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CiE2i2221S HERSD (54 32), datiat HERSD (85 32), ARSI HERS0I (8 63%), HEZ20
HEgeo} (B 7 HZ), HEZ 20U} MAZHE (B 8 H2)0 271 SIS T, 2457014 A2k ChH| SAACE 5t
HbAT cZHAE LRSI (p (0.0001).

CE2{E22IS HE R 201 27HARSEAMOIM HbAT i Bike 10270 ME RRIZIIC

B AMEE=0 pEoHoR JY 2H0| 25K g2 HAMA DSR2 271 HES Hlwsh fiof iz A0, 24
Mo 22 (L0C)

E9eGRAS-60 mL/min/1 73m291 e S TRALO 2 L2212 2101 AT ot oTER H7OIN, 2430o) 23t

BN OE2[E22110 AP
e N=159 N=161
HbAc (%)

7|3 (E) 835 803
7[AA|ThH| 2o -0.37" -003
SlortH|xjop(95% Q) 0.3#(-053 015

27|22 3 HE E201 20 |8 R U 0| 2% RO0HE 212} 64.0% L 694%

o7 A0l it BAE 2|4 1E B (adjusted LS mean)

*p-value {0.001

ELUER

CHIrE2E221 10 mgS HE X201 Chs, HEZ2010} AEISRIE! e ATH0 Ee AASRE E= ST 718
E03S ) 912 Ch| SARCE Ro5HA 35 Al #FS ZAAZCL 0] Al F0| 3 FEE 1043 g
ALY,

Cin22IZ 2219 eGFRA5~60ml/min/1.73 m29| Ehe BAHE IO R SHIGH IO E01 24 A BE BLZI2 At EO]
-0.27 mmol/L (-4.67 mg/dL) Y CHIZ2IE221 201 -1.19 mmol/L (-21.46mg/dL) Lt

A EY

CHIrE2IE221 10 mg2 AEISRTIR HE X201 HE0| 27 HES 1) A% 24 #Y2| A7t 245004 SQIZI100] 48
IR KA/

CHZ2[22219] Atz U Azl et g

DECLARE X=CI27), O ot SR, 015707, IR QA IRIO 2, 712 2| 2 Q0| TSR B 2 AS 37 IS T
IR L A0 T3 12 Ch | CHOF SR 1B 2219] FR2 0161 | ol SEICE BE Bk A28 Yt 7102 214
271R| OPAQ| Mt 1 QIR (Th 554 04 A = 0F G0M| O OF4, OLAIZEE, ale) s &R £ S 5Lt 017t
QALFRIEEA ASH0| URC

17,1608 -2/EBA ASH0| U k= 6,974% (40.6%), HEEA AEIO0| G BAk=10,186% (59.4%)0I2UCt. 8,582
H2CHE2IE22110 Mg, 8,576H2 AAS TR HIZON! 2471710] Z7KE2 4 21H0[Q(C,

G| ZOfRH O] B A2 6394, 01 5 OIAME 37 4%SCL 2| 20| B 3 71702 1190|192 22.4%= P
F47(710] 5 OfGIHCE B HbAT e 8.3%, Bt A2ZAI4= 32.1kg/m20[R{Ct.

HIOLAZIOIONY 10.0%2) B AlEA0] 20| UOICY. BF eGFRE 852 mL/min/1.73m22 7.4%9] BAH= eGFR7} 60
mlL/min/1.73m20|20|%4, 30.3%2] EAk= DN RS [E QL91 T} J2OLEIL H] (UAR)ZH30 ma/g Ok - 300
mg/gOIaH] E= QLTS (UACRO| 300 mg/g 2. 2H)0| UL

SRR (98%)2 HIOAZIQIOIA 150149 Pl IR E ATHAAE 01 2 QUL 82%=HE 201, 41%= 18T, 43%
£ HELL0}2 2|2 F0I9(C

SIA2| 2 81.3%E HR|QEM BT A HoHH| = HR| QEMITHA, 75.0%= AEIE, 61.1%EBIEATA, 55.5%= 0FALIH,
52.6%= HEIEI, 34.9% = LA ST, 22.0%= EORRIEA OfA, 10.5%= 2T 0| X7 HEOEIQILL

0 (| 22 A

CHIrE2IE221 10 mg2 MR 23 A, Az B 534 HEF50R Hojb= HEnA 2 AZ(MACE)S 28
H7HH0 L3t | HIZ S NS UZSIATHES p(0.001).

