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T 2 2aAE Y Ss-51 82 o= MEgd &SX 2MBIE(1245.19, 1245.23(met),
1245.23(met+SU), 1245.33, 1245.49, 1276.1, 1276.10, 1275.9(lina+met) and 1245.25 - TS")
N [l [FE=E[EZE 10 mg [mEEE[Z2T] 25 mg
HEZZ0] HEE0] (1245.23(met) (243

N 206 217 214

%) 0.5% 1.8% 1.4%

F=Rot M%) 0% 0% 0%

HEZ=01 3 M0 HEFO] (1245.23(met+SU) (245

N 225 224 217

SERA) 84% 16.1% 11.5%

TR0t M%) 0% 0% 0%
ORZZ[EEE+/-HEZZD HE (1245.19) (243

N 165 165 168

SERRA) 1.8% 1.2% 2.4%

F5F M%) 0% 0% 0%
7|NQlksgl+/-HEZ 204/ M 20 HEEO] (1245.33) (1852 / 78%)

N 170 169 155

SERICA) 20.6% / 35.3% 19.5% / 36.1% 28.4% / 36.1%

F=Rot M%) 0% / 0% 0% / 0% 1.3% / 1.3%

MDI Pl=El+/-HEZST BWEEN (124549 (185F2/ 527)

N 188 186 189

SERICA) 37.2% / 580% 39.8% / 51.1% 41.3% / 57.7%

Fast NEH0)

0.5% / 1.6%

0.5% / 1.6%

0.5% / 0.5%

19 25| Q8 51 12 15| Qo= HEX=0I0| F/HHESE

(1276.10) (165

A=z Z27E! 10mg(10mg od

25mg(25mg qd

flor o X gl
= 5mg bid) 12.5mq bid)
N 107 439 437
MelEh%) 0.9% 0.5% 0.2%
F=Rot M%) 0% 0% 0%
AUSKEZE0| Si= SKIOIM HEZED HEEY (1276.13) (247
o p—— Am=e[Z27 (5/125 mg) + O
E=E =0 x
D1L_J+_| - 2500/1000 mg OLLFLEIEE %l 10/25 mg E=0l (500/1000 mg) 12 28]
12 23| &0 19 13| £ =0
E

N 341 339 680
MelEh%) 0.6% 0.6% 1.0%
T8 M%) 0% 0% 0%
HEZ=0I 9l Z|LIZEEl HEEJ (12759) 244
N 110 112 110
(%) 0.9% 00% 2.7%
Fovt M%) 0% 0% 0.9%
EMPA REG OUTCOME ATt (1245.25)
N 2333 2345 2342
XEEh%) 27.9% 28% 27.6%
T8 M%) 1.5% 1.4% 1.3%

M - He < 70 ml/dL EE= KXV Zest
FEo MEd . MX|7F 2ot MEE

13| 1 AT £

HlO SR} 2
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Am=e|ZERT2 X5 A P-gp & XNolistA| RE=LE MHR(n vitro) Ald A1t 272, AL=2|E

EBS ng 7|II orz J—|_|. AI-EII-Q_-6-|.x| OFO 7-|o§ 01|AI-E||:|- o‘"J_LI-:I-EI EII_|‘||- _gp |7tlo| |:|_|_A|
FoUS o EI+*I°| AUC % Cmax 7r 7474 6%, 14% S7ISIRACE ol2{3t Hzl= Moz oln|Ql

740§ ZIRE|K| 4T}
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AHRHOF 20t (2 2 EintolA Soroix] o A &,
@ Belw2= M2E Lol 0] U £ S0] GR0jN DlEE 0l Jojrelse] HE Fojs
BEZ20I0| 2 SN Eb o2 SEfSE SHof weE dovix) ¥t Fagal=ol AUCe

Cmax 7t &2dts 20| 2HEE IM_'—f HAZE AL o] AN Ere| F0jef HEZ2DIO| HE Sk OF
= SHSH 2 7to] AL gle A2 OfH &3 X8 YdH {ol90| oﬁOPEft Zdé LIEFH
Ct.

(5) F=AMD|=: Ayt AFA HelRoz HEZERN F2AM0|E9| g2 E0 EH3F A=, EE
Fof0f ol 24 2Eo| G=SHAY +X[S0| = .:._Ef" A= '—fEfL”Ef FEANOE= UﬂEitE':'._'EI
M 280 RO/HQ Hst Q0| HEZ2DIO| HFSEE SN, € Cmax & 22%, 43 AUCE
15% JSAZICE HEZ2R 8 Rofs o, T —|—0401| HIgH FZM0I=2| Cmax &b AUC 7} 442
31%2t 12% H2EULH, FRMO0I=0] oY Haz0| Het Q0| X|F 7S 32% daAlZInh THdH
oz HEZ=DN F2MOEE ERY oIl I d=XE0 et 78 2= Gl

(6) LHICIE: Y& AZet XXM Te|R0l2 HEZ2D LIZC|EHe| ofEd=XE0 et drs,
LHC|Eate| 88 F07t ¥ L HZZ2TI9| Cmax 2F AUCE 22t 20%2t 9% S7HAI7|H, 2F HiMES




ZI7tAIZICE Tmax ©F HHZ7|= k0| QICt LHC|EE HEZZ=gIo
H|C|Eo Fes 34 OIXIX] 8,“.:

ot

£2 E=XINZICE HEZZ20I2 L

7) A7180 G&t= DIE = U7ALE QolBt HOBIH HISHE OP[SAILE A SHI2AM HAEE Yol
=2 of=1t 20| HEXZ=RI0 kg DE =+ Us oF HEXED2F/I[Y0|24EKH|(Organic Cation

transporter, OCT) OCT1, OCT2 2| 7|&o|LC},
- OCT1 AA|(H2HIH R S)<t tc'i'% Al HEZZ20I9| %57t MoteEs U
o

- OCT1 RERIEBEA S)9t HS Al BlEZ=0io] EE B4 Loyl 5718 + U8
| OCT2 SIHIGIEIE, B2elae2. ehselt, SololEnE, Bkl ONRALE St #8 Al O

=m20i0] AH{HES AAAIUS 0| HER2PI0] 85 S5vt M5 & 9IS

- OCT2, OCT1 SA| AHMM(F 2 =E|H, SetutE)et & Al EHIE&-&E EIEI AHiE o ofg0| geks E
ol

II|-E|-A1 HEZZ0I0 0|2{3t AZ2S HWE B0 & AL HEEZ0I9 X STt AL 4 9oz 0
Holl CHstol £5| AEof etkte| Zf F2/7t “'Rortr OCT ANM/FEME HEZERIO ARE HHtA|
2 = OIOEIE ul_g_o|. 7:!0 D-”EiEEHOl Q_Et XJHE _T|_E1°F AOI[|.

