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A EIR L OEARN 2 BERE LT, EERERLBMASCE CUT, IH3E) 235, EE
B CEERD « AR O ERUEEE 2 HF 25 0B 22 E IR G o B SR A2 ST 282X, i’
FSCEIC RO S VT A BT 2 EICFEMR S M L E R GG 6 0 | MR o IR G WA Y
(LLF, MR) Z~DEHROBMFERSCERICL VIFEREZMTE L TETND, ZOBICKLERERE
WEMICAFTHTEOOIEE Y A M LTEERLA X Ea—T+—24 (LLF, IF E857) 233EE
L7,
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BT TEHL A V2 B a—T +—IMERRDOTFF X ) 1TE- T IF 21ERL - #2425 25, IF @
FUSZEE 2. BEIRBBICRE L TV AR IF 1B G HE LEE O ME SRS 2>\ TR ¥ o
MR E~DA U H Ea— |l IVFIHEAOPANEERESE, IFOFHAMEEZSDILE RS D, F
7=, FERFUGT SN A EoFEZ BT 2FEICBE L CiL, IF NSET SN D £ ToRIL, ®ERp
ENRMET AUGETNA ZH SIS L2 SCES . H D OISR O E IR SRS ARl — v 2 4512 L v 354
A E &8T5 & &b, IF O HICHT- > T, RHF OIS STE A PMDA 0 [ 38 5 [ ik oe
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TR ETRETH D,
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T 0T 4 AFEORIK e —ERER T S 20 IREEBRTEBIT A BT A T AT
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1. WP HIEHA

BEEE R
W& = gk (Am7R L) HAGE
ACh Acetylcholine TeFLaY s
Japanese version of Alzheimer's disease T IV A = — BUERE FEAL R B RR N RE
ADAS-J cog .. =
assessment scale-cognitive subscale A HAGE
AUC Area under the plasma concentration-time LA g T
curve
Cmax Maximum plasma concentration ot i 5 g
CCDS Company Core Data Sheet EERET —F 2 —
ChAT Choline acetyltransferase a7 EFANT AT 2T —E
ChE Cholinesterase aY AT 7 —8
C.IIL Cumulative irritation index BRREE

CIBIC plus-J

clinician's interview-based impression of

change plus-japan

RO RIS KO T#EH OfF#IC L 521k
D% HAGE

CYyp Cytochrome P450 F ~ 7 v P450

Kel - THIH AR

P.II Primary irritation index FERE — R R 2%

LSmean Least squares mean 5 A N A )

MMSE mini-mental state examination R=AUHNVAT— Mgk

RH relative humidity FE S

S.D. Standard Deviation PR 2=

SE Standard error FEERR

te half -life SRCE]

Tmax Time of maximum plasma concentration e v LA HP g 81 S
— I EMTORELARL
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1. FAREOEE
UNRZAF 7 I 0%, 1 B TR 2 2 & TR Z R TR BRI ELH O 7 )L A ~ —BUERFIETRHR Al & LT
BRREH ST\ d,
108 B WML 3 A RISy 73 B %3 U C RS R BR ML sz~ SRGEH S 4L, AR EIC X 2 ke ~DRI
TEMR OEI-e, Fllalid i 2h R O EhEEZR & ORI RR D %,
URZF 7 I XA o f)7p ) =25 5 —F (Cholinesterase : ChE) PHENER 2R3 PRI T
BWT 2= VAN = RRIEEME LTRSS, UANRF T I UL, Y. I 7 BARIR KR S 2D,
ChE FEANCIET H2FIER & L TEbaER (EIED, MEH) AR S, 2 b OFWERIER O & 55
O EEMEETIRE (Cmax) . &2 WIEZISHE D MAEPEMREDORE REHMTERTHbDEEZX BN
Teo T, 2O ORIWEH OB A R L TERBEIE T 0 7 7 A V2t U 2R BRI BRI AN B S8 S .
A DIV 90 » ETHR I TV D, BHFNC L2 2 & T ERMCIRICRIA fl ik X v, IRFKE R
ZAT O T ORHBR L HIF STV D,
VNRRF T I T7—7 4.5mg [DSEP] . UNAF /I 7—79mg [DSEP) . U RRF I 27— 13.5mg
[DSEP) KON ANAF I 57— 18mg [DSEP) (X, HLAIRK 7 7 — <Ak, RHFRESERA S L, 7
EESER S, F— = X7 7 MRSt o 4 LR 2 M L, LR 7 V—7 L L TR LeT —
Z AL, Tk 26 4F 11 A 21 AAF3ER% 1121 8 2 BICiS% | AGEHGEZITV, 2020 4F 8 HIZ/KRZ
L. 2020 4 12 ARG A BRLA L 7=,

2. HaORRFHEFTE
D AFNT. 1 B 1 EORACRER OPEEZDT VY A ~ —REREIE B OFRAERE R OHET 2 #iHl 5 2,
( TVIARICEY SEE) OHZM)
(2) EARZEWER & LT, PR, O, RIK, BET7 1wy 7 AASEREE, QT TR, MiERE, &K
BRIE, RIEMRE MO HAEORM:, B, + HERES. BBHL, PR K, 2R, B, EA%R,
PEL. K RE SN TWD, (VLS. ()EXAEIVER L FEER ) 0HESH)

