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W gkl W YR ERR FoTolA AP WA WEsF EYTHE 2 F2).
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22 |2/ ot 2T 22|Z2F 10 mg 222 Z2Z 25 mg
HEZZ2D U220 (1245.23(met)) (24=F)
N 206 217 214
&%) 0.5% 1.8% 1.4%
=Qst MNEY
N 0% 0% 0%
(%)




HEZ=0 ¥ Sud20f SEE0 (1245.23(met+SU)) (24%)
N 205 004 217
X & SH%) 8.4% 16.1% 11.5%
xQst MEY
0% 0% 0%
(%)
0= +/-HEZZ20 52 (1245.19) (24%)
N 165 165 168
X & SH(%) 1.8% 1.2% 2.4%
xQst MEY
) 0% 0% 0%
JI M0l [FHEZ20+/-82d240F 920 (1245.33) (18%° / 78%)
N 170 169 155
20.6% / 35.3% 19.5% / 36.1% 28.4% | 36.1%
Ct
“lo% / 0% 0% / 0% 1.3% / 1.3%
/-OIEZ20 HES0] (1245.49) (18F° / 52F)
188 186 189
37.2% / 58.0% 39.8% / 51.1% 41.3% | 57.7%
Ct
“10.5% / 1.6% 0.5% / 1.6% 0.5% / 0.5%

2 1 15 QYO HEZZ20IM FIIEEEN (1276.10) (16=F)

= a T =22 =2 2 A
amt2elE22& 10mg(10mg qd &
Pk ] 25mg(25mg qd &
5mg bid) )
12.5mg bid)
107 439 437
0.9% 0.5% 0.2%
ct
0% 0% 0%
0l 9l= StX0AM HEZ20 HIEEN (1276.1%) (243F)
_ A2 EZER2X (5/12.5
HEZ28 500/1000 _
A2 Z2& 10/25 mg mg) + MNEZ=20
mg _
) 12 13 €0 500/1000 mg) 1Y 2
1 23 =0 N o
3 &0
N 341 339 680
& SH%) 0.6% 0.6% 1.0%
=8t NEY
(TO/) 0% 0% 0%
HEZ=20 2 2|LUZE HEENW (1275.9) (24F)*
N 110 112 110
& SH%) 0.9% 0.0% 2.7%
Qs MEY
() 0% 0% 0.9%
E REG OUTCOME A (1245.25)
N 2333 2345 2342
e 27.9% 28% 27.6%
=2 g
(% 1.5% 1.4% 1.3%
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of web setd Bl2 ARl e AA% wg Aot AgH ook k.
10) ¢844

Fzee 24 tael ds) WEZ=] WAL 9L ST 2
o] oFE BEIE B A EE BAHY FueY FF HAE HA Y=

1D A4baZF 23

A k. webd BAE
= @,

oM wUgle] ofF AP A, FY LYHAN, FH A2ANY APaFOoR EFAL
Sl TE 24e fA8E dndel 9o A4 4283 dod 4 9t o o ARE
W BAolA ol B Yo| Aoty of ofo] FolE Z4 FA o} Atk

12) 4171

ARA B A AvxF D A% Al gl o Erh P WA ARA DAY AL,
of oke A7HA 4% B AAYE BUHPL Fa FAT 5 vk o] e vEZ=Y 4Y o
Tol B4 W BAAY AN BRI FolsldE ok Bk

@ T BAAE FelstA B R F=x),

13) AEY f2 oFEo] ALg

l&d 2 Axdedclel 2L ded EuEAAE AWTL LA webA o o e A
Agge] g e 2ol7] dotel ded wE Aed Bu 1A §FL ZAok T+ 9
AEGLe B4A g BAGNAE MEZZY BE Fo] Aol S o), dF 43
b RESAY, AU 5 F DY BFL A L A4S @ U2 AASARZISYe} 2 Q)
£9 F) EE 3o WESE B AT 5 Atk 1A, kA, EE GG BF B4 % ¥
A EE HaeA B, 4R 50 Qb B Age] ] 4ok AP nHA 8 g
ol AT obEE Bg F9 BAME AT ofEe & Utk

14) A7)5el MEZEH oA mE wde 9FS 78 5 At FRIe YT

Aol GFE A F AAY KT B FHFE WSS o AIAY AT WEEA WA
He ol e o=y} Lol WiEX=He tA Ex AL AT & b oFEFe HEFAE T
14 AHgshoF dk.

