LOCF]
10 A
P 5
A ° ¢
N T T al
S T
S 01 &L, L1
3
7 TN
=4
1t . R < -
£ -10- TJoEmEE(sE) 0 Tl
=0 A ST EREE (466)
—0— KE|EF (13441)
_15 T T T T T T T
0 1 2 3 4 5 6
. (RHRETmES)
YE% 5% (GB)
FHE £SE

% 1 p<0.05 (vs 7TtM) HHEDHT

OPANSSHE R 077 DFHEIZ L EDIREHERE [FAS-OC]

5 —
_
P 04 @,
A
N
S
S 54
» -104 T TS
o
1t e
8 15 JoemEE . Qe
~O--FoUHEvEEE - T
—o— KHIEE
_20 T T T T T T T
0 1 2 3 4 5 6
Pog 5% (GE)
N—AS5A| 186 2;E6F 43B80F 6:E0F
ToREE (f) 138 138 118 68 54
TSR () 46 46 43 33 32
AEIEE (B 134 134 124 98 89

RNZHEFELSE

* 1 p<0.05 (vs TTTM) HOEDT
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fER

BIREHHIEE
OPANSS MiZzHfRE X 377 [FAS-LOCF]
TSERE AEIEE TS5 e
(1384) (13441) (461)
FFIEAERRE R O
R—RSA 20.0£4.92 | 21.6%+5.02 21.2+4.68
=g R fiilis 21.6+7.30 | 18.9+6.16 18.8+£6.41
;%ézﬁééb\b%@#ﬁﬁ 164553 | —2.6+560 | —2.4+534
M 3 o=
(B e ) I s -
[95% Cl]a [—5.17 ; —2.51]
plE2 0<0.0001
SRR RE X T
N—=RZA 251+543 | 24.3+564 25.9+5.87
=g il 252+7.01 | 22.0%6.62 23.1+£7.05
;__Cézmﬁéb\bﬁ%&wm% 00+502 | —2.4+505 | —2.8+4.27
R ot B=
(s e ) | 725080 _
[95% Cl]2 [—3.71; —1.33]
pfE? 0<0.0001
BABIREREX D7
N—RSA 45.9+6.21 46.1+7.55 47.0+7.43
B HEETMh S 48.1+11.88| 42.1+10.58 | 42.3+10.37
;%%%’E%b\bﬁ%#ﬁ% 2241071 | —4.14952 | —4.7+9.00
M 2 o=
?a%\t:%tﬁé?‘g ffg - —62E12 -
[95% Cl]2 [—858: —3.80]
plE2 0<0.0001
a: BEBERTF. N—254( VAT ERERE U HHH F{E+S.D.
OPANSSHSA 7 DU AR>S —DE|E [FAS-LOCF]
T O P —
— e S S s
BAEIE | (13861) (%) | (13461) (%) | (4661) (%) | LB (pfE2)
30%L_E 6(4.3) 7(5.2) 2(4.3) 0.7828
B 30%FH | 132(95.7) | 127(94.8) | 44(95.7)
20% E | 14(10.1) | 16(11.9) 4(8.7) 0.7008
20%Fm | 124(89.9) | 118(88.1) | 42(91.3)
30%LLE | 11(8.0) 18(13.4) 3(6.5) 0.1708
oS 30%FiE | 127(92.0) | 116(86.6) | 43(93.5)
20% £ | 22(15.9) | 35(26.1) | 11(23.9) 0.0522
20%Am | 116(84.1) | 99(73.9) | 35(76.1)
30%LLE | 10(7.2) 26(19.4) 7(15.2) 0.0039
A 30%Fm | 128(92.8) | 108(80.6) | 39(84.8)
20%LAE | 24(17.4) | 42(31.3) | 17(37.0) 0.0106
20%Kim | 114(82.6) | 92(68.7) | 29(63.0)
30%LLE | 13(9.4) 34(25.4) | 12(26.1) 0.0007
63BN 30%E | 125(90.6) | 100(74.6) | 34(73.9)
(RHEFHIE) | 20%L0 E | 22(15.9) | 49(36.6) | 20(43.5) 0.0001
20%FKE | 116(84.1) | 85(63.4) | 26(56.5)

a . FisherDIEHERTE

13




3) REMHER S

OCGI-SRX 77 [FAS-LOCF]

TSt KEIE$ A5 ik
(1384) (13441) (46%41)
NR=RZA 4.3+0.07 4.3+0.08 4.4+0.13
ERASEAR 4.6+0.10 4.0%£0.10 41+0.15
R—RSA VD S RIEEHmE -~ -~
= COEE 0.24+0.09 0.4+0.09 0.31+0.14
RASEHIRF 7 > iR & D22 —0.6+0.13
[95% Cl]a — [—0.84; —0.34] —
plig? 0<0.0001
CGI-SAO7 1 IFL=1~REE=7DO7TERME TR I7{L UTES Uiz, FHELSE.
a: BERERT. N—254VAATELTEE UFeHEDEH
ORIfEA
TS tREE AEIEE Vi A iz
= = (o 69.6% 71.6% 78.7%
BIFMZERE (%) (96/13811) (96/13441) (37/4761)
BWERRBHH (H) 1791 1821 o4tk

AEBECHITDELBIMERIE. HARBEDERIL 16.4% (22/134 #l). IR
10.4% (14/134 ). Bk 8.2% (11/134 ). #EENIEEE 6.7% (9/134 #I)
KoM ~U T U R8N 5.2% (7/134 fll) TdH ol

EERAVEY)

F RO R (48 M) 1281 2GR O OmET

Bk Tl 97

ZhEsxitE. IFER. IEUR. EERE. 4888

PIEY

DSM-IV [C K D & RIBME & 520 Nz2284

FHERERE

<AKFHERD ODFHREE >
1. DSM-N DE2MESE(CE DEMARAE S SIS NIcEE
2. A0 U—ZVJ%BEHAI28 HURICHFIRBEREICLDBEDNTHNTV
HUEHE
<179 _EEREERERD O DRFEEE >
1. 7927 UM NBEGREERREZT I UcBEXEA T ED
;ﬁ%ﬁ‘ﬁﬁ%ti%ﬁ%‘%ﬁ L. ZNEBEICHRATD Dbt EgzthlEUle
2. 2EREHME CTDIREERN75% U EDEE

FIBRNERE

<AKEERH O DFIREE >
1. DSM-IV D2 EE(CE DEMERBELNDBHEEZHE I D E52M
SNreEE
2. AU - J%BERBI80BELIANICDSM-V DEEMEEEC KD, ¥YERE
BEEEITDHEZSHINCEE (ZOF KERONT T4 VikFFERL)
3. X=X T4 VIFDOPANSSHE R I7 h120%Z B8R ©8#H
<795 EERIERERN O DREEE >
1. 79 2 _EERRRR A REEICEhEUEVESEERDIHICHAIEUTE
8

BRI A

FElemgZz1 510, RRIC UTHRRICROKRSN SEIRL. 3~12mg/H
OHENCTEEIER U, #5H-IE48BR T, #ERARZ 1 BRRE LI,
HR—25A VI3, FHEIDPERSEBERNE U, [FAIRGEIISIIETS LREE_%
EREBHBROR—2S5A VER—25AVE U, ZOMDBGARBON—2S A V&R~
2542 EUT]

FEFHHIER

Bl (PANSSHER J77. CGI-SR77)
MR (BEER. BRRE. /\( YUY FE, 1258 0EIRE.
Drug-Induced Extrapyramidal Symptoms Scale : DIEPSS)

14




15

faR

B 4ETih
OPANSS#8 2 J7 [FAS-LOCF]

NO/PALEY | PLA/PALEY | PAL/PALE¥ | OLZ/PALEE

(741) (921) (971) (321)
R=RTA 70.9+£14.26| 91.2420.39| 91.8+12.72 | 77.8+£16.25
=g A ] 574+35.05| 80.0E£21.74 | 74.6%21.49|80.7£20.71
N—=TAUH5
RIZEHmFERTD —13.4+31.93| —11.1£20.84| —17.2+2215 | 2.8%£20.67
ZkE

SEEELS.D.

OCGI-SRX 77 [FAS-LOCF]

NO/PALE¥ | PLA/PALEY | PAL/PALE# | OLZ/PALEF

(7451) (9241l) (9741) (3241)
R—=2AS5A 3.7+0.76 4.4+113 4.4£0.87 | 40%£0.93
ERAEET B 3.1+1.46 3.811.34 371120 | 42+114
R=ATA4UH5
RI&FHERFETD —0.6%£1.27 | —0.6+1.20 | —0.7£1.24 | 0.1£1.01
Zik=E
CGI-SRAI7  HMU=1~BEE=7D7ERMT A I7{LLTE Ui, THE+S.D.

NO/PALEE AN SDHFHRERE
PLA/PALEY [ SE1T9 2 _EEMH AR T IS UMZR S UL\ citinsE
PAL/PALEE (50119 2 —_EEREEHER CARIZIRS U TV kRS E
OLZ/PALEE 1T 0 2 _EEMEEHRE CA ST E ViEZERES U TUEHEE

BE

OBIfEA

2EHEMICBITDRIERIE 92.5% (211/228 fl) ToH olco EFBIERIZL.

MR TOS 0 F /N0 39.9%(91/228 Bl i &

SEREDEAL, 25.4% (58/228 f3ll) .

REIEMN19.7% (45/228 f5ll). HEANEEEE 17.1% (39/228 ) KU EH
11.8% (27/228 #4l) T ole.

ORFRIRENE

JOS50F MELANDOMRFHEREEN O MRECAREBEDFHIE.
RIRRICERLEE ZRUCIBRFERSO SNED ofc. Ffeo RIRAIC
BV TCBERARNICERFRENERD SNIZIRRIFEN DT,
JOSOFUEF. Brso 1 BEICERUCE. REFHRRE TRERD
fEZmUlc. BESHEORBEICHVNERT DI EIFED DT,
ONAZITA 2V ROZDMDRETE
ME (UNHEAROIRRBR) . BN OEEF. FRRNICERLEZES
RHoNEholc. AREICDVTIE. WIFNOFHIEREICHWLTHIEMN
BHSNIH REHESICEDIBNT D L3N DT,




4) BE -
fRRERIEER ©

(6) JBERIER
1) ERNIRRE -
FEERRRERE (55
HE) - SSEARTTEIRA
R (hRREIRAREER)

2) HERSRF L L TRNE
FEDABEX ER]E
LreaBROBiE

EREBHNT—5>

65 UL oA ETAE B 114 61 (CRHIBET6 B, 75 £ REE 38 HI) 2z, AH 3~
12mg (FEHEIZ 6mg) XiZ7 IR % 1 H 1H6EMREITHS L, BEAL RS
W7 7 BRI 21T > 72 & 2 A P 5#1E 84mg/ H (ei#k G-/ 9mg/H) TH o
720 WAXEHIIEED PANSS A AT DOXRX—=ZA 5 4 b OB bE (CFfE+ SD.) 1dARAl
BET— 146 = 146, 79 REET—- 99 = 150 TH o720

HERHZIIARFBED 67% (51/76 B1) TS5 EREED 71% (27/38 B) (3B L 720 AH|
FET 5% LU EICHEBL L 22 EFH S, Bk 16% (12/76 1) IR f2 A HRAE 9% (7/76 1)
FEIED VR OVER QT MilEMBER 7% (5/76 B1) | SRS K OVGEE . w5 L
IIME ., MEI75E 5% (4/76 1) THh -7z,

EHIT, 886 (77 R HARA~DY) Y B2 7 30 B, AFIHAHE 58 ) 1Tk LT 2438
M OIEHMkB AR Z L. A% 3~ 2mg/HICTRIFKEG L2 A, TR
ARENOY) Y B 2 B35 74mg/H Geeliife 5 6mg/H) . ARFIE G 1338
5 85mg/H (RS- 9mg/H) TH o7z,

HEHRIZITTERDHOY 0 B2 BT 80.0% (24/30 B) . ARARKGERET 74.1% (43/58 )
Tholzo &HETEW U EICHE SNAFHERRIT, B 13.6% (12/88 #1) . HIR K&
OAHRAEDS % 114% (10/88 B1) . BiJG 9.1% (8/88 #i) . v#EPE®D T2 80% (7/88 #).
PRAV s S g ORI QT Al 1 B A28 53 O BB 2525 5.7% (5/88 #8]) Tad» o 720

BT L

LW
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VI. EFEIEICET DIEHE

17

. FEZNICEHES D

L&Y {LEYEE

. EIBEA

(1) {ERAERMI - 1EFAtERR

(2) BREZHIKIC
49 HFAE

(in vitro) 1

(3) BRMFHHER™

TFu7 ) Y REEY Ovaxy) R—)ib, TaAR) F— L&)

