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ANl

BrLI="454,
vt Rofx>y o
WVAY —F,
ttira—-x, 7u
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3.1 $HR%
NRARDIAEERE | R X RVIVIERRIE | Y IVIERRIE
HR7E4 OD#$E3mg OD#$E5mg OD#$E10mg
(737 7] [r3177] [r3177]
BaES |(HR) FARVV|(HE) FARVIVI(HE) FRIL
(1) IEERE3mg IEEEHESmg IEEEHE10mg
fyEQIVTFY|INYEQITVT VI NYEQITT Y
TN TIVFVEE| T TLF VR TV TILFE VB,
HANAT—=AF MANLAT—=ZF MMANLAT—ZAF b
UL, D-v>=|V 7L, D-v>=|UV L, D-v>=
b=l BT A| b=, EETA| N =), BT A
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v Rofxy o
VAY —F,
tira—-x, 7u
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3.2 EFIDMIR

RARYIVIERRIE | R A RYIVIERRIE | ARV IVIERE
HR7E4 OD#E3mg OD#$E5mg OD#$#10mg
(3771 (3771 (3771
[EN HEOFRIE HEDHHE WIRED R
= NG NG NC
D3 DS D10
th
i — — —
B 8.0mm 8.0mm 9.0mm
Ex 3.0mm 3.0mm 4.0mm
HE 170mg 170mg 280mg
Al — R NC D3 NC D5 NC DIO
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7 LY NA T —BRHAERU L E—IMABERHEC ST B
SRAIREREIR DESTHIH]

5. MEENIFHRICEHET BER

(GhEEtE)

5.1 KFID 7 IV INA < —BIERFEE R O L E—/IMABIERAE O
JREZ Db DDEITZIHIT B VI EHEIRRFEO N TWZR

W,

5.2 7ILYNA 7 —RIZBANENR 'L ¥ —/ME

BIERAELISL D ER

FEMERBICE W CARAIOBIEIIHER SN T,
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5.5 AANZ. FRAMERBRICEE L. [17. BKKE] OHOWNE
IZDWTH IR U [RRTUZZ DIEEDO R T, LE—
AMEBIERAVE D ER RS WA I D & BY)SERBIED
MEEICEY LY —/MEEERANE L2 s n. KA OER
M) A S NI BEICOAMEAT S &

5.6 FHIER - THEE. 2RERERICN T 2 EKF OF M
FHEEREN WL, [17.1.3, 17.1.4, 17.2.1 SH]

6. FENURE
(7 VY INA T —BISRHME IC 17 B SRAIERER DEITHIHD)
AE. RAICIE RARDVERE S U TIHLE3mgR? 5 5
AL, | ~2E%ICSSmgIc#EE L. BROBET 2. BED
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B EREE%. 10mglicElE T 5. 4B, ERICEDSmg
FTHETZ %,
BSRRI2ARKB E TEERIC, RAMKERE, BERUR
M- EE D S BMEEROTEIE I & 2 G EFHE 21TV,
PAIMERE, REAEIR - ITEIRE. HEEESESZREIIC
FHB L CARAT 4 MY AT % LB EHITEHWIGE
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13. BERS

13.1 fE4R
aYVIATI—FHEHOBERSGIISELER. &
M, FREE. FF. RAR. (SIUE, FRIRIE. A,
RUOMEEE O I VREIERA %5 SR I HEEEI D 5.
A OTTREE L H V. IR OMEIC L VETICES
ZEbHBES,

13.2 W&
7 MO EVRBEANIO XS R3RT I Ria Y v
R ARBOBERSORBH & LTHEATE 2, 7o
EURRBEEAKAIDL1.0~2.0mg Z MRS58 & L T#E
L. BRRIBICESVWTZFOROMAEZRD 5, fli 1
V) MBI TIAR T VB LR VEIE AL
Ba. MERCDHMPAREIC LS ENRESNT
W5,

