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I, e
— IHEZ221>1500 mg/day
Xl 2 Al | AH 2 2 N
Bl |7 et 2HF, 2801 AT 2| OCF; Last observation carried forward, 7H|x|2 & X2
A A eflofn| . M0 g AE7 OFATIZE|0[EOHD| = | - bER| 7 5 18] 0|40 O|SUH X|ZE 2, RE PRI HA AICHARE
0|EAZILHEE ‘*7|X1X|°ﬂ 2t BYE XA HiE B (adjusted LSmean)
NI EY T | A=74,UIeE, 185, NeEt PETNCS vy
B L LURNBA Th | S5, 2R L0l 55 E6ATE20HS20If2| ) HEQHOR Hek ZH0| SE6H| 342 SRiol|M CHIFZRIZ2% 37HE8S Hl st 2ot thx eiofu, 245
e = - Ofikiel Z2HL0CF)
S5ix| | TUTON A EO | RS JBES M| T2, &5, UART, | FAZ5| Hxdesor(Z2Hm2|=Y)
= 50 AK FMAHE & =
(0.1~190j8h) | e TS5 fEN EpHs CHIZ2IZ2T 10mg ot
I e N=1510 N=145
el e e ] RiEE HoALc (6 sor on
© 7| KK IIME AnAEE AXEX Jo|of 19E Zafxc] 7|KX] (") g g
2SS F | HEEZEAEE MKSE, 29,288, 208y |-
24 5201 stz [ olryolst . 7R CHE| X0l 082 013
=20 e - I or o
sEE | sees - HbA; e R 86,0:
&7} ) 2IA (S0t R C<7%01| =Eot A[FChaXIC] HIZ (%): *
gugs MECKED] 7RO o £ 317 130
o SR s
B =05 - LSl dmg/day
_ — 2| OCF; Last observation carried forward, 7H|X|2 X2
OETAEY | XM EEEE - bEE7| 7L 5 13] O[At0| O S WA K2 S 2 DE PR i AIHCHARL
2t 0l M |2 aof [ o , 7| x{xjof k2t B HE 2|4 KiE B (adjusted LSmean)

x
p-value<0.0001
B7QI82 (Eh= E= 27 @YU W 8)02 YHZTHO| S26}X| &2 SRtofA CH 22 Z270| 27t E8S Hlush= 9IofThE o7

OflA, 245°0f1A1C] Z2H(LOCR)

QIR (B fE= 27 HYZoHH E8)l 37t g auP
RESWHLS CHZ2E2T 10mg 9lof
N=194¢ N=193°
HbALc (%)
I[RH (E) 858 846
7|X{] cs| Ktol¢ -090 030
glof i Ktojd -060%
(95%C) (0.74,-045)
194w olRl g2k (U)e
1% (52) 1% 739%
7| K] che] xfold -116 508
glofi| Ktojd 623"
(95%C) (-8:84,363)
Q122 12U 8YS10%01Y Zfet AIFHYRI EIZ(%) | 197 110

2 OCF; Last observation carried forward

b ABLHAIIO] 15%i= Q142 EH= Qi 509 OlaRint1-)50| A8 STt2IsiH|S HBshn QIoiCk $j0| A2, 80%= HEX20I0HE
310 UQAOH, 1296= HIEX 201t I H2{|0fS H&5H1 Q21,1 90| A= CI2 57| 2718 UL H&stu ot

CER| A7 B 18] 0[42| 0|FUH K25 B2, RE FAQ| i Alichart

d7|x{x|ofl 2t BEE £|A HlZ B (adjusted LS mean)

QISR (L7, BT, 7| Q182 T8 82 F7h= AP FOlEl FPG 7|Z01| S AIRTHAKiol ChofAlRt 518 &,

* pvalue<0.0001

**pvalue<0.05

HBAERSREICHS S2 HEL 20 HE)0 2 WE XH0| 201X 42 SXjo|M CHZ2|Z2719| 37t 83 Hluwet glof thx

0, 2455 0112| Z2HLOCF)

