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FaXT 7 2 AXT A M UK E N UTERZ 8845 W, Bz Tid= A e s
BRICKE %, BREEERICRES 3504 A &2 LT, kamﬁy&ﬁﬁﬁﬁwwmﬂ
ERZRT RIBI, F7- 0 JRERFHCR L Th A baZfy L REOIER Z g Ble sl g
YIkRZ v bOFEEEICET A RBRICBWT, = A heZ v 0.1mgkg/ HEGHECIE = HEE&IX
285% ML, 7 v ¥ 7 = 0.01~10mg/kg/ H $E5-HETIX 18% 0> 5 66%HE M L 7= 23 H &G E
m%w%nﬁﬁotwhﬁﬁ\?m#y7iyﬁﬁmibwiﬂﬁﬁ%¥Cm&@zmmga)&
v (1 RO bmg/kg/H) IZBWTIEHEEEOHEMIZFE O DAL d- 7= (6l 1ol FL R E A
DFEZ RS H HAT, W%@@#w%%w{%%¢%mﬁaéﬁmLt#%\7&%/7I
VR BRE L XTIRRE & OMICEITRED B o 7o )
ENE R T HHEBRAE

EFRERUVEBREICRIITEE
F v N OIRELIRET LT kwfiu%y7iy1~wmw@5%%%@%4H%i@&%bk
FEAL, BEHE, IEEICBT A EEERD R OVEREA T 2MH L BRI 2 b0z 12 # A
MR G% CHRFF SN 22, ricBn T Iuexv 7o 1 KO bmg/kg/H #IFEEIFRF H X
D Ieh L7ofE R, IVRUIBRIC K 2 BHERDZMEI L. 2o oh T 2 FlkG% THRES

HEHEIZ TéﬁafﬁMW%&ﬂ%fﬁTWﬁW%&@% IFIEOMBENRD bt o, F
k\W%@%Lt7/F&U%wT®EM%%V~ﬁ—ﬁ®£@ﬁ%mﬁbtﬂﬁﬁﬁﬁgﬁﬁ
ZIHIh AR Xtz (6
g ik %I&&T%%
7 v FOIRRYIRET MZEBWNT, FaXT 7 = 3mgkg/ H O G IXMHEREIZEBT 55 RZED
BB RHEMOMREZSE L, EFRRMMIEEL AT 2EEEK L, 7y MIBITS2Zhb
DNRIT 10 » A GHZ TR S [0

BIAEICRIZTTEE
PREGIRT » MZoF e %7 = 1mgkg/H 75:&51/ KEREF BT I T D ) FHINEE B O
MR 2 Wt L7k S, INERBIRRIC K 2 B9 0 ic i 2 MIPEIS TR, HT%E(?/&@W%

) DT DD WITETERGEE D EF- ifﬁ‘%iﬁﬂﬁﬂxhﬁ%ﬁ>mu&5E)%L7; [24],
YE BRI - FriukerE
BRI L
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VI. Y EhRe 89 51EH

1.

(M

(2)
D)

2)

2)

mREDHR
BRELEY L PRE
BRI L
ERPRRER CHER S I ohiRRE
H A1 53 ER
FERR S B Ak 52 Bl T v % o 7 = L HE AT 120mg (60mg $E 2 §E) ) A Z2 I HE[E#E 1 # 5
L7 I a7 = VEEITERO Y — 27 27 LTz, Cmax @ CV%IE 94.8%. AUCo-®
CV%I3 55.7%% 7% L, MIKMZEEBRKE W LAVRENTE RIR6, ks, T 0%y 7 = R
1.0mg FARNEEG-REEY DAL 7.56Lkg Th o7,
#1) FRHEERELEICS Xy 7 o L HERE 120mg (60mg $E 2
$8) BV BRI RS EBOMPEF I OF s 7o VIBEFELDEB L
HYBNRE /N T X — %
Cmar (ng/mL) | twma® (hr) | AUCo-» (ng-hr/mL) tv?” (hr)
1.635 (94.8) |9 (1~ 24) 55.9 (55.7) 24.3 (15.8 ~103.9)
B (CV%) @ n=52
a) FULE (&EFH) b) FFIFR (HEF)
REE SR
PR R 2o 16 I, T vy 7 = VIEEEHE 60mg 2 1 H 1[0 14 AHFNERD#E LTz, 14
HREIOKEROREIC L MIET S a7 o BB E RIS ET 2 2 L RENT, $7-,
60mg LA FIZHU TH -8 HL A R Sz 28] (27,
#2) BRAEELEICTOXY 7 2 VIEREE 60mg % 1 H 1[0 14
HRERAEEOHRS L comiEr s uX s 7o ViBEL DV EH L
SEWBE /N T R — ¥
Ces,max Ces.ave Cos,min tma® AUCs CLy.ss
(ng/mL) | (ng/mL) | (ng/mL) | (hr) |(ng-hr/mL)| (L/hr/kg)
1.750(32.4) | 1.384(34.2) |1.009(37.0) |8(1~8) [33.2(34.2) [36.5(48.1)
BEAFEY (CV%) : n=16
a) HOLE (#EPH)