T2 FTIVRLEY (ZulTrasxTy, LRATOTY V)
AI)IRVINVRILEY (ruh 753 VR, Y75 3 VRIS
NY AT INRILEW (AVEY R, 2EF T FEF)
IEEMPUEMIRIERE (VAR Ky, +50FE Y, 7 TFTE V)

FE LTINS Y Dy SAKEVMER RO LT b= ¥ 50Ty SRR UERICIT L, |
WA RORMICE A D EEZ SRS,

RN R Y OEFEZHRIH T BHMETT T 7 4 Mid Y AR R EFEPLLTW 2,
KifliiZzta F = 5-HTon Z2RICH LT Llnmol/L. K783 ¥ Dy Z&ARIZH LT 1.6nmol/L
THotzo T2 TRLFY Y a SHREHNCE 2% 3 ¥ Hy SAEMBISH L CHEGECEATE
RL7TZ0

- KifE (nmol/L)
D2 5-HT1a 5-HT2a aa [0 )N M+ Hi1
JCURY Ry 1.6 617 1.1 2.5 3.9 >10000 19
UAXRD R 2.4 423 0.34 5 151 >10000 20
AONY R—=)L 2.1 2067 83 12 1932 >10000 1698

e e BE AR H Z 3me/H (6 61). 9mg/H (4 #). 15mg/H (3#)) % 2 ML 4%
5L, PET MAEZTo728 25, MAEK D, ZAFREAE CFIgfi+ SD) (3 3mg # 579 +
45%. 9mg it 774+6.6%. 15mg # 804 = 6.1% TH -7z

100 ~ 100 -
80 - = 80 oe®
* ° ° * Y0 o
D2 hd D2 o
% 604 = 60 of)
£ 40+ £ 401
(;/\) 207 EDso=2.38mg/Hl (;/\) 20 1 EDs0=6.65n8/mL
° R=0.86 ° R=0.82
O T T T T T 1 O T T T T T T T 1
o 3 6 9 12 15 18 0 10 20 30 40 50 60 70 80
JUNRURVRBEIZ S8 (me/H) m#Erh) WUARURVRRE (ng/mL)

E) ABOHERBIECH UTERSNTCVDRAERUAER EE. flACE/(URY RYELTemg 21 51
CEABRRICRIR ST D, EH. Fin. FERICKD 1 H 12mg ZBIEVEE CEEIERT . B8 5 BEME
DEREZDITCT1IHEELT3mg D175 &.] THD.



(4) BN ZEFFTD
SBRALIR

1) i RINS VEA
(Sv k)2

Z v b HwT, 78R F 000063 ~ 10mg/kg % M 5%D F/8 I SEEEEIZL DY
HIESNDHAHATE Z B L. 50% OBAH S 2 & (EDsx) Z8HM L7

INYNRY LRSI AAEBERIZE 5

55E SN B BUAE R AATEN SR OFTE AL 2 ] L 72,

EDso B (95% Cl. mg/kg) (Tw k)

FHEER B§RS2(hr) | JKUNRD R YRRY R AOxRY R—=)b
7'1”%)1/!:7\(“%) 0.5 045 (0.36~055) [0.15 (0.11~0.20) | 0.016 (0.012~0.022)
’G;[E%Db) FRTE 1 039 (0.24~062) |0.22 (0.13~0.38) | 0.028 (0.023~0.035)

2 0.34 (0.22~050) [0.51 (0.34~0.76) | 0.028 (0.021~0.038)
4 13 (0.90~20) |27 (1.8~4.0) 0.097 (0.072~0.13)
8 54 (3.6~8.0) 6.2 (5.7~8.7) -
PIREILERICKD 05 |41 (25~66) 12 (0.86~1.6) 0.13 (0.095~0.17)
'(\Eiﬂu%'ﬁgéb 1 |41 (30~55) |35 (29~4.4) 0.17 (0.13~0.23)
2 71 (5.8~87) 6.2 (3.8~10) 0.26 (0.19~0.35)
4 >10 >10 0.67 (0.55~0.83)
8 >10 >10 -
VIS | E] 0.75 |0.15 (0.098~0.22) |0.056 (0.041~0.076) |0.016 (0.012~0.022)
\éggé BEMH | 075 019 (0.14~0.26) [0.15 (0.11~0.20) |0.016 (0.012~0.022)
o 2| 075 | 051 (0.8~069) |059 (043~079) |0.13 (0.005~0.17)
BFRHEY | 0.75 | 0.049 (0.033~0.073)| 0.016 (0.0094~0.027)| 0.032 (0.018~0.059)
e | 075 017 (0.10~0.29) |0.064 (0.040~0.10) |0.19 (0.10~0.37)
% ?&%ﬁf}%}x%féb‘bf@ﬂ%&%%t@ﬁﬁ
n=
c:n=3
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2) O M= 1ER
(5vhk) @

3) hyLIv—BiE
fER (S k) 9w

(5) fEFAFIRESR] -
TR R

7y e HwT, 78) X1 R 000063 ~ 10mg/kg B MG HOtT b= AAEBEEIZ LD
FHIHSNLEMATE ZBIEE L, 50% O 7 v Mkl S b & (EDs) Z8HM L7
SR R 3t n b= AR XD EESE SN A IR IR ) EE)SFEOFTEZ AL 2 B L 72,

EDso fE (95% Cl. me/ke)

FHiIEE BRI (hr) JRURDY R YRRY R
hITH=VICLD 0.5 0.056 (0.087~0.084) | 0.021 (0.014~-0.032)
??[%ﬁ%ie?{tlyig 1 0.032 (0.020~0.052) | 0.014 (0.0082~0.024)

2 0.032 (0.020~0.052) | 0.024 (0.015~-0.040)
4 0.064 (0.037~0.11) 0.13 (0.071~0.23)
8 0.68 (0.35~1.3) 0.68 (0.35~1.3)
hITE=VICLD 0.5 0.22 (0.13~0.38) 0.097 (0.072~0.13)
?;’gﬂ%’%gg 1 0.11 (0.065~-0.19) 0.056 (0.033~-0.096)
2 0.15 (0.091~0.24) 0.085 (0.053~0.14)
4 0.34 (0.18~0.61) 0.34 (0.19~0.61)
8 23 (1.3~4.3) 27 (15~4.9)
N THZUICRDIRE, 05 0.34 (0.21~0.54) 0.049 (0.033~0.073)
(3e) 1 0.67 (0.35~1.3) 0.074 (0.041~0.13)
2 0.34 (0.21~0.54) 0.13 (0.064~0.26)
4 0.44°) 0.39 (0.20~0.74)
8 7.19) >10
AZAADUVICKD | 0l 1 0.056 (0.038~0.085) | 0.037 (0.027~0.050)
DER ST 1 0.098 (0.066~0.15) 0.049 (0.036~0.066)

a . WEREIR 5% D OIEENEEIR 53R C ORI
b —EAERINEDED D el HETEE

Ty NTOHY VT —ERIEHI,
WigAR (W) TO R8I Y Dy ZFRITHT 5 A, HEAIHEER & OB TR L

ENTOLMEETOEARI) & o7 Ll

n=>5

VAR P EFETHo7 720 Ty POHK

ANENRY R — VTR &4k T

FIREECH o720 BB, &1 b= ¥ 5-HTon ZEREHUERHDFAEERICBT 2 8733 UMEED
JEWT 25 L T2 D %o

BAPRE L




VI. EYIRE(CEIT DIA

1. FREORE - AEE
(1) R LS
FRREE ©

(2) REMFREELE
BRe

(3) ERFREAR TR
SN AR

1) BEHESEER V

RMER R L
<BE>

FEINEE TAHRBR CTHEME L 72 PET MADHRIRN S —HRICHUR MRS TREH R E SN
MG D2 52 B HLER 60,70 S U 80% % i 7273 DI LB 72 LA/ 01) XY 2 R EE IR, 9.98,
155 JL U 26.6ng/mL. AHIDH & 357, 555 KU 952mg/H &M Sz,

HA NAERERLA 30 BHZAH] 3 KU 6mg 2 HEREHS- L7z & & OIS ) 1) | 2
1 BEGRIRRMIT ALy 3588600 24 IR R i I E L7,

FERERCA 30 B (51 17 B, 2o 13 B) (2AHI 3 L UF 6mg & HERRE 4 5- L, 73U X)) R
DIMEET R DHERS S IR BNE/ T X — & ZWET L7z,
ZOREH 7)) B DIMBEHREEEFER I B LT # 24 BRI Coax Z7R L 20~

23 RO ty2 THER L 720

B SROMEEFR/ \UNRY RVREHRE

25 4
20
m
i) 15 4
N
N:::]
=
=

—@— 6mgHMOli% 5 (n=22~23)
3mgEmigs (n=23~24)

O p
0 24 48 72 96
BFRS (hr)
F9fE+S.D.
B[O SEFOEYEEE) (S A—4 (n=23)
Cmax (ng/mL) tmax® (hr) AUC~ (ng-hr/mL) tiz (hr)
3mg 6.6+2.19 24.0 (9.0~27.2) 241+84.2 19.6+3.5”
Mg 13.8+8.22 24.0 (6.0~24.1) 565 +368° 229+6.5

a: HRfE (BF). b:n=24, c:n=22

Fi9fE+S.D.

20



21

2) RiEHSHER

RERERLA 30 B (S5 17 B 2tk 13 6)) 12AH 3mg 2 1 H 118 7 H M CAEFE G- L.
IS RY R OB IR EEDHERS K Y RE/ ST X — ¥ 2R L7,

Z ORGSR, /)R B OMBEPREZG GBI 5 H X TIIZEWRBISEL, &5 7THH
D AUC, E B GHRD AUC & IZEDPBD LN NI b, ARG X 23 H)iE
NGB EHURIRE NI,

RERSFHOMEREF/\UNXY R VREH#R

3mgHOR S (n=23~24)
—-@— 3mgRiEERS (n=23)
154
10
7
h |
E sy T
(ng/mL) ﬁ
1
J SR
P Ji T
- R I _
0 T T T T T T T T T 1
0 24 48 72 96 () 0 24 48 72 96 (hr)
Day Day Day Day Day Day Day
1 2 3 4 5 6 7
tttt ottt
BERS KEERS 7B/B)
iSiE
F9E+S.D.

BERA VN 5sRUHE (B5ERD)
7HE (B5ERL. ®5%2. 4. 6. 9. 12, 16, 18, 20. 22, 24, 27, 33, 36. 48. 58. 72. 96HHR)

RERSHOEYENFE/I S KX —F (n=23)

Cmax (ng/mL) tma® (hr) AUC= (ng-hr/mL) tiz (hr)
3mg (EOiR5) 6.612.19 24.0 (9.0~27.2) 241+84.2 19.6+ 3.5
3mg (RIEHRS)? 11.8£3.95 | 12.0 (2.0~24.0) 230+78.2% 25.4+35
a:hIME (EFE). b:n=24. ¢ REFROKRS7HE. d: AUC, (REXRSFHDIFRSHERMDAUC)  FHIELSD.



3) BEMEICHITD
FEMENRE
(BSHT—%) ®

65 i Ll E o E 30 BUCAH 3mg 2 Bl (55 1 H) ROBAEREIRS (B6~12 H) L.
s8R R Y DR OHER [ S RE/ S T X — 5 % 18 ~ 45 ik O I wiinE 30 B &
e L 720

ZORER, FEE TIEIEE Y & B L T Cou LT AUC HZN N9 ~ 20% S ¥ 24 ~
34% B, t1213 27 ~58% MER L 720 Zds, Hib G AUC & S # G AUC @
/N IERATFIGE D X 100% 22 <\ 90% CT i 80 ~ 125% DHEIPANICH 7= b, »
FTHUZBWTOAFNOHEYBENO I G- OB R W EAVRIREN T,

EEENUIFEERECOTDEMERE/ISX—5

B[O SEF
Cmax tmaxa) AUC» ti2 CL/F CLr
(ng/mL) (hr) (ng-hr/mL) (hr) (mL/min) (mL/min)
SEnE 24.0
+ + b) + c) + b) + )
(h=30) 5.91x2.45 (12.0~24.1) 288t 114 32.416.75 207 £95.4 32.3xt13.0
JEEksE 24.0
+ + b) + b) + b) + c)
(h=230) 5.49+2.24 (9.0~24.1) 211x74.4% 1 20.9xt6.71 2721115 43.2%x15.4
a: HR{E (#FE). b:n=28. c:n=29 FfELS.D.
RIERSHF
Cmax. s tmax. ss?) AUC < t12 Clss/F CLr
(ng/mL) (hr) (ng-hr/mL) (hr) (mL/min) (mL/min)
S 24.0
+ + +7.86° + +
(n=26) 12.8£3.79 (4.0~24.1) 249+72.0 | 36.4t7.86 217615 | 32.6X£12.7
IFEE 22.0
+ + + + +
(h=28) 10.7x£3.34 (2.0~24.1) 199540 | 284%5.12 270x75.7 | 46.1x£15.9
a! PRME (#F). b n=25 EELS.D.

