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2 7xT7 XV AHX Y FODEE20mg (737 7]
AN FEEE S O AW FRR SRR A RT7 A4 (5f 243 A 19 B HAIKSEH 0319
H18) o [EGENRRLEO0BERREOAEYFHRGEERBR T A RT A2 ISV, fElE
A (727X 2%y ODEE40mg (77 7)) L OEHEHOLE 21T - 7=,

(F1E) WL . N Rk
A B W : 50rpm  pH1.2, pH5.5. pH7.2, /K

100rpm pH5.5
R o BEGRIE blz12N Yy L

) oE %R
(1) “EHEHR
INEIV ] e FEHERLA D s .
| PO | g e & ®
BUE S L7 BRI COZAFAR L, 3
IV 1%L | 381 00 W o S B YRR 0D P
pH1.2
FThoiz, VAHISR T 6% DFEFHIC 5 5,
30 43 LA IT S B | FEHERLE] O SERL TR H R DY 40% K T 85%
85%LL B9, | fHEOME Y e 2 RERizk VT, R
DH5.5 HUE S 7o alBRIEER] | A 00 298 H 32 ) BE ME BRI oD S g s
TR WTEEERIFI O | RE10%DOFFICH D, XiT f2 B
SETAR DY 85% LA | OfEIX 50 LLETH 5,
ETHoT,
50rpm RIS 15 3 ANIZ Y 85% LA |
DHT.2 15 4y DL T SE 8 | WEHT 20, U 16 20 1) 2 3B
T 85% LA EIRH Uz, | FI O R SR YERLA 0 SERER Y
FE10%DOHFPHIZH 5,
FEYERIFI N E S =R BRI B
DR HERO 1/2 OSBRI R R
A S S R O\07 - FbE Y AR, M OLE S T R IRy
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pH5.5 | ABRBEIHI ORI £ 15% DFPAZ B Z 5 H DY 12
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AR H O IR E L 15% DOFPHEZ B2 5 b DA 12
A 1ELL R T, £25%DHPHAZ 2 5 H D720,

() 7=27F% V2% F 0D $E20mg (777 LIEERIAICTHL 72T XY AKX v
;N OD # 40mg [ X 7 7 | IZDOWT [EEAN R 2 8% 0 E R O £ 4 5/ R %
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pH5.5 120 - S ¥
+25% &z 5 b | 0fH
50rpm N
T15% %2 56D | Off |
pH7.2 15 - WA
+25% %z 5 b0 | 0fH
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DVEHFRIZIERYEO BT L 52N E T, RIFEMEOFHMEAAE I TE RV I & AR
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3) 77XV AH > hODHE40mg (737 7
AN FEEE S O AW FRR SRR A RT7 A4 (5f 243 A 19 B HAIKSEH 0319
1) O THITENEZ 2 8K OB D 7= 6 DAY FRR SRR T A RT A 2] 1ZhEW,
PEHERIK] (7 =7V 7 §E 40mg) & OIEHZEEO A 1T - 72,
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T v I PR R O ‘1/2 @$i@{%§m%%%¢ﬁ
DH5.0 | 50 % 7 # L 72 %’uf{ﬁ#»ﬁ\&U%ﬁﬁ\éﬂf:ﬁfﬁ%ﬁﬁ#%ﬁa:%m
o 7 T AR LA D VR H R DS R E LA oD -
° PR R 9% &P H D H>. i f2 B
BOEN 53U ETH S,
50rpm La s oLy oy | PORBLAIDS 15 5 SIS 85% DL i
JH6.3 i%;wm:m TH R 15 DI B RREAIO T
' L PJ s HH R DS VE B 0D SE R s HH AR = 15%
i OFFAI D D,
FEYERLA N E S R BRI ICB 1T 5
T v I R H R O ‘1/2%0)3?%??&%%%?@
K 50% 12 5 L 72 %’uf{ﬁ#"ﬁ\&U%ﬁméﬂf:ﬁ%ﬁﬁ#%ﬁa:%w
S 7 T, AR ALA D VR H R DS R E LA oD -
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BOWEMN 53U ETH S,
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10. &% - 8%
(1) FELSADELRR - A%, NE/NERERS - SEICET 51ER
M LN

(2) 8%
(Z727% Y A%y NOD & 10mg 777 )
100 & [10 & (PTP) x10]
500 & [10 &£ (PTP) x50]
(72 7%V A%y hOD# 20mg (777 ))
100 & [10 & (PTP) x10]
500 & [10 & (PTP) x50]
(72T7% VAKX Y hOD&E 40mg 777 1)
100 & [10 & (PTP) x10]

Q) FPHREE
M LR

4) BEROME
PTP a¥ . Ry FYu 'Ly, 7= L
AEro—: 7LIT7Ix—h

1. BIRRHESNBAHNE
B L

12. Z0ith
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3.

4.

5.

ARICET SIRE

DX IHER
OFRE. =R
ONALEREEITHE S S RELIAE

SEERITHRICEET B3R

5. MEERTMRBIZEET ZEE

(R, = /RERILAE)

5.1 RAIOEHIZHT=»> TL, BHOIGEEEHSEE2 5B, EMIRENLE L IS BE &2
GIHz L,

(DAL EERIZE S S RERIAE)

5.2 RAIOERNZHT- > TIE, EBRBEIEGEREORIE Y A7 258 L ClIsEE 2 E8IRT 5 2

CEO

5.3 AANIBLIZAER SN RBE & ST DAEMIZ 2T, i REREZ ORI T S 5%
RITHFTE 220,

5.4 WNAACTEFIERITIIE L 72 S IR MURE (2 %97 2 AH DA Bt K OV A VE T MESZ L Ty
AN

RZERUAE

(1) RERUVHEEDMER
iR, e DR P ILAE )
W, A7 =27 ¥ Y AZ o ELT1LH10mg KVBHAAL, 1 H 1EROKBET S,
ZO®BITMPIRBEZ MR L2NOMEN T CThRAICHET S, #HFETEY 1 B 1
[l 40mg T, BFOWRBIIIE U CHEEHEBT 228, ZAE5®EIE 1 H 1[E 60mg &35,
(IS AR D & PR BRI SE)
WH., RACE 727242y b LT60mg % 1 H 1EKREAOKRET S,