15 71& 2499 A28 Fn BAe] A4A e s

MEZZRGNY: F]E] o] o A ANY A2Y P BANA HPAH oY EE YA
o FH(ES BESIL EHAY] olele TP AR ArE AELE B FALZY 37
g 37] 9% B 2SS o] FolAok Wtk oUW Bk WY A U AL, ¥F ErY
ool o W% pH, 4k FRAL, P WETY FEE Lol BT ABNE BE F404
Zol WAT A%, ol ke FA Fusolof dkn e AWY WA A7t AFEolo} Brh

16) A2 F2 2 SGLT2 ANAZE Mimrlsdl 3L & + A& 33 /14880 Ut
BAE hste] o] BHOE nF F/hE Aste] AW HHUE AL F Utk THEE YvtE
YB3 2L SOLT2 ASASE olsh L& BAZolA AT A5 Fo)7} ava,

17) = 4344 7t

o] ofE E&ste FAES JFSYSEXN FAEU|IALE Adt & T 2ET] I HARA ¢
& e Aot

18) &4 8 71A =2 sl mAs dEFS ATHA XU

19) stA] At

TE SGLTZ AsiAle] A7 ddATolA A dF= Lrieh) Atgel S #2590t o
A7 A Al AEE A SAHA ST BE G SAksh npAAA R, dFE «Y
A g thsk Aot FHsk=

20) 3= AACE=YA HA)




SGLT2 AsjAlE H&3 dur Ao Al# & AA EE7]E sty A&3 523 SAE 28
2 3ta, AEe A¥ste A4S sF AAY RuHAT S5 JAE GG 8 BFA
HyFEom o2 Qg 9, 948 a9 & L Ao RuFch

o] ofks Fo W Ao UdE @ EETH A AV e IeF FHY 55, AFE, Fut
T %ol YehUE 49 38 A ARE Edsof dh IS HA-7F dAEHE Fe, SA
B9 A ARE ARSI B9 A oA AAEs Algsteiof gl o] ¢k RAE F
st d9 A& WEd] 2y

M YT2IE AT AL A9 ARS A Pselok B
)

6. %i’if%

D 2t

A% AR A2 F2AG0 mg 12 18)7 W EZ = P41000 mg 1% 23)L F7 Fof

De @ 2 AE AR obEstel foI% Wah 94 et

o] ool i@ okt okEAEAgd tjd ATE AAHA 2gkoy), AT WEXe
Z

4
MY Azt the ATk AAH A

O ol=Al: AR YEFENL oA E9 R o|xA9 ok AHE FV/HANZE F JdoH, g5 9
At Adge SVHAZE ATk

@ dEd 2 oegd EuEAA: degd 2 Axdegole) e Jdad BEHEAAE AT ¢
S F7HAZE F Ut wetA QS e EEXH 34 AT o AT fFES $F7] e
€d e el BHEIAY §F S F9oF & F I (FHEF F Hx)

@ 1,5-AG (anhydroglucito) A&

SGLT2 AsjAE H&3te e ddx4de Hriste vl 1,5-AC SAH S =T 7 344 &7] of
o, 1,5-AG Aoz d9dS RYHHI = A2 AZFHA g, 89 =4S ZYUHAH A &

P AT

Q) oF=std AaAg

—1 O

O o9& &9 Jdu=gE2xo g I
AA L(n vitro) AEE AA W QoZYEEHY F8 A A27F $Ed S-HEAEZ-SRFERE
A EW 2T kA UGT1A3, UGTIAS, ¥ UGT1A9 % UGT2B79 93¢t SFF&24H5dS AlAST. Qs
Y ZERL AA &4 44 (human uptake transporters) OAT3, OATP1B1 2 OATP1B3¢] 7] 9]
U, OATIY OCT29] 71d2& 283k &ged. du=e 2312 P-glycoprotein 2 BCRP (breast
cancer resistance protein)e] 7]&o|t},

i

da2gE20H Z2AUA=UGCT E2A 8 Al, OAT3 A At 7 FoAA Ja2g 22 4

FECmavet F=-A17F WHAUCZE 2H2F 26%, 53% Z7Fstaith o8 wshs Az o= ougd
Ho g FHZA Lokt

