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NS0 By ASUT Ad, 2 Y AR, U3 o B4 53t & =By AZME0| Be 250 mg/dL
DSl ME B 4 o= HS Yeiof T BAS0 85 AE £1/Z TUEE ¥ 2 YEE 30 oA BUERO]
R0 uSHE A0l AP AZUB0| Y= PP BAS2 U53] AZE Wojop ict,

4 RYIEZY NN
Cii22|Z2% 9 02 SCLT2 AOHHE ALgS ato] M @2 NIEEI NQNRIS Teie= B0ist 02 40| A
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o
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292 E)0| o thgop| 8 50| HEsiD K24,
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T B7Y AEHE JIAD AL AT QHN B 4 &

o iR (ACE-) 8L | 18 ORI QEMII 8] HoAR(ARB)
22 |5 Has 4o 4 U= YNEAHE FO5HD IS Yol £ 2E BA0IMY 0RIX|Z 13
EOAE M7|S0] Cipt SU% A0t MBI 1Y BAS2 HAY A4 90| O £2 4 Y1, =HE
S01511 9IS JH5 40| O B0 o5 SA ZHOIA T04) 04 &A1 ¥5 AESE 0] H 2ES U=
127t SRR Gt
7)& d84 Bt
0] %2 R0fstz BRS2 HZIHCZ 0180] b F Z-YOf CHo AA N Y4S LIEE Z0[C,
8) HEEE Yo7|= 202 LT A2 A
122l gl dEEoaoer 22 o122l 2H| SR NYES RUICH Tihk o] Az B8 A, HEYY YRS 2017
o101 &2 T ol 24| ZWHY 82 E0jor Y 49Ut

9)0I o 22 SGLT2 MotRISS H 7|50 EYE E 4 U= §F 7[REH0| Al BIS0 chefo] 0[2HO2 =
E712 Qlsto] DY AehS ofehAlZ 4 Tk 12122 0] At 22 SCLT) HeHISS 019 22 EXSA Hiye

39 X7t aPEL,
0)HEEL
YYRH0| oI %2 HIE Y HASS UYOR 245 ot x T QH AYAY 2t HFY 7[KA cht|
ol C22|227 -3 16kg, 9% -2.19kg 02 AURCH MEHAT 27 LIEHICL
1)t Bt
23 g SRS ChYOR o T2 SGLT2 AAHIC| 77t AT SR BEHFE Woll) Arzlo] 5717t
REIYCE O] A2t A THO| HBE=AIE Zol X Goltt B SRt ALHO! 04T Ea2(of chstof
At 20| EQ3
)él% AH(FEUo 1K)
SGLT2 RIS 280 Sy $AfO Al  ZNOIN E27|= SiLt H48 +8H SHE UR2 310, BY2 AE
H2e 385 ARt L DEITH(3. 01 4EHS, 3) S 0|48 thet 43, 0 812% AR (F2L{0| ) HZ). 9f
A= By 01y 2F0[A 2200 0|2 oot AR, o1 A9 +4 Y ARY0| 2SR 0] %2 Fof
STOIA A 3 SHR S 47| = 938 FHO §F, AR, S T 230 UEKLE 32 93% UK
CISE Zolofof SiLt. 9|35 AR US| B2, 54l BEY Y NZE ARl Bost F Auy BHl2s
ABto{0F BiC. Cii=2| 2219 S01S SHotD B £1I5 B RS BYTHS 2fe HE O
HZE AIFeioiof eict.
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Ol[h

) o5t yexg

O CtZ2|Z279 HAfs 72 UDP-BRR2AHO[24 TAYUGTIAY 8t oiie= 32R2LIE Bée 56
0|ofzict,

@ MM (invitro) A 70 A, CHIZ2 ST AO|EIE PAS0(CYP) 1A2, CYP2AG, CYP2B6, CYPACS, CYPCY,
CYP2C19, CYP2D6, CYP3A4S Rl 7L, CYPIAD, CYP2B6 S CYPIAAE Rzs1X| QOITH Li2th, i3 Z2Rie

O[3t 2250 e ChAtel= A2SY HEROUA OIS 429 LA B HetAlZ A2 OIYE/X| =l

3)cinz2iE2 ) ot o2 9989 oY
D2 £ £0f CIXIQI2 018stof 220t LUAIE YOz MR 4248 17 21, Cinize|22 19 452

