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FTw 0ol slofAl of ote AT 10 mga WEE2AGLITEA) 1000 mgE FoI 3
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AEA AR thefjA= LA v Qiok wkef g7t o] ¢fo] ti FollA EAHATE AMLS BE
EXRoR Hu¥ Ae, ou5ze o] HH3 2HHID YA HIEstolof FoHANEAFe] AL
@, 5. YWky 9o g FHx)

A2 HEZER HEARAA o] ¢for Hist= FAe JuIYEEIY 7|E
& WEXEVNS] 7|E BEZgFoT Rt HEXZR S AAE AAZe W Al
dgzxd2 193] RUE P ojoF st &7 xdo] A AT o] Folx o} gt
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A7)0 e gFxdo] HestEg, o] of R A g B & Fr|Ho=w AAV|F HIF A
ah=

AZ9 A A IAHoE|D HAL(CrC) = 60 mL/min == 4 AF7A] o 7F-E8(eGFR) = 60
mL/min/1.73 m?lel| A& o] oFe] fgxd o HashA gt}

ZF5 % AlA BAH{CKD stage 3A, EH]O Bl HJ4AE8(CrC) = 45 mL/min ¥ <60mL/min == F73
AP A o 38(eGFR) = 45 mL/min/1.73m? 2 <60 mL/min/1.73m*Jo| A ek o] 9438t 1 HFAatak=
AFS ZUAZ w3 g2 A4S FhketA] e A9 ted o] WEXEVIgayge] g8 x4
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- AWA MEZEUEAAs] AF %S 19 13 500 mg = 750 mg o] B, o] Fog EoZ
ANz A= tEth WMEZERE4EY] 19 A 8§72 1000 mg olt

ok g otE]ld A AE(CrCho] 45 ml/min P ¥ EE FAHALTA o #L(eGFR) 45 ml/min/1.73m? =]
WO g HAEE A, o] & A FHsteof g
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2. T Aelle FoeiA 2 A

D o] ok 482 g=EEER] WWEE WEXET] T o] ofe] AR HRINEe] = )

2) Fo5(stage3h) olde] Al E= AR SN Ao AS(GCD < 45 ml/min B ARA|HE(EGHR) <
45 ml/min/1.73nt)
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< &2 8 AlESe] BEe] e SAANE G 3 AlEtse JdEdoR A3
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83 AFEHESEGE 9E e X }(:L"éﬂ—‘?—ﬂ = 0‘22’4_ T 3L, MERXENS Fof He A= FAkt
7 Bdo] itk webA ol Arpt AZE 4 F AFrAFE > 60 m/min/L73m’R) A= Hol= AL
AR B AR o] ofe) RolE Feelof slaL 48ARE ool ATVt Erbesith AVl AR & St
& Aol gl Aew ARPE olFont AsE ANIH Te= AN Ao AAAN TS 4560
ml/min/1.73m)R1 o] ok 8 =38l YA Fof BARE M WA FHkE|ojof 3R 48413 ool AJF7} B}
SOt A7) AL £ 571 £ %ol e Aes AHE oot ARt
8) T AT = 552 2P AN SRl o] ofe] Ag= IAF R FA|Foof stal Ao AT
A 37} SREAL Aol des AEE W ASE T AlFsfoF it
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T FAE ook slaL, Hax 48ARt0] A F Al7)ee] Adelztal e Foll ARE oA AlRslof dtt
100 Y=, 710V, sePdE, HelrAlrsia B Al s RAgAt
1D 2 )s ANEEE W e iksel 29 9ok ddo] Q7] wiiel, dubdo=m s = dgdae
2 2t A% SA7F e FRfelAls o] ofe] FolE Jajjof dth), H8M, 52 H7sRel 4k 5 71ek A
TS P A dH, A= d2e AL B, AL TE 59 ol 84
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A, HZo Ao, 3

14) o] & F3& gfHsta Jdormz, ZAgE e~ Eui(galactose intolerance), Lapp &3l &4
A S(Lapp lactase deficiency) v EEF-AHEL X~ F574l(glucose-galactose malabsorption)
o AL EAVE e FACAAE FoAsH ¢ Hoh

3. g2 A= 53] T A
D 2715

Avi el e fa4e FEr1Aow s Av)sd &Aool MET=NGLde HES E
s ARt aHER NS ARE] A 18l 1 oFR FrHo dF FuolHd FEE

Z7gsfof et

A A7%E B2k Hojx wid A

g3 Ay otEd w57t Ao 2ets FA 9 1#8 2k FHolx wid 2-4 3] =74
A oteld HA-8<45ml/min E=E AFEA] o] 3-8 45ml/min/1.73mH8l A o] of B E FA|FTh
GESAA A AY A& FE B APl IAY Al7lsel dFS
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35 2L ) 9F Z22) 5 F4% 2
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2) AdaF 40 fgo] e A 6. Ity Fo & Fx)

3 el E Azxdedolet 22 el Y SXAE A¥EE o F Aok wekA, o] %
HEA AEG 9FS Zo)7] 98, Jd&d T UdEd B8 FAAY e ook & & Iy
4) kg AP JheAel lermg BEES AAMIF, AAF ATl REFS Ae, 489S
T 2 5ol e FES FAste FAdAE AT T

5 ©] %2 FMAS(BHZEHINE T3t doru=z o] i HAWEAY LH27] HHo] Q=
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4. o)k

D gHA ZEgde] ok

A28 T A 12,245 o] WEX N doZF2F F7F L& aHe AP S Frkshr] ¢
3 QAN FHol| Fodstgth. A2 ENY WEXEWS HEeW(dE == Axdogol 9
=2 EFE, DPP4 A3A)|, Jd&dd ¥8oE T A= 8,199 oot