14. ERALDFER

14.1 EFIRZIEHOER

14.1.1 PTPRZDOEAIPTPY — 25O L TRAT %
EOEET LI L, PTPY— FORBEMKICK D, BV
AP EERBEARA L, BICIZEA2H I L THER
ARFOEELEGMHEEZHIET LI ENH B,

14.2 ZHIRAROER

14.2.1 RANZEDO EICOE TEKZRBESE 5 EHET S
O, Ka UCIRAEWRETH 5. /oy KTIRATS L
bTE 5,

14.2.2 RENZE/-EFORETIEKE LTRASEZNI &

15. ZOMDFER

15.1 BRERERICE D < 15ER
HENZHB W T, NINDS-AIRENGZ BB % 12 & 5 L 72 i i
EERAE (RBEISIEERNARAR) s n/-BE%
R (FIVNA < —BIERAIE & BB S 7z B 1L RAL)
12671 D 75 2 R IRV A — B E R B3R A5
S iz, ROORBOFLTRIE KAV IVIERIES Mg
BE1.0% (2/19861) « K ARV IVEREE10mgiE2.4% (5/206
B) BROT SR EE3.5% (7/19961) TH -7z,
QEHORB ORI RN R RV IVIEBIESmgE.9%
(47208f51) F 2RI IVIEEEIEIOmgHEL.4% (3/21561)
BO7Z v RE0.5% (1/19361) TH-7. IHEHDORE
DFETERIL R RARYIEFEESMgRE]. 7% (11/64861) K
72 RE0% (0/326f1) T 0 mEERICHET 22
BREEDPHONTIZ, B, 3HBEEZEDELIFELTRIT N
NRYNERRE (GmgKk '10mg) BE1.7%. 75 REEL. 1%
THo7m. METENZBEREZEII R P o7,

15.2 FEERIREERICE D < &R
BYER ((X) T, F¥ IV - XY MNILEY =LK
B3Ry NV E S — URREE RIC R 1R U IVIERRIE %
BE5 L7725 E. BIIHEISH 5 b TICE -7z & DR
EWH %,

16. EYENEE

16.1 MEEE

16.1.1 BO%S
RREBMABFE2RRIC, SERlZEE NRERORSEG Lz
EEDESMEFTEE (Cnax) KROMEEFERE — BRI
HTREE (AUC) 3B ESEOEIMIKEL TE ko7,
S5mg I 10mg B A 5RIC BT B BARE/$S5 X —%
ERIGRLUIZY,

RS FI125mg X 10mg B EE O 5 U - BE O ) F ik
T A—% ($EF)

EE‘E Cmax tmax AUC ti2 CL/F
= | (ng/mL) (hr)  |(ng-hr/mL)| (hr) | (L/hr/kg)
9.97 3.00 591.72 89.3 0.141

Smg +2.08 | *+1.10 | +155.87 | *+36.0 | +0.040
28.09 2.42 1098.40 75.7 0.153

+9.81 | +1.24 | +304.63 | +17.3 | +0.043
CL/F:#27V7T A (Mean=S.D., n=6)

16.1.2 RIE%S
RN B F & /RIS, $EAISmg X 138mg™ & 1 H [
lAH B REROHRSE Uiz, REZSHO MEEPEE X
BERNLERTERRBIGEL., BBED 5 VIIHRA
FRICE LW EEZ 5N,

16.1.3 YRR MEHER
(RRRIIVIEEHEODEE3ME [F=T 7))
R X RYVIIERRIEODS3Mg [ X7 7] &7 &7
ND$E3mg % 7 0 A+ —N—Ic & D 22 n1gE (1
IRVIVIEEIE S LC3mg) EEMAS T I E
OS5 (K7 UTIRA (n=24) R UK TIRA (n=22))
LU TR RE(LABE 2 HIE L, 196 N/ Hke
8T A =% (AUC, Cmax) XDV T0%EEXEIEIC