R =23 UGT % 94&FL A7HA F3deh a0l 44T 9do] louz, ojn 4

UGT &40 f=Alete] W82 d3joF gt

9 = 2 A (0AT39] A A ](n vitro) A3, OATPIB1/I1B3 <& F%A AsNAD} H5 28 AT A
gA daFgZ27 Cmaxet AUCY 242 15%, 59% Z713tth o8k wisls g o=m on
A AoE FHA skt

g gu 2l W&ol o3 OATPIBY/IB3 k& %49 Asls dut=2lE2% Cmaxe} AUCE 7+7}
75%, 35% S7 A AT olelgt Wste YFH O ou|fE FOo R UNFHA FUTh

ok, n‘:‘ ) n% r{r




guisel=, 9o
Wk ekgkom,

= Jdu=gEE3
A BES A dAtolA A I8 E 9 F 3}

A A L)(in vitro) ATolA AuFE]Z221S CYP450 isoformsS A& st A v B3 7)1 ALY 538
A ket duatgElZ2 2718 UGT1AL, UGT1A3, UGT1A8, UGT1A9, UGT2B7E A &fstA &+=tf o}
gA, A E23Y o]g BAY J|E FES FA FAYES wW F2 CYP450 ¢ UGT isoforms
o] #HH FEFITAEL §le o= g

A= EE2NE A5 &FAA P-gpE AsietA Feoh AALGn vitro) AP AHE 2AZ, ¢
= F23L P-gp 714 FEFH HF5AEA FS ASRZ oddAn. A2 E27 P-gp 714
d OFE BEEAYE w gFale] AUC 2 Cmaxyt 22t 6%, 14% 713tk o183 wWse

all ddHoz Fog dFsFZ=ANA OAT3, OATPIB1I H
OATP1B3¢} & <4 &4 <44 (human uptake transporters)E 33} e=tt welA ols &
T FEA 712H FE FEAES S AR oddn

T A dZgEEe HEXEY, FvdE,

43 AYAE o UAE 45A4E A
segeeE, ABEYd, BuEgd, s, Sy, O3y, olmAl ¥ ATE AYAY oFE
stoll Ao folF FF& vehiA gl

Hl , AZotmEA g AxdggotA ofAl, v ElyeleA (ERSHUE T), o« -EFH
ATA A, @l sstaE Rols, FollHd, dedid(elad™ ), p-ATA(ZErgEE

), MAO A 3| Al

- At AEs AT oAl

uuvlzd, A, ZEHIA2H R, FAHT x

AokAl 71eF ol A, Feplopr =, o]AuobAl, YA'A, FmXobA oA, HUES], ZEAld

a3

| g AW Eolsis A Awse] WA
S oglom oz Qs WEZEY FH2 408 5 dom fatzel e AAE wEAY
el Atk £05 ¥A EIAE o] AAE AAFY] A EE ALY W MEZ=2RY ¥

2 Fwalok 3 Ha 4843 Fol 22T A ge sow e




@) 2RI A28 FuBed BAY Oa G5 Fo Apdd WEZ=UH ZRelso] B8
Solt vz ofF FYSH Et oFF FUA 540 WgE dosA gtk Felry
=] AUCSH Cmaw}h gashs Zlo] @ o, Wit Ak of Apold B3 Rolsp Wexe
de] W3 wEe} ofE Fustd &d e ABWAY QE AL oA 4E 8o AdA Foli

o] ¥stsirhs 2 vhehath
6) FRARE: A2 Adold dHTT WEZZNY F2AP S kBTG T AT

L, g eTelol os) 7 BAo FFFHNH £AFo] P Wit A vehdn. FAn)
t vEZER A% Fage] 48 W gl WEZ=UY YFEEE /AW, BF
Cmaxg 22%, €% AUCE 15% s+t “ﬂEEE‘ﬂiﬂr A FAS o, &Y Foo HlE F=

Q]
Alml=9] Cmaxet AUCZF Z+2} 31%9} 12% % ,rEAE =S A FAge] ¥t glo] F

H
n
32
o

Im
e
I
=)
)

Z W8 2% FAaAZIY. A F e R nﬂ FEAVESE HEFA st o sz
of #3 &3 FRE QUTh

6 UaAHa: B A74e AdANA G FA2 fEZERIFA U HA FELFSAG] g
A7=, UdAbAZe] B8 Fort 88 W WzZz279 Cmaxet AUCE ZH7t 20%<F 9% 571417

o, 8% WAL F7HANRT Tmaxet ¥Ht7l= el gk Uagae wHEXZZR F54E5 £3
ARtk WEXZEZ7L Ui dFS 37 1 %

(1) A7sel &S v F AAY F3F @H5Hd WSS of7lstAY AAxd EHIZA v E
v ol FEH} o] HEXZERY FEFE wA F Ue GE WEXETL{I| S| 2FEA
(Organic Cation transporter, OCT) OCT1, OCT2¢] 7]& o]t}