22



23

4)

EX s b

B

BE

[EEBEIC

H1F 2EYEE
(B85 7—5) ¥

WRERE R B ED 336 (FRREE 11 B, vhAREE 12 60 EEE 10 B1) (CAH] 3mg & HEIRRL
B5 L, 2SURY R OIMEEREEOHR K S BIRE S5 A — & 2R A 12 1 & Heig

at L7z,

ZORER ERRREREE B TR & I L T Cou LT AUCDHR, t, DIER,
CLr DT IR APRIER OB AFED 5720 BB tma (FEFRRD LN 5720

ERERERECOIBEEESHOMEFR/\UNRY RVREHE

14 4
12 A
10 A
M
4%
on
=
B
(ng/mL)

PEEE

RElEE

(n=12%)

-k EEEHEREES (h=10)
—o— BEBHERES (h=11)

BREA (n=12)

B (hr)

ESE+S.D.

* R E5%48KFRIFN=10

BEREERERECOIDIEYHE/(SAX—5

) Chmax tmax?) AUC i CL/F CLr
SR (ng/mL) (hr) (ng-hr/mL) (hr) (mL/min) (mL/min)
BERALA + 20.5 + + + +
(n=15) 2.63%1.61 (12.0~26.0) 114+£74.0 | 23.2+7.8 | 561225 |70.5£26.8
2E 24.0
BHEEREE | 4.20+2.39 ' 169+83.1 | 23.6+4.9 | 4331+400 |49.2+16.8
(n=11) (12.0~26.0)
TSE 24.0
BHEEEE | 6.6515.46 ' 416+444 | 402+£18.3 | 271+£253 |21.94+11.9?
(h=12) (12.0~28.0)
e 24.0
BHEEREE | 5.551+2.81 4294247 | 51.0£15.4 | 2171261 |12.9+9.64
(h=10) (16.0~26.0)
a:thRfE (#E). b:n=11 SEEELS.D.

A1) ARDERG [hEENOEEOBHREESEESE (JUFPFY - JUFPSVASomUSEE) ] Thd
E2) JUTPFZY - JUTP SV RZBHAEDIERE UCBE  (50mL/minl_E80mUL/minkid) . FERE (30mL/minkl E
50mL/minzkiE) ROEE (10mL/minkl E30mL/minzkiE) DBEpEEEERE



5) FFEEREIEEEE(C A5 R IF AR R R S BB 10 B (Child-Pugh A2 7 7 ~9) 128U XY F¥ 1mg GRA) %
B> 2 FYEE BRI S- Ly 780 K> OISR OIS L O BIRE S5 X — & & e 10 1%
(ESHT—5) HeBeE L 72,

ZORER, MAEH SR R GRILE) Tk, IFEREOME TICtE, RHERA & iR

LC Cons O AUC o TEZNZT 35% JLU 27% 6T L7245 Jefl & i e AL Cdb

720 k. HEEOFERERELZ B 2MEIE R IN TR,

FHEERRERE(CHIF RO SEOMERF) (UNY RREH#R

107 BEHA (EE) (=10)

—o— TR EEE (B (h=10)
REMA GERATEE) (n=10)

8 k- FFHEREEEE GHEATEE) (h=10)

i3
(ng/mL)

B (hr)

ESfE+/—S.D.

FHEERE R E(CHIT D EYENRE/ (S A —F

rigapn|  Cro tmax® AUC- th2 CL/F CLr
Elz (ng/mL) (hr) (ng-hr/mL) (hr) (mL/min) | (mL/min)
@(;E?o))\ 7141228 0102 o) | 176+64.4 1236£36) 106£34.9 | 512134
f=E ¢%E
ﬁgﬂggb 457£1.05| 215%54 0) 1281425 26.5+6.4/143+43.47 |67.4 +34.0°
(n=10) ' '
%ﬁiﬁ%\ 181£029 ) 3352 o) | 468%87 — | 870%67.1 —
IEE .
EE | TEE
BIE | 1504032 (Oobono) [467£1269)  — |ssetoed|  —
(n=10) ' '

a: FR{E (#EE). b:n=9. c:n=8 FEHELS.D.
7E) Child-PughR 37707 ~9DE RN DHEE DT HEEESEE

(4) st R L

24



(5) B - HAEORE
1) BEORE? TEREREA 20 BIZAH] 3mg % Z2ERE R OV ERICH RO S- L, 23 X)) F oo
DR LV SEWENRE /X T A —F #ME L7z,

ZORER, ZBIEREREG & I L TREBZ S Tl Cha L AUC 32 NE 36 JLOY 37% 14

MU720 B0t B 12 ISEBIIRDO LN D072,

ZEEIFRUREEEIZSEOMER/ (UNY RVREH#E

107 —o—3mgB&ES (n=19~20)

3meZEfERHE S (n=18)

3
on

N
=

E
(ng/mL)

B (hr)

ESfE+/—S.D.

ZEERNURERRORSKOEMHE/ (S XA —F

Cmax tmaxa) ti2 AUC ©0-t z3) AUC»
(ng/mL) (hr) (hr) (ng-hr/mL) (ng-hr/mL)
BRES 22.0
+ + + +
(h=20) 5.49+4.59 (0.0~2447) 19.2+3.42| 167+135 1784148
ZERERFR S 24.0
+ + + +
(h=18) 3.81+2.24 (16.0~27.0) 20.1+£4.03| 117+£70.8 1241745
BRIR5/ZEE
RS (%) 135.58 N 137.11 136.52
(90% ClI) (100.06~183.70) (104.05~180.68) | (103.50~180.08)
(n=18)
a: hR{E (F0E) FEE+SD.

7E) AUC 0 RIQBIERE CTDAUC

4,

2) tHAED

A
o
I £

NaFbF v Lo b

T ERE R AN 931 60 B2 CYP2D6 BAEER 2 A3 5730 15~ (20mg/H KAEHS) & AH
(B3mg Bz 5) ALz ZOEMBRE T L2E 2 A, AH 3mg O HAIFF 8 5
LHIRLT, 2udtF B SR AA D AUC ol 1648% HEMILy Cuax LN AUC gy T
ZFINFIN922%. 14.66% DO¥EINAFED SL72AS, WERINCHIEE 725 X9 REEINTE R h -7z
Z &6, CYP2D6 FHEHIBEHIRFIC B 2 A HK| O Fa il filidn e nwe £z bz,




(6) BEE (KE2L—
3Y) BflcEDY
B LT SRR BAE
EHER(E RN
wHF—5)

1) ARMERE

2) HAMERA

. LR
INSX—=%

W) avIN— XU b
EF)

(2) RILRETEL

@NAFTPRAS

EVUT«
(BHT—%) ®

(4) HRERETEL

B)YIUTPSURA
GCBHNT—5) 19

(6) PTHEE Y

(7) MREEFHFER
(BHNT—%.

in vitro) 29

R A NTYLEDHF O

RN BEOBICHEIF A ISV AR—F —HEEHEZHETH ) AT A
(200mg % 1 H 2 M4 EAF (6mg HEPS) 2 L7 2 03 EEEZ BET L
728 T A, KHl 6mg & HMTHEREIITHRS Lzl LKL Ty Cuu #8953% L5 L.
AUC T 1025% A2 D SNzA5 b A D7) ABEHIC X ) 2o 3EH oY) H)
REICHEE 72D &9 et BR RITE W EATRENTZ,

PERIC L 0B H LHANTOWCE TV, Zeat (H LoiEss) ([C$ 25 7. A/
OHEBROT &,

BRI ER S LT F=r - ZUTSUARKANDZ )T 5 A LR EREE R &
DIRENTz TOMITHGET LZKT (NHL, 4E#G, 200, MWRRE) (SRR 2%
Cfé &VJ)O f:o

FATHERIE o7

TR L

HLMER R L

fERERE N 20 BINZ 7 O A F — N—I2THE L7z D03 RY K 1mg BRI 5200 5
AH 3mg (HE%Z lmg & L THBEAL) DML F T XL S5EY 5 4 1% 27.69%
(90% CI : 23.38 ~ 32.80%) T -7

AR L

FERE A AH] 3mg i 6mg 2RI G- L2 EORNTOEE 7 )T T v Al 272 ~
561mL/73CTHh -7z

TR 12 BICAH] 3mg 2 HIn# 5 L7c & EO5MER (Vz) 1£1,045 = 374L TH - 72,

R AT 5 FIOIMAEIZ MC- 731) R R > 50 ~ 250ng/mL 2l L7z& &, PN T
W5E L7\ AR & 31 732% T\ 50 ~ 250ng/mL DiEHHTIZIZ—EThH o7,

26



3. MRUR

4. 5

(1) I3 — ARiBSFI
Ba e

(2) Mm% —AREERIPFT
BB

(3) At~ DBITIE
(BE : UANURY,
BHT—5) 2

(4) BER~DBITIE

(6) ZDfth DB~ D
BT

27

RERAE - AL
BATRVE L

<BH:Fv >

M Wistar 7 v b (A6 v b) 121C-73) X1 K2 0.63mg/kg & HEHRELIRG- L& &,
FUFRP B BB X% 572 20 ~ 60 43T Conax VW23 L 720 SRR BB B2 I RET IR, /MBS ROV
fECwE <y M B BB L O TR > 72e F 72, FRRPURCETREIE B2 13 a5 et
REIRIE L IZITFAT L TRA L G L 72w S ofiliRICB W TR TIERRO b Nk o7z,
F72. M Long Evans 7 v b (Ft5 v b) 12 UC- /%) XY K ¥ 063mg/kg % HRIF PRS-
L7z & &, A ARk P RO RE IR L LS He~IRER S OV 1 52 R PRI TU RERE BE DI A 2SI AE L 72

A JCHE B 16 B 8 X)) K U45EE 3mg (6 1), 9mg (4 1) KO 15meg (3#1) %

BRI G- Ly BNIC B 5 K783 ¥ Dy ZBEEEAERIZOWT PET MARISTHGT L 72

LZAh, ZHRITHEBIMEA AT 5 I MRS NTz. Lz T I — BbBE M % 8

T 5T EPIREENT,

) ABIDOMERBEICKH UTEREINTLDAERURAZEIF B, WACE/NNUXY R ELTemg Z 1 H
1 EEBRICEROKRST D, BB, Fin, FERICED 1 B 12mg ZBABVEE CEEENT N, BEEF 5 HE
M EDEREZSHIFC1HEE LT 3mg FDIT5EL.] THd.

<B%:7v +>2

B Wistar 7 v MZ3H- 780X R 002mg/kg = HEEZ FHRYS- L7z &, o b= 5-HTn

ZHEERBE IV Dy ZBEEBPZ LT TH LRI BIT 2 73) XY R 2D Cpax 13

0.749ng/g TH o 72h TNHDZEMRITE AZZHIAZE R OSGFRITBIT 5 Con 1 ZENEN

250, 269ng/g & ED o7,

AR L

<BE Y ARY FUBHL 59 b >D

RS v b (4% 18 HH) 2 MC- ) A1) KU % 1.25mg/kg DR CHERROKRG Lz & &,
Ja R O A DA REOBATERIE, TN HEGHETRED 1% KiiTh o720 L7z25> T,
)R Ry aEE) AR FVHRIEEWIED T TH 2 L ODORIBITBITT 5 L g
n7z.