1) AFOARSNEZHAEL ORI T oF 7 = UHERBE S LT1 H 1[E 60mg A5 T
H5D,

EYFERRIE R

[ I E IR DA R RV SRR T A R T A VS O—IEIC>WT) CERk 24 45 2 H 29 H
RFAH 0229 5 10 5) IO EE

TaXx 7 o CHEBRERE 60mg [ & ERXZEE60mg &, 7 2 A4 — "—EIZ LD ENE
N1EE (TrXxv 7 o U E L C 60mg) PRI R A PEICHE R RE A AR 1 6 5 L C I
FouXxy 7 REZAEL, HONTHEWERE T A —% (AUC, Cma) (22T 90%15HE
X ERENS CRERHIENT 21T o T2 /E 5. log (0.80) ~log (1.25) O#EIFANTH V. MWiHIO A FrIF
EVEDERY S Tz 28]
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(3)

(4)
D)

2)

(ng/mL)

09 r

08 r

07 | -8 5L 7 x VIEEESE60mg[ WA | ($8#].60mg)
: —O- T K R % §260mg ($£7].60mg)

06 r . Mean=S.D.,, n=30

ERECRN OB RS

16 24 48 72 96
5% O (hr)
1) S0¥%y 7z 1kl 60mg $E4 Bl 5 L /- L & DImiEd

FUFXT T B

#3) 0¥ 7 x VIR 60mg $Ex ARG L 72 & & OFEWE)

BNTA—%
HENT A —F ZHEINT A—F
AUCoo6 Crmax Timax tiz2
(ng* hr/mL) | (ng/mL) (hr) (hr)
¥ 7 L /15
H#E 60mgl HOA || 21.03+6.94{0.57 £ 0.28 | 9.3 £ 11.3 [ 39.5 + 25.4
($€#1. 60mg)
2;;? Zifn‘agomg 23.17+8.78|0.60 £0.34  11.6 = 15.1{39.1 = 29.0

(Mean = S.D., n=30)
MAEHR IR EENF N AUC, Cmax 5D /3T A —H X, #RE ORIN | (KR ORI « REE 5 Ok
KM Ko TERRDAHEMEN D D,

th
R L

B% - HAEORE
BEOHE

SMELN O PR R 2ot 14 B 2RI R VB FOBE R IZB W T 7 v ¥ o 7 = UHERRE 120mg
(60mg & 2 F&) TV ZHERE O G U2AER, ZEHERFO Cmax X OV AUCo 132124 0.9ng/mL
KON 41.5ng « hr/mL, BHOEET O Cmaxl’l(ﬁ AUCo¢ 1ZZFNZ 1 1.1ng/mL & " 49.1ng « hr/mL
R L, 2D OMICHEHICA B AR ZITRD iz no 7o 29

EVHEEA

DaLRFI =3

SME A DRSS LM 14 BI2B W T, aLRAF T I (AL ZFFI L L T4~8z% 1
~2 [E/H) OKEROBEESICEY Faxs 7« B 120mg (60mg 58 2 §) D HEHR O#
B8 AUCo-+ X 60%1EK T L7= B, [10.2 ZHf]
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@7 vEIYY