- OCT1 Al et )oF HE& A WEL=RIS a7}

- OCT1 fFr=AIFHL )9k B& Al WEZ=T9] iR

- OCT2 AAAANHEH, EFHIHZE, =2z, EHE
| Al HEXEV AmAS TAAZEST o] HEXZET Y
- OCT2, OCT1 &4l dAA(ZE=zHY, S2taH)t BE& Al WE

° PN
< EF F U

metA HEZER ol S HE Fo & AF HE
2, o] Holl st F3] A Ao B¢ Fo47} 3
FEE WHIAZ 4 gJormz FQ3 H¢ WEZXEV &7
3k, Mgz COX-I(Cyclo-oxygenase) A A S L33 v~
AAFES AAACE inhibitors), A LEAl I 4
antagonists), o|x=A (53] FX o|xA) T2 27]%F
< SVHNZ F JoeeE WEXEVY Y¥E
®) 71ek: A7gk A dAtol oigh @3] B8 F
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Y e
o] ¢k A2y Wuw A Tz JMH HEHoR uFYEEING WEX
AR BEFAeltt. A= FZ7L SGLT2(sodium glucose cotransporter2)& 2

53 AZTE Ay 22T mudE FVMAA 89 A3E =T WEX
=241 344 (Gluconeogenesis)& JA3tE 71Hes B3l d9dS 945

ARG S e Aoz d8A o

SR
2 ol
2 Lo
(ACTCR SO

2 o

2=
=
5

N
o
e

o] ©K25/1000mg) 183 ~7Is7t| o|FF[AAS e EEZ 25mg DAt HEZ=ZTH

1000mg ©YA] zH 1S 2x2 wAANPOE AT AAdoA FE A GIAHT Tty

dZF Q=g 23 9 HEXENS SAS 27, v¥u HIFEEXAUCt Cmaxs =21 HE

BA AgsAs W, 7IsEFH &9 90% AlF T3kl 80.00~125.00% oW EA AWEEFHORE T
= 3l
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3 AT Bt 299 dF WEXEYS AT Ad, vlw HI7FGEX(AUCE, Cmax)
%t , FE 8182 90% A8 F3Fo] 80.00~125.00% o] EA Y
za27e 2ojo wt AUCYE Z71sle 73S Bt
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HA & 2%

2 FuiAs ez g Ea 10
A kA S BUre) A7
Q)

Folg =7, 247 1ol AUt
25 mge 3] FoAstRs W 27 fof thnl FAAL

o g Z3td A A(HbAle) 7fdo] UEFHTHEE 3). 9 oF Ao R Fo% AT Fart &

olEg o FEHH(Fasting plasma glucose, FPG)ol A AAA o2 Fou|3t A4S Bk

T oA g2le HbAlc ¥ AT Zae 765714

£orr

o o
et Jo

ddxdo] & HA e A2Y TRA
BES Aok vk 245 AlE AIHLOCH(H A 24 i &)1

HEZ=27]
oA HitHA ojor duotZe]=2Al (AutF=z7
10 mg 25 mg
N 207  |217 213
HbAlc (%)
HjojAetel (F) 7.90 |7.94 7.86
yo]Aa}ol gjju] xo]? -0.13 |-0.70 -0.77
oloF tjju] x}o]? -0.57" -0.64"
(97.5% CI) (-0.72, -0.42) [(-0.79, -0.48)
N 184 (199 191
o]A2tol HbAlc 7% ©o|* &A} thAr HbAlc 7%
dlelast c 7% o At Hi% € los 377 38.7
ojok 2 v]g(%)°

'LOCF; Last observation carried forward, @BFAXNE A A&

fol =gkl F3ho] tis) RAg"E H

SBAZ FolAel gk Bl ¢k o) BHrhASsel e £3 AA Axje] REo] ofd
* p-t <0.0001

WesxeRd g3 dn2elEeg 25 mg FhEee 2=t e 2d0e A48
MeEred dEafor g9xdel ¥ HA %t A2Y YnAAE gow AnITEA 25




= v =Y 4 mg) Bls) O Esdon(E 4 ¢

A} A

o

o
2 olghr] dtollA S I = ] FAHSR F

&

k=
vk AF, F=7] 4 3 747} ol
E 4 WEXEXIOZ dgzde] & HA g A2Y dRIAE gz J
/M 8S Vg s F/pE 89 vwd 10437 AE A7 LOCHRAAEA 41
P HERZ=T]
O & A1 N
TEgRe Aol 524 2ome [2o0lEE (=4 mg)
N 765 780
HbAlc (%)
Hjo] A2}l (H ) 7.92 7.92
yo]A2tol tju] Xfo]*  |-0.66 -0.55
-0.11"
o mlalc thy] xlol?
= Woa] = tju] A}o] (20.20. -0.01)

o) setel B Falol s RAE B
* M dEAe] tha p-g <0.0001
MEZ=ZN JotEEAe) 2798
28 Feeda

st7] 97 olF =7Hd, 29l

AA (factorlal de51gn) 245

LOCF; Last observation carried forward, 89 FAX & A AF

Aol gt p-gk = 0.0153

WEzZ=2% %7]%8(5/500 mg, 5/1000 mg, 12.5/500 mg, 12. 5/1000 mg; 1¥ 23 EOJD
A =59 UH] SAAHSZ Fo351A HbAlcE TAaAFH o™ Ho]2~2el HbAlc 7% ©

