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S2219| tiAts £2 UDP-=FF24H0|

O Hot=2|

o
oD
XD

1A (in-vitro) SOl A, CHIt=Z 2| 2272 AO|E3&E PA50(CYP) 1A2, CYP2A6, CYP2B6,
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=
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=
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=
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=
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H

Ct. 10 mg 3+ &£0] A| LiIlz2|E2

i 14008} O] &

[e)
Z219] Cmax
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® CHA}: CHIFS 2| S 2212 HHQISIA| CHALE|Of, B ZHATHARYIQ! Chp

ﬂJl-l

2B273-0-3232LCE 3
2 WHBICH OMZ2|22 3-0-2RF2LIE EE C12 AYSE BY 24 B0 7/0513] 2EC,
CiZ2 227 3-0-32 R2LIEE FAHE UPHAlE 22 HZ0IK 2 4 9 F49l UGTIA0|D],

CYPE DH7HZ ot tiiAtes Q1A L CHAL B20M 42 HlES 2HA|elC},

r

@ BiE: Cilzc| S22 EE &4 BIZ7|(t1/2)= 12.9 AlZHO|L, =2 S22 0 = dUZL S
= 207ml/min O| AL}, CiOl=Z2| S22 A HAAS 2 T2 =S SoiA 2|0, 0 S CHAIZ|R| 842
CHilz2| S22 2% 0|20|Ct 14C-HIt=2| S22 50 mgs FO3ME o =228 75%, tHHS

CHA

E121% S & 96% 7t 3|+ ACt. HHO|A, FO1ZQ| &% 15% 7t CHALZ|Z| @42 HEAACH.

® AFO| : FHAER (20 mg 19 18], CTZRAZR 797 £0)0jA CIIB2IB 2 BF YU =5
52 7121 2% YrBR0l| B3, H2E Puot YK S, ZSE T 2
= I AETHAIRIS O 242 32%, 60%, 87% Cf B9tTH BHaAlef
o 24417t SO e E RETY HIUZ2 Al Mefol 0f2 AZZ0lolH BN ATIS, BF, 553, 55 4

YO AR 242 85, 52, 18, 11g (R=Q/E) OIALt. HIt=2|S22 =20 tigt YUFHo|

9|5t 2}0|=7t Of A2 2 Tt F32| ZF0H(Child-Pugh Class C)7t U= AI-RCHSAOA CHit=2

S22 Bo Cmaxet AUCE 4 271s= 71 At SAtof Blsl 2+2f 40% 2t 67 % T =RUATE

Cl 22| 22710 QEA QNS BII6H7| of5t 6,36280) H2¥ Tt BASS Cho 13719 0
Z047, DALY, ChE UAAIEO| 2HEYUD, 0] Z 4,27390] 22|22 S £0] WYLt 12749
ATLSS £0f 7/740] 24737 0] F BHOYA 24~8072| £0f 7|7+2 27} (2{TH 1043)3t 7| AlEo
2 GIE|QICt 1242 52 AIZI0|9100] 523, 10422 HHE|UCH 27102 8540 ARE Y
SIS S MO 2 AASREID T 22| Z2710| BB S0{0| Ciet SE D QNS BII5H)| /5t 24
Z 02U, ALY, (hZE YAAIE 2210 23| Uct

o|oF Chy| CHIFZE|Z 27! 10 mgO| AIBE U Al 2Had AFZiof 0|2 YaHS TWILSE7| 9l8H, A B e
215H0] SQIE| QUL B2 FARIL Qs M2 S's 824 17,1602 (HAOR UAAIH

(DECLARE)O| 4~3H=| ALY,

CHE QY
g



7t AY Al0A, HbATc o 10270 M FAIZIACH (714 2] CHE| B 244 B4 TH=E2E2

2110 mgat #|eF 22+ -0.61%, -0.17%).

H 2 Y 40| 2ot %2 2A0|A o= e| S22 ThH=H 9| 2|ef TR AN, 24F0|Me| 21}
(LOCFa)
G oy
o CHIt=el S22 10 mg o|of
OF A THIIHA
FEd gl N = 70b N = 75b
HbA1c (%) 7|1 Az| () 8.01 7.79
7|2 2| CiE| 2f0|c -0.89 -0.23
HbA1c < 7%0| =&5H A|STHARQ| H|
2 (%): 7|X2[0] Ciah B A 20.8++ 31.6

a LOCF; Last observation carried forward, A 2|2 X Atz

b T7| A7 Z 13 0|49| O|SUH A 2E U2, 2= P29 v Aldcheat
c 7|Az[of| wet BHE 2|4 A& B (adjusted LS mean)

