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F) FE-EMSEONTEICIVERTSL

Smg 10mg 20mg 40mg
FAERES | 22900AMX00658000 | 22900AMX 00659000 | 22900AMX00660000 | 22900AMX00661000
BRFShAte | 20174128 2017%128 20174128 20175128

2. 22 (ROBEICIFZS LBV E)

2.1 RAIOR R LIBBEEDOBHFERE D H 5 BE

2.2 HRXIIIFIR L CWARIEEE O & 240t (9.5 28]

23 TIUAF LY 7T IVEBER B SHhOBRREE (7272
L. ftoEEREBEZ{To-CbAaBMEOTY hu—)L
PEULLAROBEZRL)[10.1 SHE]

3. #8mK - R
3.1 #8m%
4 71&;“7‘)!17‘/%% 7r)1,><ﬁ)l/\§7‘/ﬁ i)bxﬁ}b?yﬁ i)bﬁj‘)b?‘/ﬁi
Smg [7377] [10mg [73771|20mg [r377]|40mg [7377]
BRI (HR) ANAFLY Y XRFV I
(15Eh) 5.0mg 10.0mg [ 20.0mg | 40.0mg
HKEHRE L N EBREL FoF oo —2Z, R
oFyFur|uFrFoibilo—-2R, fEtlo—2,
Vtva— A, AR, ZAF7) V. ATT) VS
| A E v i Sy NN
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3.2 REIDOMIR
B 7&1&}#){7‘/@% 7r)bx*f)b;7yﬁ i}bx*f}b?‘/ﬁ t)bﬂ*a‘)b?‘/ﬁi
Smg [377]) |10mg [r377]|20mg [7377]|40mg [7377]
MY | REREOFRE HEOERA D OFfE
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N \=7/ \o=/
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4 - @ ﬁ 40 )
e \ \ \ | \ | \ |
[EXES 7.1lmm 7.1lmm 8.0mm 9.6mm
Ex 2.4mm 2.4mm 2.5mm 3.6mm
HH 120.0mg 120.0mg 160.0mg 320.0mg
Rl — 71‘11,}47‘\)1/57‘/ z‘)biﬁ\)ﬂ‘/ FIWAGNE ANFINRAFIE
5 7377 |10 #¥377 |20 7377 |40 7377
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6. FiERUHE
BHE. BACIEALATILY Y ARFYINLELTIO~
0mgZIHIEEO®RE T 5. %8B, 1H5~10mgh 5 &5
ZRE L. Ein. ERICKVDEEERT 22, IHEAKRS
B1340mgETET S,
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TAHRIIIERSES T &

9. HEDERZEI2EBEICHT IR

9.1 SHIE - BIEEEDH B EE
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MmEA ) 7 LMEFPEL ZDPTVWEETIE, mWEHY Y
LEICEET ST L,
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9.1.4 BERFEFEEPDEE
ERE»oH/E2FBL, HWETAHHIRXICTD
2k, —BHORBLGIITEETZ2ECIBENTH 5,
[11.1.4 18]

9.2 BikEEEEEE
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DHBHEE
INSDBEEENRE LA EROREEZEETT S
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9.4 &JEEE =R T BE
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BEICHHKT S L,
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RIS N2 VU OHE, SEEEEOEE. MOERALE
WoHobNizEDORENDH S, (2.2, 9.4.1 ZHE]
ek
BALLZWIENEE LV, BWER (Tv ) O5Smg/
kg/HBTHITHFADOBITHRO 5N T WD, BEER (T v
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B ERIRZ S FEC R OMRERD A, 8mg/kg/H THAER
T@%ﬁmmﬁﬁwiﬁﬁwwﬁﬂﬁ%b6ﬂ1méo
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1. BWER
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W, BEPREO SNEEICIIRE 2 RIET 5% EET]
WBZ1TH T Eo
1.1 EXBGEHER
11.1.1 MEFE GHERH)
HE. HE. WiE, SOBEREMERELTHODN
HIENDH D,