239
X ¥ o 2 4
5. %%ili%‘f}fm

HbAlc 7% m¥F =% vl &&
25 BYtHPHoZ ),
Q= 5}1}2 EH*JQE WEXE

Zhzte] wA|

Gz a Rl Ble] E=UTHEE 5). FPGolAE @5

JuFelEEd | AnIEeA
10 mg® 25 mg® dupz2] | Au=z2
o . . . . | 224 | =27 |dEezew pexey
SN ez |[gEzz|gexe | gene 10 mg 25 mg 1000mg:jl ZOOOmg’:,1
9] 1000 |91 2000(9 1000 |21 2000 E}(ECl(jE) q(iqi)oq EFAT | HERol
mg® mg® mg® mg? =T =T
N? 161 167 165 169 169 164 168 164
HbAlc (%)
Hi]o]ia}gl 8.68 8.65 8.84 8.66 8.62 8.86 8.69 8.55
(8+)
j}:}iﬁ% -1.98 -2.07 -1.93 -2.08 -1.35 -1.36 -1.18 -1.75
AuZdZE =274
10 mg E+= 25/-0.63" |-0.72° |-0.57" |-0.72"
mg TE5QW of|(-0.86, |[(-0.95, |(-0.81, |(-0.95,
d] X}o] -0.40)° [-0.49)° |-0.34)" |[-0.48)"
(95% CI)®
HEZ=210] -0.79" |-0.33" [-0.75" [-0.33"
g=Q% Oy (-1.03, [(-0.56, |(-0.98 |(-0.56,




x}o]
(95% CI)®
N 153 161 159 163 159 158 166 159
do] Az2tel
HbAlc 7%
o] TRt
jArHbAlc
7% 0|9t =
H]g (%)
astF & FHEFOE 1Y 23] I E&FoE £F FoAT

bMMRM(Mixed Model Repeated Measures)S A& A £4 Ho(@EE F#). FAS(OOe] oigh
MMRM %3 o= ;‘qe A A& 7]& ;qoﬂl l:ﬂ—‘:' ‘]E Aoy HE gl _/_\a.o] HbA1C7]' E@—Q
1842 #ze F(observed case, OC) HIHS AR&std A A4 of g (full analysis set,FAS)
of thsl AAH.

20142 B2 Ul2dA+ 4= (patients number in analyses set)

ulo] 2kl x| dis] RAHH Ht

4FAA fFolde ek Hrh kg olx HrbH e =2 AA Axe] FEo] ofd

* p-7k=0.0062

WEZEWA dxdegol HEaro g AasgEF23Y F7HH &

HEZ=ERH dxdedol HEaor daxdo] & HA e 2% dudAE o= v
29523 10 mg E+ 25 mge FUHH L FaEAF LS HUlsty]l 9% olF =UHE, 245
gof-thz AT FAHAT. ARFYSE 10 mg T 25 mge 19 13 Fof A

-0.56)° [-0.09)> [-0.51)° |-0.10)°

63 70 57 68 43 32 38 58

zkzy 91k ol
H BAF o2 {93 HbAlc 7ol YEHTHE 6). #19F el TAAE {3 AT a7t &
A= o, dFAeE Fou|g FPGC THAE Ao
24F LA E g2l¥E HbAlc 2 AF Tae AZAFAA 7167714 A&EH AT
% 6. WEZEY

R8s = o
I dxdedol HE&aMor drxdo]l & HA &e A2¥ da@AlA A
7P 8-S Ak vl 245 AIE ZAIHLOCE) (A A o4l

o FAWEIHL HEZ=9 + ’é_jTl_‘é—?—Eﬂo} _

- Aof [AnzalZ=%1 10 mg |z E=245] 25 mg
N 225|225 216
HbAlc (%)
Hjo]AetQl(H+tH) 8.15 [8.07 8.10
yo]Aa}ol gjju] xjo]? -0.17(-0.82 -0.77
9]oF tfju] x}o]? -0.64" -0.59°
(97.5% CI) (-0.79, -0.49) (-0.74, -0.44)
N 216|209 202
o] A2}el HbAlc 7%
o]A} skx} TjA HbAlc 7% (9.3 [26.3 32.2
ojeh £ g (%)’

