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5e4 | 7—74.5mg 7—79mg | 7—7135mg | 7—718mg
[ [ VA (A
T UNLEEETZFILA~FII « AE T Y ALEE2-ZFIL~F
e AR T YNVEERT UAVKKESK, Y7Fre Fakxyv b
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TIAF I T 4 VAKFHE, RV =F LT L 74—k
NR—& ZOMIEDEEHT D,
L
L7 0
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V-5  HAEAOKBEERHETIC AFAl 4.5mg. 9mg. 13.5mg M X 18mg X, S5, EHNFE—T, @

BTEHLEM BORNER DT —THITH D720, ZEMERRIIER/ NG BER ORKE
BOT Iy T 4 T ERERA L, 727200 AH 9mg KON 13.5mg
WZOWTIE T RR SISOV CRABR & 5206 L 7=,

% TZEMRBR AT A RT 4] CERL 154 6 H 3 Bt EIRFERE 0603001
BB OREEE (7T 7T v 74 OEKRO TSR K OMAE| 0 2 E
RR~DT T T 4 o TEKRO~ MY XL EOBEMAICOWT) CERL 14
7 H 31 B EHEFERE 0731004 5) S,

RERFHR
£
Bl (ﬁgﬁggﬁ) 17 (@40 T {RAFI R
|

iéd 3'1irgng 95°C+2°C/

A4 13.5mg 60%RH+5%RH/ k=) 24 71 H HENTH-o T,
. el

AH 18mg el

ABRIEH - PRIR, MERBRABR, MEEERABR, RUFI—PE. REME MHPEROVERTE L LT,

a: If/EER, TLI=ghdLTike LEEAE T 4V ADE,

iR ER
S
L (ﬁgﬁﬁgﬁ) 77 (R JBfE e e
|

j@d ;L'Iirgng 40°C+1C/

AH| 13.5mg 75%RHE5%RH/ (@22 6 1 H HENTH -7,
. el

AH| 18mg T

ABRIEH ¢ MRIR, WERERRBR. MIRERABR. A1) —PE, REME. MHPEROVERTEE LT,
%, 7

a: 1 K/mik NI =T LEERE LEEAET 4 VLD,
FES - AR E ORI R EEIN, B ME O RRRERY 22K T L OVE EE ORFFI 72K T 23380 by, BN O
B AR REFL T,

V-6 ARRORTENMS A L

V-7 fHlEOREELEM® | FZE L2
BiEFHZE1L)




vV -8. prtankic W EER (/n vitro) ?
1. XRH| BRERF| O EAER
AHI18mg & FEAERIF18mglZ DU T, HHERER % FEh L 7=,
AR MRV ZEE A R LT,
A F D R EREE R
e IR R (%) il B o 25
S e ERlE]18mg || AA18mg (%)
0.5 1 33.1 29.8 3.3
1.5 57.4 51.1 6.3
24 91.8 90.4 1.4
A D F R B g
120 -
100 1
&
80 -
S
60 -
E 40
1)
20 A
0® . : : : : : : .
0 3 6 9 12 15 18 21 24 27
R (FRE)
o A#|18mg X EERIFI18mg
2. EEEVEHF (4.5mg. Img. 13.5mg. 18mg) DMMHEAER
A#HN4.5mg, 9mg. 13.5mglk FN18mgiZ >V T, AR % £k
L7z,
SEEVEROMHHRERER
pirdas it PR R (%)
(IRsFED) AFHl4.5mg AHI9mg AF#I13.5mg AFl18mg
0.5 29.8 30.5 30.7 30.9
1.5 52.2 51.9 52.1 52.4
24 96.2 91.2 93.3 94.1
V-9 AR ERE B4R
IV-10. HAFDOEDESD |HEr/o~ b TTF7 —
SRS R
V-1, HHAEADOFEDESD |HEhIe~ b TTF7 10—
EEE
V-12. Al AR ONAYA
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) BT, AH [BUEEOLZV OV AR F I VEE
0.6mg/em2BlA|] (HALHFEH 720 OV NRRF 7 I G B A HERLE]
D353y D1) DIKFEIE GRS A 2T 130.6 T o7,