HEHOE Q159 tE= A M ALY

CHIFE2I227] 10mg2 YAt S5 E7 401 H R 0 OISt QI9) T~ PHA Z1SH O] OfEfol ol IfTHH| 223t &1
LIEIICHIRT).

Zh QA0 CHt B RAOIA HRHOR I3t 4 SRS ROt 24Tt 212 AIC| 0|0 7016100, AHRA
A= RO QT

CHIFZ2IZ2210] YoF Lt 2|2 F2US2 HOJAZIINAC] MRt 23| §7 U 74 MRl G570t BARIOl AT,
O, A8, AU |5 (eGFR) B A1 & A Siotz 2ol UPHE S BRICE

TR 1. 8102 0I5t IR = AR ASHARS AR 2 PTHRI) 7 |7t

Hu
ek
o
il
>
£l
=
=

it

M

7_
95 o

&

59 =
— CEeE=x
£
= 4
o]
3
o
¥

1 St ol iR

o HRO5% C) 0830.73,095)

0 6 12 1B 2 N B &L &8 5 60
. TR S 2 7 [2HNE)
R
COgeiEEn 858 8517 8415 82 8224 B0I0 7970 7497 55 1626
oot 8578 85 B L5 8127 8B 7880 7%7 532 157
SR} S 7HE AR AR T 2} < (patients at risk)

s

ARSI e B S0 Dl

CHTF22|E 2212 SIOIEI A[4H oGFR 24, 27| AU ARHEL BB A S0l BEIAOI AHO| B S AMARIC 14

eGFR 2, L7 | ARIEH U AZ-BRA A 5-A1Z 2010] A0 ZHASIEM 2|27 29| IO HLIERSTE

NS (R4 eGFR T, L7 | ARISHEEE A7 R4 M) ARITRR|S) AR T3 SIiTHH] CHofE2I 22219 3HI(HR) =

0.53[95% C10.43,0.66]OIQLL.

2201i: 20| 240 S SHR10) LY LTSS 2L AL 22012 (UAR 30 mglg ZHO 20| HZQ AS SporTHH|

L (HHIHR) 0.79 [95% C10.72, 0.87]AZL, 7L 20| 0| QI BRI ATHUH S = IO Ci]

CHItZ2| 22170 o 3 LIERATH (121 (HR) 1.82 [95% CI1.51,2.201.

JHIY ORIY AR

e ]

O Led: CEeIZRAI2 213710] Worl AIROIM H71E ofF BE0IME 0kA Ex HEM SYS R0k YOI
OFRAUIMC] 77 B2 42104 5,15, 40 may/kg/, A0 2, 10, 20 mg/kg/LOILOT, HEOIAS] 47 B2 2
BS0.5,2, 10 mg/kg/2 O[T DRRAMAM B 21 B2 12 10mg2l Z[HIAFZBZMRHD)OIA 23 AUCS %472
H (=) 2 1058 (2421) 2] AUC e Hife0 SHZSHEC BHEOIAS] AUC 222 MRHDOIAS] QU3 AUCS] 24 13181 () L
186 (L)AL

QRUSH CHIZ2IZEZIE Ames STRHOLY ARIOIM S H0I 1, invitro 4R 014 S A ARINIMELFAOIOLE 0l=59
£ ZZI00A 100 mg/mL O SR W) JIGHRICH £3], IR IZ 222 MRHDOIMS] Q13 i-£2| 2100k 01| sk
LE0M HES AR MAJRE S TE= DNA S7 ARISIA invivo 2719] @M ool Ll S4OI%CL O ARIES
THE 11 OFA HWOkE AIRIOIA S A740] RICh= ZollA, CHIFSZIZR200] Q0] T2t 32 E4 S LIELIR| 222
SHERSICE

