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2. = (ROBHEICFRSULBVTE)

2.1 RRAOWRAIERT D VFHEAE (EFV V. e RoF
DYV VERED) I LBBIEOBEROH S BE

22EHEOEREBE (VL 7F=>27 Y7 T2 A 10mL/min &
W) OHBHEE[7.1. 9.2.1. 16.6.1 ]
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UNE

O7LILF—HEaK

OFME. HEKRER (T2 - KER. REZTSHEE) [C#5%
S

6. AENURAZ
[REA]
BHE. RACR LA FU Y UEREE LT 1 E5mg 2131
B, MERIGREO®RET 5. 28, Eiff. ERICK D EEERT
B, BEE5EIX]1 H10mg &9 5,
[NR
WE. 7R I5ERmO/NRICIZL AT ) D UERES L
T1E2.5mg % 1 H2[E, S#HEBRKRUOREIGEORET 5,

7. BERUHEICEEYT %FR

7.1 BEERE IR, MFEELFHOLEENRD 5N, MFBE
PERT B0, JLT7Fo 70T T VARBLUT, FROE
BOBRSEOFAGHIVVETDH 5, (2.2, 9.2.1. 9.2.2, 16.6.1
ZHE]

RABZEOEHEICNET 2HERVCHABOEE

JLT7F=r7 Y7 T A (mL/min)

=80 50~79 30~49 10~29
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ERAR | T2 | TBclE | BiclE | G~4HK
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BEEZET H/NLBETIE. FREOG VT IV ALEER
ERELT. EICHEZRET S &,
7.2 BEETIZ. BHE (f12132.5mg) »H5ERE5ZHBT 5%
CEEICEET S L, [9.8 2]
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GheELE)

8.1 R zMI ZEAFHLDT, FAKRGHOEBEIIIEHBEDE
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9.1.1 TAHAFDEREMERENIFINSDEHEREDH 2 EE
BEEZRRTE2BENFH S, [11.1.2 BIE]
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9.2.1 EENBREE (JL7F=ZUJU7
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BELLZWIE, BLINMFEEIERT A2BENM0H 5. (2.2,
7.1, 16.6.1 ]

9.2.2 BEEDHDEE EEDBEEDHDEEZERL)
BWIMHEESERT 2BF 00 H 5. [7.1. 16.6.1 BIE]

9.3 HHaeEERE

9.3.1 FEBEZEDH3EE
BWIMHEESERT 2BENDH 5. [16.6.2 BIR]
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B (v b)) THREBZEBT L EPRESN TV,
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BELOARERVCBARBEOEREZEE L. BAOME X
Hib2EET 5 &, v F U Y UBERIEICBE VT, b FELtE
ANBATT B ENRESN TS,

) SYIETHAHEFIVI VDO RIFVFFIT—HFLEALF
VIV TH B,

S5 Z 10mL/min K55)
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MNA11 Yvavd, P7FI45FY— (WThBEEERE)

vav o, 7T 74 7%~ (BREE. mMEET. E2RE. #
FE) BHoONBET ENDH 5,
11.1.2 =& (BEEAH)

[9.1.1 BH]
11.1.3 FH&EEREE (0.6%). EE (BEEAHEA)

AST. ALT. y-GTP. LDH. Al-P ®_FFE% D fFHEaEREE (1)
HER - 2BBER. AMANE. #E. BERSE). BESH 6D
N5 ENDH 5,
1.1.4 M/WREAS (BEERER)
1.2 ZOtDEIER

0.1~5%K1i

0. 1%

SN

FERRRER

K. R

BHJE . BHE.
5555/, L
UTUEL B F L,
TR

R, JRE. 11
5D, B, W
B, HER,
5. EESE, B
ARFEE, SRR,
E. BREE.
K, BEE,
REEREE T,
=8 BI= RN
HE

HIbas

g, lEX. &
AR

BRI, TR
LR, 5.
JEERARE. B
. HE%. &
M CVEHIRRE,
WER:, PREFH .
HA%

AR &
fRoTE

1%, M 5.
RER (FE7
by w5
TCNE 1
ki - 2 ft 88
B9, DR AS)

