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a a a a
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CiB| x}0|
amzZe|Z232 10
mg E£=25mg | -063%|-0.72% |-0.57* | -0.72%*
=29 oig] 20| (-0.86, | (-0.95, | (-0.81, | (-0.95,




3 b b b b
(95% CI) -0.40) |-0.49)" |-0.34) |-0.48)
HEZ=Q!
-0.79* | -0.33* |-0.75* | -0.33*
Eﬁﬁﬁ CHy| (-1.03, | (-0.56, | (-0.98 | (-0.56,
20
b b b b
3 -0.56) |-0.09)" |-0.51) |-0.10)
(95% ClI)
N 153 161 159 163 159 | 158 166 159
o] A2tol
HbA1C 7%
O 4t &2}
CHAH HbATC 63 70 57 68 43 32 38 58
7% 0|92+ =&
4
HE (%)
astE £ E0EYC=E 12 23 s¥EHCE 2 ENE

b MMRM (Mixed Model Repeated Measures)2 AFE3SH 4| 241 (222 S2)). FAS(OQ)0]| CHst

=
MMRM 280 2=, 11& 7|5, A9, E&, 2= =282 Y= L H|0[L2Q HbA1c7t Z &

OII

1 242 2h2HE Sdl(observed case, OC) A2HS AFE5H0 M| A CHAZ(full analysis set,FAS)O|

2 AR 2 M 70| CHAMRL 4= (patients number in analyses set)

3 H|0]A2tel 2|0 Cis Y= Eo

1

4 SHH 7ol gofl tiet ot HF 0|2f B0 Biet =2t Y Eate| £20| Ot

-2/<0.0062

HIEZ20I3 MEYL0 YERRYOR HYZHO| T £/7 4 M2E YuBAE (JAOZ UnZe|S
27110 mg £ 25 mgo| 271480| LA LS BIISE| UsH O1ZEII, 247 Y-THE AT
Jh A8E|QC AEEZR7 10 mg £ 25 Mo 12 13 0§ Al 242 9|9t cfy| EA 202 Qol5

HbATc 40| LIEFATHES). 919F CHE| SAZOR Q0|8 XS 247t EHole|Yon, YAZ o2 Ko|n)

24F YA 2UE HbATc & AIF Hae HEAHOM 765F7A] AL UCEH

H6HEZ=RIN dE2E220t SERYSE Y EO0| A &R = A2 oM Aofz2|E =




SEMNTIIHA HEZ=0l + ME 220}
dhol=2z|=2 x| o
glop | BIRHSEN omzaizaa 25 mg

N 225 225 216
HbA1c (%)
0| A2t01 () 815 807 8.10
solaatol o) apol® | 017 0.82 0.7

G -0.64* -0.59*
2|ek CjH| 2}0 ' :
a7 el (0.79,-0.49) | (-0.74, -0.44)
N 216 209 202
H|0| A2kl HbATC 7%

Al S AL o)

O SR THA HDATC 7% | g3 | 3 s
0jot £ B8 (%)

1 LOCF; Last observation carried forward, @4 H|z|2 A A=

2 Hjo]A2tQl Y S0 tis 2 E B

3 A wolgoi thet B2t et 0|2 EoH4-0f Chel &2F HY H2te| 20| Ot

*p-2f£ <0.0001

HEZ20IT T BolEE YRRH| tfe AN BRI 27188

HER20I7 |2 B2/EHE YERYOR HYRH0| X 5|7 o M2E YnBAES (YOR YTZ2IE
22110 mg = 25 mg®| £71480| READ AHHLS 0|Fi=71E, 247 2ATYZ HPE S5 B
%ACh ATFZ2|Z221 10 mg £ 25 mg 2 12 13| S0{5H4S 1f 242t 9lof Che| EA|H o2 Qo3
HbA T 24440] LIEFSICHE?). 919f CE| SAH 222 Rolet XF 24 U FPG 247} B0l ct

H7HEZSDN ORI 2EIE GERYCE YR HO0| ¥ =R = A2 oM Ant=2ES2

29| 27182 219f3t BILH 247 AIHZIHLOCH) (A &4 HAR)
EL20! + 1@ Z2|EHE (= 30mg)
TREEES ook |AT22IERT AT 22 222
oo 10 mg 25 mg
N 124 125 127
HbA1c (%)
l0] 22kl (B ) 815 807 8.10
Wo|Azkol ChH| 2t0| -0.11 -0.55 -0.71
,5 -0.45%* -0.60*
2|9k it 2t0] (97.5% CI) (-0.69,-0.21) [ (-0.83, -0.36)
N 118 116 123
64|0] 22t2l HbATC 7% Ol 4