* p-value <.0.0001

xx SAH A R2'90| FIE|Z] 4 (Ot B7HHS0f CHEE A1 AIY A2t 201

s O

o0 Chet 7=-dat 2

mo2t HEZ=D HE F0] A| Z4249] H= F0f TH| HbATcZt 72l5HA| BAEIALH (H 3 =)

H 392 2= 40| gle $A=S UYL= Uz S22 MUY HEZ2D 27| SE2Y 24 U
= HF0A, 24501 2| 22t (LOCFa)

Cim22Z222 10 mg | Clo2e|E22
2 HoHHS +HEZX20I XR 10 mg HEEZZ22 XR



N=211b N=219b N =208b
HbA1c (%)
3] () 9.10 9.03 9.03
7|2 2| CiH] 2}0]|c -1.98 -1.45 -1.44
?M%ﬂ%iaﬁéﬁﬁmﬂiWI -0.53+
MES HEZ20] CHEQHIO| 2} -0.54* -0.01§
0lc (95% Cl) (-0.75, -0.33) (-0.22. 0.20)
71X 2] HbA1c >9% Q1 A|ECHAR}
HbATc < 7%0f| =ESH A S CHAR}
ol HI (%): 7| AZ|0] CiF} & 40.6xx 317 35.2

a LOCF,; Last observation carried forward, A1 zx|= A A=

=13
=

b & A+ = 18] 0]2] O|5YEE 2=

i
rlo

, 2E TR Bl AT AL

c 7|AM2|0f et HYE 2|4

-]

|& I+ (adjusted LS mean)
* p-value < 0.0001

SHEZEDICHE| B|ESY

=20

*% p-value < 0.05

HEE2RC=2 gY 2H0| SE5HA| G2 SA0|A Ht=e| S22 2 222 0= 2T A | 5) 24249
2

=
2 =T HESE g7 (525 L 1045 HY)S Sl HEE
= 40| 2202 %2 (HbA1c6.5% 21 10% 0|2H A2 Gl SRASS Y2 HIEX
2200 tiotze| S22 A2 R0 (ZelTRE)E 242 71 YEdsts 89S Hlw EoIsith. 1 2

o
a, =2 | S22 22T A =9t B|2ot 2722 52F0A 7| X2| CHE| HbA1c A4S LIEIL B|ESd
= YSOIUC (B 4 22). 104F0|M 71X 2] ChE| HbA1c Zae TH=2| S22 -0.32%, =2|TA | =
-0.14% ALt 12 o] AT At BEE2 =LA FAHZ (525, 1045 2121 40.8%, 47.0%) &2
2

Cf CHt=2| S22 S0 (525, 1045 212 3.5%, 4.3%)0lM A3 HRUCE.

HAHEESCR &Y 2H0| S2oHA| ¥2 StA0|M Citz2 S22t S22 0HZ 2R 5) 2

29| 27+ F &= vlwst 9 oz HA0(AM, 52701 A 2] 22} (LOCFa)

CHtZe|Z22 + ER2 22|0|Z|E + HEZ 20

QEA BIS 0] -
N = 400b N =401b
HbA1c (%) 7|AZ| (Hxt) 7.69 1.74
7| 24] o] 2f0lc 0.52 0.52

=Z2|I[R = + | EXLZ0I THB| 2{0]|c (95% |-0.00d
Cl) (-0.11,0.11)




a LOCF; Last observation carried forward
b R2te| i U 2= B2 Z 13 0|49 0% REY 20| UUH &2

= =

c 7|Mz[of et EYE 2 Ay B

(= o«

—_—

37
|

rr

]

oSS HEE2U(R 5 =), 2X2Y2 ot (F2(HT|z|=: B 6 #=), 2=d
Y S HEZESUYE: E g R) HEX=SUN LRI

(B 10 &2)0f| 7t HEstAS M, 24501 M 2/f Chb| SAH=

Clotz2e| 2222 HEZ20I0|| 27 HE2S AIYH0|M HbATc A4 E1H= 102F0|ME S| ZACEH 22|
KO 2| =0 27t T AE2 48F, Ql&2I0f 271 HETHAIE2 104F7HA| AY = HbATc Ha &1}

7h R/t

BS5HEEZSD H=RHO2 9 20| SE5H4| (2 SA0|M Ltz S22 27t &= Hlust ¢

[

oF ti= AFOIM, 24201 M| Z1H(LOCFa)

HEZZ0I1
s Cio=2[Z24 10 mg Q| of
OSAM I A
a8 YUy N =135b N =137b
HbA1c (%) 7| X %] (E#) 7.92 8.11
7| A Z| CiH| 2t0|c -0.84 -0.30
_ -0.54%
OF .
HbATc < 7%0i =&t Al T & RtQ| Hi
2 (%): 7| H2[0f] Chah B A 40.6%+ 25.9