3. HaORF|IFHFE
(D) BRI (7 —TH]) Th DT, BE ri#H L OEFEEEEIC L > TREER It 5, (1.1
FREDRE OHZM)
(2) AFNDZFHEITIT = RAMLAE L T Y RRMER E T LI B 258 2 Z LR TRETH 5,
( TV1QEFNDNER VIR DEZM])
() MEHEFEDPRHENHE SRR T2 Z &R TE, IREY Fe 7 7 v Ao b L&k G o R g% %SO
U A7 OO FRES R TE 5, ( TT1LERDREE OHESMR)
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0. AFRCEE3 5IHH
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1. BR5E4
LF 4
UNRRF T I T—7 4.5mg DSEP]
YNRZRF 737 —7 9mg [DSEP]
Y NRZXF 735 —713.5mg DSEP)
YNRZF 75 —7 18mg [DSEP|
2% %
RIVASTIGMINE TAPE 4.5mg DSEP|
RIVASTIGMINE TAPE 9mg DSEP|
RIVASTIGMINE TAPE 13.5mg [DSEP|
RIVASTIGMINE TAPE 18mg DSEP]
(RBIDHEX%
e SRR 17429 H 22 B 3RERARE 0922001 5 ICHERSEFRE LI,

2. —#&4&

L & (&%)
UNRF 73 (JAN)

(2% & (WAK)
Rivastigmine (JAN)
rivastigmine (INN)

B)RT L
TEFNAaY 2R T T —BHEEK  -stigmine

3. BEXANITRMER

CH
HoC |
gw-]  CHs
0
ch/\ll\I)J\O
CH

4, P FRRUSHF=E
533K 1 C1aH2eN2O2
& 250.34

5. {tZE%& (@M% XIEEXE
3-[(18)-1-(Dimethylamino)ethyllphenyl NV -ethyl- N -methylcarbamate (IUPAC)
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V. fANCB3 5HE

V. &&IICEHY HIEH

1. & ®
(L) FIHz DX Al
ARFNTAR BRIV T 5
Q)EFI DR KR UMK
PESE B ETI DB A~ ¥ o D SEE TR L, BHARI & T 1 — R LI OB HHIC 8 5.
B HlT ST
DINRFTIo7—T (45ma MfE : 2.5cm?2
4.5mg TDSEP] 5w & : 35mg
YNRFHTzo57—T el mFE : 5em? .
9mg [DSEP] A8 & T : 69mg R
1R S W LS 7Y
el

135 mg
VINAF T

YINRAFTIo7—7

& : 7.5cm? 54 F—
13.5mg DSEP] "

: 104mg

DINRFToT7—7
18mg DSEP]

4 : 10cm?
B & : 139mg

UNRAFSz Y

A B &
DSEP

SRFRICIE T VR AN LAHE LTl ) |~ Sofaire & CRE LTz A& T 5 2 L BITRECh 5.

QA — F
YNZAF I 27— 45mg [DSEP] : 45mg UAXFr/3I> H H K DSEP
VARAF T IT—7 9mg [DSEP| : 9mg UNRZAF7I H H B DSEP
YNRRF 77 —713.5mg [DSEP] : 18.5mg UV XXFZ7 I A H K DSEP
UNRAF 77 —718mg [DSEP] : 18mg VYV ARAF7I> A H K DSEP
(4)EEIDME
A% L7a
(5)Z Dt

AN



V. BENZBI9 5 H
2. BEEAIDOHERK
(LEMES CEHERS) OE=RUHMA
k5844 By ViG]
UNRFToT7—7F 1 K AF LAV T Ly RF LT ay s EAK,

4.5mg DSEP]

JRAF I 4.5mg

VINRFTE2oT—T | 1H#h

9mg DSEP |

UNRAF 7 I 9mg

YINRAFTIo5F—T | 1Hh

13.5mg DSEP1

Y ANAF I 13.5mg

VINRFT2oT—T | 1H#h

18mg DSEP |

Y/RZAF 273 18mg

NEBR A AN AL K SRR |
AT,

2 fik4y

AKERMe 7)€Y
INATVARI AT LI A, TOM

QREREZDEE
Y LR
QR# =
B L

3. %ﬁ'@ﬁ#&@‘fﬂﬁk& %
FY LW

4. 1 i
YL

5. \BAY HAIREMED & 5 MY
R E D (R ER)

O
HsC \

Hﬁ/J Eij\w/

HxmE F

3
|
HSC\/NYO \CH
(¢}

:Ethyl-methyl-carbamic acid 3-acetylphenyl ester




V. ANCBEd DIHH

6. HEDFTEEHTICETAIRENY
IR EE L 2 DO T RIRAFARER (25°C, MHXHEEE 60%., 36 » H) I TR LT — X 23l L7-R5 SR, U
NWNAF T I T —7 4.5mg [DSEP) | UNZAF I 07— 9mg [DSEP] | UNRNAF 7 I 7 —7 13.5mg
[DSEP) Kk ONU NARF I 27— 18mg [DSEP) (X, @ OMHGIE FIZHB W T 3FEMEETHD Z &N
I,
(LMEFEH T TOREMERER

