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HEZ=0 HEEQ (1245.23(met) (243
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MelEh%) 0.5% 1.8% 1.4%
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HEZ=0l 5 ” 220 HEEO] (1245.23(met+SU) (243
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7| MQlEel+/-HEZEDI+/ M0 HEEO] (1245.33) (1852 / 785
N 170 169 155
XMelEh%) 20.6% / 353% 195% / 36.1% 284% / 36.1%
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SRFE W SBI)E St Y2, 272 F o

BE A Yol 50%7h AP Holth. FANFE FHUIS

WA, GAAFe 249 FoF BRANG AdaFel U W, FwPe TP BN o)

Ansol Uehg & gtk $A4ES 8% A4 S5 S7Hommol/L 23, 8% pHAS, gole ke Aol7}
Add 2

sojue Hdald B A4/ 9 FEAA H7L FUbehe AE EAOE gt WEXEVC] fikEe 9
Aolgtal AAAE 4, WEZETS] Fere WFHOR Sug/mLe ZHshs 02 Yehdh
HEXERS Fo B2 3o ojH Ao W Ui Rue d$ FHoh(Az 41,0008 % F 0.03
A, A ASE A 34 1,0008F oF 00157d). Rud A¢E F2 B U - 935 A Hgd
Ao BE oFEY HBFFA T AHdA, Wl AAAEH NG AFAFE Eete 2750 FoH
Aete G FAoA I o AR ot A YL 2V At AE9} #A oo wf
2t S7td

GEY HEXZVL A4AT, 95, H833 B4 S0l Uehd 4 57 FoAE FA 8} g 1]%F
o] &9 A% Ft sl FHoR Adtd ¢ YoEE, dNtHow 1HHo YA e APAH
7ol Qe FAe A HEXENS FAqsA gt 43L& WEXENo A YIS nAA T
JbeAol JoEE, WEZERS Fof whe o F - WA ¥32& FFdHAE Fajof gt

TS A2 wujs o] ol a dH, 25%F, T2, FESH B 553 2E W5 XS
S w4kl o Asid A AeAst, A A AMEAEo] yepd vk SAek YA
ol ¢ SAEY T84 sl ¥ ojof 3hH, FAE Tk o] @ Tl e A5 AtlAl A &

o 84 dsd, AE, 89, F pH(<735), AdsEd WEXZEYY FF FEE HAHISS <
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= kel UERE gadiAelAl o glslol g,
§ a8 W $34geln. MEzade Rl G
A nERWE AAsor BT} EEZTLS )
L Qag), 43S AR S48 kRS AAS Sla 544
2779l 24 sAT 43S AL

A% F 24 WHTUELUS EYL SCLR2 AAAZ AZLE ATY A2 Fu B A%
S BLE = FUF PHS AV AELZF B} FAHAG. P2 FRAOE Az B
AN AEDZS Bestel A% Ads BLE o A5 of ok A1 Bwd Azl SbEA @i
B5A7 250 mg/dL Rt WEetE IsFe A% HAY ABNES YT S YonE, o o
B¥ AN F2 U ABol AAHE JFSE F4o) wBHE A9 WY FA9 BAglel AR
A Aok Bk wok AELZO] AHE HS, of o] ARE FVEL A HHE BT, F7

mﬁ‘.‘

Al 2AE A& oF g,

ABANZ] Age ded, A, 183 G53E HFS Yo7 o F 9k

AENFTY] S43% AFe 25 3 T35 A A LA o4, TE, 48734, 5F, AW, 2529
T XA GF BalA ﬂl% %:% %27171 Ae gRe® Jded &% U4, 34 e84, AW B
TEE AT 2R AH AP, €l AFS 4= AN A1F Gy, AFY = A 7 ¥
g), 1831 ¢2E ¢80 ﬂﬂﬂ&’it}.

o] o] RoE AAEy] A QdEd BHl T4, TR AY, dIiE FEE I AENFE Yo AL
glol A=A neliop drh o] ko7 A s AN AEAF] BASEA ZUEHPS L, AENSTE
dog7) 4& A Al FA B e FE2 AT A7HA g)o] BT H 9 o] %o BHqE Y
Aoz FEste RS LT ASdETE LoV AR AFH AZoAE, o 4o ArE dAHeE
TEY Aol A dd ZUEIP L 1y

3) AdF &4 sl = #A

SGLT-2 AsfAle] 2§71l e} Audoz Eg%hoﬂ FHEE ARYA oo oY FQASE L
& & o webd g ﬂ@#ﬁl Az, AP 71480 Qe Fu¥et A5 FA A xE 7BA oY
Aot 22 P Gbdete Aol e FAAE AFs] Fostefof

A &AL 72 + de *J%(ﬂl% B0, A8AA AR)dA JHSYERAE FAT do= AAHA
dU2A, A ES 2383 AFAH A 5 5l AY dd 2 AP S F4AA BEste o] A
ZEth A Qo] wAdE A o] o FAE IAHOR vﬂo}— Aol g Holok gt

4) 3t &Y

PINE T AU ERANA LGl RuHT dageE20d BEAY] A SHEA sk

ARAL FT  9ow o)t WEZE Fof BN WEZ=T
“aehd of ke A A e A4 A FRHo o, 4
b S, 715 S ARIkee Aao s Bud olFe £ & A (6
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BE o] oo Ut HF m: AU A% Baw A9
FTF ANZRE AT F% F 3¢ A0l H%E

B Eed % de SoL! ANAE A48T DA L2ANATE A9dE TP ST 4w
2490l A% F 2w w9tk SGLT2 AshAl a¥e 22 29l A9e 24 B A #a9 2
2 29 5% 342 Bl 443 Asgn

9) HIER] B12

HEXZZ7LS HEHY B12 A& ZAaAZ § Atk @& HET B12 £X9 ¥ WEX=ZY &%, X5 7|
7t 37 9/%s vEY B2 A¥E fddte Ao 4Ed 98 AdA e BAdA Fe vlER B12
Ago] gAHE A¢ME £e 474 ¥EH 22), €4 vEY B12 FAE ZYUEHF doF gk ArjAQl v




Bhe) B12 RUEFS wekd B2 AW A¥ At e @A Bed 4 Ao WEZEY 2y
o] A =717t om 3t x]/\gqo}o]: o}uq #A) o4 Ao W vEW B2 AR U AHE w
A= oloF .