21 1% D BUAREBE A VB HTE DS RER IZHERDEAL L 7272001 AR F U BHI ORI
RBMG L 720 ) ARY KV 8H 6mg/H F TR 1 EMBBOR T TR0 2x1) F
RO R R UgERE L7zE A, AITHrs Y AR R RO RY KU DK 4798
Bt E M7z AUC) - o TOFLIF / M4EIZ, ) AR KT 042, 78 R KTl 024
ThH-o72,

A) URNRY RVREIOENTEBINTVDMREXR EMRIE THMEKRBE. NEHOBAANRT NS LEICHDS S
REE] THD,

N ER R L

AR L



5. 1-%;%1 25), 26)

(1) SR U
{XEHZER (in vitro)

2) (XHICRA5T 3
B (CYP450 %)
DHFIE (in vitro) 2

(3) YIEE:EZNRD
BENUZOEIS

IR RO FEE R ARHRER L. B N T VR vk, BB 0 KER1L.
- FEFIHEOT NI —VEHAKFEARLIRY AL VEFF = VEOHETH - 72,

M7 0y — 2% 7z in vitro FRERE YD 73U RY B OAEHNZIE CYP2D6 KUY CYP3A4 7%
BIG- LT 5 2 EAVRIRE NS, IFTORERIZE - L HEE S,

KUY R OEEEHIER

—0

NYZAVFTYV—)UR
\Q\)‘ji\, W\@\ D

0 o o
N
o N)I\, %
N F

OH & 9 oH K 10
AEIRTUIRDKEL( L AEEETCER DKL \
- N%i%v#ﬂj—w% . o o
DR N /
OH | | OH
sy R 11
73— ) o
BrKER1E \ﬁ?fbﬂ’\]N»H%?)b#)Mt l JILo O BRE
o Gluc
OH
choetd, ohor TQ“I” g,
o OH
9 12 LE 1 & 16

S5umol/L @ MC-,81) X)) F &, kb b CYP4 7 (CYPLA2, CYP2A6. CYP2C9,
CYP2C19. CYP2D6. CYP3A4 i CYP3A5) 382371y —2 (100 pmol CYP/mL)

EEDBITI20 77 A Y Fax=a Lzl h, YR R UIE CYP2D6 LU CYP3A4 12
Lo ThFPITRH SN Mo CYP 75 TIEAHM OLRIZRRD b e dp o 720

Bk CYP FREDINURY RIACESEME (in vitro)

CYPHFi& XEEEM (pmol/min/nmol CYP)
1A2 —
2A6 —
2C9 —

2C19 —
2D6 0.107
3A4 0.084
3A5 _

HMER L

<BESW®

fRE R 20 $12

R RY K Img GEAD ZREOEG L7z L ORI+ 7 N1 7
EN T A1 10611% Th-o7/zZ Eh b, 2SR B ASHBGEERZ T L A EZT R
ZEAUREE NIz,

28



(4) (XHEHDEED
BERULEE
(BN F—%) 29

(5) JEMHHEM DRE
SRS X—5

6. HEftt
(1) BERBRIIR UHRES 27

(2) ettt »

(3) HEiMttiEREE

7. BEIC K DIRER

29

R (BEIN) 5B UC- 28 ) F ¥ 1mg (A ZHERG L& 20547 H
ECTORPROFEAIZB T 2 2 WE L 720

“C- JNUARD RV 1mg ZBEHEORS Ulc EEDRPRUEEHRORBY TOT 7 1)L

RS FREPEEIEEE (%)
REALE 59.4+7.12
EAERIN-FR 7 )L+ )AL (X&) 4.55+1.42
REIRTVIRODKEAL ((X319)? 3.75+1.42
7L 3—)UBEKERIE (K3 12)°) 2.74+1.66

RUZAVFHY—) VB0 (K#HH11)0 —
+AEEREDKE(\L ((CH10)9 —

+J)Lo0VEEas (REY16) 4,06%+1.03
RN USEHFEGE | 85%7HF T (85%0~1680) FSfELS.D.
a ' n=3 (extensive metabolizerd+ CiRH). b n=4, ¢ EERTODHETE n=>5

HPDIEMEFARET L TLEL

AR L

PR R OV 3

TEHER A AA 3mg (24 B1) KO 6mg (23 61) ZHEREIIRG Lok &, $5-% 48 R
T TIRANCHRM SN 7ZARZALRIEE G2 D 943% KT 9.15% TH -7z

<HRTF— >
BEHEA (SHELA) 5812 MC- 80 1) K2 Img GIEAD) A HEHES L7k X, 8557 1
FCUTHE S HUTHED T96% ASRANC, 114% S Arin PRl 72, SRR S 7R 2k ik
1358 D 594% TH o7,

MR L

BRI L



V. Z2% (ERLOZFEESE) (CRIDIEH

i

ERNBLEZDIEH

. RRAB L ZDEH

N
3

3. FHENIFRHR(CBIE
I3 EFEEZDERA

4. FiERU HAECELE
92 EFEEZDERA

MEINTVWARN

2. 22 (ROBEICFESLEWVTE)

21 FHEREOBE EERELZ B2 BENMNH 5]

2.2 7NV EY — VIR EARSE O AR RIHIR OB NS H B BE [
HERASHER S NG 2 L5d 5]

23 7TRLF) V&G HOEE (TRLFIVVZTF 74 5%F Y —0fEBH L
VBRI B B IR D U XmEREN AT 25625 <) (101 ]

2.4 RHIOWAH KO A1) K K LBBIE DB D H 5 B

25 PEENSEEOTRERERYE (FLT7F=V - 20T F A 50mL/5 A
[92.1. 166.1 ]

(fi#358)

21 RENOH T HHREARIIGHIERNC X ). FEEREL B S5 REED D 570, il
WEOBH BT, RAZHEG LEnwILE L,

22 =Y AIBWT, AFUNVE Y =)V THFE LRI LT AR OBULEDN TH 5
AR R Y Img/kg (B 5:) DL ECTIHREREFIOERDST2D Sz 2, 4 B pkEess
DRI ARRINEIREICH 5 BEICB W TR, AFZHRE LWL E L

23 7RV F) v O % il SEIMEDMK T 320 MEAH 5720, 7 RKLF) r&2ixh
FOBRFICBWTIE, AHZHRG LI e e Lz, B, Pk 29 4EFE4E 12 m3EH -
A RREEREMSEREN KPR EEFRRER BT, 7 FLFY v & a
YER %A PR E O IOV T, EHFRWICMER TR 2B8E10H 5
bOD, TF7145F v —3FIEMRIRBICELWHEMEN D ). Rl 2B ALE & LT
T RLF) ARG PRBEEINLIEND, TF 74 5% —RBERICEREORALBTRED
ZARICH A TE BB TIZBWTT FLF) Y 2T 81k, VAZZEELTD
ARTE A LB SNz, (W7, MEEH )

24 REJ O AR K ¥ OBSHR UBHBUEDBEAE D H 5 BEIZBWTIE, AFOxRS
V2 &0 EEUE 2 R 2 S RENEA D B o

25 WA MO EEOBEEEERE (FLT7F=r - 2) 75 A (LUF. CLe) 30mL/
5 DLk 50mL/ 43 A 0 . J O 30mL/ 43 A D E) 2B TAF OBE TR AEE & %
HZETHELAIREWMETD) A7 %2 T 572012, TNHDBFITIAAZRG Ui
wZ kL7,

EENTVZRW

Re

7. BERUBECEET DEE

7.1 BREEERREREER S (VLT F =2 - 2 Y T T~ A 50mL/% L E 80mL/ 4 ki)
ik THHEE L T3mg 2 5BB L. 1 HHEIZ6mg 2R W &, [922,
98, 166.1 ZM]

7.2 RFNIY AR FrOEHAHEHTH Y. V) ARY) R eI X ) EH A
WTLBENDDH L0, KHNE ) AR N 2GRS LHEOEA L oI, #
FarZk,

7.3 RAOF G-I E KR E 25 &L 9 BB T LITHBEICBIL L 22355 5
ZE,
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5. BEREARIERE

31

ZDIEH

(Fp0)
71 REREN 12 ) & ERRRERE T 35 B (BERE 12 6 (CLcr 50mL/ 23k b 80mL/ 73 i) |

hEEE 12 81 (CLer 30mL/%3 L & 50mL/ %5 Aiii) K OVEEJE 11 51 (CLer 30mL/ 25 A i) )
WX LT IEE M X D ARH) Smg & FIZRIE R BRI G Ls AR, B R
BT, AR EEE AR AR I L OV E AR BT O Coax 13 EFRATEL R TEN
ZhA 1615, 25 R UN 21 5 B L. AUC 32N 21 15 5. 2.8 15 K& 0F 34 153800
L7279

DX, B EZ AT 5 AR EZ AR 25 L6, PRltASEE Uil
BB RE NS A EEZONL I LS, BB EOEEE 120 U TGN
RORESHEO#PHE ZETH2LENH D & L7,

F 7z FRORE & 20T EAEE R O B AR RERE B O R IR B B g ) XY
FYRELZMEE L A, BEBRER EMIC 3mg ik 6mg 245 L7 & EOBEHE
i, B AT 6mg it 12mg EHBETH L 2 &, PEEBREREEMNIC 3me %
FhL7c e EOBEGERE, RERARE 12mg OBEEE & FFREICR S 2 &, HEEKRE
BEERELC 3mg 2P L7z & X OBRFERISMHER AR 12mg OBEF R & LT, % 20%
Bl b DRI NT,

COHEEE & BT, BB AR E B BT A G 3me. RS HEIZ 6mg & L
7o AR S EEERRER ERF BV TIIRE RS BB E 25 2 L THEL B RENE
WTH) A2 %ZE L, 2k Lz, (M2 H2NELZOHE SHK)

72 AFNG) 2 B OWEHAH W TH Y. VAR R EOGIC X D EHA R 2

BENDH D120, E LTz B, FAEESH (FRRE) OB AR Sk R
EZBWTIICHNT 5 2 LIRSS, HEICBIRL2POMHT 2 Lo

7.3 ARANIEHF 6mg & 1 H 1S5 TH Y, BFOER, FERICE>TIH 12mg $TD

FEPHCHIE TSN, BFEICHEICBIR L 205, HEMHZ1T) 2 &

8. EELEAXNER

8.1 HeH-AIM, PG, BRI a SRR E NS D CRENVPHRILEA S 5
bbb Z EDHHOT, KRILEDND S bR LIRS, B RLEXITH 2 &,
[11. ZHE]

8.2 M. RS - By - AHEEIREI SO TR 22 9B 5D T, KA
Horh o BFHIE AB OB ERA ) M OBIEICEF S LV EH)ERT S
ek,

8.3 B, #HAVE WESOBRMEIRE BAL IS 2 WHEMED D 5 O THIS Z +5m4T
WV TSR SN A IO BRI ) B2 D % L) R LiE R 4T S Lo

8.4 AFOFGIZX Y, B RHE RGO EALD B Hbi, BRI b7V F—
A, BERFUESIECES 2 0B 50T, KA GHI, 118, £k, ZIR. SR
HEOIEROFEHUCTIETE T 5 & & IS, FRHERE T F OMAED 5 Wi OfEkk
WrEATHEECOOTIE, MEEONESEOBIEZ 51217 2 &o [86.
916, 11.1.9 28]

8.5 MKIFED D S b b 2 EHDH DO T, RAFLG-HIE, B, BB, &IF. IRk,
IR, AR E S ORI T 5 & & b2, MEEOE S0 %+ 5
2479 2 & [86. 11.1.10 2]

8.6 RANDFGIZE L, o0 Ld it 84 KU 85 ORIEAN BT 26035 5
Zix, BEARVCZORBEICHICHBAL, SIEER (0%, 28k ZR. S8R
85). ARMURERER (B &, PR it IRk, IR, EERRES) (R L.
SO L) BRIERDD S bONILEIE, BEHICEGZHRL, EMioBstzits
IHfETHZ L, [84. 85, 916, 1119, 11.1.10 ]




6. HEDERZRI D
BECHTIER
(1) SHHE - BMEEED
HDEE

(fi#35)

81 AFNL a ZIEAFERER 28 LCTHB Y, EIMKINE, MERTORIERZ D b
TWb7zoE L7,

82 AHIDSHRMRIFEIER 2 G T 52 e Hi%E L7z AAOBILEMTH LY AR K
¥ BH) O FALFEAN O LB R MR L 72 E oS Tl R A & R TRA R R
FHIZBWC, WrsEE RE) (B, RN, DOSKER, REEERET)) O T30 5
n7z,.