HEZZD, TQ32ErE, AEISYE, 22UTIC, 2224, S22 2E(0M|E, RHEILIS, A2E £

AHHAELEIO] Jef 5T GYULE
QUuze|S2ns APt 2y 244
5(AUC0I 22% YA Bt 20 BEEYOLY,
83 22 ATEX Y=L HE
=R gLt
@022/ 2278 HHLYAUGTIAY MetH)2 58
At 3 2= Ho Cfgt JYTOZ ofnj9l= Y%
4)71E 9950] dhet 22 2219 8Y
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7

=03, 01332
2 g9 88

27 A 0] 55%
2 489N YEL

U2 O 249 QLH)L HE RO &, OrE2| 220 WY
2t 3 EEE B0 Ot R o2 9|9l
R (O, ORI, HUZ, Bt 2HE)olo ddHoz HHE YR

= ege gor

T A

SsioL, 1

HIE2[E202 MY 2|5 HHE FII7|1 85 2IF 528 A2AZ 4 A0 O3 2219 £0f AT

8% 17 01 Cf It 84 2i5 S5 A0} oitt 88 2|5 55 B Y 252

R QAo

a0 WS 9zdict F2 Hel £0f CiRel2 0|83 Aot IERE CiYO2 Mot 43 HE 70,

U222 202 HER2Y, [IQI2EE, AEISEE, 22U L3S, o= 222 2E(0p =, £

RIS

O3 (P-go 71E) = Au2l(S-warfarin, CYP2C9 71H)9] 94581, Ei= INROY 2 Bofot 929 981 488

HSEAI7(X] 41T CT22 22T 20 mg Y HHHAELEI(CYP3A4 7120 ] G S0f= Mt

EFEI AUCY 19%

5% % AR AUCOI 319 452 KOG ABARKE] I HihAEIEIH 130 452 Aoz Bad

oo x o
02 Z3HT YEL.
5)7IE 4258 59, 40|, HeAE 9UF Y
6) 201 4248 A= Olo|A2 FHERATL
T 15-F42RAE AN 2
152422 BAE SCLT2AHE £01
HMET| SEC 92 2E BUEES YA

6. 9 5 2R50) chet £0f
1) 4% Mt 0lY8 o2 L2215 212 ROf%t (= QI HEY ot A7 23t Aol
o

O]

# ST
= 2 s Mg,

ooC oS

23 20| HE2|Z219 4530 0K FYL ARLR| AACE

ZHZ| M2t oD B 2T TLIEY MM

AN 2719370

E
£
gt 12t MY e Chet S5S UEOIT 920Nl To3|22T9 A8 ABH X gLt 9|

ole|et, CiE2|Z 2N £01Z SEsjof itk Cui22IS2 10| A 44150 0j3)= 382
270 % HEN A CERIZ2 72 AR O S20IME A5 S9S LIELIX| gyict

2)+9% OL22IE20 % IO K| RFQE O[H=|=x| 0f5= A2{H Qlx| it SS0] chot of
T20| U2 9502 L Z2IZ2T /UMK ZH|S|H, +- 05 i ATIHA A2[ETOZ ofE

Alof/otof Cit IR BRI 4 Ol CI22IE 2T 21 5 A8 A= OtEICE

7. 2010] chgt £of
201 #Tf0IA CHIHE2I 2279 oY o Ry SyE/| gyt

8. AFE0IAY KA

L[] ol

gt

2fs/= A8}
o el /=4gf
e eI

CH22 2282 A% RS tYOR Bt 500mg ([0 chet 2{ch 2% 839 S04H)7tx[9] £re] B FO{ofAf
| LT

ofefet S4E e 290 0
04 24, HEe T FofY 534 aX) 99T, QTc220] i A4HoR Sols e

| IEAE2 £% 712t 5 0l Z=Z0| AZEYO0(500mg S22 3P 58

Sglct HegY

s

3

492 9103} UBISC, 2428 IR} 2 A B B0 00mgloHol ot A0k 23 33 10417 19

18] 237 S018 44 Aol HEe| B2 Sioi2ui) o7t o £9/00 82 3200 9oiT B4 EE NS

420144129/ H/82 47T QUSISION, 38 HojT I 7|59 4| B2 Eets AN KB 4uHOR
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S
909 83
ditt. 240/ o

9. 5849 59
UTi2eiB2Te 28 4 714 A S0 8 DN iU fel DK g, Bnse
HE9A0} 52 0147 $3 S0 HEHES 40l loo} ORIt gofof i

10,42 9 334 5

1) 201] £0] ¥X| 4= R0 2ot

o Ct2|2 29 HA= SR ool

o
]
=

FREtE Ol BIGICH T RO A4t 39, BRio] 4K Herd] S HES S X2 S HAleop

CZ2Eans

) HEY ERS YA ADE 20T 91002, 87|15 st 22t oLt #2487/ 2HeI=E

at '