SME A OB A E R M 14 241280 T, T ES Y v 500mg (4 [B/H) OKERZRAHREICEY
X7z U 120mg (60mg §E 2 $8) Y BEFRR O EGRFO Cmax 1% 28%K T L7 81,
[10.2 /]

1) AFOEKRESNIZHER ORI o 720 EEEL LT 1 H 1 [E 60mg & HO#E&5T
»H5D,
TE 2) ARFNOHEZR S NI hEe U Ish FIX RS B HERIE TH D,

VI.—7. fHEAERH] OHEZH

2. EYRERNTA—S

(1) A E
M EE e L

(2) WRURERFE TE B
MR L

(3) HEREREEH
0.02282+0.01124 (hr!) (Mean=*S.D., n=30)

@) DIUFTI3VR
MR L

(5) N MBE
BRI L

(6) Ttk
MR L

3. BEE KEalL—vav) @i
(1) B
R L
(2) 185 A— S EHER
R L

4. IRUR
NAFTTRLFE) T«
SE N OB R LM 8 Bllc., 7 uAd—N"—FH A L HZANTTuxL 7 = L 120mg
(60mg §E 2 §) "V OEOEGROT 1 x T 7 = VR 1.0mg OFIRAEESTD 2% L, 5
BX 7 2 OWPUZHOWTEHMI L7z, 7 ax v 7 = VIERBE 120mg ROFEGROT7nX 7«
Y OHRIEI AL FT _A TV T 415 2.0%., WIEIT 63% ThoT-, ¥, FRFT 7 x 3
FHIEER T D Z EAVRIB I LT 5 32

1) AFOAKRBINIZHELOCHEZ I eF o7 = VEFBEE LT A 1 60mg A5 Th
Do
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5. o
(1) %k —RxBEFE @
UERR L
(2) mi%k—RafEEErT @B
VI.—6. (5) ifhw] OIS
(3) AiF~DFEITHE
VI.—6. (6) #=Fhw) OHESMR
4) BEBR~DIEBITHE
BRI L
(5) ZDDBBE~DFEITH
MUERR L
(6) MPFPEAEESE
HARND PRI M 15 BlomEY > 7z AN, sSH-7ufd v 7= P EAOR A% in
vitro iR TR L 7=,
MIEE AR A ROFEMEIL 97.7% (HiPH : 96.6~98.5%) Th 7=, F£i=. HE AN Lotk
DOIIEY TN Z T LR, SH-Tu Xy 7 2 377 2 0L 99.6%., al-FeMhEE
HE & 88.9% DA Tl - 7= B3,

6. HK#

(1) HHEDALR CHARRS
SMELANORERRRRA 4 ] (BET? 3 i R OPHR R 2k 1 1)) 12 MC-T m v 7 = IIRIE 199.Tmg
BV DT a3 — WK 2 BRI A $ G Lz, 3RO 7 L7 v BRI AR O B8 i K OYR
IS Sdv, BRALIGHIIEER D DR o 7o, ISR ORZALHITRBEHENE DK 1.0% TH -
7= 341

W1 AFOABRSNEZHELOHRZT T oF 7 = UHERBE S LT 1 B 1[E 60mg A& ET
»H D,
7 2) AFIOKRE SN TRE I RIS BT HRIETH D,

(2) R#IZEEEITHEBEE CYPE) DHFE. FE5X

R L

() DEBBHREOERRUZOHE
LR L

(4) REMOFEOERRUELLL, FEILE
R L

7.

SAE N DORERERR A 4 B (BEE2 3 Bl OPAREL ME 1 61]) (2 14C-T v %> 7 = VIR 199.7mg
BV DT L a— WMKERIR A R O &S Uiz, EEFIZ 50~79%. JRHIZ 3.3~5.5% D FHENE
D3 HEHE S 7= 85,

1) AFOEKRSNIZEROHREIZ T XS 7 = VS LT1 H 1A 60mg OS5 TH

Do
1 2) AFNOAGE ST RRE I RITARE B HERIETH D,
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8. FIURK——IET B
R L

0. BHHITEDIREE
R L

10. HEDEREHTLHESE

(1) B#aelEE

SMEL N OBFEREE R BHET 2 10 B & OVBHSRERE BT 2 10 Fllc 7 v ¥ > 7 = VIEERME 120mg
(60mg & 2 §&) TV & HEIRE O HG Lz, BHRERE BRI BHAE IR Bk i LT AUCo -

