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0| FofelCt.
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AN REE o ol SIS defs o 271 el HETOl HHE HEloE Mo
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2 4T e 39] o 116Hof 5 ‘H”)WIH“ J2fof it Ofeiet ’(°‘°\ LH1T2 Aol
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2 20} oA o 50| o 4 SIETBl 2] - BO[A M2 5 2227} B LSISi, Ofetsh
g ANZe| S| A0 AL 20 SUH MY S0 M= HO[x| Bolt, 0] 2t
Nt fiEie 2R 0| 257 7| SAAE (juvenile toxicity) M Z4 2
210| x:tE.{ 00'77W °"]I}3E| ;EXUOO m /kg/ol Qat(oﬂn}ﬂa Z27 7:|[H oIAr Q.ako| 25

mg®) o 11810 8122 S0f8t 0[N SoH34R| SOBIA 512 4] 250l Hiui 2 28
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2) PPN EE
tEeY
of of E'%EEQI %’ri@l% O X|2 Z80| gl= MD¥ YRS o= ¢ 0F
E712, 247 99 9 2 ThE Aol BILEI{C R28 S #Rj0f7] 0] %(10mg £
25mg) 1 lﬂl qu *I tj0] A2}l | HbALc7} 919f Cht| EAXOZ °°Io}?+% 2%
SQICHE3). HZ L 57| Selof A SAXOR RISt AATHLIEILOM, FPGO A A%
O Qo|0|st ZtA7} EHolT| QL
Aol Hojgl tlojA2tel HbALcTt 8.5% OI4, 10% O[Sl Hxjoll Cifet si¢lE A0l A
(N=201) Hj0] A2}l Chb] HbALc 2= 0 °‘10mg0ﬂA1 4%, 0] % 25mg0Af -1.43%,
2/9H011 +0.019% S A|EFZRIEI0A -1.04%8Ct.
247 YU & '°|5| HbALc, I, 2Y(SBP) H4= HEAIYUA T637HK| K& E| AL
H3, %HSK|2AB0| g ;1|2n4 crhi Xh CHAF O] Qko| CHEQES o|oF gl ShACx ok}
Bl st 247 A2 (LOCF)1

REE WHS A% (01 10mg | 01 %% mg | AERZEE 100mg
8 b2 b7 )

HbATc (%)

HJ0J A2}l (L) 791 8 78 8

HIOJAZ01 Cht| Zf0[2 008 | -066 -0.78 -0.66

2[oF ChH| xf0[2 0.4 085 073

(975%Cl) (-090,-057) | (-1.01.-069) | (-0.880.59)°

N 28 20 0 20

0| A210THoATc 7% OF 2K

T A LH\%{%)L 20| %3 ol 315

1. OFX|2} 2H53H (S et A ) 9% ol (LOCF)

D ORI SE OR S HE B
B3.95%Cl

)

*p-24<0.0001
#20y
BEZ 201 th= Qo] cfet o] o2 57148
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bEE28 tieaHoR x| TES/N St )Y S NS (oZ 0| ool 2hug

7k 242 SIS o7t ST, 0 10mg
= 25mg)S 19 18] £01 0 22 PR B AOE St e bl I
Twc b KOS oolst 45247} Solsiplont FPGON YYHO2 Qolofet A4 #airh
047 AAE0] HolEl HbALC S 43 s

1. LOCF; Last observation carried forward, % #HX[E X2
2. #jojA2tol 5l Zsjof| Chof 2R E W

3,745 0l440] st B2t ot B Ok 7pianol ot 454 2% Wikel 220] oby
’p-ZI<0.0001

HEZE003 2L 3T A8 e et 0] 40| 2718

YEE=8ls ali38E B8avoz NSl RUS Ut M2y BnaNSS oz
09 27129l SR K OIS Woieh| 9tk OIF N2, 245 91Uk o} 4

E[QICt Ant2|Z 28 (10mg Ee 25mg)2 919 cht £AHO= 93t HbAlc 2 7'*2
9100 HoALc HJO|AZ1010] 706 01121 S0 s} 2B 01 HpAl 96 D|oFe 24z ngol
2|9%0fl B8 O = QACHE). FPG X M0l CHOHM = SAMOE Q0|3 ZH AT} LIEFHICE

HlojA2tel HbALc 8.5% Of&fQl &txjof Chet APHol FOEl 6j9|aE 2Ao)M AL2

[AA=H

*p-2t <0.0001

=712, 104F AT A7} 285154 O

2 25m

BIEZ 20l chet 0] o 25meo] 37448 S U2 =0t Bl et 22t t&
HEZ20 ch=QHO 2 MA5| ZME|X| Qe K2 LRSS (A O 0] 2% 25mg X7}
1829 fadl onys 32AHLZ|E () 4mg) FHEE Bl US| Sf 01F
219 13| 20| A HbALcH4 Bt
222 = (2] 4mg) el O LSO (#5) YYF O 2JD|9l= FPG 747 LIELLITE
HE, 57| 4 ojet| °‘°‘0|IA1 S2II2IE | SAK02 oIst 247} SHelgRir,
55 X002 BUTR0| BX6%) 012 K Yt} 4 0] of 25mg 71882
S22l F7RS Bl ms 104 A (LocR?