1LHIE St B

1) H87H: Om22| 2212 R Z2{8t0(Ki:0.55 nM), SH 0|0} 71ofZ{0l LIEE-232 3 A
HHRI0ICE SGLT2= ABOIA MEfHOZ SHs|n] 2 24, NYAX|, Q8 WE 4 |5 Zaldto

-35+8H2(S6LT2)2

0t g e

ZE0 M= UH0| FELIT| Q=L SOLTIE A7 (A 2RE Hil202 T ME2E = 20| Hofstz

T SSH0IC RS G B0 M TEYFY M0 27611 fE RGO M4t N&H

RECEEn

A0S ESE THEAE ZANHORY & 5 ETH S Zapoi0), 32 o Mool Y 5 Irg 458

e O[2fBt EES HI2 929 51 S0i0] BSI0| 4z SOfZH LY =S, K127

12 S R SEICY,

0178 & HE0A ML= 229 ¥ 83 XY 5 Y GFRY| AZH0[C) OS2 S 21 HEYS0

tiot £SO2 FUTOI Loy B8 B2 AHAIN el L322 219 182 il
[k OS2 0] oo Rzl i § ErE Hh2 22| AMIHE 2AR 0[0fEICt T3t

249 B8

B

ot 22 HEEY 354 Mot 359 0l X AAHOI HEE S} J82 0INC: tiZ2|22d2
YAXXORO LY 40 FQP 12 T 2EH|S Kofotx] ohom 22 B0NY Z-Y S5 MUK F

&R SGLT1 H|A] SGLT201 Cifsf 140064 014 HEfZiolct.

) 4s9H BE

05+ C22Z2TR 37 £0f  U4et] g0 85 (N22|E20 41 5 (Cmay)= LHHOE 3%

Al SO 1 2412 OJufoll ZEEICY, Cmax?t AUCE CHT22| 22 830 Hlz%oZ &7t

Bt 10 mg &7

0] Al Chk2|2 2719 YH0[SE2 7890191, X440/ B R0 o (22| 5219 Cmaxs 3%
Al THH] 3{ch 50% Z4E] 2, Tmaxz of IAIZH XIHED AUCE HetR] ei9LC Of A0l U4 oJoj7t gl 202

TErEIC

QEZCiI22(ZENY ot 282 %9190/ T8 ofe (o, MFof E= 280} 5)0 ufet ZfR|R| =Lt

Al
@At O3 2272 ZHS[sh CA=of, HIZHCiAKQl CTi22]

B
On22220 30-2F72HE T= U2 OAHSS 8 Z4 23 J|0j8ix| P=tt

30-2F72L|EE B4t WA 2T UB0IM 2 2 Ui 2401 UGTIAI[D, CYPE A2 ¢ At oI

Ul ChAF Z201M X2 H|22 A9

21 30-2772L|EE F2 44l

FHEREEN

@4: O 22| S2N0] ek A4 9|(11/2)= 129 A0, CTF22 227 201 & HUBAZ2 207ml/min
O19ICk C22 223 22 LAKSR 32 =2 Soiu e s, 0 & HAE(T] 42 CiE2|2 212 2%
Ojgto|ct, 14C-HIERI 22T 50 mge FOHS U = 22E T5%, (HHOZRE 21% S £ 96%7t 8l+5/9itt

CHEAO] A, 0124 OF 1597} ChAYEIX] %2 BEHSCt

© Aot FEAE] 00 mg 19 18], LHk22| 227 727 EO0jM 22| SR BF AU w52 B4
IHE H2Y S SRt B, 72 St YO 25, B % T 359 H|5 Hof (0|g2
ZR)2 IH7 AECHARISOIA 212 32%, 60%, 87% Cf U SRAERS| 2442t 5Ot TEE MM,
, 11g (F22/Y)