(2 RERURBOBEREE - R
AR L

AZERUVRZICEET SR

1. BERUVHEEICEET 5FE

(FRE. SRERIAE)

7.1 JREERE T3S X DRI, M SREEME O 237K I X 0 JmEBIEI & O B 1E)
NFERENDZENHDLDOT, AAIOHKEIT 10mgl B 1 [BINHEME L, BERENS 2
BRI 20mgl B 1[5, & 55462005 6 BBLIKEIZ 40mgl H 1 [m#&E L3572 &
e IZHETHZ L, ok, HERIIREZ FoicBlgds 2 L, [8.4, 17.1.1-117.1.3 %
iy

(DAALEEEIZHE S S RERIIE)

7.2 KFNE, DAL ERRLG 1~2 BRI 685200695 2 &,

7.3 BEHRIER L ML P RIERE A2 =2 ) 7 Uain b ARG 5 HA TR+ 2 L,
B, BEOWREBIISCC, BEHMAEEIERT D2 &,

ER R kA&
1) BEERT—4%1Rvyy5—o
BEARRNA

(2) BRERZIEHRER
A EE R L
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@)

4)

FRE R G ERFR AR

(R, =PRERIE)

ER& A IHE5ER

TR & & Lo R IE B 202 Bl st l LTe 7 7 2 A RIEIE R L — EE MM BAIGH
BB AT, 7=7 %Y A% v 10mg/ AL HEG 2B L, &0 B EHER &
(20, 40, 60 XiX 80mg™ /H) F THEZEMEMICHEE L, MEDOX A I 713k 5H
A% 2, 6 LONI0 E L, ZHLIRE 16 8 £ CHEZMR Lz, b, KMEREFET 78R
1384, 7=7% Y 2%y | 20mg/HEE 2/43 fil, 7 =7% Y X% vk 40mg/ A 0/41
ffl, 7=7% Y A% v | 60mg/HHE1/36 ], 7 =7 24 » | 80mg/ At 1/41 # T -
oo $ehBRtR 16 IR (FREOMER TR E TR L BRI E L2 5T) 12, [
T RIEAE7S 6.0mg/dL LU FIZEIE L7 F OFIE (ERF) 13, TROLBY Tho7 v,

B 5 BIET: 16 O IMIEREEIE 6.0mg/dL LA Epk=

B 50E 3% JRERME 6.0mg/dL LA T Rk R TR REEL DE
7F IR 9 6%

(38 f3i)) o B
20mg/ H

(43 1)) 46.5% 43.9%
40mg/ H

(41 451) 82.9% 80.3%
60mg/ H

(36 1) 83.3% 80.7%
80mg/ H

(41 1) 87.8% 85.2%

ARRBRICBIT D7 27 %Y A% v hOREMWFAMRIE 199 Hid, BWER (ERARMRA O 25
Zate) ORBUEEIL, 77 vREE18.4% (7/38 ). 7 = 7% Y A4 v b 20mg/ H ¥ 23.3%
(10/43 f51)) , 7 =7 F% Y A ¥ > | 40mg/ H#f 29.3% (12/41 %), 7 =7 %Y 2% v k 60mg/
HEE13.9% (5/36 ), 7= 7%V A% v bk 80mg/ HEf 29.3% (12/41 i) THo7-, 7=
TRV ALy NEIZBT A EREWERIZ, 7 =7 %Y 2 > b 20mg/ H T R 2% 4 )
(9.3%) . 1BEIK 261 (4.7%). 7 =7 %Y A& v b 40mg/ H #E TRJABIEI % 3 61 (7.3%) .
TSH #0 2 #l (4.9%), 7 =7F% Y A% v k 60mg/ HEETHABIEI% 3 6] (8.3%), 7=
XV AKX v b 80mg/ HEE T )RR % 8 1 (19.5%) . BIEiT 2 61 (4.9%) . PUEA R 2 45
(4.9%). ALT #8021 (4.9%). CKEhn 2 f (4.9%) Tho7-, [V-4. HiEKROHEIZE
T LR 7.1 ]

F) REIOARINIZAERVAEICB T 2RAKREE1L60mg/HTH S,

HREEAIEABR

1) ARG

(BE. =KRERIAE)
OERNE M+HKER
A G e RIBIME B 244 Blaxfgel LizT7 v ) — s RIEEA L — H 5Lk
R AEITHoT, 727 F Y AZy N 10mg/H X L7 27V /—/L 100mg/H % 12 HRE&E
L. ZDtk, TNEN 40mg/H X1 200mg/ B IZHE L 44 ARG Lz, 7ok, KMEAFIX
T T XY ALy MEEBN22 6], T U ) —)VEE 3121 Bl TH - 7=, FEBIME 8 Wi
TEIRIBEZAL R (FEHMBEEA) 2B\ T, 727 %Y 24 v F 4d0mg/ HBEOT 0 7Y ) —
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JL 200mg/ H BRI 4 B IEL IR STz (P<0.001 : IELME~—T 13 5%) .

Fio, &G

BRIGT: 8 WD MIGIREEME 6.0mg/dL VL FiEERCHE (RIKFHEEE) X, 727XV A& v

~ 40mg/ H#¥ 82.0%.