2. DY XRERBRIBMERERY
JWSRMENE 7 4 2 2 IV 72 B SARE AT MR (Draize ££4E) 12
BT, AH [BALEHEH D DU ANRRF 7 I F5#0.6mg/cm2 il
F] OEKRFELERIEA T 1E1.2TH 5T,

ALEELY - BUFNE B EoRIEMR B, Ve EoBEkE LTUTO
TR#ET-T,
1. AMF - mdEss - HRMRICR BB LI L,
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PHEROATIHREU L2 NWEHICT 5720,

4. @3
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1%
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5. @MIERIZ 2 FMEEI VA, IA Tl AR AN L2 E LT,
AN ZERY H LT T5720,
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MEZHH L9 <5720,

7. XEBREIV I A F— (Tard) BREL LT,
TAFT—=F1INT L EICOFEARLT T 5H720,

8. SMEICHAIT I 7 % Ui L7,
GS-1 = — PR EOHHRZ T L 5 Z &N TE %,
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3. T oA = —BIERFNE LIS D FRFNE MR BAZ B W TARFI OB R
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4. RKFIOFERBEL) TH D 7h, LA TSR TARKF O REZ o5 12 BRAR
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(1) UV RRF 7 I R RA O [ N ER AR BRI BV T, @R
(23 T O B REER SR 5TV 5, (TEIWER ] OESR)
(2) \H., AANIHERFRICBIET 2 ECI12BEMU L2235, (Bt
HAEZ1A1E4.5mgd L, JRAIE L T4l (24.5mgd SDH &3
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WL RATIZY ARAF I L LT 1 B 1E 4.5mg OB L, R
HIE LT 4 M 4.5mg oML, #FESLT1H 1M 18mg %
WA 2, F72, BEORREBIOLSCT, 1 H 1B 9mg #BABHEL L.
JFRHIE LT 4W%IC 18meg ICHBTHZ L TE 5,

AFNTAER, LREES. B oW oo EE CREEE 72 R IR L.
24 B ICRE D R 2 D,

(A% - AEICEET 5FEALDEER)

1. UNAF I L LT1H 1R 9mg KL 0&EGEBEL, JFAIE L
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TER (FFlC, HfbasRbesE GEL, ImH%)) ORBEZZEL, A
FIDOBFVEN BAF &8 2 b 555 S35 Co G- O™ &
Vit 115 S T

2. RflwEE IR T 52 LRI NS BE (MEERY ) OES
) 2o, VARRF /I ELT1H1E45mg K &5
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BIORGHEERINT S Z &,
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UWNELE CIEIR IS L 0 S AT RETTH B, THLRRREE (O
Oy EMSE) DAELNTIGEIT. BET 200216 OERITEER
T 5 F RIS S, IREHIRA 4 AREOBRAIT. KERTEFRT
AEXIRERANCER TH- B TREELHET S, st
DA IIAR O E (4.5mg XX 9mg) % HW TG % T
T5, HEGHEMA%KIT. EHERFOAEZ 2B LS L, 2R
NEFTHLIZ MR LI LT, WEiiOHEE T 2 B
LoMETHET 5,

5. AENIDRATIC X 2 B RGRII A 8T 5 7= b, B AT 2 fal 28 B4
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7. M=) 2T T —BHEERZAT HRENE (KU
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FEE TR 0D A B R S AN
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XK R ED M
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a : EYENEAAT A GEEN] (n=20)
b : AW ER R SRR R AEH] (n=18)
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I g5
10 1 ‘
3
g
B s
=
b
8\/’< 6
A
Ny
]
XS
27 4 f
+
#
e
2 |-
0 ‘ ‘ : ‘
0 12 24 36 48 60
R (br)
o AH =19) -=-{EEWE (n=19)
SEE IR 2
AHERICH T 5 EMFHREF 4T MmOETIER
IR EhHE s GMRHEE M
| Y _
5 pyw | FAISmE \ERHERAISmE | 000 e sepy) b
C 1.024
max 6.23+1.92 5.81*+1.51
(ng/mL) (0.967~1.084)
(ng-hr/mL) 9735.9 928, (0.996~1.084)
AUCo-int 1.046
130+35. 119+28.
(ng-hr/mL) 307356 9283 (1.005~1.089)
tmax (hl‘) 140i35 133i46 -
tiz (hr) 5.88+1.58 3.98+2.92 —
I AR A
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WENEMNL, Bi\E I+ T RIBEE 27 TE LS8 5
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MESHEREZFE IELL I T2 BENARH D, ]