11.1.2 BF2 (EEARH)
11.1.3 BAUDLIME (HHERH)
11.1.4 23w GEEANR) o4 (SERENE) REEHR (BEENEA)

wWEG RN, BERESHsbNBAICIE. BES
I E 2175 2 &o [9.1.44 9.2.2. 10.2 ZE]
.5 FHEEEEREE (BAEAEH). EE (FEAH)
AST. ALT. v-GTPLAEZEOHKERENH S DN
HIENDHD. (8.1 2]
11.1.6 MUIVRIEA (SEEANER)
11.1.7 {KIFE (BEEAREH)
BB ZERERE. BT, FOEZ. EHRMETR. B,
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BRANBEITH T &, BRBREFOREETHODNS
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IEIEARIEREE (S AREH)
AR, B CKLER. MARRPIA 7Ly
LRAR/REE T HIENHRBESHODNE I EDDH
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FFIT45FI— (BEERH)
ZOER. 2FFK. MEETR., FEIRKE#ESER &
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10 EEOTH (BEEARH)
RHEBEICED, AERDZFESEEOTHSHOD
NBZENH 5. ERICKVEHESHESEITDON
T2 EDWREND B,
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FiRDPHEDONDZZEFHEDT, TDXIRIFBEIC
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g ALTEH. ASTL|ALP LR
. v-GTPL&E.
LDH. ERA
IR R BUN L& MmE7 L7 F = [HER
LR O REAB
T RIERE
Z DA CKLEF. CRPLE| 25 BRI IKFE BEK (2
. NUZU R |BK B R ARE),
FES. MmiEHY FER AR A7 TR
o bBR REEE FREE, EH. LU
7 . RERE. HE

14. BRALOEFE

14.1 ZEFIFRREFOER
AEIZ X DAL VIEBERIFIIEHERAY Y XTI
BRS8N % . —AL LERZEEE IS TRE LSS,
XAV I VIEBESAIIE A EAY v b A )UEREEL
HENPEETHIENDHHDOT. —ALILEETE &,

14.2 BERIZAIFOER
PTPAIZEDHAIZPTPY — bSO HE L CRAT % &
S15E 5 L, PTPY— hOBEAICE D, FOHHE
DEEREEARA U, BICIREIL 2B L CHRIRAS
DEELGMHELZMHET LD 5,

16. EYEhEE

16.1 MoEE

16.1.1 BEERS
R RANBEUFNC AN AT LY Y A RFYIL
Smg. 10mg. 20mgK UM40mg% ZERGRE B ERE O 5 L
o & FNNATILY OIMBERBEEIIHECPIC LR
L. %51.7~2. 28 E%ICESICE Lz, Cmaxk
AUCIRBESEICEVEIL 72,

FNAPILEY Y X RFY INVHEEROBRSEOF LAY ILY
VDIEMEIREINT A —F

- Cmax Tmax ti2 AUC
kSR | A% (ng/mL) (hr) (hr) (ng * hr/mL)
5mg 6 152+31 | 1.8+£0.4 | 8.7%1.2 8924191
10mg 6 27746 | 1.7£0.5 | 10.2+1.8 | 1,576+£244
20mg 6 481117 | 2.2+0.4 | 11.0£3.8 | 2,903+915
40mg 6 |1,006£152 | 1.7+0.5 | 10.6%+4.7 | 5,807=%1,142
mean=SD

16.1.2 RiEKRS
AEESMFEREZICANLATILY Y ARFYIL
10mg (20f) 7% 0*20mg (196l) % 14HFH.40mg (10f)
ZTHBMREROBRE L& ZA, BREADOF L AH )L
7V DEMHEEZHST X —FIF, MOEBYTH-

7!—:4)‘ 5)0

= Cmax™® Tmax ti2 AUCH)
BE5R | A% (ng/mL) (hr) (hr) (ng * hr/mL)
1omg® | 20 ((2)835) 2.240.8 | 6.5£0.9 %69%4?
20mg=) | 19 (39268> 2.5%1.1 | 6.3+0.8 %(’)2?? 4?

: 1,008.5 7,848.0

#2) ’ )
domg® | 10 | %55 | 2.621.0 | 6.0+1.0 | [50S

mean=+SD

E1) 1485 1F2) 7TH B G 0E3) #FHEE O O R ERZ)
R ABMHIHICA L ATILEY Y ARFY I
10mg. 20mghk *40mg# 1 H1EI7H BRERZOES L
T EZEOMBRA LAY VREEZBEF LIEZ A,
P PICERRBICEL, EEERIIEACERDON
o7,

16.1.3 E£FHIEF4EHER

(FIWAYILI VEW0mMg [T=T7])
FNAFNY FE0mg [FI7 7] EFNAT v
$E20mg#E. 7 U R4 —N—FIck D ENENIEE (F
LVAFILE Y A RFYINELT20mg) BERA
BHEICHARDRORS L CmERA L AT ILEY ~
BEZHEL. BonEY#HE /5 x—4% (AUC,
Cmax) 1221 T0%E X EEIC CREH#IT 21T -
iR, log (0.80) ~log (1.25) O&EKNTH Y.
WA DL F RSP HER S N7,

HEINTGA—F SENTA—%
AUCo-4 Cmax Tmax tin
(ng - hr/mL) (ng/mL) (hr) (hr)
FIVRAY LT V§E
0mg [7377) 3,639.3+1,035.0| 564.41+103.98 [ 2.3+0.5[4.95+1.75
2‘11/)2(0-;1;7&? 3,833.5+1,218.6]600.31+£139.93|2.1%0.7|5.14%1.45

mean=+SD. fil$;=24

(ng/mL)