R ER
N 40+1°C, 75+5%RH
B A Ik 14 A% 3 » Atk 6 1 Atk
ol P R ] 1 ] 1
BRI P)— PR ] 1
i E R 1 1 i i
RGP 1 1 i i
45mg| 98.9~100.5 98.5~101.0 97.5~100.5 97.4~ 99.5
B (%) 9mg| 99.2~101.3 99.5~100.9 100.0~101.5 98.5~ 99.4
(e /M~ e KR AED) 13.5mg| 100.3~101.3 99.3~100.2 99.4~101.1 99.2~100.4
18mg| 100.6~101.6 99.4~100.3 100.1~101.3 99.7~101.2
QEHAREAR
FBRIE H BR RIS 6 H A 12 % H# 24 % A% 36 » Atk
PR i i i i i
fileR kiR 1 i 1 1
i 22 SR 1 ] ] 1 1
LR B — R 1 ] 1 1
i E R 1 i} i} 1 1
R 1 i} i} 1 1
4.5mg|101.1~103.1 [101.9~103.9 [101.9~104.8 | 101.7~102.8 | 101.6~103.1
(%) 9mg|103.0~105.1 |102.2~104.5 [101.8~104.9 |102.2~103.7 | 101.3~103.2
(e /M~ fie K AED) 13.5mg [102.5~105.0 | 99.9~102.8 {101.4~104.5 | 101.3~104.6 | 101.6~104.8
18mg|102.8~104.0 [102.9~104.1 [101.6~103.7 | 102.3~103.6 | 102.8~104.6

QEAERETORE MR
UVNRF 77 —745mg [DSEP| | U RAF VI 7 —7 9mg [DSEP) , U NZAF 7' I 7 —7 13.5mg
DSEP| KW' SAF 7 I 7 —7 18mg [DSEPJ I[ZOWT, FRAEMN T CRAF L, ZEMERR (TEIR,
MURERRER, R, R, RETE) 21ToTc.

i R
7 —7 4.5mg ‘ 7 —7 9mg ‘?—7’ 13.5mg‘ 7 —7 18mg
FotEER [HE=>10] o WA OKICHEROMNE BEN)
Bz L
FlEEEER (8= R ]

BRI

60C., 1% H., 74k
25°C. 90%RH. 1 % H. 7/ adk
MAPES B 120 5 Lux - hr, 7 — 7 &|HM




V. RANCBEI DIHH

7. RMECERVEREROREM
A% L7

8. th¥F & DEEAEILL (MEILFHMEIL)
R L

9. RHIM%
L

10.5%3% - 2%
QAEEADELERS - A, NENRKRLEESS - A% (ClET 215K

AR L
a %
YNAF 77— 4.5mg [DSEP) (rdn) @ 144K
28 1
YNRAF 7 37 —7 9mg DSEP) (Oyesdn) @ 144k
28 %
VARAFZ 7 —7135mg [DSEP)  (ridh) : 144k
28 %
YNRAF S I 7 —7 18mg [DSEP] (Oyesdn) @ 144k
28 1
30 X«
Q) FREE
B RBANA
(ABHOME

N & TIAI=ULAEET LA
fEEEE &

11 BRIRE S 1 B EHTE
AR L

12. 7Dt
MU ER e L



V. BICEEd 5

V. JBEICEEY 5IEH

1. BEEXTHR
BERUVHEEDTILYNA I —REBMEICE T 5 BEERE R D EITHH

2. MREXIEIHRICEET 5T

5. PRERIIHRICEES 5T 8
5.1 T nA ~—RERFIE L BW SN BFICOHMERTHZ &,
5.2 REINT )V oA ~ —RERAE DIREEZ D b O OHEFT 2 Il 2 & 5 IS STy,
5.3 T A ~ —RIERFNE DS O R AE MR B F W CARAI O A IR S T Zen,
5.4 MOFBINEMER R L OERIZENICEET 52 L.
5.5 ARIOMEH R HEGI Tl 270 LLFIORTAR OReEZ +o0 1 C B U ECEEBEISHET5 2 &,
5.5.1 EWNERRFBRIZIBN T, AR O K0 @8RS LD K FRER G860 5T 5,
5.5.2 W%, AANIHEFFEICEGET 2 C 12 MM L2 ET 5, (FHHAELZ 1 H 1H 4.5mg & L, J5H|

L LT 4T 4.5mg THOHET 554)

3. HERUHAE

LOFAERUVHAEDMFDHR
WH L BRANZIZY SRAF L LT 1 H 1A 4.5mg 226 L, JFHIE LT 4 812 4.5mg TOHE L,
HEFFRE LT LH 1 18mg #REM S5, 270, BHEORIECE LT, 1A 16 omg &PAIMMEL L. 7
HI & LT 4% 18mg ICHETHZ &b TE 5,
AFNTAE, BB, B oW O IEs CRBEZR FZFICAET L, 24 R ICHE Y B 2 %,

QEHERUAEORERE - RHL
R L

4. BERUVHAEICEHEY HFE

7.1

7.2

7.3

7.4

7. BERUREICEET 535

UNZAF I LT1H1EImg JV#E5EBEL, RIS LT4@EM%IC1 A 118 18mg £ THY
T DREFECOWTE, BIER (R, HERESE RO, RS ) ORBAEZZBR L. AH
DEFMWNRBAF LB Z BN DGE I SRIEE COREO G4BT 25 2 &,

AR EEICHRET 5 2 ERHRINSBEFICO VTR, UNRZRF /I L T1H1E45mg 1V
P52 LRHIE LT 42 4.5mg 37201 H 1[5 18mg & CHET G HIEZRIRT 52 L,
[9.1.1-9.1.8, 9.3.1 ]