10) 4 43

GFEL Z4k tiAtel tis] MEX 2] WXE FIFS FTUAITT ¢EA Atk wEA FAe o] Fs &
43k B¢ S48 =E A €389 HF HAE A dEF drh

11) A4taZ H

olw delel o AEHA (L), 54 SIHATH, 548 A2ANH AtaFor EYAE F de o
2 202 farss s don A Ha¥FS doZ F At o] o ABE e FAfA o3t
Uo] dojdtii, o] oo T E FA FAF I}

12) A71%

ARA dA9 A AdaF 9 A7s At fdel o Eoh AE g AFH A AL, o] 2 A
1A A 9 A7 RUHB S F3 FAF 4 Atk o] & WEXEY AR gEd g4 ¢ BN Y
AFA SR A FosiAs <k At
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13) A8 i 5] A

AeEd F Axdegolet 22 AEd BHEAA e AYDS FUdh mepa o o3 WE Al A¥TY 9
e Fol7] Yot AEd Ty JEd BH SAAY §FE S & & gl

AEGe B4 AL S4sdAE HEZEY dE T Fad A BAYEHA °‘°Ur aF AH7 T84
U 483 &5 § 9% BFS A 42 B 2 g8 guAsA(EzEd o ¥ Jded 5) EE %}qi
7 Beste B¢ AT & 9ok 1A, ok, BE dY 25 S @ B me HegA 2d, 8=
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WETENALE: 7]2d o] ko 2 2ARY A23 Tw BAAM ABAH o = ANH o4 24
(B3 mzaa 2437 @ 240 BASE ASE ABNE BE §44%9 278 7] 9% B
A3 ol oiAcl . oleld We WA A B AT, ¥F EET ¥ Bao] © dF pH, §4,
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SGLT2 ASAES olst & SASolA AWd 4% o7t a7k
17) % A4 %7}
of otg Bgdlt BASE AFIYTRA ALIHOR Aol kT E=To] U AN FH e vEpa
Aol
18) ¢4 8 74 2% 50 HAE GFe ATHA Wo
19) ak4 Ak
S SGLT2 Askle] 71 daeTold s AR With el 27k B399 o) A7k A9
AAo] AEHEAE SR Gty RE Tuw B9 bR, QA did waee ety 84
o ggaie Aol Faa
20) 33 AAFEYA )
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o] obe Fol Wi A Y U BHFH B A4V B HeR Fue B3 AVE, Tw EE BE
of YERE A% 583 74 ARE Sslol BT SR HAT AHE A, 34 BUS A A%
2 Adata Wed A A3H AALL APstoiol ATk of oo Felg e WP £A2 WY BY
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(o))

5 AE

) dut

A7 A4l A2 E27(0 mg 1Y 13)7 WEZZWA4A(1000 mg 1Y 23)E 3 FAYE
2t N AR ksl frold WMt A °L9}"jr

of oo et okFeA FE TG T A7 AAHA dkoy, dREY IR WEZENYNT &4
Ztoll tidk A77F A EAT

) A==

(1) fgeta dza&

@ oluAl: dosd S22 HopAEe} F2A ojnA9 ok RS FVHNE F loH, g5 B ALY
Ade 72 Stk

ded g JAded EHEAA: daed 2 Axdedotet 22 ey £

2 5 Yo mebA duge el @ ARE o AEde fde BT HA6l
AAe] &35 oo T = A (FHEF & 2x).

® 1,5-AG (anhydroglucitol) A&

SGLT2 AsjAlE E&ste= 49 dgzds Hrlste dHdd 15-AG 382

15-AG Aoz d9& RUEYse A2 ARHA ¥, €9 24e ZTUHTY A BE S AHedn.
( ) orzstA A3 AE

O g& d=9 da=dE2d 3 I9F

A Q) (in vitro) =& 01?4] W dazd sz F2 A 427 9 F-HEAZ-SFFERLERS
2}A UGT1A3, UGT1A8, ¥ UGT1A9 % UGT2B7 o & =FF 243U AAgY. =& %
T 7%A (human uptake transporters) OAT3, OATP1B1 % OATPIB3 ¢| 7| o]y, OAT1 ¥ OCT2 & ~7
B A8 gdevh 928 E231E P-glycoprotein ¥ BCRP (breast cancer resistance protein)] 7]?4_0]1”4-.
Ptz Z2AA ZEHUANEUGT EaANA, OAT3 Asjle A FoA dozsdE=x 4%
(Cmax)¢} &=-AZF AHAUC)7E 2+t 26%, 53% F7kstdth ol2ldh Wste A o2 ondes Z21o= ZH‘—
A &%

doge e UGT frE &2 A7HA &kt FEA0l 44T AFo] lernz, on ¢4y UGT &
20 frEAoke] e dsfof gt