'LOCF; Last observation carried forward, @9 FAXE A A=

fullo) 22kl @ =3lol thel RAW HF

SEAZ frolAol tiE Hrt ¢bE; olxk HrbASe tE =2 A dxte] REo)
* p-gk <0.0001

WEZEWH JRoFeeE HEao g AgseEF2XY FIHHEE
WEXEWH FZEE HEAHoR Fgdxgol & HA U&= A28 FRuIAE dFoE v

[0}
o
1




Z =27 10 mg £ 25 mgel F71H-89 wﬁﬂﬂ AL olF w7HH, 245 ASd= dFE
Ea) HrlEAT RSS2 10 mg £ 25 mg & 1Y 18 B43198 u 47 fof un &
Aoz Fog HbAlc /MAe]l YERRTHEE 7). 9l rﬂﬂl SAMCR o AT 4 2 FPG 2
&7b FAH A

o7 Fgxdol & HA gr A2y FuTAAA I
T ANFAILOCHEA &4 i)l

Exenl + oo g2]EfF(=30mg)
OoF
24

o ]
o &7 A
REPRL oo [AnZelEes 10 mg [An 2024 25 mg
N 124|125 127
HbAlc (%)
HjojAetel(H+H) 8.15 (8.07 8.10
yo]Agtol tfju] Rjo]” -0.11[-0.55 -0.71
0.45" 0.60"
oJoF tju] x}0]%97.5% CI
¥ HE] AelH97.5% Cl) (-0.69. -0.21) (-0.83., -0.36)
N 118|116 123
#o] ~2tol HbAlc 7% o]
stat A} HbAlc 7% o]at 85 |22.4 29.3

=g Hg (%)

LOCF; Last observation carried forward, 89 TAx& A #&

fHlo kel 2 F3lo] Wi RAH HF

SBAZ FolAel gk B} ¢k o) bS] e £3 AA Axje] REo] ofd

* p-gk <0.0001

WEX=vs Fuade 380 U3 g E23e Fr1E &
ek |

HEX=293 guz 5 mgoZ dgxHol & HA gt A2¥ FRIAE Yo guz
Z23 10 mg £ 25 mge FrHE8o fFaAd AN Hrrslr] Y3 o)F wr Y, 24F YoF
dzx Q77 FFE[NT. A2 10 mg B 25 mge Hef iy FAA =2 o’ HbAlc

g B om, HbAlc Wlo] 2gklo] 7% o]/d<l E‘rZ}Oﬂ s H3x<1 HbAle 7% v|vke 243 4
o] kel s o E=UTHEE 8). FPG F AlFo A s SAHSE Fo3t a7t YERST
Wlo] 22l HbAle 8.5% o3¢l #ael thd AR Fol® #91% BHAM ARIYE= 10
mg E: 25 mg Fel A Slek diml wolxele® RAE HbAle WAt -L3%KTHSISE i
p<0.0001).

%8 WEXEWN JUS9Y PO FFxdol ¥ HA ¢k A2Y I BAIA A%
E2R0) FPEL Akt MmE 243 AP AHOCH A B4 )47

HEZ=9 + Y=Y 5 mg
SFA HIpHa ] oFdutZe| 22X | Aot 2274
5 10 mg® 25 mg®
N? 106 [109 110
HbAlc (%)!
do] AetA(H ) 7.96 |7.97 7.97
wjo] A2}ol tfy] x}o]? 0.14 |-0.65 -0.56
oJoF thu| x}o]’ -0.79"* -0.70"
(97.5% CI) (-1.02, -0.55) |(-0.93, -0.46)
N 100 |100 107
wlo]A2}ol HbAlc 7% o} $1xF ol HbAlc 7% ojgt =2 8l(%)*  [17.0(37.0 32.7