83 AFNOPULEWTH 5 ) AR NV EAOFEKRRERIZEB VT, BPRS (Brief Psychiatric
Rating Scale) HHRBIERTT— 7T T8 ], [FHARML [HE] oEBEMUOEA & HAX
THEALR D T D 12720 Lz,

84, 86 MRMHXNIZDOMARDO D 5 H. H5HVIIHERIFORKIERE, B, BiGEo
PERBOMERE T %243 5 BB L CE, HRBOGEKRETOFEIIx2b LT, K
#2859 ABIIIRRE O HRAEIR (K8, £k, HURS) RIMBEEICEEL. 5
PLOBERTZORIEIH L TCIO L) ZREIEAPBET 256055 2 L 23T
HZlo T HRIERDZD SbNEEIIE. BEHIckG 2Rl EHiosgz 2
JAEHIciRETLZE, (W8 RIMEH ZH)

85, 86 AAZ G I AP AREICB VT, JILHESHRE I N TV D, FRAORE
INAVER IR SR ER B NN T R IS BV CHDRIMBEDTTRD SN TV B T e nbRE Lz, &K
#2259 BRI E R (BT, BEk. @ir. R, R, ZEEES) 2
MPEEICHE L. DO LOBERPEORKEIIHLTIOL) REWEHPRIAT 25
ERHHTLEHEMTL L, T BRERDSD ObNEEICIE, BEEIcHkS 2
WL, BREOBZREZZT5E9ICBETLZ L, (M8 FIEH ZH)

9.1 GIHE - BIEIEEDH D EE
9.1.1 i - MERKER., EIME. XEZNSOEELDH D EE
—WEOMERET2H HbNEZ LD 5,
9.1.2 FEIRDEIEEDH HEE. X QT EREREBDEE
QT PSERT A RN D %,
9.1.3 N—F VYV URRIE L E—IVFBIERAIED S 2 BE
EVEEEREAR ) R 2 be T2, HEARIMEREROEALIMA T, 58l =
WL OV DT R & PR IR B E OREIRDSE BT A B2 sd 5. [11.11
Z ]
9.1.4 TAHAFDOEENKRENIETNSOEHMEEDSH DEE
FAREZ KT X2 BT H b,
9.1.5 BREROBENUBERIEZETHEE
FEIRZ AL X ¢ B BZNH D b,
9.1.6 HERHENEZDEIEEDH D EE. HHVIHERFROKERE. SIMFE. ALE
ZEORERROBIREFZE T2 EE
MPEEAS LA 22 DB 5o [84. 86, 11.1.9 BHH]
9.1.7 fiiK - RETRIREBEZH S BFNERDS S EE
EHFEGEREAYE 2 ) 23w, [11.11 2]
9.1.8 TENAAE. RHAEAIR. BEFE. BKIREEZDESE
PURE MRS IS BT ITZEARIE,  FIR IR E 55 O AR ZEAIE 25 ST B,
[11.1.12 1]
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(2) BHEEEERE

9.1.9 BEFHEEREDSDEE
FANIHALENTIZE A LER L 2WEHITH D o> OROS AL LD |
FRCHSERHE SN TV 5, [143 ]

(f#358)

9.1.1 AHNL a RIEAFCEREH 24 LB, MFERETARHT 20 H0E»DH 5.

9.1.2 PUkiMRE DI ST, QT ERFOLEHNEENHOONLIEDNH L, ZOLH %
DERMZECIE. JUBARED L OF =D VERER. BRSO, DR~ DB
e BE 2 ORI S- LTw 5,

913 RHDAET S K83 VEPUEMICE D, EBYEFEREIRE ) R R 2R H D .
F 7o, HEARAMVEREIR 2 A S PUR RSB OO (BEEL. ERR L RV, B 2R
AR EHEDIER) 2B S ENEYDH 5,

9.14 BB BV TARFOBULEW TH ) AR KU TERBO LN 7205 fho
VRS (7 Fa 72 /) VR, 72/ F TR AV IRVINVHKR, RUATIF
R PEREEAK TSI 2 ERE L,

915 MALTEZABROGHRIESEHVIEBTH LI EIZLLAMSNTEY, T 1950 4EL
DSBS AR ARED LA, HRATHRESN TS 2, LarL, AR
FRERE O AR IEED A TFARE R b DA% < MR & OB 7 BE M % 40
HTLHIERITEAEARTEEE SN TV D,

KA TOARAOENEERRBRICB VTR, AREEF S E LT, BR8N, A8,
MARIIEDEAL (AR Zhzn 1 s shTwb,

F 7o ARNOBULEM TH S, 1) AR R BANIB W THRBEERER2HE SN TBD.,
A& OREBRIEHEIC IR > TRV, AR O BRI T 2 ik z %
B b, REVEMREE OO EERRE L Twb,

9.1.6 AHIOPEGIT L0 B MR B R OEAL DD S b, BERWETr b7 b= 2, B
PRIGVEASHE L > 7HEBIATEA M BV TG SN TV B 72O L Twb, (W5 &
BRIEARNER L ZOBE, RO, W8, BIfEH ZH)

9.1.7 B OVRABA LIRREE 2 1 5 FARN SRR IE. EBHEERSIEOGHRKN T THh 5
EEZLNT W5,

9.1.8 AHZ ZLHRAIHIICB W T, IigEtehe, SRR S O ke Z A A S ST
Who REDOFEGHI KOG HhiE. AERE. RIIBUR, MW, BAKIRES o fabkk-1-
RRERT AL, (M8 BIEH ZW)

919 AFNL, HILETIILALERLRVEATH S, /2. o OROS® #A| D512
L0, FCHEERISH]E SN TW5,

9.2 BiEERERE
9.21 FEED SERDBHERESEE
VT F =207 T v A S0mL/ A O E R E R G Lenw T &
AH Ol HRIE UM EEA LA B B hDH Bo [25, 1661 ]
9.22 BEOEBRAEREEEE

AHNOPEMASEIE LI R ED ER$ 58200 b [71, 1661 2]

(fi#358)

921 [I2. #2HEEZOHE] @ 25 OB

922 NEINOBEEEEDD 5 BEHE KA ZRSG Lz &, PO E KO AUC O
KHBRBDOLNTZY, (M4 FERCHECHET 23EREZ0OHE &)



(3) FraEEERE

(4) EIEREZRI 2E

(5) 414w

(6) =7

9.3 FrikeEEEEE
PR EZE LS 2 BENDH 5. [1115 ]

(fiFae)
ARHANORFACHEEE S L AT DT 27225, EWERRERIC B W TR S0 f E5
EVMEEINTVBLI END, [EEERL TV,

EENTWVRW

e

9.5 1FiF
TR SRR L TV A TR D & 5 L3, B LB a2 Lm s &
MBS NDGE ORI GT 2 2 Lo RBINCHUS MBI G- ST B 54,
PrA LR S, BUR, PRI, Rk, FERIRACT. BhEOE S o B BLE R R
FEARIBIEIRD D o NIz DHEDD 5,

(f#358)
<R~ 0¥5- >
B (5 v b, 79F) TEAKNS X HAREICA$ 252, IBIEHEE R AT
FFRD 5N TWR 3 23, R HIC B W TEPNAE S IR B0 5 6 HRER D 72 £
REVEIHETL L T, F72, KAIOBALEW TH 28100 AR F 2 BH LI ARH] %
5 L72&7136 (FuAXRZT 475166, L INaAXRZ T 47197 ) (2B 28R
Je OB A ORI B9 5 KBUBRAS . ARG, TR, RIBOMSEEE AL
R L THWIML 2o 7228, #HIRES 3 = RHlow 560 C, HA il w THRGBEED
HEARIMRAEIR DS A S 72 & DRGNS B 3,
@ Lk (B% 1 ) AXRY) KU, T —%) 9
YE T 7684 BIDBFIZBITH ) AR FrOReEE2HE LTB 0. 9 FloiES]
PPEE SN TV L, 209 b, 7THOFHAERIHAEL TWEA, BREREOMREIE AR
Nl

9.6 1ZFLIE
EEEOEFM R CBIRBEOREEZZE L, B UTh L2 HE 5 2
Eo B NTHUABITVRD LN T WS 2,

(fR)
<FZFIm~o¥e >
BT OAE B F T BT, RFIOBULEM TH 5 1) AR R BAFIOHEGI2LD
XY RY R DOHAANNOBRITVRD LN T AT, I H ok NSRG53 555121,
EAEHIESE 5,
QL DRI (B ) AR Py, WihF—%) @
21 i D BB A P B E A R IEIRASEAL L 727200 Abe L7232 5L % il
L. &0 AR F U BAIORS- Z2FIG L7z, 6mg/H F THERZ 1 ERBEOR S TR
D) AR FYRUNRYRY) FAREEZNEL-EZA, Filhhro) AR Ky
BOSY XY F YD & DB S N7z, AUCo TO / M-I, U ARY FoT
042, 78 XY K Tid 024 Tho7zo

E) UANRU RVEFEIOERNTERBSN TV MAERIFIRIF [HEREE. NBRADBERARANS b3 LEICH
SHRAME] THD.
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(8) S

7. t8E{FA

() HARREZD
EH
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9.7 INRZE
12 AW O/NBEZ IR E LRI FEREL Tz,

(Fp)
AFNZ EINIZBW TR 2 MR 20 <. REMDHEL L TV,

9.8 SnE
I1HEL L T3mg 26T 5% L, BEDREBLZHE LAV OMEEIIRSGTAZ
Lo —RISEENE TIREHREIMET L T AWREEN D 5, T2, BHEREREL A
T2 EHE TSP REN LA L, FRIPERET 522055, [71. 1663

Z ]

(fpat)
EIHZ BT, 65 R LD s O A R HE LA (SAH 30 6. 9 KT 12mg/H O ZEH
ARG L2E & BRWICERDY D HIEREH LR LIz, BEMERCAEEITRIFT,
RO A RIHEEZ IZB T 2 AR ORENET a7 7 4 ik, RS TG S Nzbo
LI THo 7Y
LAL%A 5, Himd Tl —BRINCERESFOR T 5N, BIEZH 5bhed
BB ENEZLNL,

101 HAZER (HALBEWT L)

R 2E REREEIR - BB GE R - ERRF
7 RRUFUY 7 RUFUVDERZEEE | 7 RUFUIEFY RUFUME
(FPFI745FV—DRER|E. MEBTZRIT | #ta. BEERORERITHD.
BB, YIFEREECDIT | Z&EHDD. AED a ZEEEMERICKD
22 EMED U < |FMEZER B ZARARBIEROMBEIEIED.
BERT DHEERR) MMERE MEADIEEEIND.
MAZY
[2.350]

(i)
<T7TFLFJ¥>

KANZ o LEARSEERNZH L TWAEI NS, TRLFI DL a LU BZEME
Wt LR T 2 REMRER 7 I Y BAN L B S % & a 22 AR5 F 25 3] &
HAXTHINE By ZAARRN AR AMERL & 72 5 2 L1 X 0 MEAME T3 2EH Oz s A SN 5
WREEASH B (7 FLF) U RR) . B, FIK 29 B4 12 MIdE S - A Rk KR
N R AL AR ARITB VT, 7RV v & o EWER 24 2 Puks
WHEOPEHIZ OV TIE, FEHEWICMER T2 BENDVH 0D, TFH745F
T HIC R RIS E L RS D O, MR REEE LTT FL ) VG0
EENDIEDNS, TFT745F Y —HEBICEEORLERBOZEICHXIE T & 24k
TIBWTT FLFY Y 2EHTHIEE, VA2 EEBLTCHHETE L LB SR,
AEAZEHT 256, TRLFD) ORBIEE LT B EAP RV afliid o7 =1
7Y VIR RO a fER L By ER COIDURETI3E8) A L B fERIEES W VT KLy »
FOHEANEZ BND,



Q) HAEEELZED
EH

10.2 HAESE (HAICERT D L)

EE|2E RREEIR - B A R - GRARTF
AR RIS B | BECERZEE T D E | AFIRU TN S DA DR @ IH1E
VL EY —)U| BpdDT. BETDHLEE | BlCcKD.
R EALE) BECKRS5TDHE,
RICZ g | BEICERZRESI I E | AEIF RIS VEMEREZELTVD T
D d. EDB. R U EFMHEERICHBWVNTE
BHOEIN T 2REMEN DD,
RS RIEEANERT D CEN | AR TN SDOEFDBREERICLD.
DB
7IL3—)L HEIEAZERT D& | 7ILI—)VIEFEaiiEEREE T 5.
HDd.
AT EBE R | REIDMAEEAMET IS | ABIDBEH, KBEZREL. RINEZET
[16.7.1=0&] CEDDD, SEDAEEMEN DD,
YAV w2 AEDMPEENR LRI | BFERA
[16.7.38H] ZEDDD,
QTERZRCT |QTERN D SONDBZ | QIERIEANIERIT DB ZNNDD.
ZERHBNTLY | NBYHD D,
DEHE
PRUFUVEE MEETNZRECICED | P RUFTUVET7Z RUFTUEEEa.
Bl ARERA Ddo BEBRKXDRHE THD., FxEDaZH
URAHA - HBERERICK D B ZEARIBIERANE
7 RUFUY fIEED,. MEETMERANEERINDS
ZNHed.

(fi358)
< FAKAREIA] NV ey — VR AR SS) >

2NV e — VR EAR S ORI E R 2 A T AR E oI X . HEICER %
WRT RN D B

SPARINE (/B

RIS EBDRIIAFI ORI L HPUT 2720, PRI & O MR 2 38553 % Wl et
H5bo
<PBEIESE>

AHNL o ZEEAFERTER 24 LI TER 2R3 2 &5, BEAIC X0 BEEER A
WsR T B RN D B o
<7Ia—iv>

TN T =) ROARFNZ AR EH 2 A5 2720, PERIC X 0 ARoiHiRe B 1 B 23
WER T B RENEDS D B0 BHIE U CTAFI GHOBZIIENESZ T LW EEZ 2z b5,
<HANNIEY V>

AN EE U1E (CYP3AL 2 &) USSR O P-gp FEMEHEARTH L ENT
B, AN EE Y EOFHIC L) AR DM FEDMRT T 2 W REVED D % 6

FR A S R I AU T BB 64 B A LN B v (400mg/H KAEHE ) & AH
(6mg/HKEHES) % 20 HEPHH L7z %, 7SR F YD Coax, KO AUC IEZZENZEN
375% K.UF 36.6% A L7 3,

1) ARIDERS NI HRG [HEKBE] THB.
<NV 7apgE>

BERIIABZZAS, V7 alE (RRERAD) & ARKIZ G L7z L 212, RFIOMARED
THAPRD LNz,
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. BIfER

(1) EXGTEHERE
FIHATEIR

BRSNS 24 BN v 7ol (FRECOESGH & LT 1000mg/ H ARG L AH] (12mg
H$zG) 2R L& N RY FYOD Cuux LT AUCITZENE I 515% K& O
51.8% B L 7= 3V,

Tz WA JIEE. U T B E SO & i S R 17 Bl S v 7ok (il
BHIE L T500 ~2000mg/ H U #E) EAF (12mg KAEHS) ZP ALz &, A
V7 TR OIEEREIZBEH O ELRRD S o725,

E) FEDOERSNISREX EMRIE [HERBE! THD.