HiROBBEGITTROLEBY Thotod 0,

Tua7) J—/L200mg/ BEE 70.0% Ch -7, &% 5-HH T E B

¥ 5-BAA1% 8 O MyEIRIBMEE/LER (%)
IR RIR | iR RS \
ﬁﬁi@ﬁ?ﬁ {t{;%ﬁ?&& EALROR M
1 g O [9%IEHEIKR] | AT
1y i o)
(F= e (7 72) (F= e (7 72) °
Ta ) )—i
200mg/ 8.89 -35.2
(120 %) (1.24) (14.7) -6.24 :
- P<0.001#
T2 TX ALy R [-9.65,-2.84]
8.83 -41.5
40mg/H (1.32) (12.1)
(122 #1) ' '
a) MIGREEWIHUE (B5-BRAGHTO MIERERE) T3t 2% 5B 8 I o MG REEE DZ
s
#) FELWREICKBIT S PE
I L BE & 8 DI BLEI S
ESaCR £ 0~12 ALLF 12 HE 6 MLLT HE 8 LI T
Tazry) )—n
200mg/ 1.7% 3.3% 0.8%
(121 4) (100mg/ H) (200mg/ H) (200mg/ H)
T2 TX AL b
40mg/ i 1.6% 6.6% 3.3%
(122 f41) (10mg/H) (40mg/H) (40mg/H)

() PIE4%

AR

BIFHT7 2T XY ALy FOELEY)
ade) OFRBEHEE L, 72T F Y AKX v MES2% (10/122 ) .
(14/121 f5])) Tho7-. 7= 7H VY 2 & v MEEIC

HEEEAR S 243 Bl

Thotz, [V-4. AEROHEICEETST SEE 7.1 2]

QERNRHFRESHER

BIVER (FRER
T ) —LEE 11.6%
B2 2B IWER L, R RBIFI % 4 41 (3.3%)

HMHlo7e Y ) — LI 727XV 242y NOHE

RAED S H

MG REEME 9.0mg/dL VL EOYEEZ & To s R MAE T 171 Filakt5 & Uc R 555k

EHEIM LT, 727XV ALy b 10mg/ A S #5286 L, &58E% SEBIC Y = 7%
Y AH b 20mg/B. ¥EHRGH% T HEBIC T 2T XY AZ v b d0mg/HICHEE L, &G
BRLAT 10 3 B O MG REEED 6.0mg/dL 22 TW oS3 G5Bts% 15 BE LV 7 =
TXY ALy~ 60mg/ HIZHIE L, MIGREMED 6.0mg/dL UL FOLGEILT7 =7 F Y A4
N 40mg/H ZH#ERF LTz, 7B, LMEREIL 7 =7 %Y A4 v b 40mg/HEE 5/131 61, 7 =7
¥V ALy b 60mg/BEE 1/40 Bl T - 7-, LM% 18 1, 26 1, 52 H TIilliE /RELIE A
6.0mg/dL LA FICEIE L2 BF 0BG (ERCR) X, 727 F Y X% > b 40mg/H BTl
ZNEN 93.5. 91.5, 86.4%. /-, 727XV AKX v b 60mg/ HRETIX, ThTh 744,
71.4, 87.5% ChH -7 7,

KRRICBIT DT =T XY ALy FDORE)
ZEte) OFRBIHEIX

FRATAE D H 5
T T XYV A

nq:ﬁﬁXT%% 171 {ﬁ EF' nl ﬁzﬁ (Eun
L 7= 7 XY AKX v b 40mg/ BEE 37.4% (49/131 1) |
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% 60mg/ BEE 35.0% (14/40 ffl) Thotz, 7 =7 XY A X v MEEZEIT % ERRITER
(MR EMEO R 2 E8ie) X, 7= 7% Y AH v b 40mg/ A # T EBIHi % 26 11 (19.8%) .
R 7 1 (5.3%). DUiR 4 B (3.1%). 7 =7 %Y A X v b 60mg/HEE TR A% 9
Bl (22.5%) . PEEiJE 3 51 (7.5%) . VA 3 51 (7.5%) . VHRAPRE 2 1] (5.0%) ThH -7,
[V-4. AELROHAEICBEET HEE 7.1 2]

(BNAALZFEREIZH S S REL M AE)

2)

ENE MR

{bFIRERAT T8 O EMIES A 99 Bl 2 XTRICT v ') ) — Lt BIEERIEIE 2 b Hiak
BraiTolc, 727 X%V AKX v b 60mg/HXIX7 7Y /7 —/LiX 300mg/H [BHEREREE D
&5 HBHE (30=eGFR<45mL/min/1.73m2) Ti% 200mg/ H ] Z AL E 1T 44 24 Wefi A
56 BREEE Lz, #5846 6 B £ COMBEREME AUC (EEFMER) X, 7r7
U —=NBCKT 27 27 %Y 2%y MEOIEHMENRENT FEHME~Y—T 1% 150mg -
hdL), 7z, 77 %Y AH v b 60mg/H D& G2 LV miERERMEIZ& 5% 6 Bk E T
FRIRERZ I LTz ® 9,

ARBRIZBIT D7 =7 F Y AH v b 60mg/ H OLZRMEFHM x5 49 19 141 (2.0%) (ZFEIE
AP Bz, ZORIWERIZ, AST #N. ALT ¥ Toh o7z,

FG-BhR 6 H & £ ToMmigREEIE AUC

-~ 1% R &M AUC(mg + h/dL) Eﬁfﬁfﬁ%
He/ N IR fiE - TR [95%(15 fH X [#]]

Tary) )—n
200~300mg/ H 513.44+13.13

(50 1) -33.61

T2 T XY AH b [-70.67,3.45]
60mg/ H 479.82+13.26
(49 1)

BEEZE: 727 RAZ y "ET a7 ) — LR

(mg/dL)
8 -
—o—JxT7FVRAIw B (4941)
--e--7OFU_/—)LBE (5051)
6 il H1RERE

= {LFRERMEB

2
O | | | I | I |
Day-1 Day1 Day2 Day3 Day4 Day5 Day6
m REREIH
I 7 PR (B D RERF HERE X
LR
LR L
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() HBE - RERHER
EER R L

6) JARHIER

1) ERREHEE (—REARERE. BRSNS, ERARRLEEE) . RERERT
— A R—ZE. WERTRERHBRONE
MR L

2) EREMELTREFEONEREREL-HE - HROBE
LR L

M ot
R L
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)