EYIEEN HEZ20]
7a 0% %mg | 220ImEE (E4 mg)
765 780
HbAWc (%)
B2l (H2) 0 &
H0| 2101 L] A0[2 066 0%
SWIEE ] A01PG75% 0) | 017020001

0. Hlo[ARtol Bl Z3jof Che EHE W
HEZ20I3t0| ofo| £7|H8

o ﬂ’ﬁ‘o‘%‘é‘ﬂaplﬂaﬂo%
olm 22| Z2 A0 HE E 201 £7|

I H| 2 S of| i D}P 20,0001 XS24 chet p-2t
felde]

11, LOCF; Last observation carried forward, 8% TAIX 2 © xt2

=0.0153

o o2 K2 7"’*0\ = 11|2°‘ YLBNE AOR 0| oI HEXED £7|HB0 Q8 Y
E7FE',B?JSHI(Factorialdesign)24" QAMAIE0] +HE| UL

E4. HEZ20I02 HYRHO| Z231T| 42 M2 Yuint the 0f 9 F71Y8S  2|Z27 10mg i 25mg £0f A| 9/of Cit] tlo|A2}eI02 BHEl HbAlc ZAL -3%
19192t H| w3t 24F A Z3HLOCF)! (S19F chtl p<0.0001)%Ct.
oz EIEA HEZ=T H9, HEZ2DID Z(LISYE YBO2 BYXHO| T2oHA| Y2 H2E YietntolM
TS SAET 9F ] 0[f10mg [ 0[Sf25mg | HWI2ZZTIOFIMISS 9lofatb|wdt 245 AHZ T
N 207 217 213 _ [EEPE=EER
HoAlc (%) T B lﬂ‘ﬂrﬂaﬂéij’o—ﬂrkw AISAEEN B ng*
B[O AZ}QT CH[ XfO2 0.3 [ =070 -0.77 TR
2[OF TfH| X[0]2 ~0.57° -0.64 oA (E) % 19 19
(97.5% C) (-0.72, -0.42) | (-0.79, 048)| *Fprcoritany T 5 .
WO AT T T o - - S ‘ o an
CHAY HoATc 7% D/0F S b2 (%) | 125 317 387 <N97.5/oCD - ( 1'01260 055) ( 0.93{070.45)
IL. LOCF; Last observation carried forward, 2 7A%|& & 1} HIOJAZIOTHoATc 7% 1S B
0. H|o|Aztol 9l Z3joy| Chef HHE L O} HoA 7% O[3 224 HIS (9 170 30 27
5. S o] 0] et E7}of 2, 0f} Bohet0] ciet X 24 Ehje 0] o

1. FAS(OC)ofl i3t MMRM 2&0j|:= o] A2tol HbALc, #0]A2t21 eGFR(MDRD, Modification

model of Diet in Renal Disease), XI2[SH% X|%, &2, k|2 Y A2 4228 YE0| ZFE.

2. 4|0 A2}01 31 Z3tof Chsf B HE Bz

3.5 ol do st "‘7%°* 2l; OIAHE7PAR0 St ek} 2 Hkfe] 20| OFe]
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40K} Afo]of] 4] *"1 g 4100 mg/dl(5'5 mmol/L) /gt 3 | Hek 4] 140mg/d|(7.8
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SIOfTHE Al 187,

2H|E A|Z, M |5, |G, W,
set, FAS)OII EH‘H ANE
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7. HEZ20I0 HEdesot H2owoz

b MMRM(Mixed Model Repeated Measures)2 At
{) K2 deagdur
1. EMS paE xail(observed case, OC) S A

4z '”AI"*(HI %.“.’_'.5_' HbALc X HE Z4E=

7| 918t O

o3t

éroq

£ 52513 AE U0 2080 i 0] 90| 27138
WEE2sln SEUoeo} S8 RHOR M5 THE|X| of H2Y PR ENSS
QIO x G TF 23
EI5(T 0| {10 mg & 25mg) 18181 £01 A1 212 991 | EAO 013 Hpilc