EMPA-REG OUTCOME $IdAl @] Foddt oA dazgE237 WEZEY BHE Fof A9
Aol ShAAL ojn YA AA ZERAT} FAF AOE e

185 WA 2433k A gz olFWA UFAH it 3456 He] A F WHEZERI
dupZelZE7 10 mg S HEFEAS FAE= 1271 W01, HEZEZR dARZPZ23 25 mgS
HE&FAe 3AE 1,259 Hol At

olgurge A WEd wel ydsigen, WEE Bed o ARG u$ T (=1/10)
z (=1/100 ~ <1/10), &3tA %A (=1/1,000 ~ <1/100), =EA (
B2 <U10.000. M= ¥ (1§ 5 AEE 53 91T 5 9D).
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raz oot amaz1228 10 mg AmZe|Z28 25 mg
HEZZ0l HEe0 (1245.23(met) (24%)

N 206 217 214

HED(%) 0.5% 1.8% 1.4%

=08 HESH%) 0% 0% 0%

HEZ=01 O ATd90F HEE0] (1245.23(met+SU) (04%5)

N 025 204 217

HED(%) 8.4% 16.1% 11.5%

=O5h HEH%) 0% 0% 0%
TQZEIE+/-HEL20] Ba (1245.19) (242

N 165 165 168

HEL(%) 1.8% 1.0% 2.4%

=05t HEH%) 0% 0% 0%
JIMOIEEH/-HER20+/-E2TI2H(0F HEE0] (1245.33) (18 / 78%)

N 170 169 155

HEH%) 20.6% / 35.3%  |19.5% / 36.1% 08.4% | 36.1%
=05t HESH%) 0% / 0% 0% / 0% 13% / 1.3%
MDI Ol&ei/-HIERZ0] HRE0] (1245.49) (1852 / 505

N 188 186 189

HEH%) 37.2% / 58.0%  |39.8% / 51.1% 41.3% | 57.7%
=05k HEH%) 0.5% / 1.6% 0.5% / 1.6% 0.5% / 0.5%
S 03] o @ 19 (3] QUoz HEZ=0i0] ZIE=E0] (1276.10) (165)

i Ze 2l
oron T Z21Z27 10mg(10mg qdmm ciB=8 25mg(25mg qd
7S 2! 5mg bid)

= 12.5mg bid)

N 107 439 437

HEL(%) 0.9% 0.5% 0.2%

=05t HEH%) 0% 0% 0%

ISR 2 AE0] gl= BN0IA HELZZ20 HREX (1276.19) (24%)
o= o2 el ZeZ2 (5/12.5 mg) +
500/1000 mg 101,”12_;' Ei 10/25m8yemo0r (5001000 mg) 12
19 23] E0f = . 25| £0

N 341 339 680

HEL(%) 0.6% 0.6% 1.0%

=05 HETH%) 0% 0% 0%

HEZ=201 L 2JUS2E Y220 (1275.9) (24%)

N 110 112 110

HELH(%) 0.9% 0.0% 2.7%

=05 HESH%) 0% 0% 0.9%

EMPA REG OUTOOME SIAFGI (1245.25)

N 2333 2345 2342

HEL(%) 07.9% 28% 27.6%

=05 HEH%) 15% 1.4% 1.3%

HELY E@S < 70 mjdL £= HADf Zost
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3 §0f) =8 S0 44, dIZ22IE2E(10mg E£= 25mg 12 18] £0) L= HEZZ221(500mg £=
1000mg 1€ 23] £0) g Hd2 S0

HEZ20 J|IHRE0 UMZeE2F+2|U=28E 5 mg DEES 26D S0EIRIC

@ 8274

SR BHANEE ANt oz HEXETY 7 JEayoz Az E2F 25 mg T+
AefFAA FARIRA, I EFEF 10 mg FATB.8% A =dth(da=elE=23 10mg 8.8%,
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g5 Adoted 71 2 ARFA A& A

Z ZdotEld F7F 2 ARFAl 3-8 o] ANkl TANIEE HEXETY gy Ea3
S FUMRAT 7 Yobs FUERAT oA FAREIAT (8F ZdotHd F7h ARSI EEZ
10 mg 0.5%, AFZHIZ=2F 25 mg 0.1%, AF 0.4% ATA A4S 74 Id3ZFIdZ23 10 mg
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9t ool ofEw} go] viEXETC UA EE WES AT 5 Ab oFEHe] PEEE Fo

A Apgalol B,

15 718 2AEY A 2 ¥ 9= @29 4 g W
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16) dvtEdE23 22 SCLT2 AsjAleS wixrlsol 9&FS & & s WF 7AZS] A=
Aol tiate] o2 oR wF FIIR st AWe HEHE A S Aok IHBR S
g E23% 22 SGLT2 AfAES ol¢t Ze FxSolA AW 49 Fo7 a9

17 = Ag44 37t
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18) & 9 7A 27 T vA s dFS ATHA L&Ay

19) skA Ao

o2 SGLT2 AsfAIe A7)zt QdATFdA kA AHFE E7ieh) AEY 77 $FHAS. o]
A7 AlE AA G HAEEEAE FAHA @t BE daW A9} npvbA R, A G
2 dbElol tiste] $Abe} AEeteE slo] Fasih
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SGLT2 A#AE B&3 Fur Tt Ald T ZAA =E7|= 7
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2924 UGT1A3, UGT1AS8, 2 UGT1A9 % UGT2B7 ol &3t SFF 2480 AARRY. daagE23Le
ol4 &<+ %A (human uptake transporters) OAT3, OATPIBl % OATPIB3 o] 7]&o]u}, OAT1 & OCT2 ¢
NAR2E Z83kA gtk AuZE|Z 238 P-glycoprotein 2! BCRP (breast cancer resistance protein)€]
71& o]t}

dutEe &R Z2AA=UGT ELAsfAl, OAT3 AsfAhet 37 T du2eE2d e=
Cmax)et F=-AIF AHAUOZE 2H2F 26%, 53% S7FtAth o8t WMsh= ddFoz reles Fo=

