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H?2 %= Xg ZdE0| gl tAsE2 Az G2 E28 L M HEXE=20I9 )| HERQY &4 X HF0A, 24
ZO0ACS 2 (LOCF?)
CIl221Z2% 10 mg + | OIl22122% | fEZ =29
RE4 iHAL HMEZ=Z0l XR 10 mg XR
N = 211° N = 219° N = 208°
HbAlc (%)
JIMX (H) 9.10 9.03 9.03
JIMXI CHHI XtOl© -1.98 -1.45 -1.44
OG22 E228 H=Q- ol —0.53%
X0l (95% Cl) (-0.74, -0.32)
Nes HEZZ28!
SHEQH IOl XH0lc (95% Cl) -0.54"
JI M Xl HbAlc =9% ol (-0.75, -0.33) -0.018
AE AT Il CHHI (-0.22, 0.20)
xHol° -2.59" -2.14 -2.05
HbAlC < 7%0Il =2t
ANEUAXS HE (%) 46.6™ 31.7 35.2
JIM X0l CHalh 2 H

8LOCF; Last observation carried forward, #HMXlg & k&

°CH)] I = 13 O|AS O|EUY XBE 292, RE AL A AEHAR

COIMXIO et 2EAEE %A ME HP (adjusted LS mean)

"p-value < 0.0001

SHEZ20 hHl HIZESA

“p-value < 0.05

HEZ=20102 &9 ZHO| 25X %2 SNUA CIIZ2E2X Y 2L Y0HB2TXES) 229 FI YES Hlwst

52 &4 == HIZSH A7 (52 ¢ 1045 GHF)E Soil HEXZ2C=Z Y ZH0| 20t €2 (HbAlc 6.5% =
o 10% 0/12H) H2g Yk XSS Hacz HEZ=2N U222 X0t (BRlTUXE)E 22 FIt YEo
= ZRE tHl itotbt. I 2, Ut=ScE2d2 S2UXNEY Hixet F22 52F0M JIMX thl HbAlc ZAE
LIEHH HIZS4S AS6R0 (B 3 EX). 104F0A JIMX CHl HbAlc Z2as= CTI22lE2E -0.32%, 2clIXE
-0.14%ACH 13 OIMQ MEY At ZMES 22lIXNE FOHZ (52F, 104F 22 40.8%, 47.0%) 20+ T2l 22
SHZ (52F, 1043 22t 3.5%, 4.3%)0A SXol RUCH

T 3 HNEXZZ0OZ &Y XH(0| E20A L2 EN0A CHII2eZE28 ) XL 0 (B2IXE) 229 =) HES
HWst &4 X AR0AM, 52F0AS Z 0 (LOCF?)

ca mopsa CII22 228 + HEZ20 Z2lIXC+ HEZ20

N = 400° N = 401°
HbA1¢ (%) 7.69
o 7.74
JIMX (BR)
JIMXl CHBI XtOl° -0.52
_ _ -0.52

Z2lIXE + HEZ20! Ky -0.00¢

x0I° (95% Cl) (-0.11, 0.11)
8LOCF; Last observation carried forward
PRRS YA L XY BA = 13 0/AY 01F K54 SHO| YAH X}
OIMXIN et E8E 2 M8 B2
IZ2OXE + IEZ20! [HH| HIESH
(e E9athete Fit 4824
CHII2CIEZ2XE HEZ20 (B 4 &X), 0= HEXZ20 (E 5 X)), AIEI2HE N HEZ20 (B 6&X), HEXEZ
Ol AEU2Y0F (B 7 X)), HEE22I0 AAIZEE (E 8 EX)0 =JF HE6IUE M, 24F0AM A HHl SHESZ
S9otH HbAlc ZAE LIEHHACH (p < 0.0001)
o2l 2222 HEZEZ0 It HESH AIEUAM HbATc 24 it 102FUHME S RAUCH
H 4 HEXEZ0 5oz &Y XH(0| SE0HA %2 B3NN CGI2AEZA FIF S Hlust /% X HFUA,
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240 M2 Z1 (LOCF?)
HEZ20!
SEH BWIE S CHIIZ22lZ2% 10 mg 2| ot
N = 135° N = 137°
HobA1¢ (%)
JIMZ (BR) 7.92 8.11
JIMZ OhHl Xtol° -0.84 -0.30
2o [HHl X0l -0.54"
(95% Cl) (-0.74, -0.34)
HbAlc < 7%01 Tg&t
ANE A HIS (%) 40.6™ 25.9
JIMXIO CHoll 23
" WEZ=29 >1500mg/day
@ LOCF: Last observation carried forward, 2HXg & X2
o) R E 13 0|AY O|EUH XDE 22, RDE AL HE AEHAR