1 H 18mg RhIIAMHETIZZR <, Bl T2 BEZ B E LEHRETH LD T, HFET
»5 18mg FTHETHZ &,

AFNL, MEFFREICRIET S FETIE, 1 BHEE LT 18mg i 2 ZeWEiH CRERIZ X 0 88 B0 7l HE
Ths, HbasREE Eo, IBHE) DAELNGEIR, BET LI 6 DERDBEET HET
RHEF 2, IREHIED 4 BREOH S, KRERT L [F UHEUIRERNIICAE Th o HE TR 5%
125, TRLUANOEEIIAR OREAE (4.5mg XL 9mg) AW THEEE2HRT S5, HE5HE
%X, HRARFOHELY 2 HEL LG L, AEENRIFTHL Z AR LI LT, BEAOHEE




V. 1BRICEId 5 EHHA

TiX 2 HEL EORR T ET 5,
75 JFHIE LT, 1 A1 ENZSE 1 oRMAAT2 28, [14.2.6 2]
76 o=al) 22T T —BHFEEMEZAETLRDE (FR_ULVE) EHFRALRNW &,
7.7 BEREEE INHEEEOEHOS L THRETH L,

5. BRPRAUIE
(VERERT—2 /v or—2
B ERR L
(2)BG PR ER
MR L
QR AERIGIERAER
MR L
(4) RO BR
1) Bt
17.1.1 EANE I#/FOHERE
B R OV (S = ANV AT — hMgds (MMSE) @ 10~20 /50) O 7 /Yoo ~—RIEBHEBRE %
WMBRE LIZUNRAF T I VA7 7 A3 B ER IR (24 BEEES) OBMEIIXRO LB
ThH D,
@ REHEERE (ADAS-J cog) 34
b 24 WD N—AF A b OB R CEAE) (X, 77 B ARRET 1.3 5. A4 18mg #T 0.1 ;i T
BHY . 7T EREELARH 18mg FERNICIIFMEHFINCH B RN BTz (p=0.005, L5HIHT) .

HARNBEIZXT 585 24 O ADAS-J cog DREM LL#L

7&K UNRAFTI v
N=268 HEAT 741 18 me
N=273
B3 $ @ 265 268
NR—=2F A Mean(SD) 24.8(9.46) 25.0(9.93)
24 JHE Mean(SD) 26.1(11.49) 25.1(11.25)
EAb & Mean(SD) 1.3(5.07) 0.1(5.04)
(24 AWf-_—=2F 4 >)  LSmean(SE)? 1.3(0.31) 0.1(0.30)
B 5 2= LSmean(SE)? - -1.2(0.43)
(U RZRF 7 HEAHA- 95%(5#E KR © — (-2.1~—0.4)

7T R)

N : B EhPERM <55

SD : E#EfR7= SE : fE%#3587% LSmean : /N 3

a) I R—2 T A RN — AT A DTN OW A2 T B ERE

b) R a7 OWAITUGEE T

c) LSmean & LSmean @ 95% {5 #HX 1L, #&5-HE% KT, ADAS-J cog DX—R T A v & W& L35 L5 T
TN LE




V. BICEEd 5

2)

Q£ MREEERETME (CIBIC plus-J) 34
Fe G- 24 W ORRERFE TIX, 777 B AREE L AR 18mg FERMNICITHMFH AN A B RZET A BRI -
7= (p=0.067, Wilcoxon BfZFIIEE) .

HARNBE ST 535 24 HEEO CIBIC plus-J ORER] H#

IR UNZRF T I v
N=268 REAF) 18 mg
N=273
R 1 @ 267 270
Mean(SD) 44(0.94) 4.2(0.96)
Score-n(%)»
(DKME 7 e 0(0.0) 0(0.0)
(2)HFEE D 5(1.9) 6(2.2)
@ T o= 36(13.5) 53(19.6)
(@WIERDZEALR L 111(41.6) 109(40.4)
BT DAL, 84(31.5) 78(28.9)
(6)FFEE DAL, 29(10.9) 22(8.1)
(7) K 72 Ak 2(0.7) 2(0.7)

N : AP AMG o G451

SD : (R

a) PGS : R— R T A LR OFNE G T DR

b) %ideHlfFIE % ok E L CHEH

BIWEH OFBRITY N 2AF 7 2 oAb 18mg BT 73.2% (210/287 i) Tdh-o7-, FEREMWERIZ. @A
ERAIALEE 39.4% (113/287 B) . @ FERALE 9 Bk 34.8% (100/287 f5i]) . bR S 2% 23.7% (68/287

) . wEFEALTHIE 10.8% (31/287 ) . HE.L 6.6% (19/287 f51]) . NEA: 5.9% (17/287 ) ZTh-~7-.

17.1.2 ERNE b +H5LER 56

R R OV 4R EE (MMSE @ 10~20 1) DT VY oA ~ —BIERHE B % 5t 51, 2 FREOMWE (1 A7
o W D RAF I AL B 1R 9mg 2D FR G ARG L, FAlE LT 4% 1 B 118 18mg