Ik, 4%

tjo|A2tel HbALcTt et
HH| 24 A2 (full analysis

[0 CFHE1 OF = O[}Eoe14.0] st 4t 28 TAje) 5250] Ofid

tyo=z

5 247} S0lE[olom ANFoZ

'S T

oo=

AN T657HX] X|SE( QUL

2 HEEER0) S 942 KXY Pk B

B.EAN R
*p-2<0.0001

oy ol cieF 25} o 2 [ Zofet

[2-H
TS5

o] ofel 27880l ee s o2 of

dloT

2. Hjo| 22401 X 5l Zojoj| e HAE W

0] ot &4t 2 Extel

=72l 4%

bR 2010} 1O 32EkE Hgawolchsl 0| ofc| #7148
HEE 20l 103l = $8 w0 He| K 3EX S Ay HutinSS

Oi}Af 0] of2] £71H2 ¢|oka} b WSt 247 A[SZTHLOCK)! (Al 24 iR
N HEZ2T + SEHL20F
Ry Wt SoF_] 0% 0mg | 0% % mg

N 205 205 216
HbA1c (%)
H]0J 22401 (E) 8.15 8.07 8.10
B[ A2}0T THH[ Xf0[2 0.7 0.8 -0.71
2{9F CiiH| Xf0[2 064" -0.59°
(97.5% CI) (=0.79,-0.49) | (-0.74, -0.44)
N 216 209 202
H|O| A2} HbATC 7% 014 BHRt
oA HbATe 7% DBt e i (e | 99 3 822

[1. LOCF; Last observation carried forward, 2% #HX|2 A X2

=g0/01g

tyoz

$/OfTHZ S S3 YIEIACE O]

oH{10mg =5 25mg)S 12 18] E0fBISIS I 2121 3|0t T EAROR S92t HbAlc
iAol L E}‘—*E}(EB? Q|oFCiH| EAXCZ Oo|o}};|x LA G FPG Z AT EIE| AL,
HS. D"EEEDI‘II» ]I\QJE|E} hﬁQBtﬂog cicrxx+0|

3-55}1\ 242 H2E Y At
oA AT =2 E 20| £IHEES 9ot bl wt 4% *l%"EAI‘-HLOCFﬁ (A 24

)

wEd gt

HEZ20I + QI 2|EHE(=30mg)

2 | 0] 10mg | 0] 25mg

N 12 125 127
HbATC (%)

HJOJAZIOT (T) 815 807 8.10
Hl0]A2FOT CHH| XH0]2 -0.11 -0.5 -0.70
2|OF CHH| X10[? -0.45* -0.607
(97.5% CI) (-0.69,-0.21) | (-0.83, ~0.36)
Nl | — 118 116 13
HIO[A21OT HbATC 7% O} BEX]

H*l HbL1c7% ofEr e HE (%) | 85 2.4 2.3

2(5/500mg, 5/1000mg, 12.5/500mg, 12.5/1000mg, P
19 25( 0fj2 212lo| =@y ] SAROE Soish| HbAlcS ZAXHON, ol | oz mrps oD gEL - R
2fol HbALC 79 0[A) E1R10 ZIE0I HbALC 7% D[t 24 22 242to] clolR| i 2 if #4 | OStiomg | O%2mg |
Hléf S QICHEG). FPGUIME SHE QM Tl o 2 242 qu(sumog 7, N__ 168 186 189
6 OFS K| ZAB0| QL SR} CAF onm:angxm} HEZ=0l £7|He gue cie | 18FAI HbAfe (%)
QTR UFAEEON CETEEET Mqopan @) R 8% i
SugeiEa g’ APIEEN g A2 e | OEE | OEE | aloet d Bl =k L5 -1
osxzpa JHE | HHE | HE [ fOE | 20| 2 | =gl | =dl (‘370 %})X}O'Z ( o_e[w)'fozn = 068 5—20 %)
REIYIE) gl | gen | me | me (mgad|Bmglad| 100mg | A0y T i i i
1000mg? | 2000mg® | 1000 mg® | 200 mg® | IS0 | HEE0] |HEE0f? HSE0 SR HoATo o
% o
uwm (N T O I I R R R vy o ] 7
Fve B[ AT ChE[ Si3f2 081 -118 127
e | BB | 88 | 8B | &6 | 88 | 88 | 88 | 8% | | SITREIFOR 058" B
- (97.5% C) (02018 | (-070,-022)
Gezol | 1B | 200 | 4B | 28 A% |- |- s [N O 113 118 118
i Il I T ﬂﬂlcﬁ%ﬂm? i H’\i{%) A5 e e
e | s | - OIS chigsteix
=B g | %, | B | S L LOCF; Last observation carried forward, 85 ZAIF2 A XF&
03] 7] 04 | 04 | 03P | -0 2. #jo|Aztol 3l Z3tof el 2HE Bt
(9% C1)? 3. 18Kk FAS; 525 AL PPS-22X}-52
WEERN | o | | 0% | 4w 4.19~ 407} 7| HOJE B 2E 2K (M 4% 100 mg/dl(5.5 mmol/|) 03t A5
ag‘gﬁ G | s | de | G5 fltl(mo mg/dl(7.8) mmol) DIetg 8517 #iet oIl ge Z titt SEXY
H| %10 N N y g = (treat-to-target) 2
(%% C)? 0P | 009% | 05l | 00" 5, 5254} pps-s_rgaxr-s'z"; S5 Q2|40l Chst 17} o B Ol HolHa0l Chst a4 2
N B | W | W | | | o | B | EAOl¥E0lofd
H0AZfel *p-24<0.0001
Holc ** p-24=0,0005
onEmny | B | D |§ Bl o | v |8 |8 | fase 2(+/- HEZ2! +/. ELQ0fof Tt 0] (10 mg L& 25 mg)
Hokie T Ot 1480 pasl oS S 0 L1, T6% LT SRl B
2d bz £7] 18% 50t olg2l 82k ogROR SX5I{OLY, 0[2 60 S 110 mg/dL 0J2te)
»312 5 E0iggo2 1975 54 gH0E Y S0y FPGE [317| I8} ZHE|2ICH.
SO M HEHRHE S2A). MMRM 0] 2(10mg 3125 mg)2 12 18] 1857 Sofs12i8 1 St HbALOH EAZ 3]