55@: HEHY COX-II(Cyclo-oxygenase) O*Xﬂxﬂa 6|:.3._ HIAHZ20|Ed AFTISH(NSAIDs), 2HA|EIAIT
slaA X1|X1|(ACE |nh|b|tors), OX|QEIA || M Z&K|(angiotensin Il receptor antagonists), Ol'=X| (5
5| RX O|lxH)) 52 47|50 §E|°F dets % = of FAL MBSOl QS F7AZ = ULEE, HE
Z=00 HE '501 o g2 A'7| = TSHA 2rEslofF Bt

8) 7|ER HLTt J(lc’ﬂ(foﬂ I:H +§| HE F0 AFO0M, HEXZERN Z2ZeksE 0| 2t o|FZ=H

of ofgEesy MU MZ USZ WA YEL)

HE=ZZ0I0| oﬂXI- CIEHAIE ABIsl= He BASIE £ -150|:|§ SiX}b CHEHAIT

Ss= © ==L I- =g [
Sztiesiolol Wk 1, Nelts HBOLS, SEeHLIED ZeMUAILS) 2ol T Cie 23

Sho oFZ TR AFSEER0| HCH

= =l
ACE IR
1) Oll=l
°"='01IA1°I O o Sl O] <o 7§E FEE2| A8 Cist XAtz= MeHHO|L:, AR E= 4l 5t
AZ 7I580| Y= AdoA= FAHSHX| R=Lt (HEZERZ %%%‘“‘HIH 7I°4%i*ci Zg0of ot
EJJP Aol YRAH= Hib AF0| LojLLY| Eoh) Aoz 2|E27 HHEF00| Ciot B &A=
Ol A Z=7[Hf Zlar 225t PN oz /oot 2 HO[X| UUSLL SSAHNM =4 =
Lol CHot Folist S LIEFLHRACE = Zo| AFOIM (A 7|2F St Iﬂl"*“"“" g 527t
MEY 718 =2 & 3 SAM4FE AMAYED 2T rtn E4-7f N8z, Jtsth ool 7+
N2 dEE |AISH] fIsh ATz S¢F 2=l AMEStE A0 ME7HE ALOlQ ooEn_l 743} 0|
Ct.
2) /8
HEZEQE2 AZ ZRE S 2HECL 2R =752 Ld0L/FOt0AMLl O4EHS2 ZEE|X]|
‘B:%t'if Am=2|ZEZT0| AE BRE FH|Z=X[0| Ciet Xt=2= 8iCt

A|°401IA1 Aot=z|Z2=270t HEZEQNR ZRE S 2H||JACH AEoL/Foto Chet fled

SWHE 4 Heh e o ez KZdle SA0lL ASE SO
3) )\H)\IL
0f Ok 5‘4 Ol oo 7iE Fd&2| 2l7tol A0 Cist ke A& Hb gich
! é—E—EI % AEO|M EfsTt 2SO 2 ZHHH o2 Rolgh A2 HO|X| QUULEH

2~OFof Chet O| ofol otdY Bl REME X AUYSDE 18 A O|THS| AOt0AH Fo= HE
E|X| R=Ct
9. X0 et &

b T EET HEN O An=2E2TC FE2 MU =2 LEo S E + A 4FYY
Olmef AHZE|O RUACt. 75 M Ol BtAt= MAT £ fIH0 B =5 = ULER 0 45 MY
Al Z=2|5H0{ OF °H1f (4. Ol & H=x).
HE=Z=2R2 MYS Sof tad= 18 & M7150| Motels BL0| U222 xtol i

A

=

of 2A3t0] MEet HY

s =
=
= ZLHY s{of stn, et oz D FHKX}o

10. HEFFA[Q] HX|

1) B4




ALt Z=27

OEAMAIHOIN HZst DX AH Ho22[E 2T 800 mg (1Y [ HEE2Eo| 32 Hiof| ST
M| EEIT@I XA 2H DBXOA 100 mg (1Y X HEEZ 4 {0 s{EH7IHX| HtE F0f
SRS M, o3t S & LIEFLER| QUULCEH LI 2ERTS =T ZEY HIES F7HAH 4B
2 SHAZICH ABEOl BIts 8 EXMOE QIYon, UYMMOE [O|SHA| QACE AEO|AM
800 mg S X1tst0 E0isH 74%.48 oict

HEZZ0IYAY

o2 a3t 40|l HANNM X ZEO{OF BHE
2) MX|: IEo] FOE|YUS B &Xte| é;EHOﬂ Ao X| 27t HA|E|0{of stCh AALSH S8l
EXZ0IGMES M7 7tE a0l e dAHEMO|CE HA EMA| ALZ | EZTI9|
710f cHstol= A=l HE QiCt
11. Hot 81 FGA9| Fo|ALst
1) O2I0|9] £0| TX| Qt= 220f Esic