BiE. B, (K
EIEN., AR,
I 7 R

F) v FU Y UERBETOARD SN TWBEIER,
BMERRERBRBEEICOVLTIZEF Y YV EMEOFKIRICE D
XEE L 72

12. BRFRRERBRICKREFTHE

FTULT VEARG #2720, T ULT Y ENKIGHEEZ
EET 5 3~5 HElL DERFOHRS 2RIET 5 EEE L,
13. BERS
13.1 fEIR

EIREAD D 5N ENDH B, BHITNETIZEE, FbES
DEENHELNEIEDDH S,
13.2 W&

AR OBRERNLZRER T2 TEARRIBRCHRESNZ VL,

14. BALODZFR
14.1 FRIZHBFOER

PTP B#EDEANIPTP ¥ — F256W O L TRAT 5 &S EE
T5HZ &, PTP ¥ — M ORREKIC K O B WS AER A BB R E AT
AU, B2 L THREREOEE R AHELZ HHT
5T ENDHB

16. F4EpRE
16.1 MREE
16.1.1 BO%kS

BFERAEM 20 Bl LREF Y Y VIERRIE Smg % 228 B[]
ROKS LK, MEERL Rt F ) VUV BEIIHRS% 1 BRI
R AR 232.6ng/mL ICESE Lz, MEEPEE DMK
BEZK 7.3 TH o, 72, 10mg ZBEREORS LT
R SEEEICHES Cmax R KRG AUC OEIINRD 51
Tzo & F VY U IEEEE 10mg & ISR B RS L /-, MmEE
FLAREFI I VBEEREEGR 1 BEICERSMFEHEE
228.3ng/mL 12 L. HRPLEEAIZN 7.3 B Th -7,
LARYF U Y VEREIZYF ) Y VIERIEOXE TRE O M
FRLREF) DV VBENELN, MEFFLREFY PO Cmax
KU AUCo48 ZEIETH - 7202




F£1 VLAEFUI UV OEYHEIST A —F

N s ey tmax Cmax ti2 AUCo-w

BSRA SR (hr) (ng/mL) (hr) (ng.hr/mL)
1.00

Lty Smg | (g.954 0q) | 826026449 | 7.3320.98 | 181406239249
v 0.75

10mg | (0 565 00) | B-00£10401 | 7.570.89 | 3546.51:712.14

vFUTY | lomg | 510'?2000) 208.30+40.67 | 7.32+0.78 | 187537377 94

20 B, “PofE + EEMRZE. tmax @ FPR(E (HH)

16.1.2 RiEH”RS
R 20 flic LAt F ) Y UERRIE Smg 2 1 H 181 8 HY
ZEERRERORS Uz, MR L ARtEF Y O U IEREREIL
B S BATE 2 B TICEFEIRBBICEE L. AUCo24 12D W TEH
L7-BREEHIZ1.08 TH o723 GEAT—%),

16.1.3 EYFHEEF KR
LRt F ) D ViE#EESE Smg [TCK]| &4 HILEE Smg 2. 7
OAF—=N—3IckDZENZN 18 (LAREFY D VIERE
S5mg) R ABFICHEEREFEORS L CEFLREF) Y
VIBEAHIEL. Bon-EBYEE/ T XA —% (AUC. Cmax)
12D\ T 0% EHEX R TREBTRIT % 1T - 72 4E R 1og (0.80)
~log (1.25) O#EEANTH D . WAIOEDZHFEEE DT
niz9,