1757 ke,

PsteEEe] UGT 5 FFe A7HA Stk Fa40] 44 91¥0] Jome, ofn Ui UGT
azel fEAlokel Bee salor ek

272 2(OAT3 o] AA19)(n vitro) A|5}#], OATPIBI/IB3 oFE 44 As|ahet 4o2te Agols W
A ishEel SR Cmax sk AUC 7h ZH2t 15%, 59% 715Kk olel@ Mahs dm oz ougls Zo
A7) ek
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@ Ptz ERAe) BE ol Y 3%

AmzERAe Ao AE MEL A B IE Tk 248 5 A 84 2F wE= A%
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LEAFS u t)FAe AUC ¥ Cmax 7} 2+2F 6%, 14% Z7Fstgth ol8dk Wale gar o=z om|g)
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82t A ZFAE o] &3 HAAE A A e AR b WEXZET] RAE FU| ok st HA
BN Foll Y A7 AW F F7F 3 Aol flE Aes dAWE o]Fot A5E v A
of 3t} (2. b EAAIE FolsiAl & A F=x).
@) SERIE: A2¥ Bl At it g3 Fof dolA mMEZERY STRYES] BE Fo=
HEZERIS ofx TS L= ofm FHISHH 540 HIE dorx itk =TFe=e] AUC ¢t
Cmax 7} Zashe Zlo] #&=E o, HAprE A4 o] dA7ollA @3] Fojof MEx=RS] dF 529 o
= SHTE 53 o] FadArt fle A2 ol FE 28] A FelAdel EREeite As yEhd

D AR ARA DI R E WEXENY FEA TS 4 tig ATe, B
—Eroﬂloﬂ 9]‘3H 7—. % do] FEFHTHE FXAE0] TS et AL UEHHE FEAVEE 9l
oJZQl W3} glo] MEXZERS AFEE F7HA7IH, €% Cmax & 22%, % AUC
15% *P*Alﬂt} HEXZERZ ] FAPS o, Y Tl nis| chxﬂ n]=9] Cmax ¢+ AUC 7} Z+2t
, FEAWES A7 a4 s W71E 32% HAaAIZITh RHd A
2 HEX=Y3} —“Iri/‘ﬂ nEg B85S stAS w Jozhgol Hgt %%?f} ARE gt
6 UsIHA: A1 143 AdAoA @3 foE WEX=ZNH Yt ofE2dsagol thak A+,
yddeye] ¥e Fort I3 U W=z =2ve] Cmax ¢ AUC & 27 20%¢}F 9% S7HA71H, 85 wjdS
7S Tmax ¢ §E7|e= 93] gtk Uit WEXERS F5 FXAITh HEXZERL Y
Ao S A vx)A] et
(D A7l FFS vIE F AU /3 e wstE opylaiAy AAadt ERlEA wjdEE ol
2 5 o] WEXZERIY IS WA F e ofE WEXERL2{7]|Y¢0] 25 (Organic Cation
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~OCT1 SAAZ S 5)oF 98 A vEx=glol okas} Astas
- OCT1 frEAEBA 5o §e A vEz=rle) 943 §
- OCT2 AACIMEY, S281ee, ehsehr, EdvEzd, wey, oARadE 59 38 A
WEzRe] AN BaADS glo] MEXENS] B $5 45T & 9

A

o
- OCT2, OCT1 &4 JAA(IZezEd, S2te)et B8 Al WEXZE 7o Aujd B oFd s &

233 BB R0l 24 AP TAINNSADs), A 814
ZAgA(angiotensin 11 receptor antagonists), ©]%=A (
= 7 Eloi S AES VHIE F QeEE, mEXE
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3, Melz COX- H(Cyclo oxygenase) <A A
A XﬂXﬂ(ACE inhibitors), A &A1
I oA T2 AlV|Edd =BEld ¢S
N3 HE Fo & A5 47ss Ad
® 7]F/P' 2753 AdAe] gk @3] B8 Fo Ao, MEXZERY ZEagsE, o] of o| Rz
o] FEFHEA HHE AR IS BA =Tk

]E:L_I:'_”J | @4 s} A3sts AL FARIE & Axolng, 34 whilds) PHisiA Adse=
Axdegolet Hlud o, Al dEoE, EEFVUESH Z2WUA S} o] TidEy ok 4
sk oFE s A ARgo] Ak
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E
=

]1'.9_5

7. 9% B SRR HE 5o
N

Quel Al of o W o] ool AW FAE Agol B ARE ATBHoL, YT wE YA G
e FHsgol i ool Folshx etk GIEEEYE SEAPIA AL gl v
BI7b o PRelAE FaNFe] Yoyl Arh) ARILYFEA GETolo] thF WYY
oAzl AT BASe] ANHAOT faP G molA @gkort, FRAYIN 24 F
] UE fal® G Uenanh F2e ATl 94l A B MARA 9 FEo}
AN 7189 we BE 8 FAAF ARER B Yrkn Havt Jom, sbsd gl 7}
e WFe fA5] Aa QA B ALAL A8 Zo] ARIE Aole] FEH sl
.