COIMXIO et 2 £A M3 B2 (adjusted LS mean)
* p-value < 0.0001
* p-value < 0.05

*

H 5052 (U5 = H7P 8220l HE)02 EZXH0| E201K Z2 SX0AM TGIIZ2CE2XY I HES Hlw
ol A X AFRUA, 240 21 (LOCF?)
o1&l (B T J7 UotM E&)0 =0t
OS5 TIIHA gE2u®
FEd s CoiZelE22 10 mg Slor
N = 194° N = 193¢

HbA1cC (%)

JINX (BR) 8.58 8.46

JIM X ChHl Xtole -0.90 -0.30

2o thHl xtol® -0.60*

(95% Cl) (-0.74, -0.45)

129 R esg 282 (U)

IIMXl () 73.96

JIMX CHHl ol 77.96 568

2o thHl x+o|¢ -1.16 :

(95% Cl) -6.23"

Ol&Rl 1Y SAS 10% 014 2as | (-8.84, —3.63)

ANE AKX HIZ(%) 19.7" 1.0
@ LOCF; Last observation carried forward
P AIEHAITIS 15%= Q&R H=EQY; 50%= &2l 1~2529 P2 EYAGME H25D YATH XY B, 80%
= HEZZ00 U250 UUCH, 12%= HEEZ0N SXLLY0IE YEotD JAULD, 1 A2 AEUAK=E OE 58
O Z7E EYLotHE 8Ea6t] UL
CO) HR F 13 0IA9 OIEYA XISE ¥2, 25 2 A AMEUHAXN
SOIMAIO M2t 2ERE FHA HZ EZ (adjusted LS mean)
¢ ol (Bad, 52", DI o&el X&) 28 S)ls AIE HoE FPG JIE0 L= AEHATN UolAet sleE.
* p-value < 0.0001
™ p-value < 0.05
H 6 AEIZ2EHE N HEZ=2CZ &Y XH0| S2otAl 22 SNUAM CtI22 22X FIt EE2 Hlust /1Y X A
O, 24=0A2 Z2 (LOCF?)

AMNEIZ2E + HEZ=20I2
S5N TS CHII22IZ2& 10 mg 2| ot
N = 113° N = 113°

HbAlc (%) 7.80 7.87

JIHT (2 2) -0.43 -0.02

JIMXl ThHl i+oc|° 0.40s

2leF thHl X0l © (95% Cl) (0.58. ~0.23)

" AIEF22E 100mg/day, 2 IEZ28 >1500mg/day
® LOCF; Last observation carried forward
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dH ISE 22,

P e P = 135 0/A9 0IZEWA
= & Z o (adjusted LS mean)

COIMXIO ek 88 =A A
* p-value < 0.0001

BHE AIEa A

EEEEPIIEES S22 0+ HEZ20!
CHIIZ2e2lZ2F 10 mg 9ot
N = 108° N = 108
HbAlc (%) (LRM)® 8.08
JIMR (B2) -0.86 8.24
JIMXI THHI XtOl°® -0.69* -0.17
2loF ChH| X0l © (-0.89, -0.49)
(95% Cl)
HbATc < 7%01 S8t AIEHAXIS
HIE (%)(LOCF)?
JIMXI0 CHoll 23 31.8° 11.1
TAE AT 8F 0lF BT 8FE0H NEE2 2 1500 mg OfAtn &I

o Egt 0l&0I00F &)

O<= NG

e AR F 18 04 0ISYE XISE E2, 2 RES

b AAIX B2 =X (LRM; Longitudinal repeated measures)
JIMXIN et 2HE 2A M3 EZ (adjusted LS mean)
LOCF; Last observation carried forward, #HXIZ & U=
" p-value < 0.0001