D3 2.2 1%, Comax MK 1.4 5 TH o 7= B, [9.2 B-]

(2) FFHggefE=E
SMEA O 8 ] (PARE&ME 5 B, BIEF? 3 6) KONFREZL RS 9 i (PARE Lotk 5 4,
BAEED 4 ) 12T a7 = R 60mg Z HIEIRE DB G U7, P28 B R Ak AL R
L TCAUCo 2347 2.5 {5, Cmax 3K 2.1 5 Th o7z B7, [9.3 ]

1D AFOAKRESNTMERORET T X7 = UfREEE LT1 A 1E 60mg ffA&KS5T
b5,
1 2) AR OGS ST ARE IR RITPHREE B HIRIETH 5,

1. Z0fkt
YR L
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6.
(1) AHHE - BEBRFOHLEE

M (ERLDIEESF) ICEILER

)qL}

ZENBLETOER

BE STV

BEZNBLTNDER

zmu(xw%%(mhﬁbmu &)

2.1 VE R ARIMARAE , FHZERRSE , HEISEIR MARIESE O FR R MR ZERRIE O & 5 B3 L2 OB EIE
DHLHEH [INOLOERPMETLZEnH 5] [8.1, 11.1.1 /]

2.2 RWIAENRRE (i@l RWILHMSE) 1°h2BHE [8.2 2]

2. 350V VIREPMNEGEREO BE [HIRMAREREZEZ LT W EORENRDH D, ]

2. 4 10 U THENR LTV B ATREME D & 5 Lot e O 3Lew (9.5, 9.6 1]

2.5 RFN DTk LIRBUE OB O & 5 B

MEERIIMRICEET HFE LT DER
BREINL TN

FERUVAZICEET 58 LT DEH
BRIE I TR

EELGERWIE EEDER

8 EELERMIE

8.1 AFNORMIZL Y, FrlRimARZERIE EEFFIRIMARIE, MiZErRE, %%ﬁ%m@r%@a)
DHLONDLZ ENHDHOT, BEICKL T, RO LD RIERPFRD LN THAITITEHIC
IR T2 L9, O UOHHTL 2 L,
FEAR © TR - FIE, Z2ROMFR R, B8iv, s, SPE ) EESE
[2.1, 11.1.1 &&]

&2%%@&%&@(%%%Wmﬁﬁ\%%@E\%ﬁﬁwmﬁr%ﬁﬁ)@)zﬁﬁhﬁ¢5
7o, RHIRERIREE (irEl G, RIIZ§ESE) 1ITAD 3 BHRNZIIARORM Z ik L,
BITHITARBICR A ECIIRGEZHH LN &, [2.2 5] ]

8.3 BEDIN VT LK/ I X I D OBREN 5 TRWEEIX, I v LR X
X I D EENENMKTHZ L,

RENDEREHITHEEHICHT IR

I BRENEREZAIHBEICHT IR
9.1 GHHE - MEEFOHDHEE
.11 RBAOIR FAS VEEZICTHEELGRS MUY UL FE (O500mg/dl) OEIEEDH 5 E
&

MmE RV 7V Y MEOE=F—%21T5 Z &, AFIOIRMZEVME Y 7Y &Y FEFRER
bobnDZ b o,

(2) BHREEEERE

9.2 BiRefEEEE
[E N R EBR ClIbRA ST, [16.6.1 ]
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(3)

(4)

()

(6)

(1N

(8)

1.

(M

AF#ae

E
FEE

BH

9.3 FFiREfEE RS

ENERRRBR CIIBRs ST

%, [16.6.2 B3]

HIEREEE T HE
RESH TN
147

9.5 yE4m
WEdm X3 ATER LT % ATRE

MR B e KEFTRBENNH D, VT FTI

KIE) DR
DN E o7 kR AE

Tﬁ%$W%/®£m\ﬁiﬁm

m M E T

b%hﬁo?ybfﬁ\%
TOIREE, RS AFROIN T, S HREMEOE L, FE R
BB U L SERIH OB & 0o BRI D, e,
SRREEC K D B R OER O DOREND D,

YD D LMIZITHREG LW Z & I AR 2 &5 L2
T BEE M OMEBE TRIBLETE (L
IROFEEEIE X OFEFRE BRE, TRtk &

(2.4 Z /]