11. EWER
ROBWERIN S b DI ENHEHDT, BIBREY 5TV, BEDHEDSNIGE
WG A kg A 4 S R EZT) 2 &, [81 2]

11.1 EXFEER

11.1.1 BEEREE GHEAW)
MEFHHRER, SR ORI, We T REE, HIR. MEOEE)., BHFEVHEIHL. Th
WCHIE M E RS ALN DT G2k L, KGH. Kok Eo sy
ML L HITHEYRERITH T Lo AIERIERFITIZ, HIMEROBEIRIME CK O
ERABASNDZENEL, T2 IFT70E VREE)BEREOKRTAASR
LIlWDHbe B, BEDHRR L. EakkiE, IR, EERER. BiAER,
BVRBEENERBITL, T LI EDDH 5L, (913, 917 &)

11.1.2 BREEIRAFRIT GHEAH)
FEIB51C X0, OFFSOARMEES D Sbh, #5HhIEBbERTLZ &
235,

11.1.3 FREMEA LV ORX GHEARH)
W R (CERROAIE, G - W, 2B L WERS, ISR OIS B 5 W I ilie M O
WD 9 S HFEOREIR) 2R L. HREEA LY ACBITT5ZE0H 5D T,
PHE WD H & b7, &G 2k 5 %2 EEb L UEEZITH) 2 L, &
B, KHNIEER (4 X) CTHILERZ AT 52 L0, Bl - M2 A< g
AT HWRENERDHLOTHEET LI &,

11.1.4 BAIRKTIVE VY FES D WIEIREE (SIADH) (HEAH)
K MU AdE, GREEMGE, Ry Y 7 APEE OB, SRR, R
TRk S A A ) PURIR A VT VAN A IEERE (SIADH) 2 bbb Z
LB 5o

11.1.5 FHEREREE (4.2%). &E (BEARH)
AST, ALT. y -GTP & E5-45 %89 IS RERE . D S DML LB %,
[93 2]

11.1.6 1ERERIARAE CHEEAH)
e, B CK Bk, M R ORP I 4 7 a ey LA 2R L 3 280000
RUFRED S HDONDL I LD D, Fz. BBUHEIEIC X 2 S B REOFIEIC
FETAHI L,

11.1.7 TEHR (0.6%)
LERRE, OEEMAMGESE?D S b D 2 DD b,

11.1.8 RNMEREE (HEAW)




11.1.9 BIMYE (1.3%). BRFET b7V R—=V R, FERFBESIE (BEAH)

o LB 2 W PRI D FEAL D33 & b, BERIEEE T b7 ¥ = AL BRI R R 2
FLIENDHHOT, KEFRG I, 8. £k, 2R, HIRSFOREIROFEIHIC
HETAHLEHIC, MBEHOWMEZIT) & & T RBlgziTv. RESRDON
WA, B APIEL. A4 YA VKO GS MY R E R TS 2k,
[84. 86. 9.1.6 ZH]

11.1.10 {EIFE (0.3%)
B, PR, WIF. IR, MEIR. IR ESE OB IR 23720 S 26
WiE, G ARTIE L#EY R REX1T) 2, [85. 86 BH]

11.1.11 SEFRNERNE (GHEEAW) . BmERES (0.3%)

11.1.12 FHEIRAE. REPERRIIISAE (BHPEAW)
FiZEReAE, FRIR AR 35 0 AR ZERRE DS ST W Ao T, BB, M,
DY, RIS LN AICIE, 52 kT 5 4 Y 2 0E %2479
Z&, [918 5]

11.1.13 FHEHEE CHEA)
a SSEANFRE W E 36D {FReRhIED S L b b 2 L 05H 5.

(fi#358)

1111 EMEERERE & 1L, PUksmsede Gz, O%2 B8CTLLL), @3F L\ ilsahl, HeT
R5E 7 EOHARI SRR, OMBMER, OFIF. Bk & o AECREIR2SHBI L,
e & RO B L RIVEHTH 50 FEBURFIIAHZAS, B33 V24 ARE TG
GABA RZMH, B8 - J)V7 KL F Y UARYHEIH, K83 Y - ka b= VA
TR EDE Z BN TV D,

HHE BEREF ORGSR, i, SH o, IS S o3, HiliEsE (5
viralby) R, RIVEHE (Taxss)7F ., TRVIVVE) ORS VAT
Hbo

1112 BRI AF A DT L3, PumE o RIS HIC8BIT 5 F & LCHIEPA - 3
HOREAREE TH 5o ERE LTI, O CH CEE, FoOEEHES), HHH
FENHY., oM, MEAARBICHEERN - 77 N —EHREEEETLLZ D S,
FEBIBE L, PURBARIRIC X 2 P8 V2B RO BWLERNIC X 0 A U 2 2B o# i
HEIZEBHDEEZLNT WA,
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RPE N O BT RAE 12 3.8 IRAFRI— 3 1.0
SIRFERN 5 1.6 EENEIE 1 0.3
IEEDN 1 0.3 IN—FVY=ZZ L 10 3.2
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Fifisk 2 0.6 R 5 1.6
FERRRH 1 0.7 JARZ— 4 1.3
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1. ZEIPEAER
(1) EXHZIBER

(2) BIIRHIZIEGER

(3) BEMEIEHER
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[VL BR3P 3 23HH | 2

MR L
HERIEE 4 (n) B52 (1Ri) ER
— BN Zwhk(3) 40mg/kg C|/yg. WYLV TV—. BHERET (3/361)
TEN T TR0 (REREMA)
BT F IR SEIET (3/341)
ARER 0 - 3/3%1
lCRIFTTEES | hNERGEA 0.03~10umol/L | - k73] (ICso=1.18+0.06 mol/L)
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IESR-7- 32 TIVF TR | (in vitro)
WEEILEY S | 0.01~10umol/L | - 1umol/LI_FTAPDDIER
RNl (in vitro)
BHOUF 0.1~3umol/L -1umol/LLL_FTAPD. ERPRURTDIER
TIVFTHERHE | (in vitro) - 3umol/LCEADFIR (1HZC0/10%ll. 0.2HZC
2/1041))
BHEILEYE | 1~10umol/L -1 umol/LLL_ETEEREDIR T
HILE (6) (in vitro)
BHOUF 0.1~10umol/L | - 1mol/LEA_ETAPDeo Kz TriangulationDFE
S5 RILT | (invitro) =
IMER (5) - 3umol/LLL_ECAPDDARZE DN,
EADFEIR (1/5f1)
- 3Umol/LTTdPHYREIRUTE (1/561) B
10mol/LTIEHH5NT
= EILEVH 0.08. 0.16, -0.08mg/kg A ECHEMEDE T
T HIEM (FFED) (7) 49 | 0.32. 0.64. - 0.16~0.32mg/kg CIOIHEID NN,
1.25. 5mg/kg PQRERRDIEE
(B, 1507 | - 0.16mg/kgll ECQTRIRRD e
BORERS. | 0.32mg/kgll FCTREOEA LY
8 1] 5 8 745| 5mg/kgCSTDLER (/7))
mg/kg) - 0.32~0.64mg/kg CQRSEfEDE
- 0.64mg/kgA_ETQTCBREIFRMD 5 HE.
DRI (1/711)
0.16mg/keg/s - QRSAEIFEICE LU
(B#IRA. 300 | - iDEEODEN (3/741)
BHERS B8 | HIMEDEK T PQEREOER QTRY
584.8mg/ke) QTcBEfRDE . STOLER (1/741)
0.31mg/kg/7 - QRSHEIFRICE &R L
(BEIR. 600 | - DIRBODIEN. FHMEDE . PQ. QT
BFimiRs, K% ROQTcBEMRDIENME
5&18.6mg/kg)

APD : JEENEEAIFFHIAFR (action potential duration). ERP : BRI (effective refractory period). RT : jEEIEE(I[]
1885/ (recovery time of the action potential). EAD : R EJ%& B 1R (early afterdepolarizations). APDgo : JEB)EE I N
60%BN 18RI D F CTOF b E



(4) Z DOt DZIEHER

HERIEE g4 (n) B52 (Ri8) fER
DIIERIC | AX 0.08. - 0.08mg/kg TDVIAE. PQRE RS DS #E. M.
WIDIER | FRMREY (4) %9 | 0.31mg/ke HEREHNUOE2FMERTNTOET. PRP,
(Gm)] LV dP/dt max. LV dP/dt max/p R ODVIAEE D
=, g (1/4%41))

- 0.31mg/kg T VIR #. PQE BB D 43 #id. QTcB
BfEOIER. ME. SHERERN U EBMmERT
D& . PRP. LV dP/dt max. LV dP/dt max/p

NODREE0EM. ~2 (2/441)
) 46) 0.04. 0.08. - VWINOHESEICHBVTHQIBERAEIER S

(MY (7~8) | 0.16mg/kg/5>
Bk, 60 2™
FRs)

fehl. REREFHSCEN ofc

- 0.16mg/kg/DEECTHITO YT (1/8#)

IR | S b 25. 10, 20mg/ke
IRERAT | EHEY (8) | RO

- 2.5, 10mg/kg CIEILREIDIEN
- VWTNOEEECEVTH1oER S AL

J05 M>w b~ (5)
2 F /40

0.01, 0.06. 0.25.
1.0. 5.0mg/kg
(¢:dm))

- 0.01mg/kgl LT
CRATOSTFVREE | 425ng/mL

(5mgR5M0.565/%)

) X NS THIUME U R IR E 7L

BT L
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HERIEE Y (n) |52 (R | HE fER
BORS <R 0. 20. 40. | 148 |- /WY RV([CERY DIETIFERH SNIED DTz,
SRR | (MS=5) | 80mg/ke - BREHICRKREE CHEKRENFERE N U RE
(€m)) FEEORIBEINHERD SNeH. 20meg/kgBi TR
5%1HB. 40mg/kgEt CldR5%2HE. 80mg/kg
BTERS®%IHEICEE U,
- 80mg/kgBE ClF—BIE DA ERAN X URE - AN
il BERH 5N,
IS OBIEEE. M S BH80mg/keiB.
vk 0. 20. 40. | 14H |- 40mg/kgB D2 BN 5% 3 NU4 BEIC.
(MieE=25) | 80, 160, 80mg/kgBE D1 DR 5% 6HBI(C. Hf2HINE
320mg/kg 5#%3N%0U4HBIC. 160mg/kgEE D2 HINRS
(Gm)) #%5HEIC. MsFINRS%IAMNIC, 320mg/ks
BO2MIhNR 5% 24EBLIAICTETE U,
- DIFEETHER,. BB TNE. hyLUTV— HE
RIET. BB ERNMUOIREARD SN,
- 80mg/kg A = DEE DK U160mg/kg BE DIt T [
REEENRD SN EFEY TIFIRS%5H
PIRICEE LT,
- BRI Z(E. M40meg/ke, H8Omg/ke.
REELRS IR 0.0.63.25. | 318 |- JWURD RUITER T DIEL(FERH SNIED DT,
SMEEERY | (MEE10) | 10mg/ke/H - 0.63mg/kg/ BB CIFRS5HIH. 2.5mg/keg/BHEET
[€m)) (FRSYEHD S5/, 10mg/ke/BETIFIRS5H
B7zE L CEEENERD b1,
- DIREBFCREB NENRDH SN, HETHEREFRD.
It CHEENN A EBINITENRD 51N/,
- 2.5mg/kg/BHL_EDE DI TEARRIEDER D SN,
S 0.0.63.25. |38 |- JWURD RVISERT DIETIFERHHNED o,
(HiE=220) | 10mg/ke/H - TR E U TERNURIBE FEHAEH 5N, K’
#=0) BRI FIRE CIFILBRFREN OB,
M AETBER DR IEBRR. BILARES RIZEDRAE. 7R
618 | BEERRMEROEN (1omg/ke/BEDH) HER
HHNTc.
CMETOS I F HEQLFEHERDH SN .
A 0.0.31.1.25, | 318 | - JWURD RVICEERAYT DIETIFERH SNIED DTz,
(MrE=4) | 5Bmeg/ke/E - EISPTR & U TERRD RO 5N, RIBEMZ %
(€m)) B TIFMEAETEZR ORISR, FITROEERN
UTRIBBENFRIERDEINDERDH SN e,
AR ENivEn 3hB |- JNURD RY(SRERT DIET(FERH 5INEH DT,
(=4 | hTRIVD: - DIFEBTEBHDROHOSN. DBEHEETIEVT
0. 30. NOBWEEDIICBVTHFEHQICRIEDIERH
90mg/H ZBH5NT,
(#0) - BERA T EIVETIOABOEINN RS SNz,
ORI IRRE CIEVTNOHRERICBLTD
FARNTEI: I EETBER DR, BISIBRDIEF AN O TR EEE
90mg/H AFRIMERDIBINOERD Sz,
(®52BEKL
He0mg/H)
[€m))