1T HEXZ2821>1500mg/day

a LOCF; Last observation carried forward, A 2|2 X A=

I:II-% E%_‘?_ o) |HH24 A|o-||:HAFZ|-

c

b & &+ & 138] 0]¢2] 0|SYWH 2=

ujn

>

c 7| M z|0f T2t EHE 2|A HlE Y (adjusted LS mean)
* p-value < 0.0001

** p-value < 0.05



H 6 AX U220t (F2|0|T[2|E) HESLBo = Y RH0| 2 EotA| E2 2A0||A Cto=Ze|E22 f7t
HE28 H| W5 2 T2 HFNM, 240 M2 Z1HLOCFa)
AR U220 (F2|H|T[2]|=1)
5 Ctit=2|S 22 10 mg Q| ok
O & A IIIEHA
FEd g N=151b N =145b
HbA1c (%) 2|1z (HE) 8.07 8.15
7| A 2| CiH| 2}0|c -0.82 -0.13
_ -0.68+
o|ok .
HbA1c < 7%0| =Eot A|HCHARIQ| H]
2 (%): 2|A210] chsh £ 317+ 13.0

1 =2|0|T|2|= 4mg/day

a LOCF,; Last observation carried forward, A1 x|= A A=

gt
=

E%_‘?_ plge) |HHZ-I A|o-||:HAI-Z|-

]
rlo

b & A+ = 18] 0]¢2] 0|5 8H 2=

c 7| A &[0f et EEE 2[4 Al B (adjusted LS mean)

B 70z (U = 7 gYUstH g &8)22 dYRH0| Z2otA| A2 &AM CHIt=2|F 2219
27t HE8S H|Wot= 2F CHR HF0M, 240 A2] A2} (LOCFa)
Ol=2l (Gt = AL ATZIsHA HE)H 27T HE QBlb
CHt22| 2271 10 mg ojot
o5 -| it =2H=
ad Bt N = 194¢ N = 193¢
HbA1c (%) 714 z| (E+) 858 8.46
7|4 2| CiH| 2{0|d -0.90 -0.30
- -0.60~*
o|ok CHH .
19 "t =2l 2 (IU)e
= © 1A 2] (@) 77 .96 73.96
7|2 2| CHH| 2}0|d -1.16 5.08
|k CH| 2t0|d -6.23*
(95% Cl) (-8.84,-3.63)
ols2l 12 22 10% O|AF ZEFsH A|H
~ ThARRL BI2(%) 197 1.0
a LOCF; Last observation carried forward
b Al 15% = Qlsal ChER2M,; 50% <= &2l 1~2229| 18 JYUSHAE Yot UMY
Ct: SA9| AL, 80% = HEZ=ZQI0F HE5I1 QYUOH, 12% = HEZE2Q S L2 0E HEs D

o
AR, 1 2fof Al HAtE CHE SFE E78 LYYsHAIE EEst AU,



CE| AT Z 18] 0|¢2] 0|3 YE 2 =& U2, ZE 2% By Al &At

edladl (52, LY, 7|H el Ze) EF S/t A F2E FPG 7|20 He AR R10] thal

* p-value < 0.0001

** p-value < 0.05

B g AEIBREI(TE 52 BEX20l ¥g)02 ¥y 20| 22513 %S HA0|A L2 BRI 2
7} HBS Bl T3 9|0 ChE ATOIN, 2420 Me] ZI (LOCFa)
AlEFS2IE + HEZ201)
MG Sl e N—224b
HbATC (%) 214 (B?) 7.90 7.97
7242 Chb] 2f0lc -0.45 0.04
ojoF | 2}0lc (95% CI) oo s

1 A|E}Z2ZEl 100mg/day, 2 HIEZX281>1500mg/day
a LOCF; Last observation carried forward

b &7 ¢4 & 13| 0|9 0|SYH 2=

i

U2, 2= FAT Y AR

c 7| A z|0f whet EHEl 2[4 Al B (adjusted LS mean)

* p-value < 0.0001

HOUER20 MEYLOR HY 20| S22 2L &

PloF thi= HAOA, 24019 22t

o

AXE2 o+ HEZZ=0DIT

_ Ctot=2e2| E2 &I o|ok
R B B v T N~108a
HbA1c (%) (LRM)b
2| H2] (Hz) 8.08 8.24
7|4 2| Cd| 2t0|c -0.86 -0.17
2t i 240c (95% Cl) 08500 49)