AEERE!+HEZ20R
wegWkis Ci 221222 10mg 9lo}
N=223° N=224°
HbALc (%)
7|X{X| () 790 797
7|X%| CHH] xfoje 045 004
219} cht] xfoje 048
(95%Cl) (0.62,-0.34)
L AER2RIE! 100mg/day, 2 HIE E 201> 1500 mg/day
2| OCF; Last observation carried forward
DER| A7 5 1] O|AlC] O|SUH X|ZE e, R E PRI A AIMCHARE
7 |Xxlof| ket HEE 2|4 HF H (adjusted LS mean)
* pvalue<0.0001
H9UEZ20IHITUL|0I2 B ZH0| SEOHK| 242 2RI0A CHIFZ2|Z2TI0| 27t H8S H|wh {9F ChE SH0iM, 245
Oflidel 2t
Hrdedo+HEZ=I
faY Yl CHi22Z25 10mg flof
N=108 N=108
HbA1Lc (%)
(LRM° 808 824
7|MA| (E2)
7|X{X] cie| xfofe -0.86 017
219} cht] xfoje 0.69°
(95%Cl) (-0.89,-049)
HbALc<7 %0l EE3t AIRCHARLS] HI (%) (LOCF): 38 11
7|x{x|of] chel 2% ’ "

LA ChAIRE M O Hoj 8350t HIEX 201 12 1500 mg 0|41+ Ml @aofe] Aok Lok 82 (12 2|c§ 82| Hiit offo|ofof )
2E7| G 18] O 40| O|FUH KR E B, 2E 5'—’5#%’—% HIE AichadRt

b ZAIH gk £ (LRM; Longjtudinal repeated measures)

7| xxjofl cr2t A E £ A 7‘%I“S- 7 (adjusted LSmean)

4 LOCF; Last observation carried forward, 7RIX| 2 H Xt

* pvalue<0.0001
B104AZ2IEID} HEEE0I0z 2iet XHo0| SE51K 42 SRl CHIZ2|Z27I0| £7} 482 Hlms Siof Lz oip0jk 245
ool Zaf
AAZTE+ ER20R
= CIZ2[E27 10mg oot
N=160 N=160°
HbA1Lc (%)
(LRM) 824 8.16
JIR{A] (52
7IRfA| Che] Kol ) 010
SlotCiH| Kofe o
(95%C)) (0.91,-053)
HbALC<7 %60l =5t AlRACHAIRIS| HIE (%) : "
7|R{{0] choh = 380 124

LAARZRIEI 5mg/day, 2HEE201>1500 mg/da

2 29| b 9l |2k 2HRt & 19] 042| O] Fa&4 FHo| AUT Xt

b ZAR HHE 2 (LRM, Lon%'tudinal repeated measures), 7HX|E H X2
|

<IIRfAjof ey e 24 78 B2 (adusted LS mean)
* pvalue<0.0001
E 11O E(Z0R e FH0| SE0X| 942 SROIA LITIZABRI0| 27} 52 blD3t 9o CHE B0, A0l 4fe]
23t {L0cR)
TR
R WL ti 221222 1omg 9lof
N=140° N=139
HbALc (%) 837 834
7|X{K| (H) 097 042
7[x| il Kol 055*
24Tt Xfole (-0.78,-031)
(95%Cl)
HbALC<7 %0l EE£3t AIICHAIRLS] BIS (6] 188" 04
7[Rl chof =

2 LOCF; Last observation carried forward

b 2| i B X| 242 24X} 5 13] 0|Al0] O|F Rad £HO| JAAH Bt

7|x{xjof w2t 2-E 2|4 HiE B (adjusted LSmean)

*p-value<0.0001

**pvalue<0.05

FE3 AHO{3A7| (€GFR45~60 mL/min/L.73 ) BtXt

€GFRO|45~60mL/min/L73m 2| S EXjol| SHSH H710j1M, 7| = QO 2 Het 20| FEoHA| o2 Sixfo| CHIi2a|Z 2% 57t
F040| REdS HIISICE CHIZ2|Z27I2 910f Cht| # 129t 22 HbALcS| A4S LIERARICE
H12eGFR45~60mL/min/L73n O Six SXS CHAOR CHIIZ2| 22719 T1tS $oI5t 2|0k ChE H710|M, 2430A10] Zt