CE 27]0] HHOl E= A2 AfDQI0| &ALt EF FX|HOAM HEEESIK| ooz flefo] 7|0 &
ZHStC,

12. 2715 fl¢t &

—

1) 2A2|EE

Of %2 M2y Yl X AdYXH WM FHoE duiz2|E271 HEZEDGLMAS 58

ot A‘l'j“" =g o|ct. %ﬂm—gaegﬂo SGLT2(sodium glucose cotransporter2)& ME{HOZ s

5to] MEel ZEE IEFE AHStE ZEEO| kHidES SItAA Y XNSE FEoiCh HEX

2012 ZtoM Z =AM BHE (Gluconeogenesis)2 2AX|SHE 7|2 03H SChe hED 7 =2 K|

LAzl Qe NFHE RFes A2E YN UCL

2) 4=ty HE

O 2f(25/1000mg) 11t 7|54 7t&l OIQ%[%IW 2[Z27% 25mg EFENe HEZZ DG MEH)

1000mg THEA|] 25 1 EAZ 2x2 WXARHCRE HLst HOloAH 35 Al 28+ F0{510] 48 Y

ol & ﬂf:‘EIEEB X HEX=QZ HFES A4, H “47f°*EXI AUCt, Cmax)& 21 #Hats|

of E74| SIS E= it } 7IOH§EHI%°| 90% A Z[F7t0] 80.00~125.00% O|LIZA HESHo=Z &
el

% I-S OHI§+|. |:|. t:ﬁEo| Alo-l()-”A-l Alo-lOl: 1I-i‘||- [HXOh 7I- 1I—1MIE 2x2 —|j(|.A|%I9§ ?_-|%>|-
golojA Az Al CHe|ZT Fo0isio] 28 Fo| EF DﬂEiEDIO =3t Znf, Hon FHI7sHE K|
(AUCt, Cmax)& =231 H@sto SH HN2lstS M, 7[|stEHE2 90% AZF7H0|
80.00~125.00% O|LHEAM HESNOZ FS5US °"‘*+°4Er HEZZ0I2 Alolof w2t AUC 7t &
7tste g =Lt

3) A TR

CHl

[m
e
|ru
ra
n
i

2
HEZ=2T H=EQHoz dYxZ0| & KX @ M2Y S=ANE HIez An=z2Z2T 10
o o

= = LS X'” o =R )
mg E£E 25 mg | F7tE 82 grardlt HHde %7f5f7| flet 01T =7HE, 24 F fIfti= A+
7t YAt ADZ2EZT 10 mg EE 25 mgS 1€ 13 SO S 0 24z of e &
AXe gz [olst %ﬁf%*—'ﬁ\-(Hch JH40] LIEHSCHE 3). Y2t CHH| SAM2RE [ol3t HE .7:.*_’:\_
7t ol ol SE¥H(Fasting plasma glucose, FPG)OIA] AMXo =z [ojOjst ZAE HIUL

24 7 ALAHOM =2IE HbATc & HE HaE 76 FIHA| || ALt

H3 HEZE0o=Z WEHEXHO| & X Us M2H YnsXE AR AmMzIEE2R FIt
HEZ YDt Hlust 24 F Al ZAIHLOCH)(TIH|-EAM T &)1
HEZ=0
aad ot ofot duze|E2T |YoEelERT
B 10 mg 25 mg




N 207 217 213

HbATc (%)

H|o|AZIR! (H) 790 7.94 786
Hjo|A2tel CHH| XtOf2 [-0.13 -0.70 077

|2k CHH| XtoJ2 -0.57* -0.64*
(97.5% Q) (-0.72, -042) (-0.79, -048)
N 184 199 191
HIO]AZFR! HbATc 7%

Ol& 2HX} CHA HbATc|125 377 387

7% 0|2t 2 HIE(%)3

1 LOCF; Last observation carried forward, @XM X2 M XI=

2 Hjojaztel I B30 Cis 2-E

3 E74| Foldof chst M7t otEl, o[kt HItHSOf CHet =Xt AY EXtel ££0| Otd
*p- ZF <0.0001

HE=Z=0I0f ofigt Ao=2Z 2T 25 mg F71EES S2lH T2 =t Hjudt 2 |kl Xtz

HMEZ=20 H=EQHoz AYXEO| Z HX| G= H2d¥d S=XE ooz AL=eZ22T 25
mg 2 —’F—W%%BI R4 HHdE S2HI2 =@M 4 mg) F7HEE B %7POP7| flgt ol
T =7/t8, 104 F gz A7t A=A O”Jlf:LEIEEI' 25 mg= 1€ 12 £0] Al HbA1C

Za mats =2|H T2 =& 4 mg) HIOH C PHSIA2T(R 4) %4 Z oO0|U= FPG H27t
LIERIEE HE, =571 A o2t7] EYolM :EIEHIHIEI': Che| SAXH22 Folot a7t =HRlEU

—

c}

H4 HEEXZEQIoZ HWHEXHEO| & KX s M2 Ya3XtE o2 Adnz2S 2T 25

mg F7HHES Z2|HI2|E FIHHED} HWD 104 F Al™ Z1t (LOCH T M2 0H &)1
HEZ=0l

O ST A —

2@t ANZ2|ZRT 5mg  |22IHTRIS (=4 mg)

N 765 780

HoATC (%)

H|O|ARFOI(E ) 792 7.92

Hjo|A2tRl CHH| XtO[2 -0.66 -0.55

Szmels oyl top [0
(020, -001)

1 LOCF; Last observation carried forward, &% XM X2 X XI=&

2 HjojAaztel 5l ’S*Poﬂ CHol 2= M

* H| @540 st p-2t <0.0001 X M0 Cist p-Zt = 0.0153

HEZZ20I0 Aoz 2|ZE2 X XI7|HE

Ol Yl &E K& HE0| Q= M2d YnektsE ooz HEZZD CHEREQ = A=

2[E27 HH=5F0 Oy 3H%o%'f°| HEZE0I0 Aoz E2T X7|HE9 gadid ANMd2

7tst7| 2lst olF =78, 291 A (factorial design), 24 F LHAIRHO| T%Elﬂﬁh AdutzeEF27

o 7t
— |

o HEZ=20 X7|8E(5/500 mg, 5/1000 mg, 12.5/500 mg, 12.5/1000 mg; 1 ¥ 22| F£q)
Zto| BN th=ad OiH| SAE2=ZE [{oISHA HbA1cE HAAR2H H0]22t2l HbATc 7% Ol
o SR FEHQ HbATc 7% D|2H =2 HIE2 Z4Zto| thUA TH=Q "ol HIs) =UALCHE 5). FPG
HME =% CiH O 2 445 EQCHEMEH22 Eoh.