JE{O] 0 AZH0I0IN Y LII5, 35, BE5, 55 UZoh AECheTolN 2424 85,52, 18
O91Ck 22|22 - 20| chot SATH0] F&2 U] AT

rerir iy

gt}
252 71l AEchAlRiol i 212 0okt 679 0 31T
3 UM B

o
Y WIsS
o ¥g gag2
FEERYI
g2 Wls

Hoi: 33 T 5529 ZHE0H(Child-Pugh Class A, B)7t Qle ARECHAXI A CHik22| 22719 Cmaxe} AUC
BN 27158 7H0 NEChARO] Hioh 212 1299t 36% Cf &34CH 0l A4HOR Qol3t Kjol=7toftl Zo2
. 559 28 0H(Child-Pugh Class C)7t 9= AlECHETIONA CiT22| 22719 B Cmaxet AUCE B4

fm22|2219 92y oS Worely| 219t 6,36289 M2 Y UR52 oz 1389 015U,
FRQIHE, THE A0l +%E|9UT, 0 54,273Y0| CHIE2 2212 S0f HOT 12719 AP SR S0 7I2k0]
245001 3 8201 M 24~8072 F0{ 712t F7}(HTH 1047)8t 7| A2 ATEICY 122 525 AIFO|%A0
527, 10432 HRECE FI150 2 85489 K2 Yl d UASS (A OZ HNZYEL LIi=2[2209 Y8
0{0] Chgt Ra iyt ot H g HIrst| Aot 247 015U, FHAUNT, thET YA 2240] 2H=IAC 22} T
22227 10 mgo| MEEA U T 22 A0] 1K= Y82 YIIsh| o, He2A 28] HolggirLt

AEUA AN L H2E Yits #T 17,1608 Chef O HAAIS (DECLARE)O| +8E2A
f=ay

20| 528 ZHEA i MY Y HASS (YR CE2|Z 2N Hsayd o
HIkst7| S8 247(0/% F71218) 015 Y, P
A o84 (HbALC)7H % F0f Ch| EAFCZ R2BHA| ZAE 91Tt (p<0.0001)(# 2 ).

&

Sui oS
4%, 919 %7t Adel90) Cnf2ei 22T 12 19 5o

27+ A% ABOM, HbALC B4 = 102F0ME SXISIYC (PIRK ol B2 24 282 OTE2(E2T 10 mgh

19 2424 -0.610%, 0.17%).

9
9
B2 89 ZH0| ZE01N 42 SN0IM HES 20 B5RY A thX A701M, 24501419 ZTH(LOCFe)

o= o4 aLOCF; Last observation carried forward, 2HI X|2
on N EEEE N Hrg
e Nel NS b0l 5 14 lyel 0¥ Kt ve,
HbAc (%) 7IX| (B 801 7719 DE PR HE ARCHATH
7|XK{A] CHe] Afole -0.89 023 cIIMKof w2t e HA R BP
219 T xHolc (95%CI) | -0.66" (-0.96, -0.36) (adjusted LS mean)
HbALc <7%0 E et * p-value <0.0001

*EAH R0l WItslx g
(O Bpete0f Ciet EhAZ A

Arhaatel Bl (%) 50.8" 316
7KK cifef =
T2 ggyerlsag 48ey
HEZ2QIT9| X7| 42aY
912 12 20| gl= 28 Y UAES (Y02 222Nt MY HER2RIY £7|

o 2i o2

48 F0f0f cit

Rag TIPS Wle| 2081 2219 UF SYUE At 2L OTEREEN 10 mgs HEX2E Y8

0§ A| 2249 B% 20f Cht| HbALc7H RSt ZA=IQUCHE 3AZ).

B3%E K2 220 i ¥NES (YOE S22 WL HYY HER2Q 27| HEQY 24 T H0IA, 24

049 Z2H{L0CFa)

ErEEEER T .
Quy Bes THeERER E*”Eﬂ?igl}o mg ”"ﬁ%i%‘bm
N=211b - -
HbAIc (%) 7[H A (B 9.10 9.03 9.03
7| K] cie] xfol -1.98 -145 144
ChiZe| S22 tER¥mol K0l (95%Cl) | -0.53* (-0.74,-0.32)
A58 HET2D LS LTl Ko[c (95%CI) | -0.54" (0.75,-033) | -0.01§(:0.22,020)
7[R HbALc >9% o1 ATETHA}] ™
J[%5) Tt kiole 259 214 205
HbALc < 7901 ==t AIEIARLS] HI (%) o
I\ chsf 25 466 317 352

aLOCF, Last observation carried forward, #HX2 & X2
bE| B3 518/ 049 0|F% K25 B2, DE 249 HiE AlFriAxt
7K Wk 2HE 24 M Y2 (adjusted LS mean)