2) S

HEZ=2W2 A EfE T ErlEn. Ef Frael Ao Fotol e o] dnte2 A o
s A ERNC] A ERE ZRlE A g Ass flvh

SEAPAA ARSYZTEII] HEZENLS BHE Tl EHIHAT. Aot frotdl e AdAS
WA = glek mekA o] ko ® X Jete Foolle FHE THIH

3 A%

W8 2R SEARIA S5 AN AGAA0E FAT Fe w0l L
8. o] B Fof
dsobol TI@ of ofe] QHA B fEHS FYUHA Ygtomz 184 mue] ojols Folx WA
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=T EET e Ui AR EER TS AU FE dHo dFE = F e AEUX
o} A#E Utk 754 o) e AAYF £AH P U BE F Jorn= o] g AW
Al Fsleiok st} 4. o) g I HX).

HWEXEWLE AAS Fa Wid= 38 s Al7]Fe] AstEe Ao Jonz dxo 2rE
of A%t HAZ ¥ 2H FAHE dv HaEFS AAdo gtk 1A= AU|HOE AUE
< BEYUHEH sjjofF stal, dtH o ® ugA A= A EFS FAsA Feth

10. FFFAAE A=A

D =%

dntza=zA

NzAFAGAA A4S AFANA ARSI E27 800 mg (1 F Hol AFE=FS 3260l )7t
A @3 E, 2 A2y FaFAA 100 mg (1Y Hdl AFEF 48]0 sH7tA] ¥HE T3}
Ae W, ouFd SHAE A FAuth AFIFYEFEILE =F 2T HEFS VA 2WHEFS
SN WY SUte 8% oo fsten, AR FoskAl &k Al 800

mg & 238t Tt ZAPLS QI

WEZZW ALY

HEZ2Y P S 85g 74 Tty S o ol Yehl gou Adgde] #FHA= Ft
o WMEXEZNALNES FE3 9T A 170mL/Eel o2+ HAEE FAHEG WEXE
U e] #FR == old FEE AP Mtses 4o F Ut fFitkse o5t e
2 953 A&oln oA xFHojok gt

2) AR HAFo] FAHAS A5 &Y 44 FElol A-T A5 AAFojoF drt A gl oW
EX2VIGLES AAStE 7 E3F Q] THE Mot o BAA AR Z239 Al
Aol tated= A= bk glok

11 23 R HF32 FA

D ojddo]o] &o] BX] b= Stoll Rugith
2 g2 8700l o] Y= 22 Aol HAY Fd FAIelA vl skx] goeue o] g7 B

iy

12. AE7HE AT AR

D of=zhe-

o] %k A2y T A9 G MAH HFHoF A=y FEIG WE

gk A BEA oIt lut=El & 2312 SGLT2(sodium glucose cotransporter2)

o AR 2= AFTE JASL 25T mHjdS 27}/‘174 g9 Asts F=3th WEXE

e 7oA ZE=F41AA A (Gluconeogenesis)S AAsHE 71AS T3 @98 53, 1 & AW

Axo Aed AP S

2) 5T AR

o] ©F(10/1000mg) 143} 7]&71d otFHIu=8Z2% 10mg TdeA e HEXZANILALAATE)

1000mg GAA] 21 ANG 2x2 RAFAF oz AR AoA TE A T3 AT Eoste] 32 1o
AP EEZ ¥ MEXEVS =43 Ay, va H71EEX(AUCt Cmax)E 21 H3E

%74] B3RS u, 7|skE &2 90% A1 F ko] 80.00~125.00% oW EA AEEHoE F

< AFSATE e AFolA APk 1A thxek 24 13RS 2X2 wAAPOoZ 1A%

ANA AF A G AT Foste] 2999 HF WEZEWS % A, Bl PUHEEX(AUCL

f“"” m

Ol
o
o ot @

ox o

3l

had




Cmax)& 271 H&ste] A Asde o, 71sddn & 90% A= 73ko] 80.00~125.00% o=
A BESHH R TS dSeAth WEXZENE Aol mg} AUC7F F7teke &S Bt

o | FudAE oz AgFEZTEF 10
S B7rstr] g olFwrkY, 24 F iz A7t
zkzy 91k tiHl FAA
1/}5}‘413}»3) ek thnl BEAHOR §93 AF i)
gl ‘213111 oégﬂ(Fastmg plasma glucose, FPG)oll A AAAH oz Fojmd HAE B\t
24 & AAA YA 2w HbAlc @ A= At 76 =714 SA = AL}
%3 WEZEVOT dgzxdo & A $= A28 FndAS gae s duZgZexe v}
HES 9 wlwd 24 F Alg AIHLOCH(A A &4 th 1)

o
fru
Jo
lo
ol
| ofl
l‘l
ml
tZ
&
=

HEZ20I
SEN BIHHS oot eE=rlE=1=by AI=Ze|Z2A
e 10 mg 25 mg

N 207 217 213
HbA1c (%)
HI0|ACHR! (BF) 7.90 7.94 7.86
HIOIALH! CHHI XtOI? -0.13 -0.70 -0.77
2|oF CHH| X0 -0.57" -0.64"
(97.5% Cl) (-0.72, -0.42) (-0.79, -0.48)
N 184 199 191
HIOIAZI! HbAlc 7% Ol&H &Kt
CHAH HbAlc 7% DIt 9M HIg 125 37.7 38.7
(%)°