IR L, MERFAEE LT 1 H 1[H 18mg 245 L7#E, 38 A7 v 7k « UARF 7 I AGHAI 1 A

1H 4.5mg O #5281, JRAIE LT 4 B2 4.5mg T o8& L, fMiRFHREELT1 A 1[0 18mg

EEG LR OXRMEEE L., CHEEREEGR (24 8 EE) OMELZLITFIORT, AEFRIC

EoHIERIT 1 AT v THHEET 15.0% (16/107 1) . 3 A7 v 7WiEE T 18.56% (20/108 i) ThH -

7o AHFFRIZLDPIERORERMZE (1 A7 v T WHHEE-83 27 v 7H#iEE) 13-3.6% (95%(FHE XM ; -17.0

~9.6) ThH-oT,

BITER ORBIRIT 1 AT v 7L T 58.9% (63/107 #) . 3 A7 v 7 Witk T 58.3% (63/108 #) T

bofe, EREWEMIZ, 1 27 v 7 HiEE Tl AL L 5 FEI& 22.4% (24/107 1) | 18 A EALALEE 15.9%
(17/107 B) | PEflPE R G2 11.2% (12/107 Bi]) 55, 3 A7 7 b5 Tl AL % 5 FERK 22.2% (24/108

i) . JEHEBACALEE 15.7% (17/108 ) | HEfRMER§ 7% 11.1% (12/108 f5l) & Th -7z,

T2 MR

AR L

(G)BE - HEAHR
AR L



V. 1BRICEId 5 EHHA

(6);BERIfE
1) FRARERE (—REARERAE. HEFEARERE. FARBLEERAER) | ERTET -2 XA—Xf
E. AERGRERABROANE

MR L
2) RPBEHLLTERFEORERITEREL-AE - RBROBE
MR L
(7)Z D
AR L



VI, HELh3KERCBA 4 5 TE A

VI. E3HEEICEHT 5I1E8H

1. REZMCEHESH HILEMRITILEYE
RRNRUVERREE, 7T > 2 I RAWKERRE, *AATF 7 I

EE  BEOH LA OREE - DIRFL, RIOBFIRXZEMT DL,

2. B
(L)IERERML - {EREF 7
UNRZRFZINX, 7TV U E2GRTHERTHLa) AT 7 —B2HETHZ LICKVHNT
vFLa ) CEEEMSE, WA= U AAFEMMEARR 2 BE T 5,
(QEFE T I1T 2 HERRE
182 M) VI RTS—EHREEARVTEFILOY) VIEMER®
Zy FOWNT TNV VAT =BT F I al) vy x 77— EHEL. TEFALa ) v
LUV EIEE 5,
18.3 FEEEHEBMER o1V
2 U AEEMEMRGERTE T L (RaRT IVAET v R RTAYNA Y —IHET N (TIrA KB
JMINTEAN~ 7 A e OV APP23 v 7 R) O EGREFE 2 % ET 5.
)ERAHKIREERT - AR
MERR L



VIL_EYyEhielc B4 5 HH

VII. ZEMEREICEET 51EH

1. MAREDHR

Q)RELEEM G ILTEE
AR L

QERRABR THASIN-MFEE
16.1.1 RiEH®RE 12
EFERANIC Y NAF 72 AR 9mg & L< 1T 18mg 2 1 H 1 RIKE®RS (5 HREEA) Lzt &xn&5 5
H B OMEHEDBRE T A — % % FTRIRT, MBEFR U ANRTF I 030G 8 Wyf# (5 i i e B
(Cmax) (22 L., AL 24 BERE (AEAHETHER) £ THESMIED Lz, Cmax XV RNRF 73 A4
9mg T 3.39+1.44ng/mL. 18mg T 8.27+2.31ng/mL CEME +IEHEFE) Tho1-,

R A ) NZAF 72 B 9mg B L< 13X 18mg 2 5 HMREHRSG- L= & X o5 5 A B ofiEhdy
FRE T A — X

B b Cmax(ng/mL) Tmax*(hr) AUCo-24nr(ng * h/mL)
9mg 3.39+1.44 8 62.9118.7
18mg 8.27+2.31 8 153.3+41.5
X R (mean+SD, n=18)

UNRZF 7 I B F 18mg HBREHOMER U SR F 7 I RO WS EHNE 3.3 I Th 572, VT
NORETH U ARZAF I I VAMFINS DY RZAF 7 o OMHRITEEDK 50% TH - 7=,

MAEF U NAF 7 I PRI GBA 8 H CEFIRRBICEIE L, U ANAF 7 I VALAHAD 9mg O )[EEE 5
AR O 5 BB O AUCo24ne b2 53R D 7Z BEIHRIL 1.834 TH o172 12,
EYFEHEE R
DYNRFS 27— F45mg IDSEP] . 7—F9mg IDSEP] . 7— 7 13.5mg IDSEP]

AR B OV R 36 B BR IR RIS A 0 2 R THRIFITH Y . AANTN T b Rl— LRIC L0 s 4,
RN IR AR L TR L mEN R /A THD 2 LD, 18mg WAITOATE MIBIT 54
YR A SR & FEE L. G EE O OBRIFNC SN T, GBS AR O [E TR 00 4 0 R ek
REBRATA R4 CEAL 184 11 A 24 AT HAFKATE 1124004 75) 16V, RI%ETH D & FAMH L7,
QYIINRFH 2 FT—7 18mg TDSEP] 13

YRZAF /I 7 —7 18mg [DSEP] &A 7krr 8y F 18mg %, 7 B A4 —_"—Ec L0 ZhZh 1
Be (UARRAF 7 I8 LT 18mg) HEFERRA S FICHEIES. (24 FERALA) LTl U N2 F 7 3
FEERRE L, Boh-#Eysiie 5 2 —4% (AUC, Cmax) (22T 90% 5 8 X MVEIC THEGHENT 21T
S72FER. log (0.80) ~log (1.25) O#FPHTH V. MAIDOEYFHIRIGEMENHETR I NT-,