16.4 {3

16.4.1 RBEER
LAREF ) DY OREHRIEIE 7 = ZIVEOKER(L. N-KRO Ot
TILF IR RITE 7)) G EOERTH S, In vitro 1BV
T LAREFU Y IZFEIZ CYP3AL THRY L FILIKIZ, EHD
CYP HF® (REIE) T7 xZ LVEOKEBILEIZRBIS D

8)

o

16.4.2 (XEIEEREE - 558
nvitro\lZBVWT, LREF I DV IZEKRHAED Cmax (0
JET CYP1A2, 2C9. 2C19. 2D6. 2E1 KU 3A4 #[HEH T,
UGTI1A SN CYP1A2, 2CO RO 3A4 ZFE L2 h - 729,

16.5 HEtt

16.5.1 EERABM 20 flic LRt F VU P v EREE Smg & O
10mg % ZfER AR OHR G LIZBOR» T8V 75 >~
Al FNFN 2.435£0.567L/hr KU} 2.482+0.582L/hr ¢
H o122,

16.5.2 EEERLA 20 Blic LRt F V) O iEEEE Smg % ZefiE R B (A
BORE L7-EORER QR ETOLREF U Y VIERED
FRRAHHMRIIF 73% TH - 723 HEATFT—%),

16.5.3 R ABE 4 Flic [1C] -LAEFV Y U IERIEREKR
S5mg % ZEEREEROKRS LR 5% 168 Bl E TORK
UEFOREFERINKRIIZNZFN 85.4% KTV 12.9% TH -
7-10)

16.6 HEDNDEREZHI2EE

16.6.1 BHEHETE
JVFPFZ27UT 5V AN 45~90mL/min (EE). 10~
45mL/min (FFEE) OBERERTE . ROMEET 2 0E & T
HEEOBMERTEICLALF Y Y VIERIE Smg % BERED
BE UK, BRELTEEICHER, BEERTETE. LALF
VY UERRIE D AUCo-0l359 1.8~5.7 fZ#EmL. 12138 1.4

HTEIST A — % BERTA— Y
AUCo-48hr Cmax Tmax T
(ng - hr/mL) (ng/mL) (hr) (hr)
LAREFYY
SHEERtESE | 1893.95£286.18 | 248.71456.44 | 1.09£0.92 | 7.57+1.15
Smg [TCKJ
;rfg*f’”ﬁ 1891.60£323.78 | 254.73+53.65 | 0.84%0.46 | 7.50+1.14
(Mean+S.D., n=24)
(ng/mL)
3007
2504

- LiKtFY YRS mg [TCK]

-0- A HILHESmg
Mean+S.D., n=24

Pl SNSRI PRS- =
I
o

M TE & 24 36 48

R (hr)
MEEFEEI N AUC, Cmax E0/85 X =71k, HEREDR
R RBORIEE - BRSO RMEBSFIC & > TEL S ATREMED
Hb

16.2 ORIN

16.2.1 BREDFE
TR 20 Bl LAREF U ¥ VIERRE Smg 2 &% (BER)
NS ZERE R IC AR 5 U 7o e, EIERHE S S N BRES
OMEEFRLREF ) Y VIEBIED tmax (&4 1.3 BEREEE L.
Cmax 75 35% & L7zA, AUC ICEEE R ZEITA N5
723 (NEAT—%),

16.3 9Ot

16.3.1 DMatE
TR B 20 flic LA F ) VU IEERE Smg % 228 R B (0]
BOBES LK, LAEFY YV OR2TO5HERIT 25.14L
TH 72995,

16.3.2 MPEBHESE
InvitroT® [MC] ~-LXEFV Y (0.2~5ug/mL) Ok b
MAEE AR ARIINN 2% TH - 729,

~39BICER LY (MMEAT—%4), [2.2, 7.1, 9.2.1,

9.2.2 2]