* p-value <0.0001 § HEZ20I Chh| HIESY **pvalue<0.05

HEE20I02 ¥ 20| S2o{R| 042 UMM CiIi22| Z2T0 SR Q0NS2TT|E) 4249 F7t48S

st 2 UEZ Y 5)F 94 UEZ I35 917 (527 3 147 oS S0 o=z

02 35 30|

SE01R] %2 (HbALC6.5% L2t 10% O]9} H28 Yl #AIE S 02 HEREN0) (222201 S X 20}
(B2ITXIE)S 247} 7} 883t 3RS bl Wrsteirh 1 21, 032 2202 22YRES H|2% 702
5220 7|KX| Cht HoALc 425 LIEIL BIASHS UBDIAH (E 4 HX). 104FAHA 7IRK] CHe| HbALc A=
Ci22 228 -0.32%, 22{TIX|E 0. 14%HC 19] 0|49 HEY A 24 &2 22[T{X|E R0f2(50F, 1045 2%

40.8%,47.0%) 2Ct 22| 228 SO1Z (52, 1043 2124 3.5%, 4.3%)014 PIR{6| STt

B4UEE20102 ¥Y THO| F61% 42 AN0|A T2 Z2NT dXEQ0HE2ILRIE) 449 27t 482

Hl gt 2 T 72014, 527019 2t (LOCF)

4z
1858

CHf2e[Z2x| 22MXE  aLOCF; Last observation carried forward
fay Wihs +HEX20l | +HEF20l  bFAS HE % AFH2 25t 513 0[4] 0]
N=400b N=4010 a4 ZH0| 9 #x
HbALc (%) 7IX %] (B 769 174 C7IXK|of 2t ERE A4 Mg
7| K] THH] xf0l 052 052 d22IXIE +HEZ2D Cht| B
SMXE+HEE2Y -0.00d
CHH| %H0lc (95%Cl) | (-0.11,0.11)

U2 59207900 571 532

22 2202 HEREYI(E 5 BX), 4XHe20f (Z2u/Tf2(=: & 6 §X), &8 (U5 E=
Y8 BTHE) NEISYE(HS SR HEX2Y e B8 4X), HEX2 s NEL Q20 94X), HEX2Y

AASHE(E 10 HZ)0 37t EE0iIS o, 247004 A% o] SAZCZ Qs
LIERARIC (p<0.0001)

A

37 85y
o

|
1)
g

HbAlc #AE

22 2278 HEZ200| 27t H&3 AP0 HbALc 24 Bt 100FHME SRS, 22 /HT/S0
)

27180 A8 487, Q182I0| £7 88 YR 10477 ST HbALc H4 B2t ||

|00,

BSHER20 HISQHOR B 20| FR01A| B2 UMM T2 22T 27882 Hlu et % thE H70M,

2430119 Z3(L0CFa

[EEERD
OE2lE22 10mg | 9%
N=1350 N=1372  HXE
HbA1c (%) 7IXA| (B 792 811
7| A che] kol 0.84 -0.30
9/9F Che| Ktolc (95% CI)| -0.54*(-0.74,-0.34)

1HETZD1>1500mg/day

fad Wits

DE P U AIEChER
C7|RXjof w2t B BE KA K

HbALc < 7%0] =t (adjusted LS mean)
AZCHATE] Bl E (%) 406 259 *p-value<0.0001
7KK chef & **pvalue<0.05

aLOCF; Last observation carried forward, 2H X|2

b V| 87 & 191 0]49| 0|FY K25 e,

4z

B 6222930} (2YHL2E) HEQHoZ BY RH0| SN ¥R XN LLE2(E2Y 37 888 Hludt

91 0 001, 2430149 Z{L0CF)
HEHe#of (F2/HL2|=EY)
o222 10mg | 9%
N=I51 N=l4p  HXNE

22/012|< 4mg/day

fad Wit

HbALc (%) 7IAX] (E) 807 I
7| HA| ] kol 082 030 DE PA9 HhE AlECiTt
9/9F CHE| X$0J° (95%Cl)| -0.68*(-0.86,-0.51) CIIRRIO] w2t BRE A K
HbALc < 7%01| &3t (adjusted LS mean)
ARCHATES] B S (%) kI 130 " pvalue<0.0001
7| MRjof ot £
E7032 (5 £ 37 H79 $2)02 SITH0 B2 4R #Roly (225209 37

1% THE 2170]4, 2470149 23t (LOCFa)
(

aLOCF; Last observation carried forward, 2H X|2

1 DEVIOT 3 19 049 05 HRE we,

4z

Hg8g blasi=

3 LOCF; Last observation carried forward
Sl (U5 E= 27 SEUSHH b AgiaRol 150k 153 HEQH; 50%s

SuN WA 48) 27t g8 aud 1213} 159 378 B HSolT

G = S e

Nologe  INZ103°  glojom, 1% BlEEE0T 4EEo01E

HbALc (%) 7| | (Z) 858 846 #2811 91901, 1 99 ABTIATLE T2 5329
7| Ch8 Ko 090 030 A7 NS S AL

5% Ol FHold (55% 1) | -060°[0.74,045]
19 57 91821 83 (U]
JAH B2 1196 7396
STRA] i 2107 16 5
2{oF cH] xH0ld (95%Cl) | -6.23*(-8.84,-3.63)
a82 12 832 10014 .
2 s ye .