(2)

©))

EMEEICET SHE

ERPICEEHDEEMRITILEYEE
XY UFUoAFUEA—FHEK . TS ) —)L, PEOF I AF Y b

EIR{EF
EFRERGL - fEFRERE
T2 T XY ALy M, RBRAEREZELI XV TF oAy —BoBR (K 4 :
0.6nmol/L) . &t (Kifd : 3.1nmol/L) Z Wb ET D Z Lick v, JREEARZ I
% (in vitro#Ex) 10,
Tz T XY AEy ME, oOEERTY - Y I D UREEER OIE IR
FHoFoAX U =P AR ET S (in vitroikBR) 10,

0 SRS AN

i

FE BN T HREBRAE

e pREZIE T /EF

v b (E%. ®RBIIEETT V) T7x27 XY AHX vy MIRRAEGICXL Y, A REEE %
T &7 10,

R o PR BR K T 1€

Ty hTT7x2T XY ALy MIROEGIZEY JRPIREEEZ KT &8/ 10,

{ERISEIRRSR - FEES T
R L
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VI. E¥EEEICB 9 518 H

1.

I AR EE D HERS

() BRELADLGOPRE

R L

(2) BRERFEBRTHRIAmPRE

1) EEkE

R A M 30 B,

T 7 XY ALy hELT10, 20, 40 %O 80mg P Eifaf T CH

iR OG Lzl &, MWRP7=7F Y 22y FOFEYEENRT A —ZITLUTO LB T

5 12 13
SEENRE T A —H
H& AUCint Crmax tie tmax
(ng * hr/mL) (ng/mL) (hr) (hr)
10mg 1537.0 496.2 6.2 1.4
(N=8) +430.9 +166.0 +0.9 +1.1
20mg 3296.2 1088.3 6.2 1.3
(N=8) +751.9 +178.9 +1.1 +0.5
40mg 7085.2 2270.3 7.3 1.2
(N=8) +1341.2 +866.7 +1.8 +0.8
80mg 13300.5 3765.3 6.9 1.9
(N=6) +3032.3 +1008.3 +1.8 +1.0
CEE AR R 7)
H) AFNOERENTHELOCHEICBIT 2R KE5 8T 60mg/H TH D,
2) REES
(ZheEE)

fERERR N B 6 Bl

T2 7 XY AKXy bE LT 40mg ZRIEKZIC 1 H 1[0 7 HEKER
ARG Lz s, MFh 727Xy 2%y MNEFIZRGIA% 3 H CEFIREIZEL, X
BB AEBHIIERD SN o T 19,

o Cmax tmax AUCo,24nr ti2
R EER ) (hr) (ng - hr/mL) (hr)
LB R 1019.1 1.8 3658.5 6.3

40mg/ H +343.2 +0.8 +625.6 +1.6
(N=6) 7 HEA 1299.8 1.5 4442.1 8.8
+312.6 +0.3 +729.5 +2.2

(AR, =RERIMmE)

CPEME AR 72)

ERERIME R 10 Fllc 7 = 7% Y A% v b 10mg/H T 2 #H[#. 20mg/H % 48[ 1 H 1 [A]
WIRBICEG Lz &, BHBMG% 6 BICBI 2RWEE AT A2 I TOLEY Th

ST 1)
N Cmax tmax AUCO 24hr tie
’3—: 3
G (ng/mL) (hr) (ng * hr/mL) (hr)
541.8 2.2 2092.3 8.2
20mg (N=10)
+227.8 +1.6 +463.2 +2.4
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3) EYFHIEEERER

(Zx7THXYREy FODEEIOME T2 D7)
727 H VAL Yy FODEEIOmg (777 ) L7 =7V Z§E 10mg . 7 0 A4 —N—ik
I ZERENL1EE (727 F YA bE LT 10mg) BEERAS ISR a0 &5
(K72 L CIRA R OUKCIRA) LTIl RE LRI 2 ]E L, 15573 mEhia <7 2
— 4 (AUC, Cmax) 122V T 90%EHE X EVEIZ THERHIENT 21T - 7255 5. log (0.80) ~log
(1.25) OEFANTH Y . WO &Y FHIEIEENR R ST 16,

(K72 L CHRA)
HENT A—H BEINT A —H
AUCo,24hr Crax tmax tue
(ng * hr/mL) (ng/mL) (hr) (hr)
77XV ALy OD 1361.06 561.77 16:08 | 39499
10mg (7377 +322.87 +153.21 o -
. - 1397.71 567.19
7 =7 Y 7§ 10mg 134149 186,08 1.3+0.9 | 4.4+2.8

CPH9ME BYE(, N=38) %7 = 7 U 7 el A TR

(ng/mL)
800 r (oM + WA REE. N=38)
. —e— JTJFYASF v ODERI0Mg [7=T 7]
6‘(:":) _I_ == jIjlngﬁlﬂmg

RS RS E
B
o
(=

[
-
o]

0 - I L P o — e ]S .
I:Ll 2 4 6 8 12 24(hr)
iG]
OKTARA)
HIEIRNT A —H BEINT A—H
AUCO,24hr Cmax tmax ti2
(ng * hr/mL) (ng/mL) (hr) (hr)
TxT XY AL 5 , ,
- 57‘/ ~ OD $& 1360.37 501.24 00013 | 43593
10mg 777 +366.57 +180.48
i 1386.82 545.26
727 UJEEL 1.3+1. 4.1+2.
=7 Y 7§ 10mg +357.78 +916.64 3+1.0 3

21
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(OB L REERE. N=67)