QEE WS Ch2e|EE%k 10mg 9lop
N=159 N=161

HbALc (%) 835 803

7|M%| (E) 031 003

7| %] CHe| xfolo 034

Q|otchH| xfol> (-0.53,-0.15)

(95%C))

27|Z QH S HET20] 201 H|S 9ok Yl CHiiZ2| 227 £0i7 2124640% X 694%

b7 |x{X|ofl ctat 2El £|A K| B2 (adjusted LS mean)

* pvalue<0.001

= A g

CHiZe| 227 10mgS HEE0 s HET20] Z2(H|I|2| S, HE X201 4T e}, AJEZRIE (TS e HET 201 H8),

AASZEID HERZS0I i o110 27 EE oIS 1] 212} L] SAMOR ROt SEA| EHS ZAAIZICLO| mits

F0| K FHE| 10472 HEE AR LILH RRIZIACE

€GFR45~60 mL/min/L73niQ! SHix SIXIS CHAIO R SFEISH IOl M 04247 AR S BEt 22 9l £04-0.27mmol/L (487

medL) X CHFZ2IE2E £01-119mmolL (2146 mg/dLRIC

A gt

CHiF22| 227 10mge S2|HI[2|S e AESZE (TS Ei HET20 HE)0| 37+ 4SS o) Ao AR &gto| 240t

247 0| S10IE| OB 48T K| RX|EIRCE

Atz o Aol Chst gt

DECLARE $171= CH=271 L1 |2, PRI, O| 5, 910 LHE AMA[SORNM, 7| k|5 20| CHIFZR|ZRXIS 7t6tHS

Atz 9l Ao chiot 9|oF Ll CHIFZR|Z2710| Fakg Hiolsty| 2o 3E|QICk PE BHRk= K2 S0 F71HOR A4

27tX] O|AfS] AEIR| 93 QIX (2h 54| Of A LhA EEi= DHGOA| Of 4 01X, O MK IS, I8t o= 31X S 3 StLt 0|47t

QUALE AE2A| Zigto| QUL

17,1603 5 AI520| Zgto| QAT SIXH= 6974 (40.6%6), A&7 10| QIQIE SHRH= 10,186% (594%0)0IAC 85822 it

221227 10mgS,8578H2 9|0t A9 HiFEI X7 |710| SIS 4210 UCE

70| o5t ZCHo| Tz 1212 6394, 01 5 012 374%ICH Kk x| B R 717H2 11.9910[%4 1 22.4%6= i R 210|

51 O[SHZC T HbALC= 8.3%, Bt MERX| 4= 321 kg/mi0I2ICk

H[0|A2R10llA 100062| 2FRH= ARHO| 10| QIICH BTt eGFR85.2mL/min/L 732 74960 2HXH= eGFR7F60mL/min/L 73

0[2H0I41, 30.3%¢2] 2HRH= D|HYEOIL S [ AH01 T F2{0tE|L! H] (UACR)7F30mg/g Ol4t-300mg/g Ol S AT

21t (UACRO| 300 mF/ Xh)0| ICL,

SFX} CHELE (98 90)2 H OFiEF’JOIIH 1Z 0l4fe| T X2 2fot ARIE F0i &1 JUCE 82 %= HIEE2T, 41 %= 21521,43%

= Hrde2o2 X2 Fo|2ich

SHRtO| 981,39 QK| QEIA Tete A KSR &= OFX| QEIMKITA), 75,090 AEIE], 611 %= SFEATH| 55.5%%= OtALIZ,

526%t HEHKIEHR, 34.9 %= Z&MEAITH|, 22.0 % E|OFK|EH) 0[iAl, 10.5%= R 0| X7} E0{=( AL

0 MEa| 2 AR

CH22|Z 2T 10mgS ARt Zet A, 22 = ey = ZF508 Fol5|

20 Cifot 9|oF LHH| BIZEAS AZBIACHTE p<0.001).

A=HOR olot i@l fri= Mdat| Tt A

EhiEEEE] 10m§% Ut EHH7 A0l NEHOR It 1l iz AISi k| TSt ARt offddof ChoH $(2f Y| RSt aS LIEKYCH IR 1),