RELIF

9.6 RELIR
BH A O
2

5 Lnwz

o KA E FHITPABITT 20 E ) IR TH D, [2.4

INR

BRE STV 20
=Y

BRE I T e

fHHEER
HHREZEEFDER
BRE STV

(2) HAEE L ZTDER

10. fAE A

10.2 tRER (BHRICEET S &)

S 41 5 BRI - 5k He R - flRIE T
A o ACHA RANDMARENME TS5, | KRBT LAF T L AR

L AFT I
[16.7.1 & 1&]

. JHIEE NS ORI &
NETT D2 ERABNTN
5o EDOMODEA A A

JRIZ DWW T b [RIERD AT REME A
Exbhb,
7= G A 7'u ha v R OB D | BIFITIAHTH D,
N7y WEINTHD, KA D

BIROBGEH D WVIZHE T O
(2 i B NE = I S | P
B E= X —T DM E R D

o
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$EAI4 & ERARAEIR - $EE 715 By - SR 7
VAN AFIOMAFBERENMET T8 | 782U X0 BNHE
[16.7.2 &[] FnnH D, ENEADT 5 Z LT k0 A

DIGEERME T3 5720 &
Ezbhb,

ElEFA

1. 8l4E A

WOEIWERNRH LoD Z ENHDHDT, BIELE HoITITV., RENRO NG EICITRE
LT A7 b E AT Z &,

(1) EXGEIER & DHER

1.1 EXAEEA

1111 SRR TSR (B ARH)

TREBERIRIMARIE . iZERE, MBSFIRIMARIEN H S b b Z LN H DD T, FROKRE - #
i, ZESRONME N, BYIiL, Mfe, SMERIEEEOERPES b GA I3k E 2
EF25zL, [2.1, 81%#]

11.1. 2 FF#8aefEE (S RE)

AST, ALT, v-GTPZ%0E L\ EFEZMH I FEEREERH LD Z &R d 5,

(2) ZDHhDEI1EH

1.2 Z DD E|1EF

mIVEH 348 2~5% AT 2% AT BHEEASEA

I IR7E3 NET BB D
~< k7 VU v M
A IR AR

WO i Al-P i MG E B,

A% R7 VT U,
g U s, i
BT B

THibE M 5 JEEREGG . B <Y

Jr Mk y -GTP L5

R & FRE%%. & 9 FEiE

A G 53 W) RO 5 NI
m

A 355 BA

Z D1t TR 12 TY E2an B ROR, R EE PR
Ji, 2R AENE AR
WRZ%. (REHIMN

FRRREFRICRIITEE
BRIE S TR
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10

11.

12.

BERS

13. BERE

13. 1 fE4R
1[5 120mg BL EZARH U7z N C R EED O RHE ST D, 2 i D /MR
IZHB VT 180mg ETHOTRALIZEOWMENRH D, Kill, FEMED FV, EH:, BB, T
L IREL. WAL, AP BEEHE STV,

13.2 &

FRE AR FEANT 72U,

BRAEDEE

14 BRAEDEE
141 BRIZABEDEE

PTP @25 0#ANT PTP v — bl L CIRAT 2 L H5EET 5 Z &, PTP v — K DA
LD, BOSLA A EEREA~RIA L, FICITRIL 2R 2 L THERIRA S O BE LA IHEZ
T3 H 5,

ZTOHDEE

(M ERERFEAIZE D FHH

15. ZDthDERE

16, 1 BRERE A £ D < 1R

15. 1.1 AAEICR T 2B HRERR (B BBk T, ARREGHTT 7 B R FFIC~TE
WIRIE DT 2N Z R LT L OWEDRH D, BIKAISERDOH L FENERETH S &
XS TRV, ZIiﬁl ‘YL‘%?EP FEWNIEORYE (REARHOFE - R, 5 R
JHAE) D3RR DIIEHEITIEIRIIS CTRELWRAE 21T 9 Z &,