—e— JIx7FVASw ODEIOME [5=77)
--o-- 2T FUI&E10mg

(2 THVYREZy FOD&EAOmE T 2D 7 )
7T XY ALy NODSEAOmg (X7 7] L7 =7 Y V7 40mg &, 7 R A —N—{k
IV ZENREFNLEE (72T Y AX » & LT 40mg) HEERA S ISR a0 &5
(K72 U CARA K OUK THRH) L Tl RZ(LRIREZE L, 5672 EWEhie 7 £
— 4 (AUC. Cmax) (22T 90%EHE X BEIZ CTHEGHIENT 21T - 7245 2. log (0.80) ~log

(1.25) OHEPANTH O, WAIOEYFHFESIEDS R STz 16,

(K72 L CTHRA)

HIERT A—H BENRTA—H

AUCo,48hr Crmax tmax tie

(ng * hr/mL) (ng/mL) (hr) (hr)

T 7 XY AKXy k0D HE 7631.2 2726.4 1.79 8.02
40mg (717 7| +1865.1 +827.5 +0.99 +2.22

5 =7 7§ 40mg 7670.3 2729.6 1.35 8.15
+1969.4 +919.0 +1.04 +2.27

(ng/mL)
3500 -

CEEME MRS, N=40) X7 =7 VU 7 3K THRA

(Fi9HE R E. N=40)

3000

—e— JIfFVAS v ODEgE4AOME [F=T 7]
-0 2 U J8A0mg

2000

(i Baia e =
Z
=

500

22



@)

4)

OK TR

PIENRT A—H BERT A—H
AUCO,48hr Cmax tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
T2 T XY AKX v b OD S 8793.8 3113.3 1.34 9.06
40mg (77 7| +2214.5 +816.9 +0.90 +2.41
7 =7V 2§ 40mg 8577.8 3220.4 1.26 8.73
+2444.8 +719.5 +0.81 +2.42
CEAME S EEER &, N=22)
(ng/mL)
4000 (Tl L R, N=22)
3300 - —e— Jx7+YRIw FODERAOME [ =T 7]
P 3000 L7 -co- 2T 7 I8A0mg
o 5
cp 2500 .
e
Z 2000
|
£ 1500
& 1000
500

48 (hr)

MER R EE N NS AUC, Cmax 5D /RT A — 2%, #ERE ORI, IRIK OFLE [R5 - R 5%
DRBRGLMIT L > TR D AREM NS 5,

(D2 TXYRE YLD 20mg T2 071)

727XV ALy b OD§E20mg (777 (X, [E &R 2880 ERRA O 4EY 70 E
MR A RT7A ) IS E, 727 %Y AX v b ODEE40mg 72 7 7 | A FEYERIH
LT L&, ISHEEEN D EISE LW S H, WIS L i ST 19

s
DR L

BE - fRAEOEE

1) BEDEE

fEER A 16 BliC, 7 =7 XV AX v b 40mg ZBBICHERROBE Lz L &, ZERkRS
IZHART, Cmax XV AUCie 13Z N1 28 KON 18%IK T L 7= 12,

23

\ Cmax tmax AUCinf tie
R (ng/mL) (hr) (ng * hr/mL) (hr)

o T G- 2049.1 1.2 6538.3 6.8
(N=16) +782.3 +0.8 +1263.0 +1.7
BREE 1456.0 1.8 5321.6 6.3
(N=16) +514.8 +1.0 +910.4 +1.5

CELIELTEER 22)



2) frRAEOEE

il B A

fERERR AN 24 BICHIEEA] (bmL UKL~ 7 %> 7 A 200mg K OKEIET VI =

L 225mg #E AT HEAH]) FHERAKERGHZICT =7 F Y A% > b 80mg ™ & Hi[ERE M
BHLIZEE, 727 F Y AH Y RO Cmax XY AUCint 1TZ1E 40 32 KON 15%1K T L7z
GrEANDT —4) 17 18

aJLeF

ERERRAN 22 Bl 7 =7 XY A v 40mg 2 1 H 1[0 7 HREEROES L, B2 4~7
HEHICaLeF % 1.2mg/HT 1 H 2 BIRERORGLILEE, 7=2T7F VY RAZ Y FO
Crmax & OV AUCo24mr 1ZZNZFH 12 KON T% EFH- L= GMEADT —%) 19,

TR AN 26 Bl 7 =7 %Y A4 > h 120mg ™ 2 1 H 1 &K=/l e F % 1.2mg/H T 1
H2[E 14 HREIXEROHRSG Lzt &, a/LeF U OBBRIEG% L LIXYBREEHHZD
Crnax [T Z LA 12%ME F RN 2% L5 L7z, F72. AUCo24ne 1% 3%IE T L7219,

AVKRARSY

TR AN 26 Bl 7 =7 F Y A% v F 80mg™ % 1 H 1ENOA > KAZ T 100mg/H T
1H 2\, AMNMERAKBRELZEE, 727X AHX Y O Cuax 1E T%E T L. AUCo.240r
L2% EFR L7z, £72, A 2 RAZ T2 D Cuax X TN AUCo 240 DR T IE 2% LN TH - 72 (44
EADT—4) 20,

+Joxty

TR AN 25 Bl 7 = 7% Y A% » h 80mg ™ & 1 H 1 [ E N7 %+ 1000mg/H % 1
H 2\ 7 HEKEROKRS LZEE, 77X roftficky, 7=7F%F VA% v O
Cmax & N AUCo24nr 1ZZENZEH 28 KN 40% EH- Lz, —J7, 7=7F YV 2%y FOFHIC
E5F77 XD Cnax D EF K AUCo24me DIEFIE 1%LINTH 72 GMEADT —
4) 20,

TVITIEY

TR AN 18BN 7 =7 F Y A% v F 120mg™ %2 1 H 1[H 9 HEKEROKS L, #55H
A% 6 BIZT 77 v (ERNARKER) 25mg #HEIRO#K G L7l &x 7377 22D Cmax
B O AUCnt IZFFH 16 KL 22% FH-L7- WEADTF —#) 2V,