2k QA0 CHS B SMof| M METIOR ol o1l BHS0| QO[3 2tA7} K| s30fo| X0]of] 7|0fot S, A&zt Hgt Azt

OIME f2l3t k0|7t giQtCt,

CHIFZ2|Z2719| 2|9 Chi| X|2 Rl

O, M A|S (eGFR) U X[ S siMl
Jnl

s
21 SO olgt el = Az

= M2 221 AZI(MACE)S] 28 7t

7
lof Lt
6 i
- 54 -
X ctup2elZ227
K4
ol
2 3
il
o2
=3
1-
ik chd| cot2elE2 7
o HR (95% Cl) 0.83(0.73,0.95)
o 6 12 18 24 30 36 42 48 54 60
FELHE F 712H(7HE)
gzt 2

ciut2elZ2 7 8582 8517 8415 8322 8224 8010 7970 7497 5445 1626

flof 8578 8485 8387 8259 8127 8003 7880 7367 5362 1573

CHIE2|Z2 712 SOIE X|&H eGFR 24, 17| AISH AR tei= AE AL 59| SefR0l ARi0| ES ZANZCL XS

eGFRZZ, 27| AEet ol AT 2 AL S A1 2019] AFH0| ZASIHA K| 27 2t0] XH0[7FLIEKTE,

AEHES (XA eGFRZA, 7| AZISH = A 2 A ARADEX| Q] AlZtof Chst 9lotcht| CHitEa| 22719 9/#H|(HR)=

053[95%C1043,066]014C.

o0l 50| 20| 9IEl A1 e CHIFZiE2TIS K14 2501 (AR mele AHOR0| W22 2 slotch) 2

(SIZHIHR) 0.79[95%C10.72,0.87))AIZi 1, HCHY 01 Z0| $240| QUT StXfofAfS] HTHARD e E 2= 9|4 ChH| CHIiZ2]

E2770)A T 3| LIERSICHSIZBI(HR) 182[95%Cl 1.51,2.20)).

4)H|A4 OFEY Thg

O LAAN: CHIZ2|Z2I2 217 H0| WOk Aol M HILEl OfH SO DfA = SHENIM ZUS RE6HK| AUCHDIRA
OIM2l Z7 8BS 274011M 5, 15,40mg kg/, 242401141 2,10, 20mg g/ 2OIA M, SHEOf|AfS] 27 822 At B05,2,10mg kg/2
OI2{CH DFRA0A H71El £| 11 822 120 10mg2| Z{CHIKFEEZHMRHD)0IIA 21K AUCS] 2 724 (22d) & 1058H(2Z)2] AUC
25 Hj4:0f] SHEFSIAC BHEOl|A{2] AUC -5 2 MRHDOIIA] Q1% AUCS| ©F 1318H(4:74) X 186HH(&Zd) %Lt

@ SHHO[RY CHIESZIZSETI2 Ames SHHO|A A0 S0, invitro HAA| 04 44 A[&0flA= Q40| AOLE 0[=S9
2 Z240M 100mg/mLOJe S ol J2fsiRiCt S5, CHIiZ2 22712 MRHDOIAC| Q1K 52| 21008H Ol &fof| sHEdt= &
OfABHES CHAIOR 2AJot A% Eo= DNASE T AI-SOMinvivo 22742 G| O &f0l| CHSH S440IACE Ol AIS 2 BHE S/ 0IRA
e A0 S AA0| YUCH= FoilAf, CHIFZ2|Z2ZI0] Q1k[of Chot 8 =4 9[eiS LIELHX| QtSS SIrEloict,