I 8 AANS=-ED) HEXZE

SOIM, 24=0M 2 20t

o

a

Doz g€ XE0 SZoX &2

BHE AIEa A

AANSEE + HEZE0P
S54 BoIHA CIf22Z24 10 mg| SI%
N = 160° N = 160°
HbAlc (%) (LRM)®
XK (BR) 8.24 8.16
JIMX CHHI XHOI° -0.82 -0.10
SloF CHHI RHOIC -0.72"
(95% ClI) (-0.91, -0.53)
HbAlc < 7%0 S&st A UHAXS HIE (%) 38.0° 104
JIHKO ol 2
" AFAF2RIEl 5mg/day, 2 HEZ29 >1500mg/day

N

xS W

o

o

JIMAIO et 2 £A M3 B2 (adjusted LS mean)
* p-value < 0.0001

Z=SZ AMEO 3A] (eGFR 45~60 mL/min/1.73m?%) & Xt
Cm2eZ22

eGFRO| 45~60 mL/min/1.73m? @ &% &
S EZ2X FI E0Q Ra4ds ZIlIC. U2 g2

2 Xz 8 = M 0149 0l2 K&4d =H0| JJYE & X
AAE Bt2 =& (LRM: Longitudinal repeated measures), 2HXZ & X2

9%t &

I 9 eGFR 45~60 mL/min/1.73m?0l Yk BXE (HACZ UII22Z2F 9
of Z1t

"a4 it Ctot=22l 22482 10 mg ok @

N = 159 N = 161

HbA1c (%)

JIMX (HR) 8.35 8.03

JIMXl ChHl Xtol° -0.37" -0.03

2| [HH| Xtol ° -0.34"

(95% Cl) (-0.53, -0.15)
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TR E L LT

mom oM oE o m o4 om H e
FHE A AT R

BHA 4 22 E A AIEUA U4 &8XF % (patients at risk)
AEYE

UEHS(NEH eGFR 24, LI AEE L= AF 23 AHY) ARIDXICL A0 THE 9I0idl Ct2e 2282 98]
(HR)= 0.53 [95% Cl 0.43, 0.66]0IRULH.

2REE9 g0l H X0 o Ct2elE2d2 SN 220EE (UACR 30 mg/g =229 Mz LYsS ¢
o THHl 2tA(RIEHI(HR) 0.79 [95% Cl 0.72, 0.87]AIRA D, HULRLES H0| A STUMY HHLRUES 24
= %2 UHl G222 Z20AM O 2H LEHRCH (RIEHI(HR) 1.82 [95% CI 1.51, 2.20].

3) Higa oA Tt

o
_l’T—_l
u
o
I]l¢
HU
[l

ol CHIF22IBRRIS 2W2t0 2oty AIEUA BIHE OE SJUMNE 0IRA T= HEWN EYS TN ¢
I2AHAMS T EFS 230A 5, 15, 40 mo/ka/Z, SHUA 2, 10, 20 mg/ka/LOIASH, HEWMS 2T 8
DS 05, 2, 10 mo/kg/2 OIACH OIRAMA OIS HD S22 12 10mg2 HHAHMAHSZ(MRHD)NA o

B (221) 2 1058H(221)2) AUC =5 BH40 HZOHACH HEWAS AUC =52 MRHDUAS 2% AUC
2 186HH (22K
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I2el22d2 Ames SAHHOIE AE0HAM SE0IAL, in viro SAH 01y 2 AEHAs 240U
2 OIA 100 mg/mLOI4 s&2 O J245tRATH Sal, Gl2eS282 MRHDMAM S eI/ =52 2100
Z AAE A% E= DNA =7 AIESUHA in vivo 2212 AR 0lar& 0l CHol
eI 2 2240 gittes Z0lA, CGt=2cE2800 AHH et R
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75mg/kg/ LA L HEGIACN E0 =II0 MBU HolAHle LAIF ZAH =8t g =
(NOAEL)®! 1 mg/kg/2Ze [MRHDOIA Q1M £XI19 2 1941010 2/ Hal =20 ol

HEQ ENIO S FIrAQl HHEOF ZLAIENAM CIi2elE28eS 2 B9 J|&#FHIIQ =& It ciYote 230
SHIUAC ENUAM F0E 0fEH S220, 60 E2 180 mg/kg/L)UHAE 2H 52 2Y =S40l HEEUX LUACH 180
ma/kg/22 MRHDLl 2 1191419 MALZM HLSCH HEWA CHII22E2X2 75 mo/kg/2L2 S (MRHD2 & 1441
DX BHOIXIALY E2 ADJIE@SEE LIEFUA ZQUACH 150 mg/kg/2 2l S (IMRHDUIA IR 2112 2 234481)0H A 2
2 LY=S50] 20| DACH 2H SH2 AYE, 0l4 Y4 NS L HE L SA L2 UAE TSI 2 =42
Bi-EHOF XIAFZ, EHOF JI& ¥ ZA B0l AFAQ SIf, B0 ME 24AS EZE6. JIE2 HEH JIE, s2) 54 25 §
g &2 4 2 =4 20|10 BolE F2 33 2490