HbATC < 7%0| =2t Al SiCAt) Hig 21 8 .
(%) (LOCEIJ:21A4]0f cish = - -




T AR o2t 41 0] Aol 87F0 HIERZ2RI 12 1500 mg Of¢at AR LL2f|0to] 2|0 Liofd &

o

2 (12 2{cf 820 2 0|A0[0{0F &)

o

d LOCF; Last observation carried forward, tA4|2| & & 22

* p-value < 0.0001

B 10 AA=2E N HERESRC2 9 2H0| SE5HA| (2 SA0|M Ciilz2S 2219 27t &S b

W3 9|0 ThZ AATO|N, 2470] 40| Zat

MAZRIEN + BEE 201
. Cio2e| 222 2| ok
wad s Bt 1602
HbA1c (%) (LRM)b
AR () 8.24 8.16
7| A 2] Ci{H] 2}0|c -0.82 -0.10
9/t ) 20l (95% C) 051 o53)
HbATC < 790l E28t AlZCHYRIO] B2
(9%) : 712{3[0] Chsl = 3804 124

1 AAFZ2 2 El S5Smg/day, 2 HEZZ2021>1500mg/day

g

S
o

L

]

0l YA B2}

I

a PAS WY Y AL #2313 0|40 0]F 8

Jo

b AA|A B2 =2 (LRM; Longitudinal repeated measures), A2 2 A zt=2
c 7|AMz|of w2t BHE 2|4 A& B (adjusted LS mean)
* p-value < 0.0001

B 11 02zc|EE2e2 €Y 220| SE5HA| G2 SA0|M Ciilz2|S2219] 27t &S Bl 9% of

= AFOM, 24F01AM2] Z1} (LOCFa)

oFM WA I Q22|EtE
Clot22|222 10 mg 2o
b b
N =140 N =139
HbA1C (%) 8.37 8.34
2|X 2| (Hxt) -0.97 -0.42




J1242] ciy| 240l "0.55+

o OECYH| il'olc (-0.78, -0.31)

(95% Cl)

HbATc <7 %0 =Eot A[RCHAAL2

H= (%) 38.8x* 224

7|1 X 2[0f| Chisl 2

a LOCF; Last observation carried forward

b 2219 1Y U YRS B 5 13] 0]40] 0/F REA 20| AUAH B
c 7|Az[of| wet BHE 2|4 A& B (adjusted LS mean)

*p-value <0.0001

*xp-value <0.05

&35 AIZ0H 3A 7| (eGFR 45~60 mL/min/1.73m2) A}

O

eGFRO| 45~60 mL/min/1.73 m2 Q Yk 2210 5HYSH HAAOA 7|2 QYo = AH RH0| 2264 &
2 210 Ctotze| 222 27t £E09| R 42 HIISIIC CHItZ2 2222 QI CHE| E 1120t 242

HbA1ce| Z4E LIELIACE

H 11 eGFR 45~60 mL/min/1.73 m2 Q| =25 22 CHt=2| S 2219 2ukS 2olst 2 of T

Z AF0IM, 240 M2 Z2t

QEY WL chtg2|22321° 10 mg olof’
N=159 N=161
HbATc (%) 2|1 A2] (H) 8.35 8.03
7|22| i) 2}0|c -0.37+ -0.03
, -0.34*
O|0ok CHH .
| Sf Cd| 2+0[c (95% CI) (-0.53 -0.15)

=]

r

[um

Mo
-1_0

a7l 2 S HEZ2U £0 H|E 9|4z & HI=2E2 FoE 424 64.0% % 69.4%

b 7|4 z|0f et EFE 2[4 A& W (adjusted LS mean)

* p-value < 0.001



ZEE 10432 G2 AIF U 82

A

C}. 0] Z2He 0

R3

221 &0 -1.19 mmol/L (-21.46mg/dL) K Ct.

IT

=

eGFR 45~60 mL/min/1.73 m2
2 &N -0.27 mmol/L (-4.87 mg/dL) & CHIt=2]

E|ACt.

-~

uo
Ll

it

<r

2210 mgs =2|HI|2|= £ AlEt

IT

=

Ctot=2|

LA 48F7HA| 7 A= AL.

wor

7t 245011 M

4

~O
ol

F

C}
S

ol
—

~J

N
__o_l
<r

A
e

f
F

o

2 =oI517] 9|

o

oz M, 7|& 2|2 20| Cit
Sk

22191 g

o

3]

s;

IT

=

ChH| CHit=2|

E

FEiy, ol

At
al,

Ct=7t, Et712, &

—

—

DECLARE &+

<
__|ot

o
Kfo

B
folm

8J
JJ

7|1Z+211.94
E[OtR[EA O]

—

F2|4~= 32.1kg/m20|

Zl2
=]

=
FURS [=F

A|
|.

tAl, 22.0%

85.2 mL/min/1.73m2= 7.4%

Ol Al
C

2f

—

[
A
=

—

AF
IZtCHA|, 75.0% = 2ELEl, 61.1%

—

8.3%, B
HIEFZFCHA, 34.9% = Z& 2]

F

—

3

A

—

—

.I

12| &

H = A+ =S (UACRO| 300 mg/g 22t)

Ut B eGFR

)

AN
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