CE7I A7 519 09 015
A9 B A HCHARE

d7IxKjof o2t 2FE 4 HF
(adjusted LS mean)

thet et G188,

e QIEE (534, 5218, 71K o
B7he A O FPG 710 Y= AIEChAT

AEEEEES

4z

152 2%) 8%

*pvalue<0.0001 **p-value<0.05

B AEISYH(HS 32 HEZ20 ¥8)02 BY THO| SRR o2 UNOIM CHTZ2|E2NY 371888 tlust

9% HE 1004, 247 049] 23t (LOCFa)
AEHZRE! £ HEZ2TR
fm2eZ22 10mg| A%
N=223 N=024b

QuK B 150mg/day

HbALC (%) 7I%X] (Zz2) 790 791 O o9 4 ABCT
7|XA] chb] xfolc -045 0.04 IR T2 SEE 44 A2
210 ] A0l (959 Cl) | -0.48" (-0.62,-0.34) (adjusted S mear:)
* pvalue <0.0001

1 AMEI2EE 100mg/day, 2 MEZE0I>

aLOCF; Last observation carried forward
b &7 917 5 19 0]49 015YY K25 e,

5z

B 9UER=0T URHQ02 BY ZHO| ZEON g2 SN0lM GNZ2Z2TY 371 YEe Hluet A% ihE
AR, 2470IMS ZT}

LA/ chyR 448 OfH Hoj= 8350t HEZ 20l

TEISH0 HEEET
R e = T ey Y
resEs | AiEeEsting| ML o0 a1y suel w4 oot )

HOALe 0] LRV 297|247 318 014 502 128 92,08

IR (B) 8.08 824 29 HHE AYCHARE

JIRA| ChE] HOf 0 QI bBAME=EE

(LRM; Longitudinal repeated measures)

SIoF T olc (950
St EH K1c 5% C) IR L2 95 34 AiE B

HbALc < 7%0f SE3t

-0.69*(-0.89,-049)

NS B (9%) (LOCFY r . (adjusted LS mean)
! 'EgW}XI‘Oﬂ‘SIéH )E(y ) 38 1l dLOCF; Last observation carried forward, 2HI X2
- = iz
* pvalue <0.0001

10 MNE-EHT HEE20I02 9Y RH0| 2017 g2 SNUA CI2|22 Y 37t 482 Hluet 9% tiE
A701M, 2470149 21

AAZEE L+ HET2012 1AMNZYE 5mg/day, 2 HEZ22>1500mg/day

CX-28:-VES tu2eZ2n0mg | 9% aRAAUE A AR #x F 19 049 o
N=160° NEl6OR  REY ETOIAYE AR

HbALc (%) (LRM)° 824 816 b 2N v £y

7| HA (ZF) ) ) (LRM; Longitudinal repeated measures),
7|K{X] CHH] xfole 082 -0.10 THNE 2w

2|9 o] XH0lc (95%C1) | -0.72* (-0.91,-0.53) CIHAo w2t BYE A4 WS BP
HbALc <790 =St (adjusted LS mean)

AlZTHARO] HE (%) 38.0° 124 "palue<0.0001

7| K x[0f chsh 25
B111|Q32(EE0R 8 RH0| S20tX ¢h2 AT0|M LI Z2 229 F7 H8S Hlwet A% tfE H710fM, 24
Z01A2 2 (LOCFa)

TQF2|ELE
32|22 omg | A%
N=140° N=139

aLOCF; Last observation carried forward
b 2AY WA Y K22 T} 5 19 0]49) 0%
Rad ZH0| YoIH #xt

fad Yids

HbALc (%) 8371 834 c7IMKof met 2HE A4 HF g
7IHK] (B2 097 042 (adjusted LS mean)
7|X] ] k0l -0.55* * p-value <0.0001
29 chH] ALl (95% Cl) (-0.78,-0.31) ** pvalue <0.05
HbALc < 790 =St 255 NH3A7|
AEHATL HIE (%) 388" 224 (eGFR45~60 mL/min/1.73n) &X}