A5 22 A (OAT3 o AA 9 (in vitro) A4, OATP1B1/1B3 & FHA Af A} F528 AFelA WEA
P EZQ Cmax ok AUC 7} 242 15%, 59% S7Fstith ol 23 ¥Mates ddd ez dgngle Aos 7+
Q;q ol—ol-\:}

gy Alzte] W&ol o3 OATPIBI/1B3 of& w4419 A= dut=e/E224 Cmax 9 AUCE 24 75%,
35% S7HAZT oled Wals YA oE ugle AoE FHA st

PP EEN =EET P-gp AAL Htatd o] W Rl ARl FAEIAEHE, o= P-gp A7t <
G2 ERA daf Rz FoF o] flee UEITh

"}ix”l AT 23 gz =Y st A4 AN MEZER, Y, v, A
B=dd, du=de, oad, vk, ez, duizerel o3 HEtA Fgkon, A 2¥ Bk SRl
EHAm E, O]‘:—E'-—a?-—EE]"}X]‘:"ﬂ olef WatA st

@ JyegEeze e gzl 3 IF

O o>‘

—_

o

d

N

[R5
o
i

e RS A4 oF WAS 344 B oF 5 44T 5 Avh ¥4 dF SEE A9
E2d 5ol 9 89 W7 S 5 A% gasolo ¥tk 84 F s 2L 94 A5 AU o4

oA &2 I8E o =g

KA 9] (in V1tr0) L?"ﬂf\‘] datz e EEE CYP450 isoforms & A|stAY BLASANIIAY FE8A] Fe
o} 32 E27L UGTIAL, UGT1A3, UGT1A8, UGT1A9, UGT2B7 & A&islA ¥t} wetd, daz8E
273 olE EA,l NA FEE 54 FYIL w F2 CYP450 2 UGT isoforms ©] #HH fEA}T2EL
s Zow e

%‘:‘J}:L\j/]ii{lﬁ A5 §FA P-gp & AdMstA Feth WAL (in vitro) A AHAE ZAE, A= EE
AE P-gp 714 FEF} FoAEsA &S AoR 04]**545} A2 EE2AH P-gp 712 HHFAAE HEF
P& u tFae AUC ¥ Cmax 7} ZH2 6%, 14% S7FstAth olgjd Wit Aoz gugles Aoz 7t
FEHA FYTh

A9 (in vitro)ol A FoFYZE LS YA o g Fo3 dAF T A OAT3, OATPIB1 % OATPIB3 9} #&
AA F4 %A (human uptake transporters)S A3l 5tA ¢ *Eq kA ol F FFA 71EY dE AT
Age g Aoz dgdn.
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Ru)
_?{_‘
k)

E iﬂlﬂltgl ok *1&%01] 03 AT, %%Er&l

&S %%E}% S YERT FEANEE WEZEVY A% %
7} ]7131 H3Z Cmax & 22%, @35 AUC & 15% % %

of Hl&) FEAW T Cmax 9+ AUC 7} z+2}F 31% 9} 12‘7 7+
*54010111 FEAVEY A AAE] W glo] HF WMAE 32% #AAT PR WEXENH
FEAVEE BEF o}%l—% o goatgo] #e F8d ARE floh
(6) UsIti®: A4l A4 A YA G FEQE fEXET IMI‘M«I F=dEAgel WF Ars, Y
Hrze HE Tyl 4 Y Wlzz 209 Cmax & AUCE 27 20%% 9% Z7HA71H, &5 wid e =
ZJENZIEE Tmax & W71 93] gloh yegae WEXERS §F45 AL HEZENS Yedgd
of dFE A HAA U=
7) A71s FFE P F AAY Fod Yty wgtE opy|stAY AM e BHIEA wjdEe ol
ofE o] WExEW FFE mH F Qe FE HEXEVSR{7|Y¥]24EA (Organic  Cation
transporter, OCT) OCT1, OCT2 ¢| 7]& o]t}
- OCT1 YgAA Mo F)9 B8 Al HEX279 o
- OCT1 F=A(E LA F)ok 38 A HEXE
- OCT2 AAAANMEY, 712, ehseia,
Ean],] /\]uHHO HAaANDS § q uﬂg Zdle
- OCT2, OCT1 Al AAA(ZEZEY, &2t5H5)

F

T4 Yot 3712 F S

B Exd, e, oIS )% W A e
% 5wt 458 5 A8

g A WEZZ W AW 2D FEo] 9 Z 5 9

[e]

uetA WEZEWG o]HF FEe W Fol T A MEZERY T FEF AT F J2BE, o FHo
ekl 53] Ao A AS Forb Basth OCT JAA /=A< HEXERS GaE WAL F 9]
ooz daog Af MEXENY §F 24& 1T FoUTh

%3 AEA COX-II(Cyclo-oxygenase) HAAE 233 HIAH Eo|EA AQZFA(NSAIDs), A LElAHSE
A A X'l](ACE inhibitors), kA ®IAI 1 +84 Z&A (anglotensm Il receptor antagonists), ©|=A| (53] F=
olmAl) T2 A7T BT YFS E F Yo AT APE FME F SloEE WEXERG HE
Fo & A4 AVse HHsHA #E ok g

®) 718k A AdAe] et &3] W& Fol AFoA, MEZERN ZrIetsE, o] o3 o|FZ 2

E
e
FEEYNA HAL HE GHL WA YErh
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1) 9+

PRl Al o of Bl o] o] A FAHEY AE i AgE AFHU, YF e I I AL THeA
o] A& dAdAE FAsA etk (MEZERL FEAIAA 71FFA 8o tig Bavt dor Qi
Ae fFadsol dojyr] dn) A2z g@5Fod o Rg3ARANA 27 23 #dste] A
NHA R Fafgh T BolA ko, TEAPAA 24 & T2d e falld FFS Uit F
29 AFoA Al 717 ¢ WA A 3 w2t A 7189 5L 3d 9 AT ARES #¥o
Atk Bzl QloER, Jhed B sk 83 fAc] S8 dAVIRE B ledS AHEsE o]
AE7FE Aole] 59 Adfolt