15. 1. 2 ZMENZ BN T ﬁﬁl &ﬁmix ~w B 2 F U 7 PR 2o C - IR 25 HE N
L?‘:k@i&%iﬁ&)éo

15. 1. 3 KA 51 i]“ﬁgﬂi ’J:l:f\“?LfODJ 27 D EFITERD VTV WS AANRF S
(LB EITE)EJ@;E RO BNTHEITIHERITIS C TR LWBREZITO Z &,

15L4%lf%%éhhw@%ﬁ%ﬂ%éxi%@)z&ﬁ%m%ﬁ%ﬁﬁ%ﬁ%@)kbt
PR BSZ I T, AFIBGREICB W TN TRIC KD TR Em - To & OWENH 5, A
HIZ XD ERITT 7 R EGHET 1.5/1000 AN/AFIZHR L TAKIER 5HET 2.2/1000 AN/4F-T
HoTz,
) ABIOER ST BhE IR RITPARE B HERIE CTH D,

(2) FEEREREXBRICE D < 153K

15. 2 FERRERFRER IZE D < HHR
MEZ v b RO~ ZIZBT 203 AJFMERABROFE R INEESE DR AENGED Sl &L O D
HDH, ZDHOFTRITINEEEEE R OMERIVE VR T v ADREBNEINT 5 (L TH D alhE
PERENEBEZ DI, 1T > I f%,ﬁeé’]foﬁﬁﬂ:f&)é EDPH BTN D B, &R R AR
([ZRWW T, IREEREDME T L 72 PR R PRSI 1T 2 AHI D Fe b & R A & ORI B 72 B
FRITRIR ST TVZRW,
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X. JEERREAERICBII HIHE

1.
(M

(2)

()

2.

(1)

(2)

(3)

(4)

(9)

(6)

(N

FIEAER
R

VI HEEhSEEICBId 2 HE | OHSH

REMEBHER
B L
ZOMOEERS
R L

HiEER

HEE5 SRR
%A EE R L
RERS SRR
BEERR L
EinE R

% HEE R L

M ARMEFER
BEERR L
AR A SR
RS L
BF RGBT ER
REERR L

Z Db DS
RS L
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 BEEMEEICEAYSER

RHX S
B A FEEES (EE-EMFEOLTEICLVENTL L)
AZhERSY + FEE LW

A hHAR
34

BEIRE TOITE
R PR A

kWL EDFE
BRIE I TR

BEMITEM

BEMERLTA R HY

<ThoLky : FY

ZOMOBHENTEM : T X7 = VIR 60ng [H DA RSN EBE S A~
(X 2. OO B EER) DESM

Il

CEES

: T E A X §E 60mg

L NEB R T o UFEBIE, TV Rue U@t Y sk, Ve et R oA
KF, =AMV A =N ATV TTRY TINT 7 ANy R—=L Iy b Fd—),
AFTF L) S

Zl =
|
dix

Sz 3
RIS

EREEEA
Y L

HERFTARFABRVARES. FEEEREFARD. REIMEAR

. 3 R 7E KRR s 5 A FE B W e Bl s
Eﬁ)b% {_EH H g(n:u%ﬁ ﬂiﬂ H E'—:-H H

Ak Fe4
VA= A
YR YESE 60mg

SN
A= A

2016 4= 8 H 15 H | 22800AMX00640000 2016 412 H 9 H [2016 4= 12 H 9 H

201746 A 20 H
YR BAYE BE 60mg (f%%i%*%ﬁ%§a 22900AMX00546000 [2018 412 A 14 H|20184- 12 A 14 H
(1D SR

PRER(ETREM. RERVAEXEENFNFEABRVETDOARE
RN
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10.

11.

12.

13.

14.

BEERR. BMERARFABRUVEOAR

M L7gW
BEAENME
Y LR

REMHRICEE Y D15

AFENT, BHE (H2DWIEHRE) HIRIZET DHIBRITED B TH2RWY,

£@a—F
Wisi JEA G RN AL e | ERER G = — K | HOT (9 #1) L7 N ERE
N ERE LT — R (YJ =—F) ey VAT LHa—F
VAT SV SV
AR YR SE 60mg 3999021F1120 3999021F1120 125206401 622520602

(&7 |

R EDEE
ARENIZIHERMN EOBRFBEERLTH D,
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