@) MALSA0: HE CHHAALS D 27| B0} ISt ABI0IM, 15, 75, B 300/210 mo/kg/ 0l CHIERIZRAIS 221014
S0 (300mg/lg/L B2 AU B 210mg/lgU= 22), 3,15, EE= 75 mg/kg/Y B2 UZIA £oilRLt. CinS2
S22 E0{3H0fH BHUME 7 E= U0 wA|, Al S Ei= 27| HHOHLEH FRHS 0J2[R| UUCH (& Hispe 70t
QA0 MRHDS] 17088 015 L 998 HH). SEAIR, 300/210 mo/kg/20lIM, B L £ 03+ S20| ZAASIHL, AL 2EN Y
A7 HUASI O, BENBIAO 2 HINAOI At = 0L,

@2 R 0157 |2 O HEQ| 211 FO0I5H= Zint QA BHE7| L 37| (MEHS| MRS} Biiol0] 2441 27| X 37|0j sfiot=
7RH0 7O R US| Bl 242 E0| MREA U APt SO HZHY U MG STl 22t B210] QUCE OfH
559| SEARM CHS2IE2210| 4 2190 Sh= ofH HE|A 0L 1, 15, 22 75 my/kg/¥9| o2
EOERS T ZE E0 - B0 A2 L 2 E20| BRI 713 SH2 B0 MO| Aol Chét =22 MRHDS| 1 5]
ORJOIQICY, O|2{3t 212t Znk=-8t 2AE| A 20| 57, BE B0IM 0102 BAIE| A3t Lot 20| QSLCE Of

SO HEE MR SN w2 EA2 O 12710] 5157 |7H S0 k2G| AR UMY,

(27| 4SR0): SR S O] S0 Ch3H A O] XA A THE = QM GUHIRIE] 245 21 AP A= (1,15, E=75

mo/ko/2)S EORRIT W= AZ 42H-R 5 55101 ZAOZ LEEIQICH (RETHAPIN e CHIESR 22710 H8tg
Wtol7| 5HEEO| A7 R RE|QUCH) 75 mo/kg/ L0l 82F(0{0) L A TSR Z2 22 [MRHDOA Q3 %:2]1 2
217414156 2 1376000 ) OAIHOIZ1 1L, =01:k2 0f1|0| T A2 A0 MR SO 17k 22 ARAO| S71E0] THA|
BH PRALIOI 271201 WEr S B2kt PIAF AI|O| 45 Z-A0) HRIZILR 017242 15 mg/kg/2 O14S] 8IS
22 [MRHDOIA 212 £:2]1 2| 298 OF ) Ol ZERMEIICE). B4 S 4275 g/ g/ L MRt HGII O 201 27 |0f| HS:2k
HOJAH|O| LA LA Z3H| ULt USHE AN RESEZHNOAEL) 2 T mag/kg/22 IMRHDOIA Q14 »2]] 2] 24 1980]
O 23] 24 - 2200 S5,
EHE O £77]0f| Chh 7 401 HHEHO} LA B0 CITHS RIS 2212 2+ 59| 7| 2IRA7 (0| 20317210 SifEf5h=- 2240 F0ig]
UL E7OIA 01 OFH 8220, 60 22 180 my/kg/2) M= 24 &2 et = 40| HEE| YOIk 180 mg/kg/@2
MRHDC] 2 119189| 244 - 20| SIS, HEOIM CITHE2IE2 242 75 mo/kg/ 2 B2HMRHDO) 9F14414) 71| Bok3|
Ard &2 27|32 LIERHA| 994 150 mg/kg/2t2] S2(IMRHDOA 12 (19| Of 234480l 23 3 eRt= 40|
ZIA0| IO B3 SHRAUE, O IS LS UM ARO|ZA-E HSISIY, Wek Z MO H-EHOF ANE, EfOL7 |
% 2 HO| A0 571, EfOEAE HAS EESI) 7 (B2 Tt 7 |8, SE0 S H 4% HY, 52 Y §2 S H S80ICL Mol
32 I3 UL,