JILT7)F )DL

B A 13 HIlC 7 =7 F Y A H v b 120mg ™ UL T 7V F RU A (ERNRKAR

(HEIZINR ZEMICFE) # 1 H 1014 HEKEROERELZEEX, RFADS- VLY
7 U 2D Cmax XN AUCo,240 D EFHIT BB LN TH 72, T, U7 7 U U OITJFEDE
{t. (INRmax @ _E5-. INRmean,2en DK T L O VIR FIEME MO EH) 13 7% N TH - 7=
GrEADT —4) 22,

B A 2T BN 7 = 7% Y 2% v F 80mg™ & U7 7 U rvF b oo (ERARER) (H
EIXINR ZEEICEE) 2 1 H 1R 14 HIREROKEG L7 EE R-ILT 7 U 2D Cnax
K OYAUCo,240r DX TIE 2% LINTH o 72, £72.S- T 07 7 U 2D Cmax DAL T LY AUCo,24hr
D EFIZ 1% A TH -T2, o, IAT7 7 U 03 I)FDZE (INRmax & INRmean,240 O
IR T R OEVIRAEHESE O ER) 1X4% N TH 7= GHEADT—%) 22,

ErosooF7oFR

A 33BN 7 =7 F Y 2%y F 80mg™ Lt FusouF 7Y R 50mg % HERE O£
E‘Lfik %\ 717"‘%y2§7 P4 }‘O) Cmax&U{ AUCmf@J:ﬁ*fi 4%%??“(?9)07’: (/)'71‘/\0)
F—H) 23

TAHIT4U Y

B A 28 BT = 7Y A% v h 80mg™ & 1 H 11 7 HREIKERO&KS L, &5

%5 BIZT A7 4V 400mg ZHEREORG LIE X, 747 4 U D Cmax XN AUCint
D FEFIZ %N TH 72 GHEADT—Z) 24,

24



2.
(1

(2)

)

4

®)

(6)

(1

(2)

(M

(2)

m2 R E- BRI

B A 36 Bl 7 =7 %Y A v b 120mg™ % 1 H 1[0 9 HEKEROES L, %55
%5 HICcuY 7 U Z Yy (HNKRAR) dmg #HEROKG Lzt &, a7 ) 4200
Crmax DAL T OV AUCint @ 513 6% AN T - 7= 25,

) AFNOHERBENT-HIELOHEIZE T 2 R KRG 581X 60mg/H Th 5.

EYREFRAI/NT A —5

fRIT 3%
A EE R L

IRARSEE 2
WAL L

HEREES 'Y

0.226+0.0929hr1 (FEFERABF, 727 F VA X v F & LT 10mg, 1 FE& B[R 0 &
5. K72 U CHRA)

0.214+0.111hr! (EFER AR . 7= 7%V A% v b & LT 10mg. 1 $E& R HERR 05,
K CARA)

0.0937+0.0282hr1 (& AR F. 7=7F Y A Z v b & LT 40mg. 1 SE4 AR O£
H.. K72 L CRRA)

0.0811+£0.0189r! (fEFERRAS 1. 7= 7 ¥V A% v b & LT 40mg, 1 §EZ i a0 &
5. K CTHRA)

5UF5 YR
AR L

HHEH
R L

Z 0t
MR L

BEH REaL—3av) @

AT 7%
LB L

INTG A=A EEER
EE R L

TR
MR L

5%

1 7% - i BE P s 1
EERR L

- B8 BB
R L

25



3)
4)
®)

(6)

()

(2)
)

4

Fit~DBITH
VI-6. $FEDEREZAT LEEICHTLEE (6) Xilm DOHEM

BB~ OB
B L

Z DO RBAOBITHE
MR L

MmFEAFKEE
T 7 XY ALy b (0.4~10 u g/mL PHIKE) Ok MIAEEBAMAEAS I 97.8~99.0%TH Y |
FREAEAIIT AT I ThoTz (in vitroiB) 20

Rt

REHHERAL B U BHR RS

T2 T XY AL y FOERMNERKIIZ VI 0 U BBIAERIETHoT-, o, TOMIZHEK
DELARE. N0 OB ERKL ORI V7 a B aRicfREEsnz 20, 7=27% Y %
%> h® CYP1A2, CYP2B6. CYP2C9, CYP2C19. KO CYP3A4/5 (Z%I4 A HEIZZED 5
nNimnot-, —F5, 7=7% Y 2%y ko CYP2C8 Kt CYP2D6 (2% % Ki fHlZ#Fh#
20 KON 40 p mol/L Th 7= (b MIFI 7 v Y —AZ M- in vitro #RBR) 26 28

7= 7%V AZ v NI CYP1A1/2, CYP2B6, CYP2C9, CYP2C19. CYP2D6. CYP2E1 X
N CYP3A4/5 ##58 Ligor o 7= (b MMAFHIIE &2 FVW 72 in vitro 58BR) 29,

RBI“E5T 28K CYPEH) OHLFE. FEFE
VI-6. R (1) FEHHENL L OIS | DESM

DEBEHROERRUZONE
BB L
REMOFEOERRUEM L, FELE
AL L

it

TR A BN 24 Bl 7 =7 %V A X » F & LT 10, 20, 40mg ZHef FHEREOEE L- &
X, B5% 24 KON 96 K E COHRGREICHTDH 7 =7 X% Y AKX v FORPYEIRITZNZE
A 2.1~3.8%K%N2.2~3.9% Th o7z, £z, 5% 24 K96 R £ COFTREGEIZKTH T
=7 X VAL NIV v BEEAEIRO R PPEIERIZE T 46.7~49.7% & T} 49.0~
51.6% T o7z 12,

TR AN BME 6 I UC-7 =7 %Y A X v b & LT 80mg ™ Z&H T HHiH %, Hofs T HERE
OfG Lz & &, &5% 4 R E COMPEFRRBINBICNT A7 =T XV ALy NEOED T
V7 a CEBREASEROESITENEN 83.8~95.8% K& TN 2.3~6.8% T ~7-, K5tk 48 Wil £
TO7 27XV AKXy FOJRFPEIER G5 REIZHT 254, LLFEE) 1L 1.1~3.5%, &5
#% 120 B £ CoFEP PRI 7.8~15.8% ThH -7, £7-. REWE2E O RIEED RS
% 216 R % TOR K OFEPPEERIZZNZEN 49.1 LN 44.9% T - 7= (GME A DT — 2 )27,

) ARENOARINICHIEROHREICEIT 2 HRk 5 81X 60mg/H Th 5.

