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N 765 780

HbA1c(%)
HIOIA IO (E ) 7.92 7.92
HIOI A2l CHH| XHOI? -0.66 -0.55
-0.11*
22/0I21E Yl xtol?
(-0.20, -0.01)

1 LOCF; Last observation carried forward, 8% R HXE & K&
2 HiojActel & =350l ol EdE HE
|.

tHet p-gt <0.0001 & LB L0 Oiet p-a&f = 0.0153
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* HlE S8l
HEZ=20 ALIZIEZ2X FI|HE
Ol a9 242 X2 FE0 e Mg YL3lE HACZ HEEZ2D UE50 Fe= AdAn22
SR HU=SF0 U HEg=2e HEZ=0 dMZ2E2N ZIEES R4l td8s Eot
ot /18t Ol =0td, 20 &M (factorial design), 24F AAMAIEO| =#EIJACH, I EZ XL
HEZ=22 =J|1¥&(5/500 mg, 5/1000 mg, 12.5/500 mg, 12.5/1000 mg; 1 23 E0)2 2
Of UM H=EQY Ul SHELZ R2otH HbAIcE 2AAA2O HliolA22! HbAlc 7% Ol4
BX0A SEQ HbAlc 7% 0I2F &¢ HIge 229 Ui SH=28ol didch =gACHE 5). FPG
NME SH=SQY Ul O 2 248 EQUH(EMECZ )

5. AYSXSHE0l gl EXNE HAC=Z HEXE=

o & A 10mg? 25mg? duiFe 22 |AnZeE2| HEZ2T | HEXET
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=0 =n 2y ) 2 Hgd)gERe] (@ EEe]| HERe? | GEEo)
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N? 161 167 165 169 169 164 168 164
HbA1c(%)
o] Aa}Ql
- 8.68 8.65 8.84 8.66 8.62 8.86 8.69 8.55
(E+t)
o|AzlQl
Hlol _E} -1.98 | -2.07 | -1.93 | -2.08 -1.35 -1.36 -1.18 -1.75
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AupFel=
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10mg E | -0.63% | -0.72% | -0.57* | -0.72*
= 25mg | (-0.86, | (-0.95, | (-0.81, | (-0.95,
T=Q% | -0.40)° | -0.49)° | -0.34)" | -0.48)"

ojd] &}o]
(95% CI)°
HE=Z=27]
= gy -0.79% | -0.33* | -0.75% | -0.33*
- (-1.03, | (-0.56, | (-0.98, | (-0.56,
(95% I -0.56)° | -0.09)° | -0.51)° | -0.10)°
N 153 161 159 163 159 158 166 159
wo] Agtel

63 70 57 68 43 32 38 58
HbAlc
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b MMRM(Mixed Model Repeated Measures)E A8 &Ml 24 ZISH(2EE Zd). FAS(OC)H
et MMRM 2E0ls XE, AF Jls, X9, 42, 112 Asasy ¢42 2 HolA2ke!l HbA1cIt
et
1 242 2EE =o(observed case, OC) H2EES AMZ20t0 &M 24 A Z(full analysis set,
FAS)Ol CHoll & AlIE
2 AKX 2429 AKX 4= (patients number in analyses set)
3 HiolAere!l =xl0l CHoll EdE R
4 EHE RAL0 Cist ZBOF otEl OIXF TOoHH e =X 28 EX2 £20| otd
* p—a4<0.0062
HEZZ0I) S0 HEQEH st dU=22lE2R FIIEE
HEZZ0IW) dZU2Y 0 HELQEHoZ EYXE0 & X %= H2E 2L XE ez A
2clE28 10 mg L= 25 mgll FIOIHEE2 R4 AHNMHS TIIGH)| st OIs=EJtd, 24=
Q- EX HARI} QUL AM2EIE2E 10 mg = 25 mgE 12 18 E0 Al 22 [
el SHEC=Z K28t HbATc A0l LIEIGCHE 6). 212 UiHl SHECZ Ko s 240t
EOIZ/ACH, dMEC=Z KO/0|8t FPG 2AE EXLH
243 LAAIEHW EoE HbAlc & HME 2Aa= AEAENAM 76FENX XS AUCH
T 6. HEXEZ0) dZULY 0 HEQYSZE EYHZXE0 & T 2= HM28 ZsHXH0A 2t
22ERR9 FIHHEES D HILE 243 AE ZDHLOCF) (MHM=Aaz)
HEX20l + 8280t
SEM BB A oot dit=cl228 d=cl228
o 10mg 25mg
N 225 225 216
HbA1c(%)
HIO| Ao (H ) 8.15 8.07 8.10
HIOIA2H! CHH| XHOI? -0.17 -0.82 -0.77
12 [HH| Xt0I2 -0.64* -0.59%
(97.5% Cl) (-0.79, -0.49) (-0.74, -0.44)
N 216 209 202
HIOl A 2tel HbA1c 7% Ol &
StAF CHA HbA1c 7% 0O]6t 9.3 26.3 32.2
T HIE(%)°
1 LOCF; Last observation carried forward, & 2 HMIE & K=
2 HiolAetel & =310 ol 2E8E BHR
3 EHE RAMHH GIst BOF orE: OIXF EOMHS~H s =X 28 EXe 220 otd