©® &2 S48 HEQ} | st 2.2 HH= 20) o A0l 22 (hE20] FRSS I HLHO|UR(SIHO 2 IHE S|
SHlHE| 402 WOIZQIOM S U4 X/ E=AE 5718 A, AR AH[2F 57}, HEMO)wH| 2 015t n2F 5715 HSISIQLY,
ClirE2| 22212 HE0|A 25mg/kg/2 (MRHDOIAS] 12 =29 346 Ol ) 016}2| BES 2[LH 6717 A7 ool 1)
2! ol 120 mg/kg/ 2 MRHDOIA 13 -29] 3200 Hj Of}) 0f5}2| 820 2 2| 127427+ 7 SOBIHS I LiHA0|
USSIACE 3 LTS 2AZ2219) Th3) R0 AR 2t HEQ) HO| 2o AR REN|M, MRHDUIM T 222219 £0] &
OfATlE Q13 dapagliflozin 3-0-glucuronide &3t S55174Lt 1 09 & 42 (AUQUIM dapaglifiozin 3-0-
glucuronide AP B IIQICt HEWA 742 F2SHISHHQIA Zd A0 BHE 572 22 27| 25K 4 F710
)= 2 pE HiROIMTH SREICHVRHDOIA 1 20 Z745I4S 1f 21008 Of). MRHDOAIAS] Q1] te2 Che|
32006 01440 Ir-& bi=r0fl EEGIFS0IE E701L, 12702712 FHOl CHEEAIROIA B ARt e B 27| S42 RlC

HEEEQIEAY

DEUHH: 27| A A0 HE (R T 7H 04F) B DIRA(R47 17091 )| 212 20 900mg/kg/2 & 1500mg/kg/
UTRR| SRAZIFICL O] BAS2 HEHA |0l ZAHGIAS T 2 20§ AZ AR 8221 2000mg2| 244 Ho|Ct. HIE R 2010|
QM0 CH k= 474 S 217 Ot A TR0 HAR[R| YOI, QAIGHA, 27 HEOA HEZ 2010 WOk FH5 42
DRRR| 20/ J121LE900mg/kg/ Y 2 OB AT EHEOIM M 7 A A5 BF0| WHEO| SVIGIFCL

QfU=Y : CH30| HUNAAIRl|M HEZ2010] SHHO| 9% 715 M2 IFICE Ames AR (S. typhimurium), G212 EXH
O| AR (OIRARLZ A R), o= IR O] AR (AR L) ALY OFPA ASAIR 2t IE3HZHOIR{C,

@Y 5 HE| 252 600mg/kg/ Yl 1B, = HEHAST |02 2|0 582410| 4 HE RS ) 0] el A3 kS

(== ) glort
BN TS o oot @UERE0IS 34 600mgkg/2 o] SO HE U £ S0 2734501 Q2L Of 2424 A 2 ENA AR
TSI HiiHaZE 10mg s 302 92 5 2 O RS S S NS
HEFES QZ3L L,
HbATc (%) 4) QIEESMAE M
7[A2] (E) 79 811 7{|‘:}n?:§a‘|%g{|°
7 e or o 030 ATEE2 IS 2OME210/1 00022 T [AOPRHE)| 2 R0} A4E QM1 0/ 000242 TR B0 AEBILPH )] 2
SRITHEIXOF(95% ) -054(074-03) 2x2 BXABOR 2t 134 253+ SO0 B A £15| 05101 3130 B3 LIfSZE2IS 235 20) HIZIDS
HbAlc (7%0l EZHAIBIARIO| HIZ: (%) 06 259 %ZIQAEO, Cm;&% ZHEISI0] ARG T, Bk 212 90% AEITZI0] log 0.80IM log 1.25 OLZM WSBHA 02
700 R 2 ‘ : SEHS 0L
THEE2YI >1500mg/day . e YrYR=E
=L OCF; Lastobsenvation carried forvard, TAIZ/2. 2 A2 i i G Tralr) telhn)
OE7| 913 13 02| OfSUZ A28 2, B T2 Ui MBI {ng-tejml) (ng/ml)
<7 [0 042} 51 3 AE B acfustedLS mean) 245 0 10/1000220 T4 100
-prale (0.0001 U | AR ] 519741884 | 157.0¢39 | (silany | 10204210
“p-value{ 0.05 Lo
5 SR 10/1000L2/ 12 1.00
559182 (4 52 247 HEIGP $9)02 B0 BYSIA U2 SO CHIZRIERH0l 271 S8 SISl 911 M RIS )] SHIHNAS | 151209 | (5300 | 10284329
2 70, 2400 22t (LOCF) 0% NEZF bg00126~ | bg091H-
OIER (T T= 737 ERZIGH HE)0|| 278 Qb (1% :1og0.8~log1.25) 0.9586 1.0647
QEH WIS CrZEERA 10mg ) (AUG, G, by B2t + BRI}, Trog ZU2HHSD, n=31)
N=194° N=195° AUG: FOAIZHIE 2SS 5 JPARHIRIY BE - AE 1Y
HbAlc (%) Grac ZUESSE
73| () 858 846 Trc HTHEEE EEAZH
7743/ 40 090 00 tz: 2E AR