800 1
mean+SD. fl#=24

—e— T AYILEUEE20mg [r377 ]

700 T

T w--0--- A NAF V2 §E20mg

b3 NEAESE AR =

48 (hr)
R

(FIWAYII iR40mg (=T 7])
FNAFVEY 3E0meg [FI7 7] EFANVRAT v
$E40mgk . 7 aRAA —N—JRIC LD FNENIGE (F
VAT ILE Y ARFY IV ELTIOmg) BERA
BHICHEREROKRS LCmEERT LAY LY >~
BEZHEL. BoniEMEE/IIT X -4 (AUC,
Cmax) 122 TI0%(EREX BEIC TREEHRIT 217 -
745 R log (0.80) ~log (1.25) OHHNTH V.
WA DEMZNRISEE SR S N,

HENTA =% BEI)ISTGRA—4
AUCo-48 Cmax Tmax ti2
(ng * hr/mL) (ng/mL) (hr) (hr)
FINAFILY V5§
dmg [7377) 7,296.8+1,481.6]972.74+219.35]2.3+£0.6(6.53£1.20
j}bjo;; T8 |7 844 3+1,740.2| 1,074.9 241 2| 2.2£0.9]6.200.61
mean=SD. fl=23
(ng/mL)
12004 T mean+SD. =23
! i —e— FUAYLEERAOME [ 37 7]
1,000 -0 FVAT I §EA0mg
[ﬂ] B 1
B |
® 800 i
)%
£ -
600 |
5 .
P X
B 400 e T
5 i S
200 | g
, . _
0 4 8 12 16 20 24 48 (hr)

Rz

MEEFEEL FICAUC, CmaxZEn/8T X —#1%, #
B OZIR, (R OBREEE - RefF O RSt IC X -
TERZHAHEEND 5,
16.2 DRUX
16.2.1 BEDRE
R RABHRENC AL AT LYY XA RFY I
20mg % Z2fE s, EARR BEEB0 % d 2 W IdE B &
BHEOABRICHREROKRS Lz &, ZRZhA)L
XTI o OCmaxk CAUCIZIZIEE A EZEIT L,
BEOKBIZOONEZD -2,
16.2.2 NAATPRASEUT «
BELZBRABEE246ICA LAY ILY > X RFY I
N20mg#% ZERERF B AR OG5 I A L AT LY
16.2mg Z EMRMICHEI G L, RN+ 7RI
U T4 #RDIRER25.6%TH 727 BLEAT—%),
16.3 &fa
16.3.1 MIEEERSE (RIVEEE)
FIAYILY OMBEEBERIIOBEEL. E
WFPLTIVDTILT 79 A MCKEET S (n
vitro) 75 TNV T7 7 v EOHARBETILT 7 v
OB BN 5  MBEERICHEL RITS R
o0 (AEATF—%).
16.4 {5
FIRAFILEY > ARFVINE, BORSE, EIT/N
B R, FEXIEMEICBVWTI AT T —XIC & A00K
DIREZT, BHEREYOF AT LY VICREENS,
MEEFICIEF IR TFILEY DA DERD S, FOMMOM
HMNITFEE LV, B MFIZuy—Lax2FHWL, F87
O — ALPAS0 TR (1A1&2. 2A6. 2C19. 2C8&9.
2D6. 2El. 3A4) OFEHEICOWVWT, FILATILY IZ K
HIEHERZHF L&A, BRAETHEE SN S IMmEE
FRETIIVWITNODTFELIZEAEHE L D57,



Fiz, b MEBEFMRICT, ALATLY Y XRFY
SNIZEAF b7 a—LPAS0DFEEIIFZEO SN o7z
12 (in vitro) .

Bttt

EFELRABEOFICIC-F L ATILEY Y XFFV I

0mgx BEROHE Lz A, %5 LBRBSEED

12.6% (2408E[E1#4 & T) AR 77.2% (312858 £ T)

AERICHHEs W2 Y HEAT—%),

ER R ANBEAFICTIL AT LY Y A RFVY I

S5mg. 10mg. 20mgfk 0'40mg#% ZEfE R ERFEOHS L 7

L&, BERRFME TITRFICT LA LY VA6~

14. 6%kt s 7z,

16.6 IENERZHI 2 EE

16.6.1 BigEEEEEE
R 75 BN B IESHI & . B R ERR E R 260 %+ EREE A
128~961 9 D3FEIT /T 72 FIBABNTHT Ly AL AT LY
Y ARFVINI0mgxIHIE7THBERKERZOES L
FEEDOTHEDOERREICE T 2 MEERF L ALY
Y OAUCO#MFHME 1L, BHEEERE S HE LT,
BE PEERUEETRERERE TTNENL.OfE,
1.8(%.2.8f&TdH -7 (MEAT—%). [9.2.1 2]