® == =43 HEQY Mol e =2 2= 0 =4 AEUA 3%* Cl 229 HEES & TTEO AP&=EOZ [ff
2 SO0 utE 2102 BULACH, ME 24 L/Fe HE 38 24, A 2 B, A4 0/&HMZE o8t =&
ZIE HEGIULH TIS2E2FS HENAH 25mg/kg/°'(MRHDOﬂ Mol QM =2 346 i Ol4)olotel s 2T 6M
22t HP S0otd2 O < JHOA 120 mg/kg/2 (MRHDOIA O/ &2 3200 i Ol&) 0l5te 22 AU 12482t
A7 S001¥S O WLAH0l XSotUCH £8 CHII22EZXC &5 S0 AIE 2 HEQY JHe SH AE ZF0A,
MRHDUIA CtII22IE2 X2 £ £ WA E= X dapaglifiozin 3-O-glucuronide =&t SSatAL 1 0|42 v & +&F
(AUC)OIlA dapagliflozin 3-O-glucuronide CHAFHIOF A EIQUCH HEMWAN It =206 HIQA S4 AAH0 Bz St
2 XX RISSHEE ZLE SO 2E)e 52 L= S0 MO ZHEZACHMRHDOIA X =0 2H6IAS I 210084
0l4). MRHDOIA Sl QX =& CHHl 3200t OlAS =& Hi=0l TLAIRASUHT S+o6t2, 1202202 JHoil Tist A0 A

g Mt £= 28 ZJ| s4=2 UL

O gy I LAH AEHO HE(EL 2t 104 F) L RA(EL J12F 91 F)HM 22 =0 900mg/kg/€ ¥
1500mg/kg/LMA = ACH 0] SHS2 MEHA LU 2HGIUS M 2F 20 HEY AR 22021 2000mg2l 2fF 4 bf
OICH MEXE20I9 LM et 2HE £33 = 23 0IRA 2S0HA LATX LACH SAGHH, &2 HEWNM HEZX
2019 LMo JtsH2 2ECX AUCH iLt 900mg/kg/2 & FO0Is 23 HEUAN 24 JIE =z 839 LME0
SIlot
Q@ QUSH :US9 AgAXM AIEUHA HERZZDI9 SHHO| 2% Jisd2 UACH Ames AIE(S. typhimurium), S& Xt
SoB0| AIE(0IRA SEZE HIE), T= M 0lA AIE(AIZH 2IZ3), MALY DIRA A8 AIE 2 £5t 240|UCH.
Q@ L HEQ 2HS2 600mg/kg/2e NEY, F= MEUHXNE JIECZ 2l 5IEF2 & 3HHE SHIMS M 0 2o
oo F&2 2Al LUl
@ HE=Z=20212 20 600mg/kg/2 O 2222 HE L ENUHH FHA HIEH0l AJCH 0l 22 HE L ENNA
MEHS HWol 2HotH 2000mg?!l =IO HE ALY S2O F 281 L 6 B2 =2 UEHD. B s& SH2 HEXEE
ol Oist S2& EjtEES dSolRct.
4) IAESSHAIE FHE
oL tim2elEgd
NEY UIIEFMSE10/10002 | DA [SHOIUE(F)] HEY NFMEE10/1000Le D#[SI=0tAE PHIHIJ($)]%
2x2 WIAIEo2 74 13’& d2st o)A 38 L AF Al @3 HPE00IN 0E(S8) L 26H(AF) EF Ctit2e
E23S =85 21, HuWEIIE2X(AUC, ChaS 21 BEotd SHX2 ol¥S M, E2X X2 90% _ﬂ?aOI log
0.80A log 1.25 OILIZEAN MESHCZ SS&2 LSotRULH
<EBE>
BTS2 e3np:pls-13=
= AUCo-4sn(ng Crnax
- hr/mL) (na/mL) Tmax (hr) ti (hr)