ST 20K (95% Q)
1Y B O 82 (L)

-0.60° (-0.74,-0.45)

71 (83 719 739
7[A| ChH| 2o -1.16 508
SOFLHH] 2{OF (95% Cl) -6.23 (-8.84,-3.63)

QMR 12 8E 10% Ol 2R AR HIE (%) 197" 1.0

2LOCF; Last observation carried forward

® AIRICHIAS] 15%:= QMR THEQ; S0% QHaTI 1~289] 278 BZGIIE WaSLE AUNCE 2219| EE, 80%E
HEZS0IHARS| 2 QIOM, 12%= HER 2010t HEUQH0IS HESIY LR, 1 O A= LI2 570 378
BAoIS Rl AR

CH| G5 18] Ol O A ZE U2, = TR0 B A|RHIA

47 [AR]0| Ch RAE 24 A F B adjusted LS mean)

OIS (A, B2, 7IH Q8T 1Y) BHE7I=AVE ZOE FPG 7 IR0 i ARRITHAAION CHofAIR o2 &,

*p-value {0.0001

*p-value{0.05

BOAESEHAHE 2002 He 220| 2i2012] 32 EAOIM LIS 22210 271 HE S H WSR2 HP0IM, 24
oMo 22 (L0

H[E RIS 2|8 2 IHERHHER| 2] 0%AE7H

Lt HER20I

AR} CITEFAMUIA10/100022| 124 [OIHIHE)| 2 CHROF AR OAHA10/1000L2| 13 RO~ ERUZHE) 2
22 A0 R 24 1244 74208k HOI|A 35 U A9 A| Che) 272006101 318(3=) U 265(A9) 9 @5 HERELIS
2243 2, B HIRIER|(AUG, Crer) & 2IHEISHO] SAMISIHS I, B2| 242 90% ME17210] log 0.80A log 1.25
OL2A WEHH0 2 F 5312 USSIACL

(3%
RS oty
T AUCH-eir Croe
{ug PrjmL) (sg/ml) Traxhr) e (gy]
AL OMHIA10/1000L2/ 12 400
e I s 10684394 | 152620488 | (p000400) | 7562210
siop | CIOFEEEHAEE 10/100022| 124 400
Ao | RS )] 955£239 | 1456803 | (oiegqq | 743%242
90% Marzk g08791~ | bg0903%4~
(712:log08~log1.25) 0.9613 10318

NERZEI M= EERE
REWHE CiigaERA10mg ot
N=113 N=113
HbATc (%)
T3 (3) 780 78
TR HBIOF 043 -002
SHRFTHH| 20| (95% C) -040'(-058,-023)

! NEFEEI 100mg/day, *HE 2291 >1500mg/day

LOGF; Last observation carried forward

OE7| 95 13 0|40 O| ST AR S 12, = AR iR AIBITHAIAL
<7 (M| L2t HHE 2|4 HE B (adjusted LS mean)

*p-value {0.0001

B7HEE20I HE 00} B 220| Zi012] %2 BAOIM CITE2 22210 271 HE S H WS R HE HP0IM, 24
oMol Zat

Amdoaor+BjERZ0N
REGWNES Cht32iE2210mg 9Pt
N=108 N=108*
HbATc (%) (LRM)®
(A2 (Ha) 808 824
7 chel 2oF -086 017
QAECHHI A0 (95% CI) -0.69" (-0.89, -0.49)
HbAlC (790 EZEHA IR I (%) N m
(LOCF)*7 P10t 23
T AR CHASR 43 OF 01 8759 LI 2891194 1500 mg OF 47 S 2fofo] S LIREY 82 (12 30) 8350l 2t
Of01010F 2"