F2 BHEBETEICBIZLRETFY Y IERIEOFENERE CS

A—%
A IEH BEEET FEEETN HEET
s (6 1) (6 1) (6 1) (5 1)
CLcr
(mL/min/ 98.7+7.2 62.4+£9.8 | 26.4+10.3 0
1.73m2)
Cmax
(ng/mL) 220.5%+68.78 | 295.2+60.76 | 320.0+67.06 | 358.0+90.64
AUCo-
2212.5+282.60 | 3884.4+769.85 | 8290.9+3653.54 | 12579+3518.4
(ng.hr/mL)
tizz (hr) 10.4+2.76 | 14.9+£3.12 | 25.2+9.73 |41.0£15.54
CLr
(mL/min/ | 25.6+4.64 | 14.3£5.13 | 4.2+2.33 -
1.73m2)
CL/f (L/hr) | 2.2940.27 | 1.33+0.25 | 0.68+0.22 | 0.43%+0.15
S E AR R 2

Cler: Z7Vv7F=>27I0T7 IR
CLr:B27IU7I YR
CL/f:2B7)T TV A
16.6.2 FFREDH 2 EE
FHEEETEICB I 2 LAEF ) D VIEREIE O RN HRE O HES
FThbh T,
7B FERERTEFEERE ICEF )V VIERIE 10mg % Bh
BORE L-5E, FREEREE ICHA EFREEAEREH
DO, Cmax ® EF. AUC OERAERD 517212719 (5L E A
T—%),[9.3.1 ]



X3 HEFOHLEHIIBT 21T Y VIERIEORENERE/ CZ

s 95%(EHEIX
Iy VLIRS AT FE%% A p &

vs 7ot R

0.60 [0.15~1.05] p=0.0087

A—=%
tmax Cmax ti2 AUC
R (hr) (ng/mL) (hr) (mg.hr/L)
TRERRLA
(14 f40) 1.0£0.5 384+103 7.4x1.6 3.3+£0.9
JER I PR A B
BEE 1.0£0.4 498+118 | 13.8+1.8 | 6.4x1.6
(6 1)
TP E IR R

16.6.3 SkE

EEE (65~74m%) 9Bl LAEF Y Y VIERRE 30mgt) % |
H1l@E6HEREZO®RS LZEOLREF) Y VIEREDS2
70750 A, BERA 21~60m%) &HELTH 25%
o7l (HEANT—%), [9.8 ]

#) AROEAZHEIX. BFE. KA LREF) D VIERIEE
LT 1E5mg %1 H 1M, fERNICRORS, k58131
H 10mg TH 5.

£4 BREIIBU2VLREF) Y VIEREOREYEIE T A -5

tmax Cmax ti2 AUCo-
BB (hr) (ng/mL) (hr) (ng.hr/mL)
@%fﬁ%f © égifog) 16354268 | 6.92+1.10 | 13855+2340
fgﬁg% © gégfog) 1596+287 | 8.92+1.71 | 2038246025

HME £ FEUEMRZE, tmax @ FRE (HiFE)

17. BRERAHE
17.1 BEROREHICET HHR
17.1.1 £F U I VIGRIE DIRRIER
(ZUILF—HER)
(1) ENERHAE IEHE (CESREHR. mA)
BEET VLF-HRREBFEZRNRE LT, 7V IERIESRE
10mg % 1 B 1 [\ 2 BRH%S U7- B Sk 2R SEEE O RS EH
FED EOEIA1E 53.8% (21/39 ) TH -7z,
BITEFFBUSEE L 13.0% (6/46 ) TH 0. EHBIERIZES
4.3% (2/46 ) TH o710
(2) ENEIERER (CESHRIEERAR. A
BEET VLF-HRREFEZRNRE LT, 7V VIERIESRE
10mg % 1 B 1 [\ 4 ;BRH%S U7 B Sk 2R SEEE O RS EN
EDL EOEIAEL 47.9% (45/94 1) TH o7z,
BIVEFFBSEEL 5.5% (6/11061) TH 0. EHBIERIZES
3.6% (4/110 ) TH-717,
(3) ENEIERER (CESRLERHR. IR
BEET7 VLF-—HRREFELZRARELT, £F U D VERIER
FA4vay 7 2L 7 @AM 1E0.2g (£FV Y VB
#|ELT2.5mg) % 1 H2ME, 7L 158K @ 18 0.4g
(BFVYUEBIEE LTomE) 2 1 H2E] $50IE7 71K
% 2ARREG L. MAERERZATT (K LeAFEE BT, B
B, BAZSER) OZLE (BITaR 12241 2% 1I1ITRL
Tzo TORERPS. TITLRIHT 2 EF ) DV EBIEOBERME
DERES N7
#£1 2BEHHHEBICBY 2R ERERAITED 0ZLE