16.6.2 FFiSEEEE RS
BRERUOHEEFEEREEZ 12T LVAT LY &~
X RFVINI0mgw ZEREEFOKRS L&, B
WEEEFEE S B L CmfEp A )L 24 )Ly > DAUCIE
ZNZENLUE L ETH 7219 BHEATF—%). 9.3
8]

16.6.3 Skna

BELERE (65UE) 6flicA LAy Ly XK
FV IV10mg#E BEREOKRS L, BFEZIESHE &4
WAF Y OAUCDO KM EE KB LIz & 2 A,
FEAEZZROONZD -2,
o, BRESMEERE (7T9%LE) 176114 L X5
LF Y X RFVIL10mg#E 1 H1E14H B RER O
L&A, EEBEEICHE LAUCD &AFHE
PLAUSEEZTR LA, EEEREIEALETED NG
o7 (HEAT—%).

16.8 ZDfth

(FIWAGILI VEEdmg [T=ZT 7 1)

FNAYFNY L $ESmg [ X7 7] &, [EEPEL D4
OFEFEMA O EMZNRSEHRBEN A R4 2] 1cED
&, FNATIY EE20mg [ X7 7] 2iE#RIFIE L
oL & BHEHFRS AR SN, EVFENICRS L
HizENTZT,

(FIWWABILIVEIOMg [F=T7])

FIAYIY VEEI0mEg (737 7] & [BEVELRS
BOBEEMAOENZNRSFERBE T R4 2] I0&
DE, ANAFILY VEE0mg [7 37 7] »iZHEsIH
Lizk &, BHEHPES KBTS, EYENICEZ
LR ENTD,

17. BRPRREIE

17.1 BERVURLMICET 555

17.1.1 EAREEAREER

AEEEIMEEREZWNRE LA LA LYY R

FEYINOZEERRERABE L ECHEKRAETO

[HIEREE] Z&TERER (REGIEC/FMmEIE) &

79.8% (364/456f). [HIEAREE] =& 2 WHEERII

84.7% (364/430f) TH -7z,

BB, TODLEE - AEEOARESMNTERE %2

NRELU-ZEERHBHRICE > T, AT ILY

v ARFYINOERESHEE SN,

FBEEMRIIALATILEY > A RFY I LHRE5% AR

THRHBEL., 2ABNMNICERZBEERLE, 4~8i

MTRARICET S EPHRSINLY,

CRBE I AE A I FE (-20mmHgBl £) % OV 3R 1 1
(-10mmHgll £) #7956 FHME (-13mmHg
DE) #2W98H6. 2V FBEERN*TH -
T $150/90mmHgk # (727 L. ABEBE TR
140/85mmHg ki) 1ZBEE L -H&

SORTNREE R - PGB M E (-10mmHgBL b)) & O 9R5R A 1
JE (-5mmHgbl k) %7z 958, &2 WIETFEIME
(-TmmHgBl ) %79 5He

EA%E DEER

BHEREX O BMEERE 2XRE LA LAY

L&Y ARFVUINVNOERRETO [HERE] %

SLPEERIZ68.0% (17/2561). THIERGE] 2&%i

WIEERIZT7.3% (17/226]) TH -7z,

BIEFAFIESE . BMEERA10.0% (3/30%1). B

RMREMEEE20.7% (6/296]) THO. BHENT-

B REROBIER X, HE (B, BMERTELSE

3.3% (1/30f1) TdH-7-19,

16.5

17.1.2

17.1.3 EASE MAEEER
HESMEESEEZNRE LEAILATILY Y AR
FVINOERERBETO [HERE] 2E5TEERII
86.2% (25/29611) . [HIEAREE] 2 & F R WEERIL
92.6% (25/27f1) TH->7z.
BIEFFIFSEE L. BEERD6.9% (2/2961).
RBEEREEN21.4% (6/286]) THO. BDH5NT-
BEMEEROBERIZ. IR UBMEN3.4% (1/29
Bl) TH-7-2,

17.1.4 ENERRSER (REBIRS)
BAE - PEEARRBIE S ERERE 20 RIC, 124 AM
FIAFILEY Y XARFY I N2EMEES LR,
RELEENRPE SNz, HERE] 2&50RE
FR1%80.7% (134/166f51) . THIEAREE] %&£ 2 WIEE
#1393.1% (134/144M%1) Td - 72,

17.1.5 EANSEMEGER (REARS)
BAE - PEEARREE I EESRE 20 RIC, 125 AM
FLRAFNLEY Y XRFVINLEZHLYYLERAD
LY A 791 RRMREERZ RS U7 R,
RRELEEDEI B O N, LT LETAIGH
BIETO [HENRE] 2&TREERIL85.0% (17/2041)
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