7IX Ko ciish 2
€GFROJ 45~60 ml/min/L73 m 91 Gl SHRf0f St et A10M 7| Y02 B XH0| 0| U2 xfo]
U222 271 £019 984S BRI CI22 2212 A2 Ojt] £ 123 22 HbALcdl 245

0By B fuiZeZ2re10mg| A%k a7IE QY 3 HEX2Y S0f Hg 9oz o
e oT

N=159 N=161 [t S22 F0ix 22 64.0% % 69.4%
HbALc (%) 7IX%| (B2) 835 803 bIIXKol w2t BHE A4 HF E
7[HA] TH ROl 037 0.03 (adjusted LS mean)

9/9F CHHI KHO[c (95% CI)| 034" (-0.53,-0.15) * pvalue <0.001

28 A 0032220 10mg2 HE R0, £ HEE2D, 22|12, HEE20IT NELQ 0} AESEE
(€S TE HEZ20 E8) MAZYE HET2Y EE ol22l0) X7t 4] SOIHS of 9% iy SAKoR
ROYotH B=A| ELS ZANZL 0] FTE FOf K FHE 10472 ATE MY UL RHIEIUCH eGFR 45+60
mL/min/L73 mi O S SIRIE CHAOR S8t 10K £01 245 AIM ZEET 22 919 £0{-0.27 mmol /L (4.87
mg/dL) % CHr22| 227 £0{ -1.19 mmol/L (-21.46mg/dL) ALt

* A et 22|22 10 mgg 22it12S = AESYE (HE T= HET2Y YE)o 7t Yy of
A2 A2t O] 247t 245014 EOIE|OH AN RAISYCE

o M8 9 Ao et 4% : DECLARE B CH7E T2 SRR, 015U, A% T YNNEo 2 M, 7|E
A2 Qi Chii 22| 22718 Fools o A 82 U AR o 90! ch| Chit32| 22719 F8S slolety| 9o
2HE|IC BE BXHE MDY a0l 27102 54 7KK 0|A] MEwA I QIR (2 554 OfN N EE ot
60K 04 01, OIMRITEE, 1 e T HHY 5% 5 diLt Ol4)7H AL AFpA Tgo| YoCt 17,160 5
AEA WH0| YT ST 6,974 (40.6%), HERA Tto| YIAUH BXHE 10,1869 (59.4%)0IC. 858282
22227 10mgS, 8,578%2 Y122 A9 tFo 1 2 H7|7te] FUZH2 42U0|9{Ct, K1 0f Hoj3t et
B AH2 639K, 01 3 {42 374%SCH K| SXt0] B R 71242 1194091 22.4%% S R7I2t0[ 54
O[BICt B HoAlcs 8.3%, BT HIEZXI4E 32.Lhg/nfOISACH HIOIAZIIONA 10.0%2] SAHs ARHO| 0|
QT B eGFRR 85.2 mL/min/LT3m2 7.4%9l #xbe eGFR7} 60 mL/min/L73m 020194, 30.3%9 S3te
DY 2RAULE (&5 LE0l of 320LE| H] (UACR)7F 30 mg/g 01 - 300 mg/g 018 T AULRLS (UACR
01300 mg/g £2t)0| LSACH St hEE (98%)2 HO|A2HR10 A 1E 049 S X 25 3t AHS S0 ¥ YLt
820 HEE29I, 41%E 0122, 43%= STH2I012 K2 FOI%Ch 8RS & 813%E ORQHM HetgA
HofH| S OX QAT 75.0%% AT, 61.1% SEATR, 555% ORATIRI, 52.6%% HEFITA, 34.9%
£ 2B, 22.0% EIOFRIZ 0], 10.5%E 21 0| A7t SO{EICL

3R AEI| M M O22lZ2N 10 mg HERA LAY MDAM TL 63N HE502 BYEHE
AEEA 2R AZH(MACE)S] S8t B7HAS0] Chot 910 Che| RS AS ABSIACHE p<0.001).