S} 240D (H11) 80| A2tel HbALCT} 7% O|4121 2HXjoflA| {240] HI3H £2 H| 82
7%0]2t| HbALcS AL 7*7'°|HH”BWIEHWHIHM.’;M gotHER=015
ola2lnt HER2Y 9 HTU0FR0N EAXOR Q2/8t HbAlc ZAT} EHOIE(QICH
T80 919} Chb| S 2213t HbALc 3 7| K ol £of2t 247} Sol|Qicy,

E11. 7|F OISR/ HEZ201 +/. SFIS0N] chef 0] o] 27152 9lofat
Hl st 9o T AlZlofl A2l 18% 3 785 w
osNTHA 7[R & [+/- HEEE0 +/- RSO0
mee %4 0[% 0mg 0[%%mg
N 5 [ iii
1219 HoATc %)
HOIAZ (EZ) 810 826 [
B0 <201 Tt S8 001 051 071
| 70 RER A
% L"c\) i (-0.78-03) (083 -0.4)
i 7 i
war FoAfc (%]
HOAZ! () 809 8 8
HO}AZH01 Che] Sl 0 08 0§l
90 T F0[ I 06
(91.5% ) (073-0.19) (-090,-0.34
1. [0 2201 K] 3 Z3tol e B E T
*p-24<0.0001

g2t ¥ (Cardiovascular outcome)
0|Ft=712, 919 ChZE AEI0l EMPA-REG OUTCOME UAAEI0]A] EOIEl ZAFHASEY
A2 Zelo| Q= H 28 Hix AXIOYA BF K| 0] F:7+ E0f6H 0] %10 mg & 25 mg
8ys 5"’)1} Bes H| It & 7,02089] xH0] % 10 mg: 2,3458, 0] 9 25 mg:
2,342, 9/982, 333%)7%#’4‘.’:*?}13 1@(%%‘3}) S FHE| AL B A2 634, U
HbAlcE 8190111, 71.5%7t EHJOIACY, Hjo|AZfQlof A HIEE28I £0f 2xf= HA|
SRFO| 74%, 2157 SO EXt= 48%, HE'HL20F 0] Stz 43060|AUCH A4 0f2HS
(eGFR)0| 60-90 ml/min/1.73 m? 2! EXk= 52.2%, 45-60 ml/min/1.73 m2 Etxk= 17.8%,
30-45 ml/min/L.73 m2 $XH= 7.790| Lk
#lo|A2tolof *W%E".Q%WG%) 5| 55(23%), LASUHSH2196)0| 1%, TH|
2HRt2] 18904 27 0I”°\ ENSuASHAE] Tt0] Solslglct o[ AZHSIof 4
ARICHAIRFO] OF 8197} 2 cI-OFK| QEll MA| MoK, 6597t HIEHKIEHR, 43%7F 0], T7%
7HAEIEL, 86%7F %*‘.’:;*-NWWI(EH%‘—%MHIE‘)C’ =3I ANULCE
127 A "oj| A o] Azkol ChH| HbALcY| R E B (EEQAY) HHg(adjusted mean(SE)
improvement)2 219 0.11%(0.02), 0| % 10 mg 0.65%(0.02), 0| < 25 mg 0.71% (0.02)
OF MHE|QICH £7| 12F 0|2 ¥ XML £0{20] 27glo| 2| X3ts/l T 21 945
AZold HbALcS| BHEl B (EF 24 HHAE2 $9F0.08% (0.02), 0 % 10 mg 0.50%
(0.02), 01 % 25mg 0.55%(0.02) 2 1 2= ABfE|Lt,
EMPA-REG OUTCOME 2I&fA[&10] Ukt WI} M= =0 MR B AF(MACE) o R
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