ES5 ASXNEZWO| it MRS (UOR HEXSLI ALI2ATRA 27|48 Aue HEad
If Hm3E 24 F AlE AIHOO)(HH 24 ChAH2)1
B e |gnze|zn laat2e|yn2elnezz|yezag)|




10 mga 25 mga
21 |E2X
- + — + + 10 mg |25 mg|1000 mg(2000 mg
e S it | T E-E (= (R [T R R A
1000 mga M 11000 mga [2000 mga |5 £
N2 161 167 165 169 169 164 168 164
HbATC (%)
glojAztQl
@D 868 865 884 8.66 862 8.86 869 855
Hlol~2tel -1.98 207 -1.93 -208 -135 -136 -1.18 -175
CHa| Xfof3 . | . | ) ) } }
AnZg| =227
10 mg EEE= 25[-063* -072* -0.57* -0.72¢
mg EFER% CiH||(-0.86, (095, ¢0.81, (-0.95,
xto| -040)b -049)b -0.34)b -048)b
(95% C)3
EEET] . .
CHE QU Thy| 079 -0.33 -0.75* -0.33¢
ol ¢1.03, 056, 0.98 (056,
(95% CI)3 -0.56)b -009)b -051)b -0.10)b
N 153 161 159 163 159 158 166 159
lojaatQl
HbATc 7%
Ol 2ixt 63 70 57 68 43 3R 38 58
CHatHbA1C
7% 0|2 =5
HIZ (%4

a otlF & FO|EY2=2 1Y 23 SLEY2E 2 RO
At "

b MMRM(Mixed Model Repeated Measures)= ALt MK 24 FTHEHEE S2). FASOC)O| CH
¢t MMRM 2d0l= K|z, 4T 7|5, X9, L&, XNz 4=228E S&E & H0|22tQ! HbAlc 7t =
st
1 282 HEE S (observed case, OC) H2HE AHE5H0] TH 24 CHAZ(full analysis set,FAS)
of CHsf HAlE.
2 CHAXE 2MF9| Ci&Xt 5= (patients number in analyses set)

A

3 Hjojx2tel £=X|of Cish EHE B
4 SAH Fo|dol ciet BoF QE,; O|AF HItHSO| TSt =Xt AF EAte| £&0| otd
* p-2£<0.0062

HEZ=0u dxd2or SEQYO et Aut=2|E2TO| FIHEE

HEZ=0 2220 YaYMOR HYZHEO| & =X Y= H2¥ Suis ez
o22[E2% 10 mg £ 25 mg o FIMY &2 FaY AHEE o8I flet 0|F E7HE, 24
F Itz A7 Y ACE AMS2E2T 10 mg E= 25 mgS 1€ 12 A Al 22 ¢
o CiH| SAXCZ |2 HbAlc ZHM0] LIEFHCHE 6). 91 ThH SAXSZ {olot HE Za
7t =RlEon, YdH22 [ol0jot FPG S 2L

24 5 HIAHO =H2E HbAlc R HE Za= FYAHUAM 76 FIHA| X HE|ULCH

H6 HEZ=Z0I0 Mudpo HEQHOR HYXHEO| & /X e 2™ YaIXto|A o
222 2O FIIHES 4 Hugt 24 F A" ZIHLOCF) (MHEAMCHA )1

21} |anzeizan 10 mg |Am2eER7 25 mg




N 225 225 216

HbA1c (%)

H|O|ARFOI(E ) 8.15 8.07 8.10
H|ojA2k2l CHH| Xjo2 017 -0.82 077

$/9F CHH| XtOJ2 -0.64* -0.59*
(97.5% Q) (-0.79, -0.49) (-0.74, -044)
N 216 209 202
HIO]A2FR! HbATC 7%

O[4 2Kt CHA HbATC 7% 93 26.3 322

o)t =2 HIE (%)3

1 LOCF; Last observation carried forward, &% XN X2 ™ XI=

2 Hjojaztel A B30 Cis E-E

3 574| Folgof chst ™7t OtEl O|Xt HItH=SOf CHSE =Xt AY EXto| ££0| Ot
*p- ZF <0.0001

HE=Z=20n D=2|EtE 82 Y0 oot du=2|22Te F71EE

HEZ=01 ezl Bt EERYUCZ HI=H0| & FHX e MH2d SuisE MYz o
o=2E2% 10 mg _-_E 25 mg O F7HYEL RN TG 01T w7td, 24 F U= &
7E & E/HEIUACEL ALI22EET 10 mg E= 25 mg 2 1€ 12 FAHSIAS W 22 A
Chel SAH22 Fo[Sh HbAlc 7§440| LIEHS Efit7. flef tiHl SAH22 Folot HE H2 U

FPG Z A7} =HQIE[ QAL

27 HEZ=2QN Oz2(EHE YEYCR HWIXHO0| & EX He M2 FatAtoA Aot
2L 22T FIIYES It HuD 24 F I%iéﬂf(LOCF (EH ‘='“ Ch &)1

HEZ20 + T|R22|EE(>30ma)
FEMHEIHE oo A= | Z2T A= |E2T
o 10 mg 25 mg
N 124 125 127
HbA1c (%)
HIO|ARFRI(E 8.15 8.07 8.10
H|o|AZ}QI CHH| XtOJ2 -0.11 -0.55 -0.71
|2f ChHH| Xt0[2(97.5% Cl) -045* -0.60*
(-0.69, -0.21) (-0.83, -0.36)
N 118 116 123
HO|ABH! HbATc 7% 04t
SEX} O HbATc 7% 0|2t (g5 24 293
LS HIE (%3