VIL_EYEhielc B9 5 HH

MmEERYNRFTIUVREDHER

(ng/mL)
12 B > S~ O
—— VR RF 7 I 7 —718mgDSEP]
g L -O-- A7 3y F18mg
R
h (Mean+S.D., n=30)
J 8
2\
A
T 6
7
Ve 4
I
A3
2
0 1 1
0 6 12 18 30 36 42 48
#5112 RFH (hr)
EYFRE/INT A —A2
AUCo-48nr Cmax Tmax tise
(ng-hr/mL) (ng/mL) (hr) (hr)
YNRAF T3 7 —718mg [DSEP] 142.4+46.3 7.17+2.18 12.1+3.3 4.8+1.0
A 7w /3y F 18mg 145.2+51.3 7.851+3.08 12.3£3.1 52=+1.1

(CX - TERRDATRENDNH D,

Q) HE
mEER e L
ABE -HAEOZE
mEER e L

2. RYRERAV/ NS A —F
(LA E
EEE R L
(2) R URE E TE
EE R L
QHEKEETEH Y
2 FR R A\ B [E1 Rk

(Mean=*S.D., n=30)
MAEHRRREE I TNE AUC, Cmax D /XT A —2 1%, #ERF OIRIR, MR OFREURIEL - Fef S OB S

YNRRFTI v —7
4.5mg [DSEP]

VRRF S I VT
9mg [DSEP|

VRRFTIvT—7
13.5mg DSEP

VRRF IV TF—F

18mg DSEP]

Kel (hr1)

LR L

0.152%0.036

(Mean=8.D.,n=30)




VIL_HEAdEhielZ B4 2 H H

@o2IVT73UA
KR L

(5) 3 B
KR L

(6)% Mt
KR L

3. B&EM (REaL—>3v) @i
(LR AE
U ERR L
QQNF A= EBER
U ERR L

4. % I (NEAT—%) 1419
WEr, bBaEs, MEsicibAr Lz &, UARRAF 7 I U OBRZBEEIZITATERAL I TENE D bk o7,

5 9%
(1)1 % — A BA P @ @ 14
M EE R L
(2)Ifi% — R B EAFT @B 1
MM EE R L
<BE:gBY>
[VIL6.(5)8F %) DHEZM
QR)ET~DBITH
R EE R L
<BZE FHY>
[VII.6.(6)1RELIR] DHS M
(DFERA~DFEITH
M EE R L
(5)Z DDA~ DFEITHE
MR L
(6)MIFERFESE 16
UNZF 7 I OMETEARGRIT U ARATF 7 I MR G% o M iR AT TR 40% Th - 72 (in

vitro) .

6. X
(DA HERL R DR BHERR 10
URRF T I0F, B2 AT T —BICX VKRS, EO%RMBIEE 2% 5, CYP IZX AT

ThThsb,
QRBICE 5T HEER(CYPAS0 F)DH Fig. HEX
RZM R L



VIL_EYEhielc B9 5 HH

RWEEENROEERVZDEE
A=A

GRHVOEEDEERUVFEMSL., FELE
MR L

7.8 M (MEAT—%) 1
UNRAF 7 I OPIAEOBEIMN ETH 5, HERANIC [UC] Fik) "AF 7 Ivakakb Lice
&L 90% L LS IRBPA~PR S, B A~OPEEE 1% R0 T - 72,

8. FZIVARAR—E—IZEAT B1EHR
HMERR L

0. BIFEIZ& HREE
AR L

10./FENDERZRAITHEE

16.6.1 FFEEEEETERE WEAT—4%) 19
URZAF 7 I M FI TR BRI B 2 iP5 & LT B BRI T B i S T, Zvds, UARRF 7 I
ORENF (FNFRAF) %, Child-Pugh A2 73 5~12 ORFEZBEICHRBIE L Lz & &, R A L kL
TUNRF 70 AUC 254 130%., Cmax 2358 60% L5 L7, [9.3.1 ]

11. 2 Dt
RZMEE R L



VIL 24tk (B Eokss) (CB355E

VIIl. €% (ERLOXESE) I3 HEHR

ERNREZTDEH
EIN TN

R I

N
N ﬂ

BEAREZTDEH
EER (ROBEIZEERELEWNIE)
2.1 AANOREGy AT V73 A — b SRFHEARIT R LEBUEOBEAERED & 5 BH

3. WEEXRIIHRICEET BFTE L FNDER
[V 2EERIITHEICEET FE] OHEASRTHZ &,

4, BERUVBAEICEET 5FEEZTOER
(VARERUVBEICEET FE] OHEESHRTHZ L,

5. EELGARMIE L ZDER

8. EELREARMEE

8.1 AAIFL THENEO LNRNGEITIT, BREEE LW L,

8.2 TN A~ —HERHYEIL, HEVHEOEREOBBERIFEN Z IR TSR H 5, £z, AHIE
(G- BAAR U BRSO E VWK MERAZF R T2 L3 b5, 20k, HENHEOEERE DGR
O BB OBIEICHERESER VL ERT L2 L,

&3$ﬁ@%ﬁ’;@&ﬁr%ﬁ%6bmé’kﬁ@étw\%H%ﬁ%%@%%#é:bo&%Eﬁﬁ%

LONTHEITIE, AT v A FIRE T A F I AR 2 2 2 AHI O I3 — RS,
%éwiﬁﬁ%ﬁtTéﬁkﬁﬂ&M%%ﬁil o [14.2.5 2]
8.4 AHK| % [F—EETIE A AT - BREZMRV IR U256, BMEAEREORBES AT, mARE T 2