S U RR—4—IZB83 515K
BRI L

26



10.

11.

BIEICLHBRER

MMER L
BENEE2ETHEE
BHMEEETEE

W (5 61) ROV (746]) OBMEKTFEEICZ=7F Y AKX v b 20mg % 1 A 1 A
BHRICT BRREROKRG Lz &, B5% 7 RICRT 2REBKERTHO 7 2 7% Y A4
2 B Comax (TBEFEEFRE (9 B) LD SR> 720, AUCo24n (T BHEREIEHREIC LR L
T B53%HM L7z, HEEEBHEEEIR FAED Cmax 2 OV AUCo,24n 1XBEHERE E W REICLLIE L T, &1
Zh 26 KON 68% N L 7= 29,

B (6 41)) . EERE (761) ROEE (T6) OBHERTEREEIC 72 7F Y 24 v b 80mg P
Z 18 1EEARFNC 7 BRKEROKG Lzt & 5% THICBTD 727XV 2% v bD
Crmax 2 N AUCo,2anr 13, BHEBEIEFRE (11 1)) (Chule U CHREE, s BRI TR T
ZNTN 41 KN 48%, 2 K1 48%, 4 KN 76% EH- L= ULEADT—4#) 30,

FFHEEIE T B

B (84 KOV (86) OAFHEHEIS FAE#E (Child-PughA, B) IZ7 =7 %Y AX v K
80mg ™ & 1 H 1 [HEARRNIC 7 HEKER OGS Lz & &, BEFEER TROR 5% 7 HIC
BIFDH72T7F ALY FO Crnax XN AUCozanr 15, FFREREIERHE (11 ) &g L TENZE
24 B 30% B Uiz, F72. PEEFHEER TEED Cmax X Y AUCo 240 1 LENLEIL 53 K
O B55% EH L7 GHEADT—%) 31,

EEnE

mlnE (65 MLl b, 24 ) LHEEHE (18~407%., 24 %) IC7 =7 F Y AX v b 80mg™ % 1
El 1 lﬁlﬁﬂﬁﬁﬁﬁl 7 El Fﬁﬂ}iﬁg%}:m&’g‘ Lf: k % \jQIg"ﬁé 7 El le‘ﬁéf%fﬁ%%@ Cmax&[ﬁAUCO,Zélhr
IEEEE I L TERTN 1%E T LR 12% EH Lz GMEADT —4x) 32,

p-qic

T 7 FYVALy h80mg™ & 1 H 1EFRNNIC T HREIKEROES Lzl & £5% 7 HIZ
?5 H- 5 ﬁﬁ%ﬁ%ﬁ%ﬁ (24 15']) D Cmax &U AUCO,24hr 6i%‘f$%&5ﬁ%ﬁ$ (24 @‘IJ) &:ttii L/T%h
24 R 12%E 072 OREADFT—%) 32,

) AFIOERE N HIELOHEIZE T 2 R KRG -81X 60mg/H Th 5.

Z Dtk
A ERR L
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6.
(M

(2)

)

[

Tet (FALOEESF) ICEJI HIEHE

ZERNREFNDER
REINTW RN

AxX AE

|

1

*>* =
IS T

AE EZDER

He ROBEZIIRE LN L)

21K§ DEAT S LIBHBUE DBEIERE D & 5 B

2.2 ANHT TV KFMXNIT T AT v EERETORE [10.1 ]

MEER (TN RICEET HEE LT DEH
(V. 2. Zhe I RICEE T 1R OHESMH

AR UVHEICEET 582 L ZFDEH
(V. 4. AEAOHEICEETHEHE] OESMH

BEEGEARANEE L ZTDER

8. EELEKRKEE

(FhEEE)

8.1 MEEEEN S LDLNDLZ ENH LD T, AEIRGHITEMOICHRELITH /0L, BE
ORIEZ 3 ICBlEZT 52 &, [11.1.1 2]

8.2 AAIBHFITHIRIRBEEOF OA A MR L, BE 2RO NG & IR e
BEOMREZ FET 5 Z &,

8.3 DIMMEHEABEAITHMELEZMNSRE LI-BNGEERBRICBWNC, Tur U ) —LEEC

L T7 27V 24y FETLIMAEEDFBREIE N Emr-T12 L OWENH D, AFH
5T 55 AN REBOBECH - R BBLCEET 52 &, [15.1 &H]

(BR. = REEMAE)

8.4 AANIIREENKE FHTHY | JmEBIHIK OnEREIE) RO PRBIEZ KT S5 &
RS Z¢ CRJESENE) Z2HESE2R8ZNND 5, AFFRGANREREE % O EIE1E)
DR SNT-HAIE, ERNBE LS E T, Kﬁ@&%%%#b&w:&

F o, ARFIE G IR EBIEIZE OfEFEIE) 2388 L 72 5A 121, Kﬁ@%;%ﬁﬁﬁé
K E G Ak L, IERIZE D e F o #XTD/r F PUIIEA, B R A
nA FEERTZ L, [7.1 28]

BED

de 8

EREATHIEEICETIEE
BHHE - MEEZEOHHEE
BRE STV

“%%E%

APt REPE S

BE

9.3 RF#isae

HTHERERR S D & % BH 2R & LTZERIR

EERE

REBR I EMm L T ewy, [16.6.2 &)
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4

®)

(6)

)

(8)