1 LOCF; Last observation carried forward, &% XX |2 ™ XI=&

2 Hjojaztel A B30 Cis E-E

3 E74| Folgof chst ™7t OtEl O|Xt HItH=SOf CHeE =Xt AY EXto| ££0| oY
*p- ZF <0.0001

HE=Z=0n 2[L=8E 8240 o du=zdZ=2Te F7I18E

HEZ=Z0D} 2|LIZEE 5 mg o2 HYXZHO| & (X & X2 HBAE fACR Yz
2[E2% 10 mg £ 25 mg Q| F7HHEQ| FaMIt AAHMES HIIG | et OlF =7Hd, 24 F
i ES *3"E|°*Er Au=2|EZT 10 mg E= 25 mg2 9 ChH| EAHS=Z [olst
HbAlc ZAE EUOM, HbATc HO|AZIRI0] 7% O|AQl ZHXtof CHsl SEQ HbAlc 7% O|2HS &
Mot H|E0| 0 Hlsh O =/JACHE8). FPG X HBO| CiiME SAHANSZE [o|st ZAT LIEL
CACt,

x=23




HOo[A2F2l HbA1c 8.5% O|&Ql =HXto| Cist AMNO| Hol=l otaE Mo dut=2(EE% 10
mg = 25 mg §0 Al 29 OfH| Ho|AZtele2 HEE HbAlc #AsE -1.3%ACHRISE CiH]|

H8 HEXZERL 2L=EE HE8OoE HIXTEHO| & KX ¢fe M2y Y XN Ant=2|
ERTO FIIHES Yt Hlmst 24 F A|FHZIHOO)TEMEM &)
Fad GoiHs HE=Z=D + 2|LZEE 5 mg
o[ots A= Z2T Aoz |ERT
10 mg6 25 mg6
N2 106 109 110
HbATc (%)1
HlO|A2IRI(E ) 7.96 797 797
HjlojA2}2l CHH| Xto[3 0.14 -0.65 -0.56
2[eF CHH| Xto[3 -0.79* -0.70*
(97.5% Cl) (-1.02, -0.55) (-0.93, -0.46)
N 100 100 107
HO|A2F! HbAlc 7% OlAH17.0 370 327
2K} CHAF HoAlc 7% Ot
CEHIE
(%)4

1 FAS(OQO)M| CHst MMRM EHOf|&= H0[A22 HbATc, HIO|AZFQl eGFR(MDRD), X|Z|&H x|,
9E Kz WU XZE AsEgd 9RE0| ZoE,

2 24 CHAXE=(Number of analysed patients)

3 HjojAztol 8l E3tof Chelf 2 HE HE

4 SAXN o0 izt It QHEl, O|Xt HItRH=0f CHD =Xt AE HXtel £20| Ot

5 2|of0| RERAUEE SXE2 HEZZD HfZ Y A /2L EE 5 mgS FOEAS
6 Am=2|EEE 10 mg E£ 25 mg Al T0| FALHEE SXE=2 HEZED HIE Dt &
T

=
*

_l'___l_
mp o

[ |
| DY EHEANEN AOZ2E2T 10 mg/2lLH2 B El 5mg &= Ao=2FE2 %! 25 mg/2
Bl 5 mg2 FOHLAZ

p-2t <0.0001

Ol QYUME=Z=RN HE £= HEXZ=2D 3 2xdLgoter )0 et du=2|Z2=27e
=2
o

HEZ=ZQD}t Cts| Q&2 F0{(Multiple daily insulin, MDI) 80| CHgt Ant=2E2E 10 mg £
= 25 mg 2 F7IEES faMit AMES 0|F w78, 52F LCHE AL HILE[QUCH =
71 183 H OpX|e 12 F ¢ sl 82 A™E¥oz FAEJSL 19 FXIO|A 40 FXF Ato|of
MM e

2 245t

=Xl 100 mg/dI(5.5 mmol/L) O/2 3 A=z AT =X| 140 mg/dI(7.8 mmol/L) DIt =F
7] Qlolf el 20| ZFYEALCE

SteIEAM ZitEAM HEZEDID MDI Qg HiZdeEo st 18 F7F AmM=2|EET 10 mg E=
25 mgQ 1Y 13 F7 HE F0o&= L CHH| HbA1c ol SAXMLE {olpt 7/fME LIEIHCHE
9).
H9 HEZED MDI Ql&2le o Chot o= ZE2XI] FIIEES AL Hush 18 F Al
A1t (LOCF)(T M2 M CH &)1
S /s MDI Ql=El + HEZEA

[t A= E2N Yo ERT

10 mg 25 mg

N 135 128 137
HbA1¢(%)
H|o|AZIRICE ) 829 842 829




H|ojA2k2l CHH| XjoJ2 -058 -0.99 -1.03

2| CHH| XfOf2 -041* -045*
(97.5% Q) (-0.61, -0.21) (-0.65, -0.25)
1 LOCF; Last observation carried forward, @% #HX|Z ® K=&
2 HjojAagtel 3 ESatof Cisf EFE Ha

* p-gf <0.0001

HEZ=D0(+/-dxEL0hat 7[Mel=2 Q8o EHé Aut=2[E 2T 10 mg £= 25 mg 2| F7t
HEO| Rl tHEE2 78 F X[&H 7I7f°| OlF =7+, Y=, Al-0AM “47PEI°*EF 7] 18
F ¢ Qe B2 AFEHeE FX[LJ2LY, o| 60 & &2 100 mg/dL O|Ze| FPG & FX|
St7| flei =EE AL
S EMANEN HEZER(+/- £ it"'oElof o 7|MelsEl HiZ ™ol thet 18 T2t AL=EE
2710 mg E=25mgll 1€ 13 F7 8 Fo&= [ OfH SAXM2E |F2|ot HbA1c 7HA
= LIEHSUCHE 10).
H10 HEZEQ(+/- dxZEL0ht 7|X1 &2l sfZdeHo| st do=eE2Xe =7t 482
ekt Hlwst 18 F AI%.“E*EHLOCF (A2 H fat-2t 2 A1