LOCF; Last observation carried forward, @ 37A X8 A A=

2ol xelel 9 F3o) i) BAgH B

PEAR oAl tE Hot kg o)k Bl g &3k 4 WAt FEo] ofy
* p-gk <0.0001

MEZ=ZNC B JH2UTEA 25 mg F/PIEE 2GS NnG 29 AR
MEZ=ZY gEaoR dgadel ¥ HA ¢t A28 FuBAE PR A2eTEA 25
mg o) F7PY S FEYS HUYE FANAASGI 4 mp) FPEH dL B AL ol

w7Hd, 104 = 24z A7 FREAT. dASdE23] D5 mgS 1Y 13
g =AW 4 mg) vWs) B fdaon(F4) YR ufl= FPG avt
et A, 571 9 o] EdelA SEvag s v FAHCE f9

A=ZelE2E 25mg 22I0IT2IE (£4 mg)
N 765 780




HIOIACHI(H ) 7.92 7.92

HioIA2HR! CHH| X0 -0.66 -0.55
_ - -0.11"

s } — 2

22IHm2IS thel Xtol (2020, ~0.01)

LOCF; Last observation carried forward, @9 FTAXE A A5
2 o] 2gkel @ =3lo ta RAD HF
* g S Aol thdk p-dt <0.0001 2 LAl gk p-zk = 0.0153

olxd Zd=W E Xg Aol e A2¥ ZuIdAE WFoE WEZER OEFY e s
YEEZZ GE5Fo iy FEFe] MEXZENH Qo= EFEX 2788 FaEAY kS 3
7V8t7] 93 olFwrked, 29 AA(factorial design), 24 F YA o] = HUT. AGFYZ 23
WEXZ=EW Z7]¥E(5/500 mg, 5/1000 mg, 12.5/500 mg, 12.5/1000 mg; 1Y 2 3] Fo)& z}zto] ot
AdA g=oy thn] BAHOE #9314 HbAlc & ZaAZAom Hlol22kel HbAlc 7% °14 T4
ol A E3Ql HbAlc 7% W|¥F =2 H] &L 779 @A = vl EUTHE D). FPG A=

SEaw gn o 2 7as BPTHEAHos B,

®5 FEARAP gt BAE ow WEX=WY ANIYTE 2P L LHS BELY
Boamd 24 F A AIHOOEA LA o)
AIZC | Z2X A2 Z2F
a a AITTLI=>
10 mg 25 mg =3 Allt=2l B B
_ Z2% |HEZ20 | HEZ20
e " " " " S=8 | og g | 1000 mg | 2000 mg
PJIiES HEZZ |HEXZ | HEXZZ2 | HEXZ |10 mg (gd) @) | c==of | oo
01 1000 | 81 2000 | 21 1000 | 2! 2000 | SH=E0N S
mg? mg® mg? mg? =T
N? 161 167 165 169 169 164 168 164
HoA1C (%)
Hl0|A2tel
(=) 8.68 8.65 8.84 8.66 8.62 8.86 8.69 8.55
Hlo| Al
N 1.98 2.07 1.93 2.08 1.35 1.36 1.18 1.75
A2 |Z2F 10
mg %= 25 mg| -0.63 -0.72" -0.57 -0.72"
S=eY hHl Xt| (-0.86, | (-0.95, | (-0.81, | (-0.95,
0l -0.40)° | -0.49)° | -0.34)° | -0.48)°
(95% ClI)°
HEZZ0I N . . .
c=am g -0.79° | -0.33 | -0.75 -0.33
10| (-1.03, | (-0.586, (-0.98 (-0.56,
- b - b _ b _ b
(95% Ol 0.56) 0.09) 0.51) 0.10)
N 153 161 159 163 159 158 166 159
Hlo| A2l
HoAlc 7%
Olet 2t 63 70 57 68 43 32 38 58
CHAHDATC
7% 019F &g
HIZ (%)*




L F FAEHFORE 1Y 23] TUEHFOE Y FAT
MMRM(Mixed Model Repeated Measures)e AH&3F A 4 HH(@ 2" ). FASOO) gk
MMRM E&d&= A&, A% 75, AY, 3E, A5 J5i4 = 2 o]kl HbAlc 7} 3

242 #AzdE Fd(observed case, OC) HEW S AHEste] Al B4 o (full analysis set,FAS)
A

of thsl AAH.

P oiA B gte] thadAk <= (patients number in analyses set)

Ioao)2ekel FX|o thel RAY HF

P EAR oAl tE Bt kg o)k B i &3k 4 "Ape] FEo] ofy
p-7t=0.0062

HWEz=R3 dzxd ol HE& ol e dusgZ=29 F7PE &

WEz=vy dxdeygol §gayor ddzdoe] & HA e A28 TRIASE gz 4

g E23 10 mg =& 25 mg o F/HE LY FaEdY A8 Jﬂ7}o}7] A% olFwI Y, 24 F

Aek-tx A7 FAFHAT dF=SYE23 10 mg == 25 mg S 1Y 13 Fo A Z42Zh fjeF

vl A2 293 HbAlc 7ol YEPGTHEE 6). ¥1¢F tivl BAFCE {Fod AT Fart &

AE o, YA o7 Fojud FPG A4S BT
24 F Ao F<H HbAlc € A= Tae AAAIANA 76 F71A A &SEH QAT

WEZas dxdsdol tﬂ%& o2 ggzdol Z HA @t A28 FudAdA Az
=z KR A

S 9okat vwd 24 F AP AIHLOCE (A EA )}
HEZ20! + T2 0}
SESBIIHS S0t AMBRIZER2F | AIERIEZER2E 25
e 10 mg ma
N 225 205 216
HbA1C (%)
HI0| A2FOI (B ) 8.15 8.07 8.10
HIl0|A2HR! CHH| XtOF -0.17 —0.82 —0.77
2[oF ChH| XFOP -0.64" -0.59"
(97.5% Cl) (-0.79, -0.49) (-0.74, —0.44)
N 216 209 202
HIOIA2F! HbATC 7%
Ol&t Xt CHAY HbAlC 7% 9.3 26.3 32.2
0Ipt 2 HIS (%)°