ED| AT 13| 0|40 OIS YU AR E W2, D= FAQ A ARINAA
P ZAAHEE 22 (L RM; Longitudinal repeated measures)

<7 (M| L2t 2 HE 24 HE B (adjusted LS mean)

4LOCF; Last observation carried forward, AR 2 A A2

*p-value {0.0001

EBANSHEHMHE 20102 He 220| 2i2012] 32 BAOIM CITE2I22210 271 HE S H WS R HE AP0IM, 24
iAol 22t

R e
RESWIIAS Cii22iE22110mg ot
N=1607 N=160%

HbATc (%) (LRM)°

7[A2] (Ha) 824 816
7R CRel30F -0 010
QJOFCHH| ZH0I<(95% CI) -072"(-091,-0.53)

HbATC (7501 EZR BRI (%) %0 14
IR ‘ ‘

ARSI Smg/day, *HE 221 > 1500mg/day

2 P2 A2 2| 242 S35 151 049|012 RE A 20| YA St

P ZNHEE 22 (L RM:; Longitudinalrepeated measures), THZIE M AR

<7 (M| L2t HHE 2|4 K|S B (adjusted LS mean)

*p-value {0.0001

F53 110 3A7| (eGFR4A5~60 mL/min/1.73m?) 23t

tofEeEes

€GFROI45~60mL/min/1.73m22! i SA0] S5 A0l 7 |2 Q110 2 HEt 20| 26FA| 42 B LI 1222
27019 RANS TSI TSRS 222 10T B 9ot 212 HbAT Ol 45 LIEHHRLCE.

(AUC, G, tyy2s B2t + BRERE Tnas 222, n=31)
AUG: FRAZIRE| AEHZ 0 HEUIHIIRIC] B350 -ARIS s
Crex : 22835
Tmax: 2 S FEAIZH
ty2: LTk AHEEZT|
H|TH7 B2 A1E 2 IHHEIHEAR 10| Q0% AR T

om)
HE7SE oty
T AUCH-eir Croe
(ug FrjmL) (sgimL) Traxhr) e (gy]
AL OMHIA10/1000L2/ 12 500
e e s 1994327 | 111320197 | (353°800) | 697¢181
sior | CIIESEAAHEZ 10/1000%2| 22 500
Ager | T ] 11694376 | 110420222 | (355000 | 6584086
0% Azkzk g0.9055~ | lg09522~
(712:log08~ log1.25) 1.0404 10281

(AUC, G, tyy2s B2t + BRERE Trnas 222, n=26)
AUG: EOMRIE R EE ST HAZHIRI BE ST -AIS 961
Croc: 2 1EZET
Tt 2| DR CEAZE
iy LT ANYIT|

HRE IS A 2 THE R 40| 0% ERT
31.0| %2 HOPHOH) CITZRAKH10/1000%21 T3 S K28 AHG3I01 S22t HAHHOR HBYS Moy
ENEERELE S

R 7187 |, 42 (1~300C) 2t
BAS7 |2k AR U2 RE 2473
W 2T 303/, 1008/

2 OPIEC O3 S UNRS LR ABAULICL TN MG FR10] 24 B1971L QS IRFLH ) i QA8 B0| iE

2 OIZE ERNE)S| 20 HESHE FOA Q00| M= IOFET 3 LIS ZAIQ.
e ORIRO ket oL M ABOIHERIA SR ESRHAIA (s nectug mids go k)] SEE O 201

X242 OfE0[o] 20|27 2 HPFHOFILICE
X CIRFE A TR A AV 2ol EONRBRBI(164-6223, 14-3320)

Z90= UK AU=2 S5101 w5101 ERLICE A0 218z 0= 451 070-4346-12132 SIA7 | HEILIC

=+ QUSLEL

A 20234 062 08Y

WA SO ) FER A2 13
W02 () SAHRRI0 35 2N 5547 048 0444Z 168-41