71X Ql&gl + D1IET£EJ(+/-E =22[op
wad Yt opos AmZ2|Z2T 10| YIEB2IB2T 25

mg mg

N % 107 99
HbA1c(%)
HO|ARFRI(E) 802 821 835
H|o|A2tRl CHH| -0.09 -062 072
xtof2
S|oF ChH| K02 -0.54* -0.63*
(97.5% Cl) (-0.77, -0.30) (-0.88, -0.39)

1 LOCF; Last observation carried forward, @% #HX|Z ® K=&
2 Hojaztel Sl E5tof CHsi E-HE EHe
* p-2f < 0.00071

M A FgF (Cardiovascular outcome)

01F =712, 919 X A0l EMPA-REG OUTCOME QMAIEOIA &ol=l ZASUASY Az
A Zwol 9= N oW gk BAN EE A= 71 Eoish ATBB2T(10 mg % 25 mg
222 S3h 2192 Hl DO B 7,020 B ST 2E B2 T 10 mg: 2,345 %,

L]
rlo mH

o -1
1= =
27 25 mg: 2342 H, 99 2333 )7t FOf AL 31 HESLA) S FHE/UC 7 A
63 Ml, BT HbAlcE 8.1%0[1, 71.5%7 =’ JO0|UACE H|O|AZIQIOAM HEZED FOf =Xt M
X BRFO| 74%, Q&R E0] A= 48%, ME IR0 £0 A= 43%0|UCE AFRK o Ite
(eGFR)O| 60-90 ml/min/1.73 m2 @ ZXt= 52.2%, 45-60 ml/min/1.73 m2 Xt 17.8%, 30-45
ml/min/1.73 m2 &tAt= 7.7%0| AL,

r

HO|ABFRIOA ZHAESWMASHT76%), LZEEQ3%) LESUMAESH1%)0| I, FA| Xt
| Sk g

18%0IM & 74 O|&te

HIO| A2HRI0I A Al CH &AL OF 81%7t 2l -QHX| 2 EM A XX, 65%7t HIEF-XHEEA|, 43%7t Ol

]

M, 77%7F ~ELEl, 86%7t %*"éi‘*ﬂﬂxﬂ(EH = oramzhs 5&otn AALH.

12F AFEOAM HjojAaz2tel CHH| HbA1c 2l EFE HI(HZT2AL 7§ME(adjusted mean (SE)
improvement)2 2|2F 0.11%(0.02), HAot=22|EZ%F 10 mg 0.65%(0.02), ¥oZ2Z|EZF 25 mg
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0.71%(0.02) 22 ZEHEUCE =7| 12F 0|2 & 22 FoT0| A0l AHEAD O AL,
94 = AHOIM HbATc 2l BEEE HREEAL 7fE2 21 0.08%(0.02), Aot=ZE|EZF! 10 mg
0.50%(0.02), }utZ2|EZTI 25 mg 0.55%(0.02)2 1 Zit= A3t ULt

EMPA-REG OUTCOME Q&A|& Q]
MIEX|C] A|ZHO|RACEH MACE & MEZHA ZHeh A H|X[H| M HIX|YE LEFC=E
O|Z|UCt A 2M2 ALZ2|EZT 10mg It 25mg 2 St A2 AN A2E ALt AtH
of @™%= MACEQ 2gH|o CHSH HIESE oA (1.3)0 CHSiA HIESH2 ABst, HESH0|
USEH REHE ABSh= O A Hlg Y ZE0| AEE|RUCH Ao E2L2 Yot Huw
/S M LXt =52 Yot %.AAI?I“ oo HsCHAR 1). KB 2= *'W—Uﬂ A3 AL
Dl-o| Oo|o} 7+ |A1 7|o-<'>; -{ (J.El 2 |:||X|I:I47t-| AI:I.7=|AH I:'I |:||X|I:I4I—| 5._| |'— OOlol— I:ﬁ
b7+ AURALCE

—

UK BB WIh WAL FQ NI B AIMACES| A %
S

M

a2 1. MACE S| =M™l X g

[
o
N
o0z
et
[l
X
nA
riot
Rl
o3
10
4%
bl
1
4r
bal
in
=
(1]

o= -1 =2 O

ests with evest )

pree———— e

-

H 11 YXp 52 "ot #, 2 FEea0 ot XE 24t

S Q& vs ISk
o|0k 9:.“ E Iz xl_l T =
'I'l—l ‘U'I'% |E§ b (95% C|)
AL AR} =2 2333 4687
MACE(MEZA Rk AHLL HIK]
A MM HIXEA LEF)(282 (12.1) 490 (10.5) 086 (0.74, 0.99)*
AA N (%)
HERA AR N (%) 137 (59 172 (37) 062 (049, 0.77)
HIX|ZA MIZHM N (%) 121 (5.2) 213 (4.5 0.87 (0.70, 1.09)
HIXIEA HE5 N (%) 60 (2.6) 150 (3.2) 124 (092, 1.67)
0= oI AFY N (%) 194 (8.3) 269 (5.7) 0.68 (057, 0.82)
H|-AE2AH AFYE N (%) 57 (24) 97 (2.1) 0.84 (0.60, 1.16)
a X|2T(Treated set, TS), & AIPAS 13| O|4 £0f &2 X}
b do=z|E2% 10 mg I'.f 25mg &
* MACE 9| @[]0 CHst HESd °J71|E 1322 HAEERULD, HISE UT = REHE HB
=0 2 Hly ¥ EE*'OI AMEEIQCH & AlY Zot7t 78 240 ZE7] 2o, 7old

(significance)= ¢/t p 2£(0.0498 O|ThHof *HE*Elf 95.02% ¥ZH AEZ[F7H0

12
0o
Hn
3Q
n

HEHMo=Z QIst 8l (Heart failure requiring hospitalization)




HEMo=Z Qlot R0 st HIitH= EBMNY ZXMo =z HILE QUL
EMPA-REG OUTCOME A|O|AM ALz 2|E2EI2 @t HWSYS If MEHOZ Qlst R0
S LAAZCH (ATZ2ZZ2TR 2.7 % Y 4.1 % EH|[(HR) 0.65, 95 % Cl 0.50, 0.85)