~| HEABI10/1000L e

Eif o 540.8+145.7 | 187.2451.5 | 6%;00) 8'425;—'3'

T (B ROFAEIMUITHE)] ’ ’

| COIIiES2A%E10/1000

ANE s 0.67 7.92+3.

o [am%lé(l;)] 570.3+165.0 | 195.1456.7 | (0 "0 o) o5




90% &lZ| 7 2k*
(D12 : log 0.8 ~ log 1.25)

log 1.0177
~ 1.0798

log 0.9501

(AUC(, Cmax, tip s Bdat £

* HHWEIS=SIE 2AESE B2 X X2 90%4

272

r

AUC; : SLAZ2H ZBESsE FFAZ2 XS EE=sE-A2AH3HGHHE
Crax @ ENEESSE
Toex © EDESsE TEAIZ
tip o EE AA BEAD)
* HDEIISSXE 2 AHEs X X2 90%4Alz 722+
<AZ>
HwEOte = FNEOIE=S
& AUCo-4en(Ng Crnax
Tmax (hr) ti2 (hr)
- hr/mL) (ng/mL) kS
NEAHEE10/10002 2l
o o 560.7+£147.0 | 117.8438.2 (1 028(5) 00) 7'7152_2
- [BH20tAERHNMIUITHZ)] ' ' ’
- Ooes2e&10/1000
AlE 2.00 7.78+2
de| 0 576.2+171.5 113.4+£47.2
oF [5H0| 2 (=)] (0.67~5.00) .58
90% &l 2|72+ log 0.9872 log 0.8441 _ _
(J1F : log 0.8 ~ log 1.25) ~ 1.0599 ~ 1.0431
(AUCy, Crax, tip 3 B2t £ EFEHX, The ; SL3H(ES), n = 26)

NS OIE2SF2AMYH10/10002 | DS [SH0ILE(F)] 0 XY HNS2MLE10/10002 2| ][
2x2 WXAIECZ 2 1FH AL HOIMH 35 2 =
glg =X 21, HREIIEZR(AUC, Cra)
log1.25 OILHZAN MESStHCT SSEE YSotAUlt
<E=>
HwEOe = FNEOIE =S
= AUCo-4en(Hg Crnax
Tmax (h t h
hr/mU) (ua/mL) (hr) 12 (hr)
HEAMEAE10/1000L el 3.50
o g 7.769+1.899 1.208+0.311 (1.50~5.00) 5‘4450_2
- [St=20tAERIMUIZHE)] )
= OoEs22&10/1000
AIE +
o U 7.478+1.860 1.150+0.376 (1 ngg 00) 5'6218_2
- [BH0I2E(F)] ) ) )
90% &lZ|722k* log 0.8708 log 0.8249 _ _
(D12 : log 0.8 ~ log 1.25) ~ 1.0550 ~ 1.0453

St=OtAERIMUIZHE)]S

2 AR A H3 ZRENGH0 308 (SE) & 26 (AR) EE HEZEZ
£ IHESH SHMGHAE O, BoX &2 90% 412152401 log0.801 Al
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[Ha=8&2%] A F4] Wisdom Pharmaceutical Co., Ltd. (&A@ No.18,
Qinghua Road, Sanchang, Haimen, Jiangsu China)
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- AZ2 : Granules India Limited

- &AA : Plot No.. 15A/1, Phase-Ill, IDA, Jeedimetla, Quthbullapur
(M), Medchal-Malkajgiri District - 500 055 Telangana State, India
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, N,N-dimethylimidodicarboni C4H11Ns . HCl )L
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gaZgZ22 | -3-4-ethoxybenzyl)phenyl]-
HAL-Z 29 6-(hydroxymethyDtetrahydro | C21HasClOg + CioHigN204
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10/1000, 10/500, Dapagliflozin propanediol 2014.10.29.
iu
1% | AstraZeneca AB 5/1000, 5/500, hydrate/metformin HC %2017.7.28.
2.5/1000*
XIGDUO IR Dapagliflozin propanediol
o 2
TH | AstraZeneca AB 5/1000, 5/850 hydrate/metformin HC 2014.1.16.
XIGDUO XR . .
5= AstraZeneca Pty 10/1000, 10/500, Dapagliflozin proPanedlol 2014718,
Ltd. 5,/1000 hydrate/metformin HCl
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