2) TR

HEZERNS A BGE T3 2R Zf 75 Aot/ Fotell Ao ol it #EHA &gkt Azt
Y0 A BEfE BulEeAd g Ase (it

FEANGANA A2 SN HEZEVL BFE T BHEAT. Aot/ fotdl tiE HFEE AT
F otk WA o] oz Ngae FoilE FHE FTEHIY

3) A%

o] o gl o] oko] A FAFY U Aol g FFe A7H Hh ok

ME FREY TEAGAA T BHste] ARHA R g dFS BolA okt
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9. A}l tjgk Fof

b T EET WA ik g EEAY dFS AU T8 FH 9FE F 5 e AEYA olxd 4
#Eo] At 75 A o] e AdF &4 YFol ¥ =S F JOoHZ o] g AW A Fodtof 3t}
4. o)duks & F=x)

HEXEWLS M-S 53 A= 18 x= Ar)so] AstEE AFdo] Jornz Fxte] Ar|sd At
o A3 g9 2 g9E de AT 28k st 1@ AE AU AV]se ZYEY doF 3
A, Yubd oz yHA Al HUEEFE FosA gt
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g
2

AP AU AR AHTAELY 800 mg (10 A AEEFe| Dok Ay7h) B
Y FuBAIA 100 mg (12 At AFEF 4] AD)7AA W2 FoldS o, oW 54
okt Ao AR R F e Wee S s .
Sgtonl, 9am oz feoldA Atk AN 800 mg & Zofstel Folt Age gtk
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1. B 8 AFH) FoAg
1) ojgo]o] o] &2 = o HAZT.




2) 42 &7l mHre ¥ AL Andele] HAY F4 FAMAA wgAetA] gornz Ao &7 B

) QJ:E] e

&
Jf

O
2
N
ot

T #AY ddzxd A FAHoE Ay EIER HEZERGAES BT A
l‘i.—ﬂxﬂ olty. =] EEX& SGLT2(sodium glucose cotransporter2)§ Ao 2

48 9 =39 mijde FAA 87 Aste fEdth WEZ2UE DA =g
(Gluconeogenesis)% AAste 71 Fol @9e WFa, 3 Z ARAEY ded AFES dFE Aow

deA U

2) kA AR

o] °K(25/1000mg) 1 A 7]s{7td oefF[Av=e ==X 25mg Gzt MEZENENE (A EE) 1000mg
SdA] 21 HYS 2x2 E‘MWOE A7 QoA 35 A dIAT Folsto 36 W dF =g
A9 MEZENS 243 Ax, vlu H7FFEX(AUCL Cmax)E 22 W3std 54 Aesis o, 71313
&9 90% Al 7ol 80.00~125.00% oW EA HETHo R 53 YT B AlFolM AlFef
143 gz ZF 1 ANE 2x2 BAAFOZ AZe AloAl A% A @34+ Fosled 294 dF wEX
29g 243 A%, va F718EH(AUCE Cmax)E 21 W33t 57 i%ﬁ]é}%{a W, 718 7H&] 90%
287k 8000~12500% OJYEAN AETHOE FF5FS YFsIAth WMEXETLS Aol wet AUC 7} 5

[ex

3) YIMNE AR
HEZEY GRald tig Qs Ere FHE
29l d=aflos ddxdo] & HA ¢t A2¥ BudAE fAeE AYSgdEE 10 mg Ee
25 mg o F7HE&S FrEAT HHAEe BUEk] A olFwertE, 4 F Stz A7V FHHUS. A=
210 mg T 25 mge 19 13 FAsAS 2+ 9ok tiHl SAA R frofd BEdMa
(HbAlc) 7Rl YERTHE ) ek vl SAA R foY AT Aot FUHASH FE I (Fasting
plasma glucose, FPG)oll Al AFdH 2 {3 A4S BT

|
)
B

24 F AZAGAA &l" HbAle B AT Has 76 F7HA A H AT

E3 WEXEVOE FgFxHo & HA ¥ A28 TRIAE QYo oz E2Y FHHES A
3 B3k 24 F Al g AIHLOCF)(AAZA AT
HEZ23I

i di=as oor CTHEREES) CHEREEH

B 10 mg 25 mg
N 207 217 213
HbA1c (%)
Ho|AZIR! (B 7.90 7.94 7.86
H|o|A2tQl CHH| XFOP -0.13 -070 -077
O|OF CHH[ XjOF -057* -0.64*
(97.5% Cl) (-0.72, -042) (-0.79, -048)
N 184 199 191
HO|AZFl HbAlC 7% O]
Al S} CHA HbAlC 7%|125 377 387
0|2k =H HIE%)?®

1 LOCF; Last observation carried forward, @G 7AX & A A&

2 woj2gj8l g F3}e s EAE H

3 SAA Fodel gk B7t kg, oAk Wb e Ak AR HApe FEo] ofd
*p-Ft <0.0001

WEZER 3 A9FeEER 25 mg F/HEEL Fevse e ad 2@z AR




MExay gsayos dgzdel 4 Hx Fe A2¥ TuIAE ddeE dPsgERT 25 mg 9 F
7Hg&e FEAS FHAFE SYMIAI =AY 4 mg) F7PEEF vla Brhet] AR o] FwT }n, 104 5+ 24
dz d77F FPH0T =52 B mg e 19 1ﬂ E@l Al HbAlc Za Eﬂr% A =H 4
mg) Hl3 o FPG Z&7F Uetgth AS, 5

oj¢t7] dgtell A

N
o
M

* 2o dgzxdol 2 g4 e A2¥ FndAS o A3FEEY 25 mg F7H
< v E F/MEE8 Hlad 104 F AP A3 (LOCF)(AA LAt dT)