BENRH D720 \%H@%%ﬂﬁﬁﬁﬁé_ko[mz5ﬂ%]

8.5 AKIDHEY B2 DR, AifF L T2 K2 rEE I e A 2 UG L e ol &t 5 L 7eh | &
%ﬁ@@%ﬁ%ﬁbk%ﬁ%%éﬂfwéo%@%z@%i%u%ﬁbfwéiﬂ%%fbt_k%+
SIRERRT D X O BERONEEFEITHET L2 &, [13.1 2]

&6@%%éwiFF®ﬁﬁ’£D%mﬁ%%bﬂé’kﬁ%é fiKizE Y, EERERETCEDBENR
NoDHOT, M55 WVIETRINADNTGEICIX, BlEEx 5 Lﬁwﬁﬂﬁﬂﬁ%?o_o[niﬂ
Z ]

8.7 TN NA v —HEAIERE TIX, KERDPBOONDLZ DD, 7o, Az a) =T
T —PIRERMOEGIZL Y, REBOPHEESATHDEOT, HEFIIKREOL(MICEET S 2 L,

6. FENERZHI LBEICHT IR
(DEHHE - BMEEFDHLESE

9.1 AHHE - MIEFDHLHEE
9.1.1 RALERBRIIEEREE CREITOvVY. BEIOVY) EONRENHDHEE
HAESRRERIAE NI & W IRICUIAEIRDPE Z 28T b5, [7.2 ZH]




VI Zz4ett (B o) (CB95EA

9.1.2 LHEE. FRE. DHEZEOLAE. ERERE (BHhUVLNES) S0HSHEE. 0T EREX
TZDBRERE - REEDOHDHEE
WAk, BE7 v 7, QT #E. Torsade de pointes NI Z 2 BZNNH H 72, HE R RIEIRIC
BATLRWESBIRZ 312175 2 &, [7.2, 11.1.1 ]
9.1.3 BEEXI+_EHEEDHIEE. HOIVWEINODHREROHLEE
BRI L, BIEE I+ RS2 % UIB s s 82 d 5, [7.2 2]
9.14 REFAEDHIBEXFIINEE LOTVESE
PR 2 WUffE S WER A% LB b SBT3 5, [1.2 2]
9.15 TANAZENESHEBRRIEINALOBREFREOHIEE
FARRIE AN SEEBERIELFER I ELBEMN DD, [7.2 ZH]
9.1.6 [EXMBRIFFAEMMKE., HAIVWIhoDBREEDOHLHEE
KU SOV O IUHE M OVRUE SRR 77 D TLEIZ X JER 2B b S o BEZNR S5, [7.2 SR
9.1.7 $#ANBEET (N—F UV UR. N—F DV VERRSE) OHLEE
MRED 2 ) R ZTUET 22 LIk JEREE(LSE 2 BENRH D, [7.2 ZH]
9.1.8 EFXENEE
HibgRESE (BLL, EHE) 2RI LT RdBENRH L, [7.2 ZH]

Q)BHEEETES
BE I TV
Q) IfHaelEE 2 HE

9.3 HFHREIEERE

931 EEDAHAEESES
BRE LD 2SRV E R SN DG EICOREE T2 2 L, MHPREN LA T 68210 D, Fiz,
HIEONFHEREREE R 265 & LRI FER LTy, [7.2, 16.6.1 2]
(AETEREEH T F
BRE SALT VR0
(5)4Fbm
9.5 TR

PESG SUTHEIR L TV 5 ATREMED & 2 MR, 16 Lo AR etttz Bla % L S h 556120
HEETHZE, BMER (T v b, UTF) IZBWT, UNRZAF T I UTZ OB ORI ~D%
THRRBH BN TN D,

(6)1=FL4m

9.6 ZIE
BEEOFRMER ORI REBOFRMEZEZRE L. ALK IR IEE2RFTT22 &, #ER (7 v
B 28BN T, AHF~OBITHRE SN TN D,

7)/MNRE
9.7 /MR
INREE g b LT R RARBR T 06 L CTu ey,
(8=
BRIEZ LTV



VIL.

L (I EoEEss) (BT 5EA

7.

8.

AEEHA

10. #HEEA

KA, EICTRAT T —=BIZLVIIKRSESH, CORMRIAEZZT 5, KFOF 7 v—L P450
(CYP) (X 2RRETDTNTH D,

LDHFRER L ZTDER
FTEENTWARN
QBtREE L ZTDEH

10.2 BHRERE (BHRICEETH L)

AN

BRAER - FEE 51k

P - fabRIA T

2 Y AEBEK
TEFNLaY
Harra=o A
NRE R A=)

TV T7 =74

2l rx 27 7 —BHEA
TR ) =N
VAFTI v
Y RRF7 I
XA AF T I

=2 ) CHEER R S, 2V R
TER GELL, WEM:, IRARSE) Z5lEi

FTAREMED D D,

ARF LRI 2 U AEBE
fEZA LTV,

Loy AEHE AT 2 HEA
MUAF T =D)L
| == AN VG
~PFa—iu
AFFxE
[SEONS R/ >

7 hr BRI Y A
TFNAART I
7 b v

KElEi= ) AERMEAT LA O LR
ZRDRDWETT D RN H 5.,

AAlEfi= ) AEMEAFT
% AN VER A3 A HE L
ERAE

AXHY A f= N

Y7 ==l R iRl

Y7 =Y SR tiRAl O VR A

FlZHbONLIBTNND D,

AENRa2Y AT 5—F
ZRAE L, o hibE it
F D5y fift 2 3 3 5,

AT 1A FIE SR A

B U3+ T HRIBTE S & o % U E L

SELBTNULD D,

2 U ROERIEIZ LY Hiik
SWENHEINT 5,

ElYER

11. B¥EA

WORIWERNH 5D ENRHDHDT, BIEL+HDITITV, BERBO ONEAICE&RGE2FIET 5
e oMY MEEITO 2 &,

(DEXLEER & MHAER

11.1 EXAEIER
11.1.1 30ME (0.3%)

. DEEE (0.3%) . Bk (0.8%) . BETOYY (02%) . AFRAEREE (OH
EARB) . QTER (0.6%)