10mg

THREHRIT 21T > 2% R, log (0.80) ~log (1.25)
OHEHENTH VD HAIOEANFESENI R S N

(K72 UCHRA)

HTEIST A—H BEINT A=
AUCo-14 Chmax tmax i
(ng - hr/mL) | (ng/mL) (hr) (hr)

f;@g‘gg&i 233.231 5.039 3.0 69.3
3mg [4 37 7] +46.947 +1.007 +0.9 +14.1
7+t 7 Dt 242.353 5.232 3.0 68.6

3mg +47.248 +1.011 +1.0 +16.4
(Mean=S.D., n=24)
(ng/mL)
6l (Mean=S.D., n=24)
r —e— FRAVLEBIEOD3mg [7377]

m 5 H --o--- 7Y/ FD§3mg
8%
h
x
=
it
&
"
=

0 24 48 72 96 120 144 (hr)
R
(K TRRA)
HIENTA—% BEINGA—4
AUCo-144 Crmax tmax ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)
wmeons: | 27181 5.285 3.0 63.0
3mg [7 37 7] +43.314 +0.741 +1.6 +14.5
7t 7 hD§E 234.817 5.058 3.0 63.7
3mg +48.486 +0.714 +0.8 +18.1
(Mean=S.D., n=22)
(ng/mL)
6 (Mean=S.D., n=22)
—e— FARVUERMEODSE3mg 7377 ]
5| --0-- 7Yt 7+D§E3mg

SR EERE

0 24 48 72 96 120 144 (hr)
5

(RERYIVIEEBEODEESME [=T7])

R AR _RYIVIERRIEODS Mg [ X7 7] &7 &7
FD$ESMEgHE 7 U A —N—EIC KD ZNENIEE (K
FRYIIERIE L U T5mg) BEMABTFICHA R
EIORSE (K7 UCRA (n=23) RUVKTIRA (n=22))
L CIMEERFRENFREZEE L. Fon-EYELE
87 A =% (AUC, Cmax) 2DV TR EREXMIEIC
THETARIT % 1T o 7246 8. log (0.80) ~log (1.25)
OHENTH O WA OEMZNFREE IR SN,

(K% LCRA)

HENRT A4 BEINT X —F

AUCo-144 Crax tmax ti

(ng - hr/mL) | (ng/mL) (hr) (hr)

t%;ﬂ,%\oggi 395.016 9.887 2.7 65.3
5mg [7 377 +86.560 +2.397 +1.0 +14.1
71t 7 hD§E 402.844 9.430 2.9 63.0
Smg +72.237 +1.873 +1.1 +9.4

(Mean=S.D., n=23)



(Mean£S.D., n=23)

12 —e— FAARYVEMIEODSESmE [/ 377 ]
--0--- 7Yt 7 RDESmg
1
4%
th
BN
ZK
1t
i
b
=
0 . . . . . ,
0 24 48 72 % 120 144 (hr)
53]
(KThRA)
HIENTA—% SEINTA—F
AUCo-144 Chmax tmax tiz
(ng - hr/mL) | (ng/mL) (hr) (hr)
in’;gﬁ,:;\é/lj);ﬁ 456.060 12.313 2.1 63.9
5mg [7 377 +94.628 +2.919 +0.6 +12.8
7 U+t 7 vDEE 448,347 11.912 2.4 63.7
5Smg +93.395 +2.300 +0.6 +10.7
(Mean%S.D., n=22)
(ng/mL)
16 (Mean£S.D., n=22)
—e— FRAYUERIEOD Mg [ 377
14 -~ o~ 7Y 7NDEESME

RESFTRO-TRE
[e)

144 (hr)

72 96 120

IR

(R&ZRYLIEBIEODIRI0MG [T 7])