F) HEREFEUIc AT 'L




(2) RS
558 20

(3) ZDfthDFFFS 1%
1) &7 iEEER

2) RPRRIE SR

3) IBIGE R °

4) SR

5) T DS

6) Hi AR IEEHER %) %)

7S ARYF 0, 016, 063 )T 25mg/kg/HEMEHET v MG L. B bie R OWIIIRE A
ZOWTHRGES LR, HEZ B\ TIRIBREN O BIIREO SN o720 MRS BT AR
DM, ZREFTOHRDIERBO LN, 25mg/kg TIIAERE M CALEREDYHA L 720
Y RY R0, 063 25 KT 10mg/kg/H%Z Z » b2, 0. 031, 1.25 X UF 5mg/kg/H %
THFHRG L I - BRSSOV TRE LR, EAEL BREL ARAIECER, A7
Jale gL FECHRIREL T, ARBECKLCREAREIISORBEEIROONT, #aE
TEDRBD LN o720

XYY R0, 008 031 fU¥1.25mg/kg/H%E 7 v MG L. HAHT RO AR OFEA:
AN RHADBRRRIC DWW TGS L 7R R IR O i § 2w Biddio sy, BEio
PR O RO FEF - J6E, HRREL. FERR ROV RIS B W TR b ko 72,

BT L
BT L

AAIFT T AW E TGRSR ER R 00~ K2 05 ~5000u g/plate) K< A
VY74 —<REr ON)RYFY 15 ~570ug/mL) ([2BWT, NG ROF I H 5§
2R R AZK BEIEFETERO SN o7z Ty MIRYXRY Y0, 25, 10 T 40mg/kg
ZHERRIRYS L/ MERBICB W T, 78X R X BRI SNk h o7

T b (BBEHEMER S BI) (228U XY K0, 063, 25 &0 10mg/kg/H % 4 M BAER
B b L7 Ic BV T WMo B3R EE & S ko TR ARAE D UR e 2R 2B
D ONL D570

XYY R AFRBEFINSE TN B 5RESRI O ) B REVEOMEREALE R B 05% %
R BRI E A X)X RO THY. /30X FARBEED 5]
FACF MR O A X (S HEHERES 3 61) % V72 2 JE M AR G- alER (X)) <) e
0.31 XU 1.25mg/kg/H) K OHIHE % H v 721805 28R A F Bk (V%) <) B2 10032 ~
100ug/plate) ZFhEL. HAMOEIRWE A OFHELFHIL 722 25, BitkWE A ITEKR$ 2
W72 OFRBIR O BURIRA TR a0 = — OO b e o720

<BE ) ARY KRBT 5054 R R E >

YA B ABAGRIEZE L . = X (18 » AM) KRU'7 v b (25 » AR 12V ARY R
063 ~ 10mg/kg/H Z R H S UNEE AR 2T L2 L 2A, FHEHAS FHILES
70T 7T AR ORI A ST H BRSNS 2 AR L72AS, TaT s F v
FARAF MR NE S D5 SR I TR A 2 2 RO B b o 72,
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1. RFEIXD CIE SNy 7 STNCE s -l /St 2OV IWE A NEQURT i k-]

2. BRI (S EARAR AN < 24 » 7
3. B - IRTFSRMG

S PRAF

4. ZFBRVL EDEER

(1) EE TORURWIC AFNTEEBIENC X 2B EIE S 27 2% FH L2 8HTH V. BIRIC X 0 2
oy B R 2T 2 RS D 5720, IRHERETPTP v — MR s 2 na . (K

7z PTP ¥ — b HMY ML —a LA 2 3T s 2 &),

(2) BRI DER

INBOFOIRP R CHTICRET S L

(VI Z4xth (R LRSS ICH32HE] 22HoZ L

(BESZICEEIRE
WBERIEE)
5. KERSRIFE B LR
6. B (4 > = 7%k 3mg) 100 %¢ [10 48 (PTP) x10]
(4 > = 7%k 6mg) 100 %E [10 48 (PTP) x10]
(4 > = %% 9mg) 100 §¢ [10 & (PTP) x10]
7. BEOME PTP ‘%
R b=V /R)zua b 7 VA0 F LY FIF—MT74)VA / TIVI =T A5E)
8. E—hmk5 - ERE Fl—HssE : 2 L

[FRh3E - VARY Ko, NaXY K=V FhVBIATIV, 7ALXRY K=, 20h 753

WK, B 7T I VMR, AEF 7 FE

0. ElssEERR 2006 4512 H 19 H CRE)
u‘gl:ﬂ = E"J‘ - MR =ESR = =: =
10. %Eﬁ%{égﬁﬁ H AR5 s AR EHES
A T H%5E3mg 20104108 27H 22200AMX00970000
A9 T Hi%%5Eemg 20104108 27H 22200AMX00969000
A T /i%%5E9mg 2010108 27H 22200AMX00971000
1. R RN FERE B, S HEENHER
’r\/'j"Ijj@ﬁSmg 2010128 10H
A > T HH®8E6mg 2010128 10H
4> T /3% E9mg 2010128 10H
12. %haE - THEBEM. FBE - RN
AEETEENZEOERH
RUZONE
13. BEERR. B TR ARENH £ 20194512 F 19 H
7\, g
gﬁggﬁﬁﬂﬁv PR RIS, RIS O S, ATAE L O A O ARSI 5 2 4 14 4
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14. HEEHR

15. IREERARHIPREZE M (C
H9 215

16. FEI1—KR

17 (REFHET LDER

B4R (2018 41 10 Hiii 1)

LW

B, mwgﬁ) BESBETMERE LT hEE
B INEERERI— R a—R
A > T H®5E3mg 120282301 1179053G1023 622028201
A > T H%E6mg 120283001 1179053G2020 622028301
A > T H%EIMmg 120284701 1179053G3026 622028401
UL
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IR YR AEFCEANE, 2006 4F 12 12 FDA XD ARZEZEE L TSk, R4 ETRIES M,
2022 4£ 6 HRF Ty A SIERIRSEE LT 91 OE & Hili THREE SN T\ 5,

B, AIINZBT 80 Iz E. HELCHEZDTFOEBYTH Y, HHETOARTIRD
CIERR D,

HEENIFFNR

BERURZ

WEHL A S RY K e LTomg % 1 H 1 RIEAEBICRIRSG 55, B, Ei.
FERICE D 1 H 12mg Z#8 2 22 WHiPHCE M 525, HmiE 5 HELL oML Hir
T1HEELT3mg F¥2179 2 &o

AT OKE, B, JEE ORI T 2 THERL 723w, (20234ET7TH24HT 712 R)
SKIE : https//www.accessdatafda.gov/scripts/cder/daf/index.cfm?event=overview.process& ApplNo=021999
kM https://www.ema.europa.eu/en/medicines/human/EPAR/invega

YL[E : https://www.medicines.org.uk/emc/search?’q=Invega+

FEEDERINT (2023 £ 7 BIRE)

E& KE
Eaga 858 ALZA Corporation
BR5E  Janssen, L.P.
EbnE INVEGA®
Bz - & INVEGA® 1.5mg prolonged-release tablets, INVEGA® 3mg prolonged-release tablets,

INVEGA® 6mg prolonged-release tablets, INVEGA® 9mg prolonged-release tablets,
INVEGA® 12mg prolonged-release tablets

HERE 2006

BEXIFZIE | 1 INDICATIONS AND USAGE

1.1 Schizophrenia

INVEGA® (paliperidone) Extended-Release Tablets are indicated for the treatment of
schizophrenia.

The efficacy of INVEGA® in schizophrenia was established in three 6-week trials in
adults and one 6-week trial in adolescents, as well as one maintenance trial in adults.

1.2 Schizoaffective Disorder

INVEGA® (paliperidone) Extended-Release Tablets are indicated for the treatment of
schizoaffective disorder as monotherapy and an adjunct to mood stabilizers and/or
antidepressant therapy.

The efficacy of INVEGA® in schizoaffective disorder was established in two 6-week
trials in adults.

FiENUHE | 2 DOSAGE AND ADMINISTRATION

2.1 Schizophrenia

Adults

The recommended dose of INVEGA® (paliperidone) Extended-Release Tablets for the
treatment of schizophrenia in adults is 6 mg administered once daily. Initial dose titration
is not required. Although it has not been systematically established that doses above 6
mg have additional benefit, there was a general trend for greater effects with higher
doses. This must be weighed against the dose-related increase in adverse reactions.
Thus, some patients may benefit from higher doses, up to 12 mg/day, and for some
patients, a lower dose of 3 mg/day may be sufficient. Dose increases above 6 mg/day




RERUHE

should be made only after clinical reassessment and generally should occur at intervals
of more than 5 days. When dose increases are indicated, increments of 3 mg/day are
recommended. The maximum recommended dose is 12 mg/day.

In a longer-term study, INVEGA® has been shown to be effective in delaying time to
relapse in patients with schizophrenia who were stabilized on INVEGA® for 6 weeks.
INVEGA® should be prescribed at the lowest effective dose for maintaining clinical
stability and the physician should periodically reevaluate the long-term usefulness of the
drug in individual patients.

Adolescents (12-17 years of age)

The recommended starting dose of INVEGA® (paliperidone) Extended-Release Tablets
for the treatment of schizophrenia in adolescents 12-17 years of age is 3 mg
administered once daily. Initial dose titration is not required. Dose increases, if
considered necessary, should be made only after clinical reassessment and should
occur at increments of 3 mg/day at intervals of more than 5 days. Prescribers should
be mindful that, in the adolescent schizophrenia study, there was no clear enhancement
to efficacy at the higher doses, i.e., 6 mg for subjects weighing less than 51 kg and 12
mg for subjects weighing 51 kg or greater, while adverse events were dose-related.

2.2 Schizoaffective Disorder

The recommended dose of INVEGA® (paliperidone) Extended-Release Tablets for the
treatment of schizoaffective disorder in adults is 6 mg administered once daily. Initial
dose titration is not required. Some patients may benefit from lower or higher doses
within the recommended dose range of 3 to 12 mg once daily. A general trend for
greater effects was seen with higher doses. This trend must be weighed against dose-
related increase in adverse reactions. Dosage adjustment, if indicated, should occur
only after clinical reassessment. Dose increases, if indicated, generally should occur at
intervals of more than 4 days. When dose increases are indicated, increments of 3 mg/
day are recommended. The maximum recommended dose is 12 mg/day.

2.3 Administration Instructions
INVEGA® can be taken with or without food.

INVEGA® must be swallowed whole with the aid of liquids. Tablets should not be
chewed, divided, or crushed. The medication is contained within a nonabsorbable shell
designed to release the drug at a controlled rate. The tablet shell, along with insoluble
core components, is eliminated from the body; patients should not be concerned if
they occasionally notice in their stool something that looks like a tablet.

2.4 Use with Risperidone

Concomitant use of INVEGA® with risperidone has not been studied. Since paliperidone
is the major active metabolite of risperidone, consideration should be given to the
additive paliperidone exposure if risperidone is coadministered with INVEGA®.

2.5 Dosage in Special Populations

Renal Impairment

Dosing must be individualized according to the patient’ s renal function status. For
patients with mild renal impairment (creatinine clearance > 50 mL/min to < 80 mL/min),
the recommended initial dose of INVEGA® is 3 mg once daily. The dose may then be
increased to a maximum of 6 mg once daily based on clinical response and tolerability.
For patients with moderate to severe renal impairment (creatinine clearance > 10 mL/
min to < 50 mL/min), the recommended initial dose of INVEGA® is 1.5 mg once daily,
which may be increased to a maximum of 3 mg once daily after clinical reassessment.
As INVEGA® has not been studied in patients with creatinine clearance below 10 mL/
min, use is not recommended in such patients.

Hepatic Impairment

For patients with mild to moderate hepatic impairment, (Child-Pugh Classification A and
B), no dose adjustment is recommended. INVEGA® has not been studied in patients
with severe hepatic impairment.

Elderly

Because elderly patients may have diminished renal function, dose adjustments may be
required according to their renal function status. In general, recommended dosing for
elderly patients with normal renal function is the same as for younger adult patients with
normal renal function. For patients with moderate to severe renal impairment (creatinine
clearance 10 mL/min to < 50 mL/min), the maximum recommended dose of INVEGA® is
3 mg once daily [see Renal Impairment above].
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FEENIEFHER | 4.1 Therapeutic indications
INVEGA is indicated for the treatment of schizophrenia in adults and in adolescents 15
years and older.
INVEGA is indicated for the treatment of schizoaffective disorder in adults.