B MAISHOH: BHEO]| Chist MALS 5! 27| HHOHAS! A&0flM, 15, 75, Eo= 300210 mg/kg/20| CHIFEZR|ZZEIS £340{| £0fsiin
(300mg/kg/Y 824U 210mg/ke2 AZ),3,15,E= Tomg/kg/d S2S AZ0H| E0{SIACE CIFZ2|E2 712 Soist
01 S20M|ME 74 F= AZI0M|A 0], A5 = 7| oS0l G OX[X| QIRICH e E b= 542} Z40)A MRHD
©] 1708HH 0[5} 5 998 H). SHX|2F, 300/210 mg/kg/U0H[AL, it S £ et 50| UASIAD, A 2EH U Bt 7 4SO,
SEHEIH O HIFARRI HA} = HOILL

@X]7[844:01537 2] 02 BHEO]| 21 F0{6h= 240t YA SHE7| 3 Q7 |(A2to| AlEtaehat pislo] 24 27| 5137|0f| sish=
7 [Zholl ZRYMO R kS0 L Skefi= A2 20| ML 3 N 2 SFAI0| MZH SIARIS S7HAP = 240t 24240] Q/Ct 0f2l 29|
SR CHIFZ2| S 2710] 54 2 2140 &= 0f21 HEOA| 0UMIIX| 1,15, =2 T5mg/kg/2| 8O EXE|US
DE £0] 8201\ M MLEFE Ol At 2FE0| BIE|ACE 7FE 2 S20{A{Q] Af7[ofl St =52 MRHD2| 158 O 40| ALt
O[2{3H 2 Znk= St PIRAT AT T2to| Z7} D= 820M|M SQIOR PRAEI AR HICHet 40| QIRICH 02! SS0(A BEE
Al SPE Al 2 SR OF 1E4740| 0] 57|72t S0t 2HH5| AHE|X] iRl

(5) 227 | AL EOH, ST} S 0| WiElof CifHH0| 01| A SHE = A 6UTHTE] St 2 212 MEK| (1,15, %E=T75 m%/kg/"a')
S RO A= REZ £t RS S510f 2P O L BE|QICH (RE1H IO CHt CHIS2 22210 Feks B}y | 9[eHETol
Gl E|ICE) 75 mg/kg/| £2HO10| L A|S| CHIZ2 IS 27 L2 [MRHDOYIA Q14| 4=X[12] 242t 1415HH 5L 137HoH| i)
Of]M2H0[ZI SHH 0442 0f0|O| Ch X2 01| AR 2FE0| £12HA 52 ARA0| S7HEI0| CHA| SHH BHEEIQICE F7 Mo et =4
STUTHHHE MO IS LA HEH=|2U1 0742 15 mg/kg/ 0140 2HM7|2] L Z2 [MRHDOHIA Q18| =X[12] 298K O &f)oilAf
| UCE | SR 75 mg/kg/ 20l M T HEHBIA O S04 X7 |off KIS 0| AH|0| LA 240 5L
=0 FSHEZHNOAELR! 1mg/k§/day§[MRHD0ﬂA'| QI =X[10] O 19O |0 SA] Al L Z260f| SHEBHTE
SHE S} E77|0f| CHEE 7101 BHEO HEEA 0l CHIFZRIZ 2RI 2t 0| 7| 26iAd7 o] 2%t 7 2 of sifot= 7t20] S0IEIQiCt,
704 £0E] 0fH 2400,6052 180meg kg /)0l = 2| 2 W S 40| 2HALE|X| Ik 180mg/kg/2 MRHD] 241191
HHO| Tl Z50f| sHEfol L BHE oA CHIZ2 [ E2XI2 75, 20| BZHVMRHDS] 2 14418 H7EX| HHOFXIARY =2 £]7 [ S LEERAX|
QIITH 150mg/kg/2| SZHMRHDOYIA Q14| K1) 2k 23448H)0flA] S| S EEHE4J0| B0 EIQICH A SA2 AIUE, 04 A