VI 24tk (B Fodss) (3 55E

[9.1.2 2]
11.1.2 fmEFME (0.3%). EEHHE (0.2%)

— IR PERNE M, AN HH I J OV 2E % & T I I R, FEERIER S Db D Z &N H D,
LI BEBAREHESEEQORL, BES (WITNLHEEARY) [ +Z1ERES. BRdn (b 0.1%)
11.1.4 fF3¢ (BEEEAHT)

11.1.5 &% (0.1%)
11.1.6 418 (0.2%). #H# (0.1%). FAZE. #BIl (T b HEARR)
11.1.7 Bk (0.4%)

M-8 5 WVIX FHRIORRIZ L VAR S bbb Z ERHHDOT, 2D X5 RGAIZIE, fHiROE

it e VAR Ok X3 G- 2 ik 5 72 EEb) e @ AT H 2 L, [8.6 BFR]

(2)F Dt D ENE A
11.2 Z0 D EI1ER

5%LL | 1~5% Al 1% A0 BN
Ji& Y i - - PR S G —
MK K N o R EE B - i, AFEREREE N B
JiE
R K OV% & EE | BEER — B PR J7 —
A o B B RHRIE, 5D, | A%, WBME, &
WHEZDRE z
Mo R OEOE B EEMED F U, FE | HIR, R —
i
D m B E B - S AR -
L Rz E )]
m & — e 1L — —
H 7 i3 = gk, B TR, M. HR | HERR FER
BTG B OVBE T Rk PR 55 | Bl 2 R 2% W B, RLEE, | B, KE
B D PEIE ZITIE.
T L ILX — MR
S
Bk DR B R E B JiilNZ3 BEIR. AR, R B
KA
& 5 W E B B PeF7. MEIJRE, 1 B
AT
WO A B | EHEACALBE, @ | 8 A AL R R ﬁ%%uﬁf | AR U S
L2 5 FEik, | Wi, 3 :WEWL SO RERR,
1 R A e RN S AL S
FHEL R & ¢
7 S S (RERAD, Md T | AP e AT R
_ I T —EHE aY AT T— | _
B
z D fit | B RRAE] - BRVE. R | HiEhE
PR

. BRBRERRICRITTEE
BEEI N TV



VI 224ttt (B EoiEss) (CBd 5HA

10.BERS

13.BERE

13.1 fEfK
SAENZB W TAK O ER G (1[0 108mg, 2 HIM) © 2 WREFZIZTC L oRERH L, £, 4+
FEICB T 2805 L OERNIMCEBIT 25 L 2B&R G0 Tk, @i, O, TH., B, o
FU, Rk, B, b, BEHR, BEELIREE. LR, ZVPE. MR, mME, AR K OHERE 3380
bNTW5, [85 &M

13.2 W&
R GRHIE, HODMIARANE T RTHRE L, T OH% 24 FERIZZ L LD 2177200, HED
BOL, WEEIZIEHIER O 2B ET 52 &, £, REOWMERERHIIL, 7 be U mBRE KMy
g e LCHEHTE S, &IICT b B UmBEEKF & L C 1~2mg Z#kN#E S L, BRSO
WG U TG ZEBNT D, fEAlE L TRAaRT I OEMITRTSZ &,

1EREDEE

14 BREDEE

141 EFIRMFEHDOEE

14.1.1 AT 5 TIMENTIRET H 2 &,

14.1.2 /NEOFROH DM, BRI DR WFTICRE T 5 2 &,

14.2 EFIBLFERDOEE

14.2.1 ARANL, . BRGSO O R CREBEZ G C, IR TR LR EN D0, A LIk

fRAEFER LTS 2R WEFTICAT5 2 &
14.2.2 BT O B 2 500 THRIC L T b AR 22 2 &,
14.2.3 R OHEEUTIRSE - BIGRENH DAL EFTICIERA Len 2 &y

14.2.4 B2 AT 7 UV — A, B—va Y IR U L —52BAA LW &,

14.2.5 FEJEHRE 2 0E 0T 2 723D BT A RIS H U, #0 K LFE— AN Lzanvwz &, [8.3, 8.4
Z ]

14.2.6 J5FHI, 1ENCHOX 1K ORREAT L, BT 24 BR%ICH LORIFNCIE B2 5 2 L, (7.5 ]

14.2.7 KRB FH PN T HEIL. EORGETH LWRFNCAE D 2, B H X0 @@ ORRICAEY Bz &
192k,

14.3 EFIEHEDIE

14.3.1 Bfifd 24 WefE 1 & ARKI DR D3 5% > T D DT, 3 A O BANIHE 7 2 NRINZ LT 0 7272 2,
INEDOF R ONE OJRPIRVFTICREICERET S 2 L,

14.3.2 Kl x - T-#%1%, FLIRICMNT, F2%E> 2 &
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