N HE=Z=20|
RGNS Ao =ad 25mg  [S2TERIE (=4 mg)
N 765 780
HbA1c (%)
H|o|AZIRI(E ) 7.92 792
Hlo|A2tol CHH| XFOP  |-0.66 -0.55

1 LOCEF; Last observation carried forward, 8% 74X & A A&
2 Hoj2gkl & F3lto] i3] EAHE P
<l d5A o thE p-gk <0.0001 2 Aol h3 p-gk = 00153

HEZER daF 27 278 &

4, 89 “ﬁ](factorlal design), 24 5 VA Fol FYHAUT A EEZH HE

mg, 5/1000 mg, 125/500 mg, 125/1000 mg; 19 23 Fel)& 7te] geda) vsay o
3tAl HbAlc & ZraAZAoH wo] =gkl HbAlc 7% ©/d 3 = =
of 9l g5 el vl EUTHES). FPG A= @58y vl o & Z4E BAh(EAF

5 FEANTAG glv FAE Aoz WEZXEWS d9ZHEE 2//¥E 2SS 45y Blwd
24 F AN E AIHOC)(AAEA 4!
eail=rl =ty Aoz E=T
10 mg? 25 mg? _ _
o o} 2 2| ot 2 2 Hezzolyezzo
729 + + + == s=7 1000 mg '; 200_0 mg ';
o7} _ ezealt - - -
W HHS HEZ=20 -2*‘0?)1!) mj‘;a HEZ=O|lHEZ=Q l?EE()qu) iS}EEoqu) EEQp ZEEQp
1000 mg’® 9 looomg [2000mg® | | T
N2 161 167 165 169 169 164 168 164
HbA1lc (%)
lo]|Aztol
@D 868 865 884 866 862 8.86 869 855
o[22l -1.98 -2.07 -1.93 -2.08 -135 -136 -1.18 -1.75
AmM=zZE2T
10 mg &= 25-063* -0.72* -0.57* -0.72*
mg CHER'# CiH||(-0.86, (¢0.95, ¢0.81, ¢0.95,
Xo| -040)° -049P -0.34)° -048)°
(95% CI)?
HEZZ0| i .
A -0.79 -033* -0.75* -033
oy ¢1.03, (0.56, 098 ¢0.56,
_ b _ b ~ b _ b
(95% CIY 0.56) 0.09) 0.51) 0.10)




N 153 161 159 163 159 158 166 159
C [ ES=TE]
HbATc 7%
Ole SR}
CHeHbA1C
7% 0|2k =g
HIE (%"
adtF T FALHOE 1Y 23 YUEFCE 28 FAF
b MMRM(Mixed Model Repeated Measures)< A3 A £4 FJ(@&HE Fd). FASOC) g MMRM
Hb

Hole AR, AZ 715, A4, ¥&, AR 43288 4T g wol 2kl HbAle 7} E9H4
1 42 #2d Sl (observed case, OC) HIHES AH&std HA B4 oA (full analysis setFAS)ol sl
AN,

2 A AT A o (patients number in analyses set)
3 Hjo] kel Ao tie) RAFH Ht
4 TAA el Wik B7h kg, olAb Wbl i =2 A dake] FEe] obd
* p-%k<0.0062

HEZEN dxdegol Eayor dgzdol & HA e A28 FRIAE gy iR
210 mg =& 25 mg o F/HH LY FEAY HAPE Brehr] A olgwsbY, 24 F fkUE AT &
Pt AFZEYEEZ 10 mg TE 25 mg < 19 13 5o A 47 A< gy BAFSZ {93 HbAlc
Aol YeEbRTHE 6). 91 Uiv] FAZCZ Fod AT oyt AR ey, 943z Foug FPG 7
AE B

24 5 ARl ElE HbAle B AT Hae ARAZAA 76 F7HA A L5 AT

HgaWor dgzdel & HA ge A28 FudAdy duIygE: 22
of F/HEEE Ak vlwst 24 F AF AFLOCF) (AAEA )
+

HEZ=D + Hmeaot
AFREEIH olof Ao |EZT Ao EZT

o 10 25

mg mg

N 225 225 216
HbA1c (%)
H|O|ARFOI(E ) 8.15 807 8.10
tlojAabl CHH| Xtof 017 -0.82 077
2|2k CHH| Xtof -0.64* -0.59*
(97.5% Cl) (-0.79, -0.49) (-0.74, -0.44)
N 216 209 202
HO|ARFR! HbATC 7%
0|4k 2k} CHAN HbATc 7% |93 26.3 322
02t =2 HIE (%)

1 LOCF; Last observation carried forward, @3 A X & A A&

2 Hoj2gkd]l & F3to] i3] EAHE P

3 BAA o8 Wi B kg, oAk Hrbdgo] Wi =ak AR AApe] FiEo] oy
*p-2t <0.0001

WEZZH v e e FEaM U A ER F1E S

HEXZ=ERN doFe|etE HEaWHor ddxde] & B2 e A2¥ TudAE o R dysgER
410 mg 2 25 mg o} F7PEe] FEAS FHYL o1Fi I, 4 F Az ATE FI AU,
IR EEN 10 mg E= 25 mg = 1¥ 13 FA38<S o 7—}7—} Aof vl FAHCE #93 HbAlc 7H
Aol UeTHE 7). HoF thl BAACE o3 AT Z4 9 FPG Zart S1E A