! LOCF; Last observation carried forward, @3 FAAE A A&

2ol zelel 9 F3o) i) BAgE B

PEAZR foAdd i Hrt ok olxk HrbHee tiE =k B3 "o REo] ofy
* p-gk <0.0001

WEz=ds 5oIeeE Beand dd duIagae] F49e

W E 25} mggmp Hg gagoz ¥gzdol 2 HA ¥ A2¥ YuIAE gPoz 9
#FelE23 10 mg == 25 mg o] F7hE8e] faAd OW@% olFErtd, 4F iz AT
= 3 WA wrﬂaﬂazl 10 mg & 25 mg & 19 18] Fo4atgle wf 242} 9jofF ojm)




Bl 1A,

[‘

o2 #93% HbAlc 7Hdol YebRTHE 7). fleF tin] TAXCE {3 A

O{N
N
B>

£7 MEXEQY 9o ZElE YEaHoR dgxdo] & HA Ge A 2¥ FadAtA
FYZ2R ] F/HES Yok uwd 24 F A Y2 IHLOCH)(A A %ﬁ o)At
HEZ20! + I|Q22IEFE(=30mg)
SLESTIIHS oot A2 | Z2X A2 | Z2X
e 10 mg 25 mg
N 124 125 127
HbATc (%)
HI0|ACHI(T ) 8.15 8.07 8.10
HIO| A2l CHHI XFOJ -0.11 -0.55 -0.71
2lok [HH| Xt0[%(97.5% Cl) -0.45" -0.60"
(-0.69, -0.21) (-0.83, -0.36)
N 118 116 123
HIOIAZH! HoATc 7% Ol&t
Xt CHA HbAlc 7% 012t 8.5 22.4 29.3
g g (%)°

2ol z~Ekel B 3o Ui RAH B

S BAA

* p-gt <0.0001

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

frof ol ek Jrh ks ok Hrbdsol et &2k A4

WEZEWH gUZEe HL e 3 dnZgZ22e S8 &
WEXZEWH JUEge 5 mg o2 dgxdoe Z HA e A28 FudAsE gz duIy
Z27 10 mg == 25 mg 9 F/HH LY FEAT ‘-‘&xd*é—:—’._— Hrtetr] Y& olFwrt, 24
gz A7 FHEHJT. dF=gE23 10 mg == 25 mg 2 #eF gy FAZHOZ {9
ZHAE B om, HbAlc wWo]2gle] 7% o]/l :@rZ}OH 5] 2%l HbAlc 7% v WHS
&o] oo HlE] o EJTHE B). FPG H ATl A= SAZHSZ {3 747 Yelyth
wlo] ~2}el HbAlc 8.5% ©]7<l Fxlo] that ALAe] HolH 31 1E B AdZgZ=A 10
mg EE 25 mg Fol Al ¢k tiH] Ho)lxgielow® BAH HbAle ZAE -1.3%FTHIeF tiH]
p<0.0001).
8 WEX=94 gusde Hdgow dgdxdo] & HA e A28 duy FAA A2
Z2zlo F71H 8-S ok v 24 F AP AIHOC)(H A EA thA)
SES BIHHS nﬂEuEDI + 2ILI28El 5 mg
ojos Faln Z A2 |Z24

10 mg® 25 mg®
NG 106 109 110
HoAlc (%)’
HIOIAZII(E ) 7.96 7.97 7.97
HIOIA2HR! CHHI XtO[® 0.14 -0.65 -0.56
|2k CHH| XtOP° -0.79" -0.70"
(97.5% Cl) (-1.02, -0.55) (-0.93, -0.46)
N 100 100 107
HIOIAZH! HbAlc 7% Ol& 2Kt CH 17.0 37.0 32.7
A HbAlc 7% 0|2t & HIg




(%)*
FAS(OC)ol ™3 MMRM =3 o= Hjo]~e}el HbAlc, #lo]22+el eGFR(MDRD), A 2dd A4, 9

©, AR % A8 dxa8d ¥Ee] x4,

2 B A4 (Number of analysed patients)

wolzekel 2 Z3to] ts) B FIF

P BAR froldel tig o) okg; olak Wb el U &AF A "o FEo] ofy

9okl FAS A BASS viEXEY WjALY 4 Yok UZYEd 5 mg~ R RgES
b2 ERN 10 mg & 25 mg AFTel FAuAE AAES MEZ2T WAy 47
TR EFEFAZA AZEZ2A 10 mg/al 2 HE Smg EE ?‘:‘"%ﬂ%i{ 5 mg/u=HE
5 mg S TS

* p-gk <0.0001

w

HUEXEYY HE == WEX=Zv 9 Axdegole y&)o tg g8 E=2379

HEZ293 g3 AdEd Fo(Multiple daily insulin, MDD &% ol the AvZgZ=23 10 mg =&
25 mg o] F7H & FEAY AL olFTEIHH, 52 F A AFelA BIFEAR. 27] 18
F 8oupAe 125 ¢ ded 882 AR FAHASY 19 FAFol A 40 F2F Apolol A
Ep=

4% 100 mg/dl(5.5 mmol/L) "%+ & 2% ¥ 43 140 mg/di(7.8 mmol/L) 7§+ $Z< F43t7] 9
3l ded &Fol =HHAY