ANFESO B

—_ =

Ol

JbHSSe MY SHo=z Witm9ct

EMPA-REG OUTCOME A[ZO|lA, St B7IHS0l Mg e oot AYES (gL ln 2,
A o

o=
& Y OtE|LIC| 2 Bt AE K| SO E M) A|Zf Sl MZEHOZ Qlsh AMY SRl
o A =M7IX|ol AlZtO| CHSE QB H|(HR)= 0.61(95% Cl 0.53, 0.70)0| ALt (AIZE|ZS2T 12.7%,

212k 18.8%).

ot g R Ut A

= = S Ol E= DMYRLUEZO Heh2 [efrhH]
dut=2| 2 T0AM O = LIEFGCL (Fot=2

o
E27T 497%, 2 28.8%, EH[(HR) 1.82, 95 %

HIQY XPRE O o2l RESY, SH5 U AJ|Hf WMol MSXQ AYS HEOR AR
Sust 980l glgg HOEL

ME
>
ot
=2
>x
o2

|
mp
m

[¢]

>
oo

=

ol 108l olge ==0M =4

X7 % oMol F7| =4 22T 2 8F

Y27b AEERAL QRS 592 HE X HXY g2, AAgFT S7 M, E5 298 I
g W CHE CiAR 8 ZEEARYel S HHESte V|B €Y Li2t0|HO| Bt Ciet Z:
ot Z2 oH Hop AT Y YR AR S P ZYMe FU|Estet #2 H0[FEey H
ol EYoles =¥ ZLY &4 U THE Sodld HEJA= Ol 2ot LX[SHRUC 5 Fo
M oBEE, Mot of2[%E0| MEO OiX[= Fo| Ciet sA0jgsty SAH= Yo=2lE=2T 25
mg 2| A =F2 F 4Hi SF0AMO M= =Y, M= 8 SHe| 2I[ESE ZSHAUCL
du=zz222 fH =40 |t

Aoz 22 2 H2o] TAY AlROA &A M=o 2 EFC 700 mg/kg/2 EF(HLt=E
E2T A0 ¥Y HME=EQ of 72H{0| S| FOotYS I T TUS SIHAIZIR BUL
=7 AEOM 21 FFOAM Kz-ZEE I HZEO g g T4 HHO| AEE UL,
300 mg/kg/€ SF(AUt=2Z2T AU Yo =FO oF 26 HIO| i M= BEEX| FUTE 2
g HEME T2 HEOMM 300 mg/kg/e Ol M =2 HE=2 HEEA2L, 100 mg/kg/
2 EEu=2E2T Ao Ay izl oF 1880 M= D25k HAUACL F TE 2
T HEOME SotA2L, AN 0| Js A2 2O0[X| YLt

AmI2E2T2 LA 020 A1 QR 1000 mg/kg/Y SH(PIS2EET A0 Y =&
o of e2 HiO| SHEHMMK| FOSIE W Y S SIHAIZIR FUCE =2 O 20AME 1000
mg/kg/2 EFUM UE B

d= FEoL, 300 mg/kg/¥ SF(ALZEEZRT A Hd ==
o oF 11 Hiof SHEHU M= IASHR| RERULE Ol2it Y| LY7[H2 AHFHA HEY =+ 8

g galsh A oA B20f| oiet =2 OpAo] MBHQ A000] o/EHO|Ct +Z 020 4

F2 Argar 2HE0| gle A2 ZFEL

Al

14




XNz 8 0|2 2N LEzEM &3 et LE0AM ALI2E2T2

woliet s EHOIX| UL 7|AH G|t T do=cE=2TUS FOotds W
FoCHEE 22X =9 EF0M Hut=2E 232 HEA ALKt 20

HYEH A A S S7HAIZACEH

HEOMS BM X B SN AoIM YTIBEH G YY =59 % 4
CEN ATIS] HE 227 BREC Ol wae AnIaERE

o ZAl =ZOIAS =OIX otck of Zutel Afzrojol BaILe
oEm20l iy

HEZSBI2 1A% EE 2XXOE HYMES SO BHS OPIATIE FBSHEY 4T
LEFLAR] eb=c.

ljo ®

712 EEAIE0l SHEET 104 F X|H) 02291 F XH)0f Oisl 242t 900 mg/kg/day
15 mg/kg/day O EF 22 HA|E[RACE Of2et &2 HEEHNO 7|=o Oljt1I°I 1€ M 3
2ol of 4H{OIC} 2 OIRA REOM HEZ=RID 2AAE LAH SHE R|AUCEL FASH
A &EOHH HE=Z=00 ot FY %%‘W" 42 QURACE 2Lt 900 mg/kg/day 2 FO{ot &
A HEOM ¥d UHEY XM= &F0| S7tots 40| HEEACEL=ZHHOIAIZ(S. typhimurium),
FHA SUEOAE(OIRL HET M), %“'*—WI OIQAICS(APEFEI HBIET) £ dAH L o A|34
O EFME)0 A WIEEE'FJE HO|RY 7tsgol et SH= SiRUCt 0** HEO| +Eis
600 mg/kg/day o] LEE, E= MEEHS 7|E22 |0 5182 & 3HE FOUS M ”ﬂii
20 ofsf ks A °s°”:f

—|>oro_+9®

o

@ HSo| oigt e L™z ALEEE= CHE EYZotM(2Z 2R 0, X[otEZ|E2A S)%t
Hlug o, HEXZ=GMF2 M2 S SAtel X2 Al jt1I3 S7tE €271X| @Ot RsHLt.
HMES RABHAU Z2AA HE S7tet 2EE CHE 2" 2258 Metetth 712t AHEAl ELf
otgNel €9 = A Y LTl fleds daAlZinh gelnt 20t0f ook YA HE
Z2UHMEA2 HES7E 10| B2 o7t ME Haet o) HEEHES JHHAIZL.