= W oR dgxdo] & HA ¥ A2d FuBAdH dyIERA
o F7h&& Aokt vl 24 F AYAIHLOCH(HA £4 gz

HEZZ2DI + TRI32|ERE(=30mg)
AEEgItHs oo A=z ZE27 o=z =27
o 10 mg 25 mg
N 124 125 127
HbA1c (%)
HlO|AZ RN E ) 8.15 807 8.10
HojA2Fl CHH| Xtof -0.11 -0.55 -0.71
Q[eF CHH| Xt0[2(97.5% Cl) -045* -0.60*
(-0.69, -0.21) (-0.83, -0.36)
N 118 116 123
H|O]AZFR! HbATC 7% OfAt
SR} CHAF HbATC 7% DO|2F |85 24 293
EEHIE %)’

1 LOCF; Last observation carried forward, @3 TFAX & A A&

2 wloj gkl 9 F3lof tis) RAE P
3 BAA oA Wi B7F kg, oAk Hrbdgo] Wi =ak AR AApe] Fito] oy
*p-3t <0.0001

WEZEN 2 t2Ye Beadel e A9 2

HMEZER gUSHE 5 mg 2 ddxdol & A e A2¥ gudAE tHoE dA2EEN 10
mg £E 25 mg 9 %7}‘*“%4 %E*éﬂr AAGE Hrtety] 913 olFwEIHY, 24 F Az A7t FIHAU
o A= E2R 10 mg 5 25 mg S $oF tiHl FAHCE {93 HbAlc A4S HHoH, HbAlc H o
2gfRlo] 7% o]l el ) %EEJ HbAlc 7% WSS 9T Hl&o] $loFof Hla] o EUTHE 8). FPG
2 A Fo M E FAHCRE Fo3 avt el

o] 22kl HbAlc 85% o]l hzto] it A}ZM] Aolg a9 1F BAolA AFYZEA 10 mg EE 25
mg £ Al Yo tin] wlojxgelo 2 BAE HbAle At - 13%ATHSIF tiHl p<0.0001).

X8 WEXEY gu=ge HEo2 gxHo] Z HA % A28 Gy AN Qs E23Y
F7HE &S ok vwd 24 3 AP AIHOC)(AA A o )
aad ot HEZ20 + 2|LFRIEI 5 mg
olos OE*IEP%BEIEEE %"EF%GEI%EEI

10 mg 25 mg
N2 106 109 110
HbAlc (%)'
HO|ARFOI(E 796 797 797
tlo|Aal CHH| XtopP 0.14 -0.65 -0.56
2|2k CHH| XtopP -0.79* -0.70*
(97.5% Cl) (-1.02, -0.55) (-0.93, -0.46)
N 100 100 107
HO|ABIOl HbATc 7% O|AF BHXH17.0 37.0 327
CHAN HbAlC 7% 0|2 =St HIE
%"
1 FAS(OC)oll g MMRM E&oll= Hlo]~ekel HbAle, #lo] 22kl eGFR(MDRD), A&|84 |9, W&, X &

S A FeAed ol 294,

2 ¥4 A (Number of analysed patients)

3 wlo]zgkel B F3to] tis) RAH BF

4 FAH FoAol it BrF bE; oA By 3 e A AApe] FEo] ofd

5 flofzol FAeAE SRS MEZ=ER WFeY A St/ U HE 5 mg & FAUSE

l

6 ARSYEEZ 10 mg EE 25 mg AFo] FANMAE A4S vEXEY WA A A 18 EF
E o vko}
TCI] T A

EAAEA d942YEEZ 10 mg/IU=HE Smg £E AP YEEZ 25 mg/YUH=HE 5 mg &
[e)

o




Aed SHMWEZERY B8 & fEZEV 9 dzxdegolet WE)o e dgd=eE=2x9 371 B&

HEZ 2R th3] & Fof(Multiple daily insulin, MDI) 8o et 93827 10 mg EE 25 mg
TEATG R E olFwrtY, 527 Atz AFoA HItHAT 27 18 F 2 mpAY 12

el &g Ao X]ﬂ?iib} 19 FAFoll A 40 F2F Abololl A d it

4 100 mg/dl(5.5 mmol/L) ®|¥F 2 2] F T £ 140 mg/dl(7.8 mmol/L) 7T F&& A7) &) <

&

DI 91&d w4 e g 18 7 Ja=8gZ23 10 mg T+ 25 mggl
W HbAlc o] EAZ 02 o3 /4 JEITHE9)

o
oo
i
2
rr
Hdo g
T
2

£9 WEZERR MDI Jdedawd tiFd AGILEE F/PEES A Hlud 18F NIFEH

(LOCF)(Z A -4 o )’
Fad GoiHs MDI Ql&Zl + HEZ=DI
12 Adotze|Z2E  |dn=elEzT
10 mg 25 mg
N 135 128 137
HbA1c(%)
HlO|A2 IR E ) 8.29 842 829
tlojAatl CHH| Xtof -0.58 -0.99 -1.03
2|2k CHH| Xtof -041* -045*
(97.5% Cl) (-061, -021) (-0.65, -0.25)

1 LOCEF; Last observation carried forward, @9 74X & A A&
2 wlojxgkel 9 F3lof tis) RAE F
* p-gk <0.0001

HEZEV(+/-AXEHoh)H 7AAEd Qo] o S ERZ 10 mg T 25 mg 9 F/HEEY &
BN AP 78 F ALY olFw HE, HAdE, A HIHAT 7] 18 F 5% dEd LFS
FHoE FAHJOH, o]F 60 F ¢ 100 mg/dL u]uu FPG & frAlst7] Sla =2 =AUt
SARMAFAEA HEXEN(+/- AELSHhF 7[AAEd WA 2ol g 18 +7+ dASYEEZ 10 mg
TE 25 mgo 149 13 37 ¥ Fole 91oF o] 5AF Ao OS2 §9¢ HbAlc 74 YERITHEE 10).