9l 2dzA WEZ=ERG MD led gl o3 18+t =g &2 10 mg ==
25mg el 1Y 13 371 ¥4 T 9o oinl HbAlc 9 BAZ 2 F93 /A4S YEPITHE 9)
%9 wExz=w MD elsd ol 3 dnIeZ e 27488 okn nwd 183 Ad
A3t (LOCE)( A &4 o 24+

SEA BofHS MDI Ql&sel + DIEZ28I
2ot A= Z24A A= IZ2X
10 mg 25 mg
N 135 128 137
HoA1c(%)
HIOI AL R) 8.29 8.42 8.29
HIOIA2ER! CHHI XFOI —0.58 -0.99 -1.03
2|0k CHH| X0l -0.41" -0.45"
(97.5% Cl) (-0.61, —0.21) (-0.65, —0.25)

LOCF; Last observation carried forward, @89 FTAXE A A5
2 wo)2~gtel 9 Z3lo] the) RAY HF
* p-gk <0.0001

TEUH-229$gohn JAHedEd a9d tg duZgZ2d 10 mg == 25 mg o =7}
FEAAG FAYL 8 F AEHVIZE olFwrbE, AE, APeA BrHEAG. 27 18 F
Aded &7 AdAHHow FAHASOY, o]F 60F T+ 100 mg/dL W] FPG & #4387




SR ARZA WEZZYG- AxI9gopy ZAHAEd AL H g 1853 o= =
221 10mg == 25mge 1¥ 138 7 B8 F9& 9o divl 5AH 2 {23 HbAle /A&
YEFATHGEE 10).

¥ 10. WEXZXGH- Axdegohy 7[AJdEd wiZ 8o did =g EF231 FU7F HES
9lokmt v wat 18 = AlE A IHLOCH(A A B4 o) -8 2h)!

JIM ol&el + HIEZ20I(+/-HZL230h)
SEN TS oot AMZR2IZZ2F 10 | AIZ22IZE2E 25

e mg mg
N 9% 107 99
HbA1c(%)
HIOI AL ) 8.02 8.21 8.35
HIOIA2ER! CHH| -0.09 -0.62 -0.72
X0
|9k CHH| XHOIP -0.54" -0.63"
(97.5% Cl) (-0.77, —0.30) (-0.88, —0.39)

LOCF; Last observation carried forward, @9 FAX 5 A A5
2 o) 2gkel @ =3lo da RAD HF
* p-gk < 0.0001

A8 #AA 9% (Cardiovascular outcome)
oz e, #1¢F iz 2@ EMPA-REG OUTCOME {I7A @A gRlE F4sHAEsiA Ad+
A Aol = A 23 B FANA BE A5 F7 FAT Q9= EEZ00 m
SFS 5P S HusAuY. F 7,020 5] SAHAHZEZZF 10 mg: 2,345 9, Au=EF
22025 mg: 23429, 91k 233397t Fo w3ty 31d(EYEH) ¢ FHEH[NT B A"
63 Al, W+ HbAlc & 8.1%°1%aL, 71.5%7F oIt Hlo]2gRldA WEXZER Fo dx= A
A B2 4%, A& Fo] FAAE 48%, AEXEFEor Fo FAE 43%0lUth AFFA A&
(eGFR)°©] 60-90 ml/min/1.73 m?¢l 3kx}= 52.2%, 45-60 ml/min/1.73 m? A= 17.8%, 30-45
ml/min/1.73 m?* @A} 7.7%°] A TH
Hjo] Azl o A BAAFNAIH(T6%), HEF123%), BT HAIQ21% 0] FlFA, AA A2 18%
oAl T 7N o] FHEHASE AdHA Hko] FAFATH
Hlo] z~epQlel A Al ThdAte] oF 81%7}F ©ld-<kA| L'l A A XﬁH 4, 65%7F WlEF-2}HA|, 43%7} o] =
A, 17%7% 228", 86%7F FHAFAA(HFE o239 d)S H§sta AT
12 AHAA wolx=ekel tirl HbAlco] RAH ‘é‘&( 292 714 E(adjusted mean (SE)
improvement)-2  $1¢F 0.11%0.02), A= Z=22 10 mg 0.65%0.02), AFZZ=ZZ 25 mg
071%(002)°i BEEAT. 27] 12F o]F d9 x-S FofTo| #AAGle] HAsHAUL I A,
45 AAelA HbAlc 9] RAH HH(FEEA MAE&L 919F 0.08%0.02), A= E=% 10 mg
0.50%(0.02), dutad]EZ 7 25 mg 0.55%0.02)2 1 &3= oFstE A
EMPA-REG OUTCOME 7dAId 9] dx &5 H7t Haees 8 AddA dd ARIMACES A
A7EA o] AlZEold Tk MACE & AE€3A dS A, X v d AZ2AM, B8 2 HEFoR &
AgAet. BA A4S Ax3ZyZEZ 10mg 3 25mg S 5&s=E Aoz AHAG AFFHAT ALA
of Ax¥ MACE 9] f3dule dig vlgdsA AN disiA viEgsdES HASsta, vlgsiol
HY dAS HAFske o S22 vlE @ 2o ARREHIIH QS EEe o Blu
W dA B Bt TE FAATE Holl EEAHaE D X5 F34E AEHAA 28 A
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TS AT GEIA AT ASE(1g 0, MNTA A=A D SAGH AEFAE T
7} g
29 1 MACE 9 $4H 3 wAE
¥5 2

€ | e

g = .