L&, A2(1~30C)E2, MEL=Z2H 1843

O AxY
2= A= A== ATHX
X AFHI 2= (F)p8hrs tHetol =2 ZHEC HFA HYP QFS RS2 219




15 MFAeF AA o5

O AIF=

1.6 TR A3 A&
O =
17 AAAE

O

)
ofl
s
o

18 HAE0)H

A



7%—.1:11 &8, 91‘71(1']'0:5_-’“ E—.‘:'_;-] :f_g
2 = T2 =X EHH A- a4 E33A
- A= #4 Aw A5
A LAt 2024.12.31. 2024.12.31. 2024.12.31.
B oAU} 2025.04.22. 2025.04.22. 2025.04.22.
RAHFAA} 2025.07.07. 2025.07.07. 2025.07.07.
HFA LA 2025.07.29. 2025.07.29. 2025.07.29. 2025.07.29.
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14. AR FEI BdE F8F dAL AA
o = EEA B WEXER: 4 A5, AP, ER] B2 A9, A4 49 5
15. ARZF=Y 7R A Adolgd) #F A
o AGAE &
YA EAE (U™ E: 101922) v 5 SUd
of =mbok(F), AD2303, [AD2303BE-02] Z17st A9l AIUALS tjioz 3
EAEolA AD23031 ¥ AD230339] H&Foje} AD2303B9] THEEO] A 202400450
g at oFFste Hlal - grtsh] ffer 3, FAENA, ©elFo], 2w 2 (2024.06.10.)
7], wA AGATE
of =mbok(5), AD2303, [AD2303FE-02] 7det 4 AHdALS didez A
SOl AD23031 ¥ AD230332] W-&%0j9t AD2303Bo] THEFO] Al 202400451
Mg at oFFste Hlal - grtshy] Sl S, FAEA, ©elFo, 2w 2 (2024.06.10.)
71, wA QAT
2. TZZHE -Stlatsty dF A Y=y dFo et Az(FHO| e AR)
21. 959 %F(Drug substance)
211 Gk R
k) Yyt A T2
g A O™
BUbIR= I =l | Empagliflozin (I\%\?VBP:IZZI%%).OE)?D O™ HU,_L._,[%I[ "0
HO T o
el
NH N‘H
Taou Metformin C4H1sN5Cl )k )\ CH,4
AEESREYE | fydrochloride (MW : 165.63) HN N T - HCl
CHs
212 ASFF NFFE
1) Q=g &3
m 3y B EINE AEA (DpH Oudd= O =48 0O %3 m7E
TEAE (W FEEE B ARSMAE O F55 M 7lE)
B A2/ 20 F /58 B AERE/ IR/ A B R
O &A% O7eA8 mAFE O 2FF/A% - A
N2 H3E F5 ME A
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o N FHE AHIAGT FQT B} B WA BRAE ATSE Afoln, &3 D AW BgAL
A87kEe glo] SlobE Bol BAAWINE AdzAR wel, SAAFe] B Am AF WA s

5. of2|ztgol =3t At

— —

HL

o« A AR PG FAT DEES B WA BIAZ AR ASEA TE EZHb AL
AL TR (M) M 78 0 ABZEAeHel wel ok AdAR AF WAl Ths
]_

=

- A4 Aol 2 FAHRS A5 AT FANI wAA HrAel WIH Hgamol Mgzl gom,
59 240 /A% BGA EBHPL U

6.1. YAANFARY AP (GCP &)
o Y YANF AANE 53

62. YIANAAEH L

o AN AAAR : F 273(UA(BE) 274)

Ngws | NEEE | o gkl 8983 o7zt | Eojojp
AD2303BE- 1Ak st =l - dulge|E27 25mg, HIEZ20IHAMH1000mg = % 509
02 (BE) Aol | RRtelE] | - Alglor 18 (483
=2 g, 35, - AD2303B: Frreterd 2t=)
£ha|, - oixek 21y
47501, - AD23031: ZFIZIpX|AAH1000L2|T
2, 271, MUY (M EZ20F L), HIA(F)
WRHAE - AD23033: AtC|Yd 254z O (A a=el
Z27), s=H>EAIAsRI(F)
« 35 AMefollM AlEef 1d Ex= ozt 2t 13
(& 2%) t3lFof
AD2303FE- 1Ak st 37H, o Aul=2|E27 25mg, MIEZ22IZAE1000mg = Z 3494
02 (BE) Al | REREE | - AlEe 1 (289
2Rt , M= - AD2303B: @Rkl ete)
£ha|, - oixek 21y
47501, - AD23031: ZFZIpX|AAM000Z2|T
2, 271, MUY (M EZ20F L), HIA(F)
WRHAE - AD23033: AtC|Yd 254z o (A a=e|
S23), s ldsiel(F)
. _I_)(|I:1I-AIO| A|o-{ol: 17(1 = EH_DIC_Q‘I: 7_|I— 17g
(&2d) ttsl &0




6.3. FEFATGA

A&
_ = kg Foq&F 2 | £o7]
S [ RV o 7}sre 2
A | M/ AEZH =R six up 2t 3713 Aat
W k=)
BEoAet Al
[AD2303BE-02] 7173t 4491 AAIS thbo2 33 AefoA] AD23031 % AD230339] §§50je} AD2303BS] TH=o] Al
M/t obEsls vlw s et 371, SAMIENA, ©el o 24, 27], wATAIAIH(2024.07.19.~08.11.)
14 [AD230 [Azrat 49l AN, R[RRt A[-Ader c[de]  [-epsehwt B
3BE-02 |9AIS Cjabo2 |ZHejufAd, |9l AD2303B - 1R grpwa: | duEeEEAl 3 UEXR
ETREEIPAS o 5] | = . e | 2R Hlw FITEA]
T S A Ef O A |8 ] |58 509 |d9EE SRS, Empagliflozin E
al E = . tar] = o) al N (AUCt, Cmax)g = ﬁ
AD23031 ] | 74Le0q c2: 0y W E X 2 7 2 Metformin stele] EA Aalstae
AD230339] ¥ |2x2 mA}|Fo]: 50%H|25/1000mg, 9] AUCt | o, 7]shgu]&2] 90%
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