£10 MEXER(+H/- ArdpEohit JIAdEd WAL tF AT 27 F &L Sl vl
3 18 F A1 A FHLOCE)(A A ZA A -4 22!

714 ol&=2l Exa0|/ MzUoao
Qud Wiws o:oi =B - m":l;“%; s
TI= [=] mg EM%aEEEZSWg
N % 107 99
HbA1c(%)
HO|ARFOI(E 802 8.21 835
HlojA2k21 CHH] -009 -062 072
Ko
2|2k CHH| Xtof -0.54* -0.63*
(97.5% Cl) (-0.77, -0.30) (-0.88, -0.39)

1 LOCEF; Last observation carried forward, @3 74X & A A&
2 Hoj2gkl & F3lto] i3] EAHE P
* p-gk < 0.0001

A8 A 9 (Cardiovascular outcome)




o]FE7He, 91 thx A¥S EMPA-REG OUTCOME A4 Sld S35 H4sd AdaA Aol
Ae Al 28 B FAgM BFE A8 F7F FAT RS YUEEZ(10 mg 2 25 mg &FS TH)H AFS
Alastglh & 7,020 B A (A E 27 10 mg: 2,345 1, oﬂﬂrﬂﬂﬁiz 25 mg: 23421, 9%k 2,333

H)7F T woky 31 A(FYH) ¢ FAHAL HEF AH L 63 A, Er HbAlc = 81%°1a, 71.5%7F &
Aol HjojxgkloM WEZEY Fo s AA Bae 74%, d&d Fo AL 48%, XIS o}
Eo aes 43%0)10t ARFAl o 3-&(eGFR)©] 60-90 ml/min/1.73 m2 ¢l A= 522%, 45-60 ml/min/1.73
m2 A= 17.8%, 30-45 ml/min/1.73 m2 A4 7.7%0]1 AT

wlo] 2gkRlol A G HAR(76%), HEF(23%), T2 HAT21%)°] AU, AA A 18%A F 7
oo FATHAA APHA AFo] FAHA.

Wlo] 2ehelol A A ehaAre] oF 81%7F Al
2R, 86%7) S8 ABA A ()R8 of 29 7)

oA QB A A AaA, 65%7F vlER-FEA, 43%7F o)A, 77%7}F

HJIO 0
e
®
B
30
2
o

12 7 AFolA wol~2tel thH] HbAlc & EAH B (EF22h) 714 &(adjusted mean (SE) improvement)&
91eF 0.11%(0.02), Fo=2=E3 10 mg 0.65%(0.02), %“ 22 Z27 25 mg 0.71%(0.02) 0.2 F&FH 171
12F ofF &7 242 Fozo dAflel HA3HNL 1 A3}, 94 F AFoA HbAlc o EAH BT(EE
) MAEL 9k 0.08%(0.02), A= EZ 10 mg 050%(0.02), A=) ZZ3Z 25 mg 0.55%(0.02)= :L
e s

EMPA-REG OUTCOME §13A1 3¢ ¥t 53 BH7F fees F8 A9 38 AAI(MACE)S A 2714 ¢
AZolAH. MACE & AE#A A% APg, HIAHIE A A2A4A, nAgd HE2Fo02 FoHin. 4 &4
& QdoZEE27 10mg I 25mg & FHE Ao Y=t Aol AAE MACE 9 $1@H]of
[e] =N
[¢)

N
o
fu
>~
>
5
=
&

g BldsA FAR3)l A HldFTHE AFetaL, HdFAol AFHAE LS AFste ul T2 v
98 mdo] AHLHUT duZFYZ 2L 9y} HuFHS uf Yap B FrlwsS gaAE do Y8}

T2 1). A mb AW AE Al oI grd F19R AoR(d 2, MARA 427
9 AR HEFE fod WETh gl

J9 1. MACE 9] 4% 738 24 E

Subjects st ixk reeey
PR yipa

092 4¥BA A8 AR 248 vH B4E

Patiests with evest ()

Subjucta ot sk e

E 1194 2% W wg, 4 FHesd 9% AR a9

_ _ o 6‘4|:|| VS O|Ot
o|OoE (_I):I“ E = Xl_lb Tl [==] T/
2/t n=2E2 (95% Cl)
ACHARE 5= 2333 4687

MACE Alod_;_l-7;" g|- A|-I:II- H|X|D=|I-I

AT HIX|BA EEF) AR N[282 (12.1) 490 (10.5) 086 (0.74, 0.99)*
&)

HEEA et AR N (%) 137 (5.9) 172 (3.7) 062 (049, 0.77)




HIX|EE AMEEM N (%) 121 (5.2) 213 (45) 0.87 (0.70, 1.09)
HIX|HE LE5 N (%) 60 (2.6) 150 (3.2) 1.24 (092, 1.67)
DE 291 Al N (%) 194 (8.3) 269 (5.7) 068 (0.57, 0.82)
H|-AE2A AR N (%) 57 (24) 97 2.1) 84 (0.60, 1.16)

a A S (Treated set, TS), & A@FS 13 o]y Fof e 3z
b A2 SRR 10 mg % 25mg FF

* MACE 9] flgulel] dig vldSA dAE 13 22 AAHAUL, HdsH 45 F 948 Asshed 32
HE 9% mdo] AEHYT B AF ARt 271 B0 2FH ] B Eoll, £ 4 (significance) & $1 p 7
(0.0498 wEhel FFHE 95.02% ¥ A F7ro] HEHATH