*p—gt <0.0001
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HIOlA2tel CHH| XtOI° 0.14 -0.65 -0.56
ISk HH| XtOI° -0.79* -0.70%
(97.5% Cl) (-1.02, —0.55) (-0.93, —0.46)
N 100 100 107
HIOI A 2Ol HbATc 7% Ol 4t
X & HbAlc 7% 018t 17.0 37.0 32.7
Y HI8(%)*

1 FAS(OC)0l tist MMRM 280l HiolA2tel HbAlc, HIolACHR! eGFR(MDRD), Xl2I&t® X1,
U2, e € s Ay 9e0| ZeE,
2 &4 & Xt==(Number of analyzed patients)
3 Hiolaetel & E3Hol CHol 28 & &2
4 SHE KOL0l CHE Ot otd; OIXF EIOtH=0l et =X 28 EX2 =20/ Otg
5 220 REA/AHYE SNE2 HEEZZD HHELEY &M /22 E 5 mg2 SHEUAS
6 AM=2cI=S2& 10 mg £= 25 mg AIEZ0 SHL/AHEE SASS HEEZZ2C! HHZEN &
N DEHSLU=SSMNZ2A AIM2IZ22F 10 mg/eILI2-E 5mg = M2 EZE 25 mg/elt2
ZE 5 mgsS FHEUS
* p—gt <0.0001
olEel QEU(HEXZZ0N 88 T= HEZED L S0t HE)H s dnm2elE22XQ
FH HE
HEZZ22 C3l el&el S0 (Multiple daily insulin, MDI) QB0 CHS AO22lE22& 10 mg &
= 25 mgl FIIEES RSN A2 0IS=IHE, 52F LU HA0NAM EIHEJUCH =D
18 2 OHXIY 123 SOt olsgl 82 HFFHoz RATU2LE 19FXUAM 40Xt ALOIG A
o gd
=Xl 100 mg/di(5.5 mmol/L) 012t & AlE &< £X| 140 mg/dI(7.8 mmol/L) 012t =&E2 L4t
Jl 2o sl 20l EEIRUCH
Ot 24N ZUEAN HEZZ2W MDI 2/=2l HE QB st 1852 AmM2eEZE 10 mg L=
25 mg2l 12 13 FIt &2 S0z Y Ul HbAIce SHECZ R2lst IS LIEHCHE 9)
H 9 HEZ=ZQ MOl Q&S QB0 s dM2elE2X FIHEES AW HlwWs 18F A
21 (LOCR) (M EAtiaz)
MDI Q1% + jEZ 20l
ogx Wit oo Aotz E=24 Aotz E=24
B 10mg 2bmg
N 135 128 137
HbA1c(%)
o] A2kl (g wt) 8.29 8.42 8.29
o] ~atel thu] x}o]” -0.58 -0.99 -1.03
oJoF tjju] xfol? -0.41~* -0.45*
(97.5% CI) (-0.61, -0.21) (-0.65, -0.25)