A SIHES B! S| ADR0| ZHAS HololC | et SMS HILEHOL XIARS, ENOL 7 [ 3! 52 (0| ARAC| S71 EHOFHIE 24 S HRIBICY,
7[R 1%, 530 S Mx el 52 U 82 S SH0[ChH0[= 32 23 P4
© 32 Sk AEL Mo it £ Hhs £0] S A0 HEE LR R0 FUSS i ZTHO| J2[SHOZ oiiE STt
HHE| 210 TICIE(QIO0] KIF 24 S/E= KIS 37t 24, ALR AH[F 371 AEA 0|2 01t k2 5712 ESIBIGICt,
CHIFE2|Z2 T2 2HE0|H 25 mg/kg/2(MRHDUIMS| Q1| ez 346 0| A0[5t2| B2 A|CH6/HE7t AT EOTSIHS S Holl
120mg/kg/2(MRHDOIA 21| L-E2[ 32008 O[Af) Of6t0] B2 A|h 12712i7t A FOf51RtS W LiopAO| YsiQiCt St ChutZa|
Z2719| the] S0 A& ZatHE}THO| S Al DF0fM, MRHDOIA CHIZ2 S 2719 £01 % 0flAE|= Q1K dapagliflozin3-O-glucuronide
CEDHESOPLE D 0|49 i Z F(AUC)UIA dapagiiflozin 3-O-glucuronide CHAP|ZF S| QICH BHE Ol 71 S0t H|QIA
SN AZQI oiTE Z7+ 9 £X| 27| ZSHEN 2 ST[0 2R = 52 (e bp0j| A2t ZEEIACHMRHDOIM Q14| 0] 2A61lS
1421008 O). MRHDOIIA{S] Q1A Lr-2 Cht] 32008 O[412] =2 Hiisp0l| TESIASOIE 2761, 12727H2] oi| Cht Aldollf 82
Hgt = BN &7| 542 9T
5)QAESSHAY EE
7L AR CHEEIE10Y2| D3 (Ch 22 | E2 T ARIK o (F)) 2 CHES ZAPFE10
U2| 22(CH 22| S 2T 2| S01E) [eHR0tA ERITLIZHZ)|2 2 X2 WA GO 2 2t 1 T4 2423t dolof7] 3= Al
] Z7E0I6101 37H0| W B CHI 22| S2TIS £t A b LIS K| AUC Cmax) S 2erstof
SAM[SIS T, Bt K| Xt2] 90%6412|7710] logD80lIAT logl 250 LA ESELS UFSIZCE

U

blmEee IS
T2 AUCo4sn Crnax Tmax t
(ng-hr/mL) (ng/mL) (hr) (hn)
TAPFE10Y2| 0
dzy |Cogegermewcesns| RS | AT | (0%, | AT
(B 20l AE 2K ) : : (033-300 :
CHEXIX 1022|124
o E’ﬁé‘gﬂggiﬂ)ﬂ S664+ 200+ 075 98+
T | ) 1497 636 (050~300) 255
0% L7 log1.0153 log0.9667 : .
(71Z:logd8~logl.25) ~1.0625 ~1.135
AUCt, Cmax, ty2: Bigh = EZMA} Tma: SLZH(HES), n=37]
AUC: ZUAZHRE| BE ST HHAZIIK S| EE s T-AR Mol HY
Cmac: 2| DS =L
Trac: ENHFSE TEHAIZH
tya: AMERIY|
*HIWHIIFEX|IS 22HSEHE AR k12| 90% 42|72

LLQUZSSHAIRY | M7ZH|2ek0] W2t Aot CHERIES 2| T2 (A TIK|OKF) TR} CHERIA 1022 | I (M ZIK|fE)
40| Bl BENARIZ S MIZSIHUOH, o2t 8EAY0| SSOIUCE 0lof w2t oie Az2M dEotHESHS
Ql=51%ACt
USOISCE

= MFUH 0|28, MR(1~30°C) 22t
- B 308
- HZE: AIIONE - 271 SHIA| BES IR 2

5:
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I RFAEH (4= ARFEE F9} 080-082-1234)0f|Af SOISHA! 4~ QIELICE
# OYOFE ALS T HALE Ul A| ot o|oFZ oM Et2 | RI0f| Teh1A| AES of & QUBLICE
% ARE7[610] Znte| AL HA - I - QAE|QFLE AALEI 0| OFE 2 o= S0 JHARI]| Btsto] wetsto] SLICH
% A7 [ot0] K|t Q|OFES AFESIR| Q= BiLICE
3% Q| AL OFALS| XIA|Of| (2t AL SHIA|R,
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