R %D LR EODSEIOmg [7 2 7 7] &7 U+
7 FDEEIOmgE . 70 AF —N—FKIc kD FhZEN]
g8 (R _ULEREE LTI0mg) BEHARTICHE
AWEREORE OK% LTIRA (1=27) ROVKTHRA
(n=28)) L CHBERARZ(LIAMELREL. BoN7
AT X —5 (AUC, Cuax) 12D\ TIO%(EHE
X P12 C R AT % 17 - 7 f6 . log (0.80) ~log
(1.25) OBENTH D, FRIOLEMEN RS TR

24 48

O g

s,
(K72 U THRA)
HENT A= BENT A=Y
AUCO%IM Cmax tmax ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)
mons | O17.5% 27.147 2.3 59.1
lO;g(;‘:’}YJ +220.421 +6.377 +0.7 +9.7
7t 7 hD§E 896.404 27.108 2.5 57.9
10mg +177.762 +5.703 +0.8 +10.8
(Mean+S.D., n=27)
(ng/mL)
35 (Mean=S.D., n=27)
—e— NARVIEMIEODSEIOmg 7377
30 H --o0--- 7Yt 7 D§E1Omg

RS ROH-TRE

48 120 144 (hr)

i
|
! ‘
0 24

(K THRA)
HTEIST A—H BEINT A=
AUCo-144 Chmax tmax ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)
fgaggdﬁ% 978.878 31.065 2.1 56.7
10mg 537 7] +223.078 +6.757 +0.5 +£9.8
7t 7 hD§E 929.151 29.119 2.4 55.1
10mg +206.013 +4.909 *0.6 +8.7
(Mean+S.D., n=28)
(ng/mL)
35 - (Mean=S.D., n=28)
—e— NAAVUEBIEODSE10mg 7377
30 --o--- 7Yt 7rD§E1Omg
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72
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MAFFEEN FICAUC, CoaxZFD/8T X —4 13, Wik
FHORIR, AR OREEE - BEEFORBEMFICK-
TERHAHEEND S,
16.2 DRIX
16.2.1 BEDHE
BEBRAS T2 MRICRIUC R T REOHE 2 5t
2mg® AT LS R, IBRRRS O MR EE i
ARCIZERBLHEEZRL. REICK 2B IR
5N -7,
16.3 91
In vitroiRBRIZB W T, b MMSEEAEARIL8.9% T
HY. in vivoTOMBEEAKERIZ2.6%TH>7299,

48

0 24

144 (hr)

16.4 {5
FRBBHEIIN-H T VFIUVERIETH D, ZHIIRVT
O-Fi X FILULRIG EZF NIk V7 a v BIaERIGT
HHEEZONT,
N-Bt 7 L F MERISICIZEE L TCYP3A4D, £7-0-t
A FIMERIGICIZEE LTCCYP2D6N S L TWA T &
MREBEND, [10. SHE]

16.5 HEtt

AR T2 RICE2mg™ Z HERO#REG Lo & &,
BEHTHE £ CICRPICHRt S N RELE IR EED
0.4%THVD., R#MZEZEDHSE0.6%THoTz. Tz,
10mgD B EFO#H 5%, 11HEE Clcfits h7zRE1t
FIZRFT10.6%. EFTL.7%TH o720 REMERD
Rt % &5t L7 IRPPEMRIZZ5.9% TH D ERHE
R(I8.4%TH > 7Y,
16.6 $FENDEREHIHEE
16.6.1 BiEEEESEE
B R ERE 2 W RICHS Mg BEREO®RES L &
ZOEMBEEISS X —FITI1E, BERAOTNEEE
ZEIZRDoNLEIP-72) GEAT—%),
16.6.2 FFiEEERESEE
7L a2 — VIR B3 & R R $ESmg & B E A %
B L7 Z0OEYFREINT X —FITBBEMRA LB L
THEREBEBRZEOCoa . MEELBEEENRDO SN
B MDIST XA —=FITEEEIZBO 5N -7219 (4L

EAT—%)o

16.6.3 EHE
BEinE 2 W RICH2mgP 2 BERO®R S Liz L S 0EY)
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