1.
(M

HiEREEE T HE
BREIN TV

bt

9.5 HE4F
TR SOTIEARE LT B ATREME D & B 2otz id, 1BIR L OB SN a2 a2 & )k
INHIGEICORrFEEETHZ L,

1231
9.6 {ZILIR
W LA G R ORI O A 2 B I L, RILORERE B L 2 R 5 2 &

EER (7 v 8 CARADPAHFICBITT S En@EINTWD, £z, BhiEsk
(7 v MBI D HAERT R OHAER ORAEN CITRHROREIZEIT 23 8) @ 12mg/kg/
H (60mg/H ToOt FoMErigEED 11.1 f7) L ETHAEROBIZ o F 0 L
TE SN DREERIEE & D WIS A, 48mg/kg/H (60mg/H ToO b O IMBEHIREE & 39.3
f5) CHEFLROR T, REERME R EOFBE M, RO KB Y K ONFUR I B I OfH
3G BTN D 39,

MNRF

9.7 NR%F
NG & U BRRERBRITZE M L Tuauy,

=i A

9.8 EkE
BEORREEZBIEL, +DICEBELRBROARAZHRET L L, —RICAEBEKENMIT
LTWAZ ENEWN,

HEER
HRAZSLEZTOERH
10.1 BHRZESE (BFRALAGWI L)
HHN A4 & BRIRIEAR - FEE 1L HEFY - fERE 1
AT T N TV KT BHAHEOREAZE® | 7T 47U ORFY A
(v V) THRREERH D, WA T RNV DOREEE
THFETY ThirFH o Fordx 4
A LTy, TH=) —VOHEIZLD, ANVET
(2.2 &R N7V o PR E A A
THZENTaSY J—)
CEIR) THLN TV D, KA
LYo FUoAFUHE—F
[EERAEZ S Z &G, [
FROFREMEDR B 5,
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(2) HAFELZEDEH

10.2 $HREE (BFRISEEYT S L)

HHN A4 & BRIRIEAR - R8T 1E e - fEpRIA T
(= A A W%, R, MREESOE | EX I B ORMEE TH
I CORWERZE®RT | 2% Fordx¥—18
BHAREMENR B B, DOEEIZLY, EXFED

RS2 IH L, (FH 2R S
L ERTRTY ) —)L
() THIH TV D, AH
bX¥ Yo FUoARFUHE—F
[HEEHZ O Z Ennb, [A

FEDFREMEN B 5,
R ) CE ) UDIMPEEN | O o oREIEEETH
YD AR B 5. BRYLF AL S~

AAHIE AT HEHEEE. VX | OBEICL Y | fEFR AL
)y DR EEICEET DS | HIVAFIZBWTYH ) v
N D Cpax L OVAUC 28 EHA 5 2
ERTuTY ) —v (FEEK)
TH LI TS, AAIS X4
CF AR —ERHEE
HaeboZ &b, RO
REMENRH B,

ElYER

1. ElEA
ROBWERAN S 5oL T ENHLOT, BELZ HIIATV, BEDPROLNTLEAIC
G E2 T 57 CEURAEZITO Z L,

() BEXGEER &R

1.1 EXGEMEA
11,11 FFaefEE EETER)

AST, ALT %0 LR 2 FIERERE N H oD 2 L3bh 5, [8.1 2]
11.1.2 B8E GEETRH)

BHVERS, F5 70 EOBBUERH bbb D Z LR D,

30



(2)

10.

11.

Z Dt DEI1ER

11.2 Z0fbDEIER

PN 5% i 1% L]
i E R B TR
TR TSH H

( FRO UONE. 7 | 5. R
alag L

T DA Wi

s TR TR

D W

I #% BE M A Ml B %
(AST #5/n, ALT 5y
n. y-GTP %)

L O FENE. RLBE
VUM, DU AR f
CK BN, #5E
B-N 7&F/LD 7
aH I = F— P
m, RK¥ B v
27U N,
7 LT F =M,
i HP R FE N, BER
B, e, A -
U7 Ut REIN,
CRP 0, sV
7 LNHEN

Mz, e

BEIfR

S =%

I
< Dt

BERBRERRICRIFTEE
BRE I TV

BEKRS

BREIN TV

BAEDIE

14, BRLOZFE

141 FEFIRFEFDEE

14.1.1 PTP B2 DAL PTP > — OBV L TRAT 2 L 58T 52 L, PTP v —
FOFREIZ L0 | WSS BIERBEA~HEIA L, BIIXE L2 2 L CHERRIR & %
DEBRAIHEEZIRTHZ LD D,

14.1.2 RENZEO L2 OB MR 20 S &, RO TRAETH D, £,
HZEHTXD,

K CHRA Y
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12.

(1

(2)

ZOHDEE
ERER{EFAIZE D < &8k

15.1

EREREAICE D < I1E#R

WA CHE S N D IER B A AT 2mEVEE 2 x5 & L ZEHERIELERRICE
WC, FEIMEEA (D MAE S, FEBSEMEORREZE, FEBSEMERN AT, A2 E SR OME 12
%D BAMITHEROBEET Y RRA M IZOoWTIET e 7Y ) — LI L7 =
TRV ALy NETIHELMUN RSN b OO, BIRFHEIE @ 9 B0 A& L DR BE &
L7 27XV ALy MEAORT Y ) —ABECENEI 4.3% (134/3,098 i) . 3.2%
(100/3,092 i) THYV 7 =7 XY A% v MNETE -T2 (AN — R [95% X ] :
1.34 [1.08, 1.73]), DMEFLOF CTITMEE L ITOLEREDR RS Lol (727 F
VAK s hEE2.7T% (83/3,098 f5)) ., 7Y J—/LEE 1.8% (56/3,092 %)), iz, &
FHLEORREGIZONTYE, 727 F Y AX Yy MELRT 7Y ) —LABETENLEN
7.8% (243/3,098 i), 6.4% (199/3,092 i) THV 7 =7 XV XX v NETENP-T-
(N — Rt [95% EHEIX ] : 1.22 [1.01, 1.47]), [8.3 ]

JEERPREABRICE D < 1ER
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