IFAS(OC)o] o3k MMRM =3 wo] 22}¢l HbAlc, wlo]22}¢l eGFR(MDRD), A g]&t& =<, wt

ol &
¥ AE 8 NE JEAEE PEol X34,




22 Ak Ab=(Number of analysed patients)
‘wlo]2~ell 9 F3lo] tis) RAE B
BEAH FoAdel i Hr ok ol HrbW ol g &3 A "Ape) Rio] ofy
okl FALNMAE BAEL WEZER iFLY A AdEUFHE 5 mge Fougky
‘duZe|Z27 10 mg =& 25 mg APTol FAMAE FAES WEX=T P ay g
THLEFEFAZA Q=g EF27 10 mg/elvy=HE dmg =& Az E=23 25 mg/alusEHE
5 mge Foughs
-Zk <0.0001
=9 SHMEZETN B8 e WEZ=EY 9 dxdegolet HE)o iz duSgE=23Y
g

g Eoj(Multiple daily insulin, MD) &% thdt d3Z2 =22 10 mg ==

AAH AL L o]FwTHE, 525 fofuix AFolA HUEEHAH. =7 185
2 <t 2 FAHAS Y 19572 A 405721 Alolol] Ad

<=2] 100 mg/dl(5.5 mmol/L) m]%F 2 215 dd 4=x] 140 mg/dl(7.8 mmol/L) "%t F&& G457 9

3 Qled &l =AHHUT

st AAEA WEXZRH MDI ey wiZd e ik 1853 AR EE2 10 mg =

25 mge] 19 13 F7} W& Fol= ¢9F thH] HbAlce EAH R o3 /M-S VeEbith(E 9)

% 9. WExZ=93 MDI lsd ool tig o= E279 FrIE &S A% vlug 187 AF

A3 (LOCPHCG A &4 o) )1

_ _ MDI 0l + GjEx=0]
#a¥ B EREESE TR ECE T
N 135 [128 137
HbA 1c(%)
Ho]AetQl(FH+t) 8.29 [8.42 8.29
wlojAg}el oy xjo]*  |-0.58]-0.99 ~1.03
oJoF thu| x}o]? -0.41" -0.45"
(97.5% CI) (-0.61, -0.21) (-0.65, -0.25)

LOCF; Last observation carried forward, @9 TAX & A A=

fHlo kel 2 ZF3lo] i RAW HF

* p-7k <0.0001

HEZER(H-E2deohd 7[Aded 2o g du2eZ23 10 mg =+ 25 mge F7P3

&9 FEAFH AL 18F A&7 olFEIIH, A E, A@AdA HIHEJS. 27] 18F F

¢ Qed BFS dAHRF R FAHASY, o]F 60F &< 100 mg/dL mIFFe] FPGE FA3H7] 9

a =d =AU

st EAAAEA HEZEVNH- Axdsdohd 71AQdE" WiF el ik 1853t dusg &=

2110 mg == 25 mge 1¢ 13 F7F H& Fo= 9oF thv] EAZ o2 F93 HbAlc A4S Y

EFATHGELO0).

#10. MEX=X(+/- dzxdeeoha 71A < "ﬂ HiZd @ ol g dgEeEE3

21k vk 185 Alg A IHLOCHCH A EA o d+-¢k52h)1
717 desd + HE

DEACEEDESE

fo

filo

F7t 3g

Qi Brus

N 96 |107 99
HbA 1c(%)
#jo] 22} Q1(*g +t) 8.02 |8.21 8.35

wo] A 2}91 thy]x}o]? -0.09(-0.62 -0.72




Q]oF tjju] x}ol? -0.54" -0.63*
(97.5% CI) (-0.77. -0.30) (-0.88. -0.39)
LOCF; Last observation carried forward, @& TAx& A %5

fullo) 22kl @ =3lol thel RAW HF

* p-gk < 0.0001

A8 #AA 93 (Cardiovascular outcome)

o]Z ¥7I4d, YoF thx Al¥<e EMPA-REG OUTCOME UAAIEA e A5 AsIA Adad
A A3to] 92% | 2 @ T SANA FF A E F7F FAZ AF=gEEX00 mg F 25 mg
SIS B kS v ATh F 7,020 FAH(AFG=YEZF 10 mg: 2,345, <l

71 25 mg: 2,342%, 91¢F 2,333%W)7F Fof w3k 31A(FYE) T FHEFHAG. HH A

B HbAlce 8.1%°1 1L, 71.5%7F Aol Hlo] ~gkeloA WHEZEY Fo 3xje=
o 74%, Jded FAo A= 48%, AxdSEol Fo A= 43%ol ATk AFEA Oiﬁg(eGFR)o]
60-90 ml/min/1.73 m2%) A= 52.2%, 45-60 ml/min/1.73 m2¥-A= 17.8%, 30-45 ml/min/1.73 m23+=}
= 7.7%°) 1t}

Hlo] ~g}elol A AAF A SHT6%), HEF(23%), TxE5HATQ21%) 0l =R, AA sxto] 18%
oAl F 7| o] ST ASAE AdHA Fko] FAFHATH