1 LOCF; Last observation carried forward, 8% ZHIz & =z

2 HiolAactel 2 =30 ol 2= B2

* p—gt <0.0001

Z22% 10 mg £= 25 mgl =
X, NEUIAM BOEACH. =] 18




M
O
e
e

gl S AFHECZ KRAUJALL, 0= 60F= S 100 mg/dL 0I2te] FPGE R X

=
otdl ol =EEACH
SIAZSZNZAN HEZZQ(+/- AXZLE20H)D JIMI=e BHZELEH st 1852 dAo=elE
2% 10 mg £= 25 mgel 12 13 FIt 82 F0= AL U SHE2=2 KR8 HbAlc &S
LIEFHCHE 10).
T 10. HEXZ=Z20(+/- AXZL 20N JIHel=el tHZLE0 e AMIBelEZRS FIt HE2
Qo0 HlWsh 183 AEZIH(LOCF) (MMM UAZ-22 )
JIA Q1&el + WEZ=28l(+/- FEIoeop
984 o oot Aup2zEA | An2E2F
B 10mg 2bmg
N 96 107 99
HbA1c(%)
o] A2kl (g wt) 8.02 8.21 8.35
o] A~atel tju] zfo]? -0.09 -0.62 -0.72
oJoF tjju] xfol? -0.54x* -0.63*
(97.5% CI) (-0.77, -0.30) (-0.88, -0.39)
1 LOCF; Last observation carried forward, Y 2HIz & Xz
2 HiolAactel 2 =30 ol 2&8=E B2
* p—gt < 0.0001
AE2H H& (Cardiovascular outcome)
Ol =0, /1Y tHE AIEQ2l EMPA-REG OUTCOME LUAAIENA ol SASHASIY AE
H ZEol Aese M 28 i BN EZE IS0 = £0i8 dm2elE28(10 mg € 25 mg
g2 )l LS WA F 7,020F 2 SAH(ATI=2lEZX 10 mg: 2,345%, Adni=2el
E2 & 25 mg: 2,342Y, {2 2,333Y)JF F0I gD 31E(SLE) S FHEQUCH ER AL
2 63M, B2 HbAlc= 8.1%0I1%1D, 71.5%It &4 0IRUCEH. HIOIA2tAUHA HEZZC £ &Xtes
A BXC 74%, &Rl S0 8 Xe 48%, 8&X L2 0 E0 A= 43%0IACH AFRA oHotE
(eGFR)0l 60-90 ml/min/1.73 m2Ql &Xt= 52.2%, 45-60 ml/min/1.783 m2 &Xt= 17.8%, 30-45

ml/min/1.73 m2 &Xt= 7.7%0| UL}
X

HIOIACHIOIAl 2 SHEE(76%), HES(23%), LESUEE(21%)0] HAHJAD, M & ito
18%0IA S I Ol S4SHEstd 820 2a0| &QIE ATt

HIOIACHRIOIA A CHAI RS 2F 81%IF L -QtXIQEIAMH KMoH K, 65%It HIEI-XELHI, 43%It Ol
=M, 77%It AEHE, 86%JF EEAEMM(NREE OtALIR)S SE56t0 JAUCH.

123 AZOAM dlolActel OHEl HbAlcSl EdE HIA(EE2X) M&Z(adjusted mean (SE)

improvement)2 12 0.11%(0.02), do=2clE2& 10 mg 0.65%(0.02), dm2eIEZE 25 mg

0.71%(0.02) 22 HEEULCL. xI| 12 0|F Y XE2 E020 2HS0 AL/} O &2

o 943 AMBOUAM HbAlcS EXE ER(EELXN) HHE82 212 0.08%(0.02), Ao2cIEZX 10
0

mg 0.50%(0.02), AmM=2IZE2 X 25 mg
EMPA-REG OUTCOME Z&tAIES 22Xt =8 HD
SRSl AIZEOIRJACH. MACE= A E &

N

JoERUCH. SH =242 dL=cISZ2 10mgdt 25mgsS Sgotes W22 AE0 HEEJACH A
H

=2 NEZAH 2E A (MACE)S H

0l 28E MACES <IEdlol Uigt HI2S4d stAH(1.3)0 ol HIEZSHES dSotll, HIESH
LS 2ELS Z3ot= O 2A did 218 290 MEZRUCH FOZelE2AE AW HlW
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2.2. A ¢ %FE(Drug product)
221 A7HAY FF (FAA, ASA, A, HolAd dHdd= AF)

o« HIAT Qs

222. FA Y %F NFFE

mSY  WEIAE  ABA (OpH O 9% O 7H)
SEAY (W 98 O7E) O Az0d/48

E5AY O /HAY B ERAd O BEE/A- A9
N GG HFE 7 WE A,
AA A

B O3E/8208 W AFEHAA/ ALY O =AY/ AAEA
S0 BAY O BYRT R/ B Rre s

3
O REAY O oAEREAY O $e4ua4ny O $840184Y
0 2525448 O A=EA/II4EBAAY 0 439408 0 3448 O 789
AP0 ¥5H F¢ ME A
YEFAD  HAAAD, FAAAT, A=A, L84
F A MARREAY, A2 AAEANY B

NAZTH Bk Eal |79 /A2 A3
RN 3042 /65+5%RH . 215
- 71 Z%] &
O dg=g =4
NEEF APz |719E /A2 23
A7 HEAY 5+3C .
— 71F Z(;]' 1S
NEAF 25:0°C /605%RH | ¢ Pag + HDPE drum 1 W =
32, EA Y kFY 4R
NAEH Naz1d |79 e /A2 A
A7 HEANT 25+2°C /60+5%RH . o
. % 71% Wl A
A 40+2°C /755%RH HDPE ¥ + LDPE #} I+ W A%

33. AZAF B =9 AR
o 718 47], Al - 30 C)RF, AzI2RE 4MY

34. HFAFA tF A oA
R L E R E R

o AlEd TAAE Wt A AP B ARSI BE
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