4) TADPABEORSEMIRE TN L OBEROH 2 BE [
BIEAZET SHERBRIELFRIEIBENRH D, ]

5) RE M B OUXPHEMEMRE, D2 VVE N OREREOH 5
B[RS SO T O WA & OVR A8 SORS IR /7w O TLHEL L 0 E
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E. FPBYE, LIES) 2F T OB, ERERY (KUY
AIfJES) OH 5 EBEEL QT EE TE OBEEEE « FEEO &
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A7 7 —BHEAOKGICELY, KEBOVPBRESNLTWHWDO
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Hadb L, @YR0ERITH 2 &,

2) NMERE. ELREME (T NLAEERH)

— PRI MR R, i i K OVIMARE 2E & 5 Te i 3 R A, et
BIENRHLDONDZERHLDOT, 20O LI RESICITELIC
ek L, @O EEiTo 2 &,

3) BEMHREFESEENEML, BEE. +ZiE5HES. BiaLtm
(WF 0 BHEARE)

REMR A > BEEOWEM, SiEE5, + a5, 5BHn
DHLONAZERHHLDT, ZTOXIBREARICITEDICHRE
ok L, @Y E AT 2L,

4) IR (BEEEARH)
TFRABRHLEPLNAZERNHAHLDT, 2O L) BRESIZITEBIZ
PehamIE L, #MUREEZITY Z L,

5) Kkt (BEFEAH)

MR HHbNAZENHAHDOT, ZOLHIRGESIZITEDIC
ek L, @O EEiTo 2 &,

6) L1E. Hth, AR, 8BE (T LEERH)

FI., M, TAZE., 8EERLLbNAZZ ERNHDHIDT, 2D
X9 G A I IRE IR E DY) 2B EZITH 2 &,

7) BRK (BEEEARH])

5 D VIE FTHORIZC K VBARS LoD ERHDHD
T, ZOX D REAITIE, MR O M K ORI O G-
ZHIET 5 7 CE R B 21T O 2L,

7

19




3)

(4)

(5)

(6)

ZDHDEIER

HEAEIERARES
ERUVBRKREEE

#—5

EHEARE. GHHE.
EEERVFHOA
BEERMIOBIER
RIAE

EWMTLILEX—(x

¥ HIRERVHARE
EIEADRS

(2) Z DL DEIEA

SR

2 3hd PR B G

mERRS |, .

Y | FlL AR
KRRV s g
EEHEE BERIGE, HERIA
N5t 5 g P 7 S TR
- ‘THEE;# IOFF, WHEBEXDRE, Rig, W
P, AR

HRREE FEED FE VN, R, EIR, IR

IDMEEE EEMEEIANGE, SEAR, L AR ED

mEEE & IE

R M, L, AL JETE. Bk, B AER. B

BEEE %

BERV B S 2%, BB, 5. FLBE. F 9 FEE.
B THEBEE | SE. 7 VAR ES. SRS, KiE
BFRURKEE | MR, MR, BEER., JRIE

EHEE W57, BEIRE, AR

T ERALALEE . 1 AL E O BRI, 1 AL
SR JiE 36 FH A R RS R, e A e L
" S\, LR S 2. i ERAL G, T
FOACIERR ., 3 A F AL RSR,  1E A EALEE
WERA, mb7 o7 —8HEn., TFEiEmETR
=
WRBE |y =2vi=xr v
Z it BRfE) - Y%, RAHVEERIE, Hghs

AR

AR BNAYA

==
ZIS e

RENDRSXIEH)
BE

(ROBEIIIEA LN &)

LINA— FRBERICH LBBEDBREED H 5

B4R

20




VI - 10.

VI - 11.

VI - 12.

VI - 13.

bEYR. EWR. REILWE
EADKE

INREADERE

BRRBRERRICRE

B/ %88
2R

BERE

5 014%. ER. RIARFE~OERE

(1) b AR LTV D ATREME D & 5t AT IE, 189 L of A&tk
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