NT . .
4 ESEY= .
PN (R
sy | PP
2 % T
o | o | pop | PEEAT
(meRR) | (EERD) | (ERR) | T
vF
7. 6.66 4.79 1.87 1.85
www | 2 (1.26) | (1.96) | (1.79) (0.18)
o 6.84 5.51 1.33 1.25
7IeR | 17 (1.52) | (.04 | (1.79) (0.18)

W) BERBERZ 7 10 28 5BRITEAND SR
%é%%%%r{Nﬁxﬁfyﬂm%ﬁ(@%ﬁ&%ﬁ%ﬁ@m3ﬁﬁ)—é
%QLN—Zﬁfyﬂm%@137ﬁwﬁﬁg%%ﬁﬁtLt%ﬁﬁ%ﬁu&
BIEF SIS 1L 9.8% (12/122 61) TH . T EIERIE
ALT H#05.7% (7/122 6). AST #f01.6% (2/122 ) T
7218

(4) ENSENEHER (—ARERFREAER. INT)

BEET7 VL -—MRBREEARNRELT, EF YD VERER
Ay R2@ME7 AR 1[0.2g (TF) Y iER
#HELT2.5mg) 21 H2ME., 7L 158K 11 0.4g
(tFV Y VIERIES LT omg) 2 1 H2E] % 128MES L
Too MEBBIERAITOR—ZAT A ViHEER D 5 DELED
Y (POl EEREE, BITNR 36 61) &, &5 48
2.81+2.62, %5 8EK : 3.66+2.75. #&5 12 B :
3.40+£3.01 THO . PRIIBEERTRETETFT IS 4L,
HTEL TV,

BIFRFIRSERE L 2.8% (1/36 f1) TH V. EREIEMRIZAM
BEE 1 flTdh-7219
(ERE)

(5) EANRHAE 11845 (CEEMREEEER. WA

Y1) D UIERRIESE 10mg 2 1 B 1 [@#%5 Lz, %5 3 3.
BE5 1 ABKROKRES 2HEBICBIT 32 2REAEBEORFEENRED
Lo#EIgIz. #nEn. 47.9% (34/71 #1). 64.9% (48/74
Bl) BRO71.6% (48/67 fil) TH -7,

BIVERIFEIRSEE L 10.8% (9/83 ) TH V. EEINERIZRS
4.8% (4/83%1) TH-7:20 ,

(6) ENENHERER (CESREEER. KA

Y)Y UIERRIESE 10mg 2 1 B 1 [@#%5 Lz, %5 3 3.
BE5 1 ABRKROKRES 2HEBICBIT322REAEBEOTFEENRED
Fo#El&Iz. FhEn, 56.4% (53/94 1), 71.3% (77/108
Bl) KO 82.2% (88/107 fil) TH -7z

BIVEFISIRSEE 13 15.9% (21/132 6l) TH 0. X BIER X
%10.6% (14/132 1) T&H-7-2V

(7) ENSENEHER (—ARERREAER. BA)