FERURE | 4.2 Posology and method of administration

Posology

Schizophrenia (adults)

The recommended dose of INVEGA for the treatment of schizophrenia in adults is 6 mg
once daily, administered in the morning. Initial dose titration is not required. Some
patients may benefit from lower or higher doses within the recommended range of 3
mg to 12 mg once daily. Dosage adjustment, if indicated, should occur only after
clinical reassessment. When dose increases are indicated, increments of 3 mg/day are
recommended and generally should occur at intervals of more than 5 days.

Schizoaffective disorder (adults)

The recommended dose of INVEGA for the treatment of schizoaffective disorder in
adults is 6 mg once daily, administered in the morning. Initial dose titration is not
required. Some patients may benefit from higher doses within the recommended range
of 6 mg to 12 mg once daily. Dosage adjustment, if indicated, should occur only after
clinical reassessment. When dose increases are indicated, increments of 3 mg/day are
recommended and generally should occur at intervals of more than 4 days.

Switching to other antipsychotic medicinal products

There are no systematically collected data to specifically address switching patients
from INVEGA to other antipsychotic medicinal products. Due to different
pharmacodynamic and pharmacokinetic profiles among antipsychotic medicinal
products, supervision by a clinician is needed when switching to another antipsychotic
product is considered medically appropriate.

Elderly

Dosing recommendations for elderly patients with normal renal function (> 80 mL/min)
are the same as for adults with normal renal function. However, because elderly
patients may have diminished renal function, dose adjustments may be required
according to their renal function status (see Renalimpairment below). INVEGA should
be used with caution in elderly patients with dementia with risk factors for stroke. Safety
and efficacy of INVEGA in patients > 65 years of age with schizoaffective disorder have
not been studied.

Hepatic impairment

No dose adjustment is required in patients with mild or moderate hepatic impairment.
As INVEGA has not been studied in patients with severe hepatic impairment, caution is
recommended in such patients.

Renal impairment

For patients with mild renal impairment (creatinine clearance > 50 to < 80 mL/min), the
recommended initial dose is 3 mg once daily. The dose may be increased to 6 mg once
daily based on clinical response and tolerability.

For patients with moderate to severe renal impairment (creatinine clearance > 10 to <
50 mL/min), the recommended initial dose of INVEGA is 3 mg every other day, which
may be increased to 3 mg once daily after clinical reassessment. As INVEGA has not
been studied in patients with creatinine clearance below 10 mL/min, use is not
recommended in such patients.

Paedlatric population

Schizophrenia: The recommended starting dose of INVEGA for the treatment of
schizophrenia in adolescents 15 years and older is 3 mg once daily, administered in the
morning.
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Adolescents weighing < 51 kg: the maximum recommended daily dose of INVEGA is 6 mg.
Adolescents weighing > 51 kg: the maximum recommended daily dose of INVEGA is 12 mg.

Dosage adjustment, if indicated, should occur only after clinical reassessment based
on the individual need of the patient. When dose increases are indicated, increments of
3 mg/day are recommended and generally should occur at intervals of 5 days or more.
The safety and efficacy of INVEGA in the treatment of schizophrenia in adolescents
between 12 and 14 years old has not been established. Currently available data are
described in sections 4.8 and 5.1 but no recommendation on a posology can be made.
There is no relevant use of INVEGA in children aged less than 12 years.

Schizoaffective disorder: The safety and efficacy of INVEGA in the treatment of
schizoaffective disorder in patients aged 12 to 17 years has not been studied or
established. There is no relevant use of INVEGA in children aged less than 12 years.

Other special populations
No dose adjustment for INVEGA is recommended based on gender, race, or smoking
status.

Method of administration

INVEGA is for oral administration. It must be swallowed whole with liquid, and must not
be chewed, divided, or crushed. The active substance is contained within a non-
absorbable shell designed to release the active substance at a controlled rate. The
tablet shell, along with insoluble core components, is eliminated from the body; patients
should not be concerned if they occasionally notice in their stool something that looks
like a tablet.

The administration of INVEGA should be standardised in relation to food intake. The
patient should be instructed to always take INVEGA in the fasting state or always take
it together with breakfast and not to alternate between administration in the fasting
state or in the fed state.
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FEEXIEFHER | 4.1 Therapeutic indications
INVEGA is indicated for the treatment of schizophrenia in adults and in adolescents 15
years and older.
INVEGA is indicated for the treatment of schizoaffective disorder in adults.

FERURE | 4.2 Posology and method of administration

Posology
Schizophrenia (adults)

The recommended dose of INVEGA for the treatment of schizophrenia in adults is 6 mg
once daily, administered in the morning. Initial dose titration is not required. Some
patients may benefit from lower or higher doses within the recommended range of 3
mg to 12 mg once daily. Dosage adjustment, if indicated, should occur only after
clinical reassessment. When dose increases are indicated, increments of 3 mg/day are
recommended and generally should occur at intervals of more than 5 days.

Schizoaffective disorder (adults)

The recommended dose of INVEGA for the treatment of schizoaffective disorder in
adults is 6 mg once daily, administered in the morning. Initial dose titration is not
required. Some patients may benefit from higher doses within the recommended range
of 8 mg to 12 mg once daily. Dosage adjustment, if indicated, should occur only after
clinical reassessment. When dose increases are indicated, increments of 3 mg/day are
recommended and generally should occur at intervals of more than 4 days.
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Schizoaffective disorder (adults)

The recommended dose of INVEGA for the treatment of schizoaffective disorder in
adults is 6 mg once daily, administered in the morning. Initial dose titration is not
required. Some patients may benefit from higher doses within the recommended range
of 6 mg to 12 mg once daily. Dosage adjustment, if indicated, should occur only after
clinical reassessment. When dose increases are indicated, increments of 3 mg/day are
recommended and generally should occur at intervals of more than 4 days.

Switching to other antjpsychotic medicinal products

There are no systematically collected data to specifically address switching patients
from INVEGA to other antipsychotic medicinal products. Due to different
pharmacodynamic and pharmacokinetic profiles among antipsychotic medicinal
products, supervision by a clinician is needed when switching to another antipsychotic
product is considered medically appropriate.

Elderly

Dosing recommendations for elderly patients with normal renal function (> 80 mL/min)
are the same as for adults with normal renal function. However, because elderly
patients may have diminished renal function, dose adjustments may be required
according to their renal function status (see Renal impairment below). INVEGA should
be used with caution in elderly patients with dementia with risk factors for stroke. Safety
and efficacy of INVEGA in patients > 65 years of age with schizoaffective disorder have
not been studied.

Hepatic impairment

No dose adjustment is required in patients with mild or moderate hepatic impairment.
As INVEGA has not been studied in patients with severe hepatic impairment, caution is
recommended in such patients.

Renal impairment

For patients with mild renal impairment (creatinine clearance > 50 to < 80 mL/min), the
recommended initial dose is 3 mg once daily. The dose may be increased to 6 mg once
daily based on clinical response and tolerability.

For patients with moderate to severe renal impairment (creatinine clearance > 10 to <
50 mL/min), the recommended initial dose of INVEGA is 3 mg every other day, which
may be increased to 3 mg once dalily after clinical reassessment. As INVEGA has not
been studied in patients with creatinine clearance below 10 mL/min, use is not
recommended in such patients.

Paediatric population

Schizophrenia: The recommended starting dose of INVEGA for the treatment of
schizophrenia in adolescents 15 years and older is 3 mg once daily, administered in the
morning.

Adolescents weighing < 51 kg: the maximum recommended daily dose of INVEGA is 6 mg.
Adolescents weighing > 51 kg: the maximum recommended daily dose of INVEGA is 12 mg.

Dosage adjustment, if indicated, should occur only after clinical reassessment based
on the individual need of the patient. When dose increases are indicated, increments of
3 mg/day are recommended and generally should occur at intervals of 5 days or more.
The safety and efficacy of INVEGA in the treatment of schizophrenia in adolescents
between 12 and 14 years old has not been established. Currently available data are
described in section 4.8 and 5.1 but no recommendation on a posology can be made.
There is no relevant use of INVEGA in children aged less than 12 years.

Schizoaffective disorder: The safety and efficacy of INVEGA in the treatment of
schizoaffective disorder in patients aged 12 to 17 years has not been studied or
established. There is no relevant use of INVEGA in children aged less than 12 years.

Other special populations

No dose adjustment for INVEGA is recommended based on gender, race, or smoking status.
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FEMRURE | Method of administration

INVEGA is for oral administration. It must be swallowed whole with liquid, and must not
be chewed, divided, or crushed. The active substance is contained within a non-
absorbable shell designed to release the active substance at a controlled rate. The
tablet shell, along with insoluble core components, is eliminated from the body; patients
should not be concerned if they occasionally notice in their stool something that looks
like a tablet.

The administration of INVEGA should be standardised in relation to food intake. The
patient should be instructed to always take INVEGA in the fasting state or always take
it together with breakfast and not to alternate between administration in the fasting
state or in the fed state.
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Pregnancy

Risk Summary

Neonates exposed to antipsychotic drugs during the third trimester of pregnancy are
at risk for extrapyramidal and/or withdrawal symptoms following delivery. Overall,
available data from published epidemiologic studies of pregnant women exposed to
paliperidone have not established a drug-associated risk of major birth defects,
miscarriage, or adverse maternal or fetal outcomes. There are risks to the mother
associated with untreated schizophrenia and with exposure to antipsychotics,
including INVEGA®, during pregnancy.

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

In animal reproduction studies, there were no increases in fetal abnormalities when
pregnant rats and rabbits were treated with paliperidone during the period of
organogenesis with up to 8 times the maximum recommended human dose (MRHD) based
on mg/m? body surface area. Additional reproduction toxicity studies were conducted
with orally administered risperidone, which is extensively converted to paliperidone.

Lactation

Risk Summary
Limited data from published literature report the presence of paliperidone in human
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breast milk. There is no information on the effects on the breastfed infant, or the
effects on milk production ; however, there are reports of sedation, failure to thrive,
jitteriness, and extrapyramidal symptoms (tremors and abnormal muscle movements)
in breastfed infants exposed to paliperidone’s parent compound, risperidone. The
developmental and health benefits of breastfeeding should be considered along with
the mother’s clinical need for INVEGA® and any potential adverse effects on the
breastfed child from INVEGA® or from the mother’s underlying condition.

Females and Males of Reproductive Potential

Infertility

Females

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

<F—=ZAbFF Y7 D% (An Australian categorisation of risk of drug use in pregnancy)
(2023 4£ 7 HIgRD) >: C

C : Drugs which, owing to their pharmacological effects, have caused or may be
suspected of causing, harmful effects on the human fetus or neonate without causing
malformations. These effects may be reversible.

Accompanying texts should be consulted for further details.

HADEFIXD 197 ARE ] OHOFELEITILLT 0 ) T, KEOHRMNLHOLRRE
(ESi 3o

9.7 INR
12 A O/NBEE 0 5 & U2 BRRERIZ S L TV v,

SCEANE

KEDRINE | 8.4 Pediatric Use

(2023 7BBR) | Safety and effectiveness of INVEGA® in the treatment of schizophrenia were
evaluated in 150 adolescent subjects 12-17 years of age with schizophrenia who
received INVEGA® in the dose range of 1.5 mg to 12 mg/day in a 6-week, double-
blind, placebo-controlled trial.

Safety and effectiveness of INVEGA?® for the treatment of schizophrenia in patients
< 12 years of age have not been established. Safety and effectiveness of
INVEGA?® for the treatment of schizoaffective disorder in patients < 18 years of age
have not been studied.

Juvenile Animal Studies

In a study in which juvenile rats were treated with oral paliperidone from days 24
to 73 of age, a reversible impairment of performance in a test of learning and
memory was seen, in females only, with a no-effect dose of 0.63 mg/kg/day,
which produced plasma levels (AUC) of paliperidone similar to those in adolescents
at MRHD of 12 mg/day. No other consistent effects on neurobehavioral or
reproductive development were seen up to the highest dose tested (2.5 mg/kg/
day), which produced plasma levels of paliperidone 2-3 times those in
adolescents.

Juvenile dogs were treated for 40 weeks with oral risperidone, which is extensively
metabolized to paliperidone in animals and humans, at doses of 0.31, 1.25, or 5
mg/kg/day. Decreased bone length and density were seen with a no-effect dose
of 0.31 mg/kg/day, which produced plasma levels (AUC) of risperidone plus
paliperidone which were similar to those in children and adolescents receiving the
MRHD of risperidone. In addition, a delay in sexual maturation was seen at all
doses in both males and females. The above effects showed little or no reversibility
in females after a 12-week drug-free recovery period.

The long-term effects of INVEGA® on growth and sexual maturation have not been
fully evaluated in children and adolescents.
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