Hlol ~ghleoll A Al date] oF 81%7F el d-QbA| LEIAIA A siA|, 65%7 WEF-2}TA|, 43%7} o] =
A, T7%7F 2~et9, 86%7F & AAAA(HFE o239 A)E& H&3sta AT

125 AAolA wlolxgkl thr] HbAlcY HAH HHFH(EFLA) 7)4d&(adjusted mean (SE)
improvement)2  91°F 0.11%(0.02), g2 Z=Z7 10 mg 0.65%0.02), IAdIFHZ=ZZ 25 mg
0.71%0.02) 0.2 #AZHAT. %7] 12F olF 7 xHE& Fo7o] #Aglel HHSHJT 11 A
94F Al ™A HbAlce RAHH HH(EFL2D MAEL Y 0.08%0.02), du=8F27 10 mg
0.50%(0.02), dat=g]Z=23 25 mg 0.55%(0.02)2 1 &EI+= <¢F3tx AT

EMPA-REG OUTCOME 43/ ¢] €zt Hek 7t viss F2 AddA ¥d AIMACE S A
A7EA o] A zboldth. MACE= A @#A A A, vIxHIgE 2] A2, BAH 2 HEFOE Xé«l
HA A BAe A34ZYPZER 10mgd 25mge 5Fsts Aoz A AFFHUAG. ALHE
A" MACES] <gnlo EH%P HE A A thallA vlds8E AFsta, vldsdel dF
H $E4s A3k U Hg 9138 2do] AMEHAY. IR E=23 93 vud]

[e)

2

1:1

9 22 2
A U AY APALE FLAIE Hel FUSRACEY DA s 4AWA AT 42
FAG ZaolM A AOE(TY 2, MABA AR B wAPE B2 Fo W
S

29 1 MACES] 49 3 248

Fatianty with popnd My

Tl 1 o8 Mk e L




I8 2 AGUA A A 48 7H 2AE

Batanty st® pensl (%

LI S e Y etk

ojor ?m% Z2XYPY] vs Yo
(95% CI)

NEERES 2333 4687

MACE(M @ 8A &gt Aty HRPA AL4AM, H[A]| )
9 UED) AA N (%) 282 (12.1)]490 (10.5) 0.86 (0.74, 0.99)
A3 TA A A N (%) 137 (5.9) [172 (3.7) 0.62 (0.49, 0.77)
YR HA AIZAM N (%) 121 (5.2) (213 (4.5) 0.87 (0.70, 1.09)
HAgA UEE N (%) 60 (2.6) [150 (3.2) 1.24 (0.92, 1.67)
BE Q9] A}DP N (%) 194 (8.3) (269 (5.7) 0.68 (0.57, 0.82)
v - A3 Al N (%) 57 (2.4) (97 (2.1) 0.84 (0.60, 1.16)
ax| 2 (Treated set, TS), & A|gFLS 13] o] Fof He 3zt

b =g EE23F 10 mgd 25omg =3

* MACE®S] #1@Hlel thgt vldsA A= 1322 HAAHHJUL s s %
=u S22 vl A3 2do] ARREHAT. B AF AATt %71_} Ao 23E 7] e, 4
(significance)S ¢t pak(0.0498 wThell T == 95.02% ¥ A& F37te] 8=k

AR o2 A3 Y (Heart failure requiring hospitalization)

AFHoZ QI3 Aol #3 Hrbases BN 5202 HUHEAH.

EMPA-REG OUTCOME Al @elA QazgE232 fofd vusgs o AFHdo=w 3k e
AES ZaANAT QS YEER 2.7 % A% 41 % 1@HIHR) 0.65, 95 % CI 0.50, 0.85).
212 = (Nephropathy)

AREFo A HriATES g3 FH o=

EMPA-REG OUTCOME AlgellA, EFHF7IHFA 4 Ff e ofstE AAHST @FAAEET e T4,
g ZdotEde 2a S7F A Ag 2 (FAFA) AIE 2 AFHORE QI3 Ao

o] A wA7LA e Ao tigk 9 EHI(HR)= 0.61(95% CI 0.53, 0.70)o]it}. (AF=8Z=23 12.7%,
2 ek 18.8%).

T FAALGFN T e SAolA ASHQ] ALY E B rAGEIREY] HEe 9| ofrhH]
At E2ZNA o A YEET (o EEZ] 49.7%, 919F 28.8%, A@HI(HR) 1.82, 95 %
CI 1.40, 2.37).

4) Z4ANE B

A2

HAd A5e A o, 54, Tl 9 27 Ao HFZH ANFES H"g o s AE
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