+HEHOZ oIt gl EE HEA Te AT Ci22 22T 10mgR LK 23 BoHH40l NRHO2 olst oY
TE NS Dot A ofdof choh Ao | 2% S LIERACH (D2 1). 2 240 Chet EE 2MojAf
NRHOR oI¢t ol UHEC| QO[8t 247t K| F349| KH0|0f 7|0fotHLOM, MBI Tk Ao| K= ROJ3 10| 7t
SIoIC Chit32 2279 9 | X2 RUAR HolA2tolilxe] AEEA Teto 92 3l J|H AR g2
A0l BEEID, 1, 54, 47]5 (eGFR) & RIS 5S4 ot 2 Heto|A Y24 2Lt

221 NBHOR QI 9l Ei AR Tt A AR K 2THR| | 77t
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N (g | R HHY WAL SMT 2HOR W9

2 ChriZ2Z2T2 0I5l XI4H eGrR 24, 27] ME%, 4% TE
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ol HRESHC) : eGFR 24, 27| Mmet 91 A B2 A 5 A% Q919] ARz0|
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£0.53(95% C10.43,0.66]0104CH 201459 20| I shxtof chef ChiB2 2272 X4 X 220 (UACR
30mg/g X029 MZ2 LS A%k | ZHA(AEHI(HR) 0.79 [95% C1 0.72, 0.87]) AL, AHYED 50|
20| UE BXOIMO| AR RS At R tht| ChurB2 2220 O A LIEICH 2| (HR) 182
[95%C1 151, 2.20).
AHIN OHEY TR
O gy thik2e| 22712 )4zte] Wotd AIEo M HIte of SZ0IME A Ei HENM FUS R0
YOI DHRAOIA 2T 832 220014 5, 15, 40 mg/kg/Z, A0IA 2, 10, 20 mg/kg/2OI910H, HEOA
27 8224 505,210 mg/kg/2 01T DFRANA BIHE 21 822 19 10mgd] AfoIHAX S MRH-
D)OlA Q1K AUCS] 24 728 (:21) ! 1058H(230)2 AUC = -0l SO HE M| AUC L=E 2 MRHDOIA|
Q1| AUCS] O 13164(++%) X 1868H(2%) E L
@ SSH0UA: 22| 222 Ames SHH0IY AIEUIA SHOIAT, invitro B4H| 014 FLA AIEUME
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Q| (=29 21008 O|N0f sHets B0 HES YO MA|st A% T DNAZT AESHH invivo £
Q4] O AP0 cho] H0ISUCH O] AIMS 2 SIE 9 DA otk AB0| A 2 AZ40] GiCH: Hoj, 22 Z2H0|
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S0fot%Ct Ch32 22T L0780 SHUMT 23 TE 930lM 20|, 445 L x7| oot Lo ¥ES
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2275 mg/kg/29 802 SOIE|YS mf BE S0 SHOM ML I Hu ST0| HTEICE Y R
SROIAS] M7IOf Cifst o= MRHDS) 156 O|AOI9{CH Of2f8t 44 ZHe g2t B2l AR W9 57t BE
SOIA 80102 HAEE M Hirjot H2A0| YL 02 ESUN HHH NP SMT AP SHHS o 1929
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A7 LYNO} ZYHD 5459 Uof thet U] A0 M 2H HEE UM 6UMEE S4 2 21U WK A4S(1,
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E77]of cist 7m0l siefor SAIH0|A CuB2 B2 24 29 7|2847|9 2ad J|7tof sigfote 2420
SOIE|C E7|of A S04 01T 82(20,60 52 180 mg/kg/2 MM T 2H| S U S40] BAHX| 99T 180
me/kg/22 MRHDS| & 1191849] Al Z0f sfSfsict HEKA Chit32 222 75 mg/kg/2C| SZ(MRHDY
9 14416H)7tR] EHOFRIAHY S 2|78 2 LIEHHX| Q9UT 150 mg/kg/22l SF(MRHDOIA Q1A 4:1]]9| 9 2344
HH)oflAf 2] 9 S M0| 10| STt DA SH2 AUE, 0[N UM U5 9 HE U 34 ADE| ZAS T}
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22 A 67 4T FOf112 1 L AHUA 120 mg/kg/ZMRHDOIA Q1K =59/ 3200 4 014)) 0l¢tel 802
Ao 12482+ 37 FO{etAS mf LAokN0| SSeIGiCt Eét Chik2e| 22719 T £0f Y 22 ES o =4
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£He| A 01010 2480 BT F L2222 505 ZFS AT Bl TIHFEK| (AUCE Cmax)S 21 Hststol
S7[M2] ot o, B X 49 90% 41217240l log 0.8%A log 1.25 O|LHZ A H| 2 E7H E=2x(0f chsto] 5582
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Hla RS HaErgs
7 OE AUCo-sohr Cmax
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| (MeF o) T

90% 22k log0.9373 log 0.8260

(71%:log 0.8 ~ log 1.25) ~0.9884 ~0.9631

(AUC:, Crmax, ty2; Bl £ BEHRY, Tna, ZLU(ES), n=24)
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Tra: HIEE ST ZEAZt

t: U AN BT
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