AFHo g Qg Y9 (Heart failure requiring hospitalization)

AFRoR QA G B3 Fridss FA4H FHo g HriE

EMPA-REG OUTCOME Al @A gutsdf &2 g3 vuside b ARdoez A3 dd9f fde 2

2ANATY (A2 Z2R 27 % AF 41 %; AFH(HR) 0.65, 95 % CI 0.50, 0.85).
217" % (Nephropathy)

AT A FAFEL BAY EFH o0 HriHA

© g3t 2SS (FALYRe 24, 84 39
Aoz OJ%J A i Aolg)e] A wA7tA Y A
Z23 127

3 LRI A BAAA A&AH] AFEENe B v EERInge] A3E Sk a2
%i?ﬂoﬂfﬂ o A4 vetgth (A4S EEL 49.7%, Ak 28.8%, FHI(HR) 1.82, 95 % CI 1.40, 2.37).

Aoz ==

Y Ame A o, A5, sHe 2 27 2] AEAd AP nRoE Age] S 9
o] Yleg HolErh

AAF B XY 7] 54 AFAA dasdE2d A S5 108 o3 EdAM A4 A5 83
ok EEe F4L AT B AAY g4, ARHAT S7H AL B, €4 229 A4 5 B gt
3 EEEARAY Y TS dtdete Ve €4 deviE e FUh et ek 22 aw Hs), 3 AA
Sy AR 5 8 2AdA 9 Frdstel g2 AvEed WIE xehe =T 22T &4 2 A
=TS #EE ol st ASAY. dF FoA BEHE, HEF o FEo] ARl vAE G o
g AuAd FAE AASYUEEZ 25 mg o Y =F9 o 4 EFAANY Aud A, Aad P S
o Fr1dss =3t

PP ERAL 4 F40] gtk

dutzeS2dE 23zt Ik Ageld dF el Hu SR 700 mg/kg/ ¥ FF(AHIYE=T F
0 98 A=z o 2o A Fostdde W FE TS STMIIA FUT FA A Ha
STl An-ddd A dzd A o F4 Wl BEHNSY, 300 mg/kg/ ¥ SF(FASHUER

SESE
A Ao 9 wde] o 2ol ARl A Gsich 28 DAL S Aol 300 mg/kg/
o4 $FA B MLE BRFYOL, 100 mg A2 EEn A 9 A2 o 18 )
o AEAE e BT F 5% 2 dEdAT B9, AT Bl Yk Ao nolx) o

2ol #H3 872 1000 mg/kg/d & (ouﬂal—iz A A =29 oF 62 1)
TE TS STHAIIA Fsk ?ﬁ o220 = 1000 mg/kg/ ¥ &FANA A
 FFE FEIASU, 300 mg/kg/ € SF(ARZUEEY A 9 =29 F 119 )ALt




A gsiek ol UM% FFe WAL AN HEF g, 4B
of HAH elo] oItk £4 vh2e] 413

ek B4 wex
a‘ﬂm 44 w2 of 4ol

Aw F
=Sl 54 4 F 54 A9 AAeol B

VY FEAY AY 9Y wEF 5
o

19 A5 B DA o 35
[e]

A gsteh. o Aol Agole] By e
DVEEEUL 144 EE 24402 AYAHE ool UL oA FEFHGA 44E ek

A2yl tisl 27k 900 mg/kg/day S 1500
@ A 19 A A8 of 4 Mol

@ A7 FFAAPo] RELF 104 F 1152—)9} uP—C’ri(91
A Ao 71z
Ak, FAEA FA e A HEZZR 9

ANEAY. olEd &7 AwH
g vk BERolA WEZERN ddd A S=
o

& 2% FUASAS AU e} 900 mg/kg/day = FAG o3 AEAA b4 A4 AT SEol 2}
s o] AU EASAMOIAY(S, typhimurium), §84 SAMAH(ELE2 FZE AE), JAA ol
2ol Wolg4 sl gt =

AR FEZT) e A lﬂ 28 AP ek SFAE)NA HEX
Ae §Ah 5 HEY FHTE 600 mg/kg/day & LE&F, T ATUHL 7E02 U 87T <F
3 Ex2rld /]EH FEFE A gtk
dutH o g AR EE e FAetA(d 2 sE oA, 7‘]‘3} T’Jq
g dud e ]E A AF FHE YL 3}
e & A% 945S A AT AREA P—‘:} °M”—1°J dg x4 9 9
WJE}. *éoh 2ot EstL YA G A HEZZT

O AH g ARE7IZE

NNHE7), AL(130T0) B, Axd2RE 24714

O Az=d
TE A x4 A Z= AAA
ApAA] 2 O FF(F) kRl = 7% BEA AgR121U4 23

1.3 959 %E T (DMF) AR




14 71=%4A

O E3|#A: 2,5

>

15 MFA A o7

¢

O
o
ofl
Y
o

16 FFHANAN D 2 A

O M=
17 A RAE
O TofA | A35x260] WE 7|&F 2 A HE 9 HE4A39 1w
18 AEH
T & 5317} 715N oHAA- FEA E5AA




AR 4 A= 4 A=
Hrdx 2024.12.23.
BAIHLA | 2025.04.14. 2025.04.14. 2025.04.14.
HHFLA | 2025.06.02. 2025.06.02. 2025.06.02.
HZTAHTULA | 2025.06.26. 2025.06.26. 2025.06.26. 2025.06.26.
[E4] ¢HAA8-FEA 2 7l € AEHE AA 2
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