2 -

£ P

[ ) /_f_,f’,

|

Subjects at sk . : il;:lh- ; ” : ic
s EE R EZEEAEE
a9 2 AEnA A8 Awe FHE TH AR

z

:

E

'i‘ I

g e -

" f‘-ﬂ- :
Subjects ¥l sk : u-;-;l- ‘ ; »
£ 11 93 2% %7 A, 4 FHasd d@ A% 19
o|ot Im2n =2 xP FE8l vs A
NEAT %2 2333 2687
MACE(AJZZEN T8 M, HIZIZX DA 0.86 (0.74,
o S o o 282 (121) | 490 (10.5) o)
ARl BE AN (%) 137 (5.9) 172 @n | 08204
0.77)
HIXIZR A2 N (%) 2162 | s | O GO
HIXIZE WSS N (%0 80 (2.6 150 32) | 210
2E 201 N2 N (%) 194 (8.3) 269 (57) | 08807
0.82)

HI-AlERI AR N (%) 57 (2.4) o7 1) | OO B0




* X g (Treated set, TS), & A @S 13 o Fof e 3
b uZelEE2 10 mg # 25mg B

* MACE 9] 9&nlo] tidt ndsA A= 1302 MAAFHYL, ndsSA 4= & 994S A=3
cdl F2 vl 93 2Edo] AEHUTE E AQ AR S E4 2FEHIAY] wEd, F9%
(significance)S ¢+ p %£(0.0498 wiwhol s F== 95.02% = 2= F3ro] H-EF AL

213k 49 (Heart failure requiring hospitalization)
g ddol B3 Friwiaes GAF BX o g HriE gl
EMPA-REG OUTCOME Al @el4 A= EF=271 7 Hlwsds of AFHo= gk Jd9

s AaAAT QA= EFEZ] 2.7 % e 4.1 % @ BIHR) 0.65, 95 % CI 0.50, 0.85).
A1z = (Nephropathy)
AR Fo B HrPAFES B 5 o2 PriEioh

cﬁ.{}n

EMPA-REG OUTCOME A] & oA, HE3g}s
g4 Adolelde 2w 7k A% ‘1
o] A A7 9] AZbol|l tigk ¢ FH|
2] oF 18.8%).

w3 YRR} 9
At Z2ZoAH o
Cl 1.40, 2.37).

4 =X AR
dazaZ =3

Ans

T A =T o Y3 @derd v
2 (AR A% 9 AgPoR AT Ago
HR)+= 0.61(95% CI 0.53, 0.70)°] A} (o= FE2Z 12.7%,

rﬂ

Bl A%H BPARAL B AALEN R AT 9l ofryy]
=4 vEtg o (A= E23 49.7%, 919F 28.8%, #1@vRI(HR) 1.82, 95 %
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T2 A4S AT 2 AAY A, ARHATE S A4 g5, 84
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s Eel 271, g
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B AW T, Ak D el AHE TUAAT.

L
e

2 Lol

ry

it 0% @
Of
ol

N —{E

2
_\-‘Ldl
b
o
©
z M
m
P oo
o
>
-
2
e
)

oQ

1o
A IS
e

fu
™

ox
b
M
lo
-
S

4 4

m

DN
r
["_}'_,
lo
i3
s
X,
>
o)
2
>
4
A
S,
!
2
i
S
ofo
o o
rO
BN
O
CrQ
;
LSk
e
oo
o
n%
rUH
i)
> M

%7“] 7] Al %? T

WOk 02 e B

Ao A 300 mg/kg/L Ol*o LA =& Hl%i J&’é}ﬂ S, 100 mg/kg/%_
(= E237 Hd A A2z oF 18ujd DM E 23R EUTh F TF EF
N e EFA o, AR HH o] 9}% Zﬂii Hol7 ket

Ao E27L dA vh-2o
oF 62wl 3N7HA FoI3HA
mg/kg/¥d &FNA A TFS FES
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O~

gk gk

1500 mg/kg/day £
o] oF 4njo]t}.
Zl REA HEZEV]
EoflA ¢4 EA A
b EdH ol A A (w}
A E)NA
mg/kg/day o] &
ols) e

@ AF

=

=13 ;(]

ol

2 AFAAA da=gER
HdEE A
okt o] Aol Aol

3 A= mEoAM s ERIL THS

P E2E T
e P A AR F o] H

2
o FEFL
o]

1l

HAdl 94 =F9 oF 44
o

ol malel =T F4 nhy=9] A4 5%

2 AAAEE Fgol gL opAsE tEEHEA 43

APl AE(EF 1045 A9} np201F Aol tlsl 27t 900 mglkg/day o
AN, ol gL AEDA F) 2% A 19 Aol 3P
|4 vEZ=As BEE wotde EAL AT FAEA
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Ao gidth 2#Y 900 mg/kg/day & FoI3 oA #
o] HFHAT. FEAZAHIANZS. typhimurium), F4
(A gz = A W &3 A >d(E
& 7= Al o - AES FHE 2 600
7] of 3ulE FAde W WEEX=Y

2] A5 Al AF S7HE oA Fob folstth

-

< A3, 27|
of et ZAEANA HE
gl

7 ApgA mT

O Azxd
T Az A Z== 2 A A
ZpAFA 2 & 33 A k) o gkl = 7% HEYA AEE 115

H
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@ FHEY : MEEEVENS
O w549z . I
O Az 3% . I
O

14 371274 @gstes 49

O E3|&#A 2,5

1.5 /AZFANeF AR A7 (3Fst= A7)

AR 8=

ol

©)

1.6 SYFAA ALY AR AH 3FstE B9

O AU



18 AEH

= w | meey | RN WEaEd | A= | SR 3
- 7
o ET @ 2= A4 A2 | TABY )R A= A8
/‘\lié ?Q_X]— 2024.1.23.
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