Y)Y UIERRIESE 10mg 2 1 B 1 [@%5 Lz, %5 3 3.
BE5 1 ABRKROKRES 2HEBICBIT 32 2REAEBEORFEENRED
Fogl&iz. #heEn. 46.7% (14/30 ). 53.2% (33/62
Bl) BON72.9% (43/59 ) TH -7,

BIVEFSIRSEE 3 4.4% (3/68 ) TH V. ELEIERIZER
2.9% (2/68 %) TH-72 ,
G - BN, B, BBZ5FEE

(8) EASEMEAER (—ARERFREABR. AA)

v F Y EREES 1I0mg 2 1 B 1 [ 2 ERRS Uz, &k
2REBEOHEEWEZEL LOEEIE. 182 - RER# T 65.9%
(81/123 Bi) . FEZEET 57.7% (30/52 ). % 5 EEET
74.5% (41/5561) TH -7z

BIEFISSIRSARE 13216 T 5.5% (13/236 ffl) TH . L EIE
FIZIRS 3.4% (8/236 ffl) TdH 72,
(ERE. HEEE (B2 - EBRN. BHEZ3EE) L3255
(9) ENFELHEAR (CESREEEER. IT)

7 —HEEARNRE L EEREEREBICBVLT. T
VOVIEBE RS A v uy 7 [3FLLE 7 RN 1 [ 0.2g (t
FUYUIERRIEE LT 2.5mg) & 1 H2ME. 7HRE 15ER
i 1E0.4g (v F VY UIERIEE LTSmg) 2 1H2E] &
BVWESNF TV ITLBERS A Yay 7 [3RLLE 7R
i 1E0.6g (K bF 720 T0.6mg) 21 H2ME. 75%
PEISHEFRE 1 Hlg (K hF7xrELTlmg) 21H2
m] % 2ERKRE Lz, ZORDEEEDOELE (FHTXR 134
) #F 2R LIz ZTORERNPS. F v F 7 20 7 IVEEEIC
WeBYF YD U HBEOFESENSEIES N,




£2 LHEHEHRICB U5 S FE0HEEEOE(LE (2) BUEIERER (CESREEHR. BA)

R3] e ) BHIEY LLF—HRABE A HRE LT, LAET) U IEE
e | AR ZfLEEY #EsESmg & 1 B 1 H. 28RS LR, LALF ) Y iEik
B BlgeE D P 168 Smg BIX 7T L ARBICH UEEFMAER & Lz 4R (<
FE F5fE Fi5{E el Lo AFEE Bt BOZHFERTBROZSFE) OFFIAaT7%
- sy x> fEES)
(EHRE) | (EERZE) | (EEREZE) (e sE) HEITkE L,
7 - 2.41 1.96 0.45 0.43 £ 4 4RO/ RITOFE
g (0.52) (0.64) (0.67) (0.05) PR
5 E TEAI R 5 FREEE A p fE®
7 hFT HiE
Y 126 2.40 1.88 0.52 0.51
T (0.52) (0.63) (0.62) (0.05) F5t R 117 8.50 6.09
i ; 0.003
VEREFY T 118 8.40 5.20 '
a9 e e — N Smg . .
tFU Y UIERE S EE ) 95% (B #AX [ 3)
rhNFT7UTT 3 ya s PREL . T 5 P =
vs )I/@é b 0.08 [0.22~0.06] ) HoEON (RER  B5E. BE5AE. M)

FEREWERIZ. LAY F U D UIEERESE Smg BE (RIS 119
Bl) CHEER 6 1F. JEE S ETh -7,
(3) BHNEMERHER (CESHREEEER. mA)
BEET7 VLF—HEERBELZNRELT, LAEF) DV VIERE
HHE Smg 2 1 H 1 [\, 6BEKREG LzKE, LRtFY D UVIER
1E4E Smg BHE 7T L ARBHCH LEEFMEER & L7z 458k (<
L»AFME BT, BOZS>ERVEROZSE) OAFIAIT%
BltE L,

1) E(CRA BT R
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