22.4 ‘ 29.3 ‘

S12} A HDATC 7% O[3t | g5
3
EEHIE (%)
1 LOCF; Last observation carried forward, ¥4 A 2|2 & 2}2
2 HjojAetel & =510 Col Ed = B
3 S414 740 clist "ot OFEl; O|x WIHHAAO|| CHet =2t AA Axje| £20] ot
*p-2£ <0.0001
HEZ=20I2} 2|LZEEl HELQRO| Cist Aotz e|Z=RIe 2IMEE
HEZ=0I2} 2[LH=EEl 5 mgl = YHRAE0| & £|R| ¢h= A2 G sttE tide = Adnt=e|E=1
10 mg = 25 mge| 271H &9 R4 oHHHS HItot7| fIet 0| =712, 24F TR AT 4
SHe| ULt Am=2[F =2 10 mg £ 25 mg 21 CiH| EAH 2= |o[st HbAlc ZAE B,
HbA1c B|O|A2}RI0| 7% O|AtRl Sx}0f| CHaH 2H Q! HbATc 7% D|BHS SHAISH H|-20| Q|20 HIsH & &=
ICHES). FPG 2 A|S0]| CHol A |42 FO|oh ZATt LIEHGC
H|0| A2+l HbA1c 8.5% O|AQl ShXtof| CHSH AR Fo| & 519 &8 &40 do=2|E22! 10 mg
= 25 mg §£0 A| 2/2f CHH| Hjo|Aztele 2 HHE HbATc ZAE -1.3% ACHSI2F CiH| p<0.0001).
HEHEZ=0ID} 2|UZEEI HECE AGRH0| & &R ¢i= A2 GieE X0 M AdOZ 2 S22
Z71EES 22t Hlwst 243 ARHZ22HOCO) (A EMCH A=)
|EX20] + 2|LIZ2IEI 5 mg
Adot=e|E=R | dn=z2EF=
— 5
OFM mMItHA o|ok 6 6
TEG g 7 10 mg 25 mg
2
N 106 109 110
1
HbA1c (%)
H[O| A2}l (TH ) 7.96 7.97 7.97
- -0.79%* -0.70+*
2| Chd| 210 109 n1a3 -
(97 5% C)) (-1.02, -0.55) (-0.93, -0.46)
N 100 100 107
H 0| A2+l HbA1c 7% O|A St&} CHAF HbA1C
o) (m] CtH o
7% D2t =2 B2 17.0 37.0 32.7
4
(%)




1T FAS(OQ)0] tfet MMRM 230j|= Hi|0|A2tQ1 HbA1Tc, H|0| A2kl eGFR(MDRD), A|2|&t4 2|, gf

2 =AM A4 (Number of analysed patients)

3 Hjo]Ae2tel & Sotof Chsl 2y & ot
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0152 QH(MER20IT B EE HER2D U HEUSofot HE)0| het YIS B27I0| 27

HEZ 2010} Ct3] 0142 £0{(Multiple daily insulin, MDI) 0] Chst Ao22|E2221 10 mg = 25
71H 80 RE/G HHEE 0| =71, 525 AR A0 HIte AT 27| 185 L OfX|
(o] =2

Ot Qladl 82 QYA 2 RAILULLE 19F210(M 402} ALO[Of| Al ST

22| 100 mg/dI(5.5 mmol/L) 0|2+ QU AT SHE 22| 140 mg/dl(7.8 mmol/L) 0|8t £2S SH517| ¢

off Qlzdl EF0| 2Y&[ACt.

St 2otz M B EX 2013 MDI Qa2 Bl 2 Qo) cigt 187

Ol 1Y 13| It HE F0= 2 THH| HbA1cS| EAXELE |F2ISH 7i4E LIEFATHEI).

2
H
up
o
M

Z£22110 mg == 25 mg

MDI Q=2 + HEX20]
Aol=c| S22 | Ah=2 S22

SEH WteS i

10 mg 25 mg
N 135 128 137
HbA1c(%)
H|O| A2t () 8.29 8.42 8.29

wlo|Aztol cys| 2po?| 058  0.99 -1.03




ojof cj] 2po]”
(97.5% )

(-0.61,-0.21)

‘ -0.41+

-0.45%
(-0.65, -0.25)

1 LOCF; Last observation carried forward,

2 Hjo|A2tel & =510f| CHof| EHE W

-2+ <0.0001
HEZZ0I(+/-4U20ht 7|X&2l LB st AM=Z2|Z22 10 mg £ 25 mge| RItHE
O REMI} HHMMEE 78F R|&7|2t0] O|F=7tE, YIUUR, AI™OIM HILE[ACEH 27| 18F SOt Qs
2l 22 HJHoz RALA2L, 0|F 60F S 100 mg/dL O|2t2| FPGE FAI5H7| flal A= RACE.
SIREMZNZAN HEZZ2QI(+/- XL 22|0h) 1t 7| A0l HZ 20| CHSH 1 o=z e| 222
10 mg £ 25 mg2| 1¢ 13| 271 HE F0= 2 ChH| EAH 22 F2|5H HbATc 7HM S LIEFHCH

[
=
ol
o

H10 HER20(+/- SEU23|0p D} 7|4 Q142! HiZAL o
H| TSt 18% AISZIHLOCF) (AR A A B-2122p) |
7| o182l + HEZ20I(+/-H4 T 230}
TRE BT | o | WO2RIERR | An2RER
T 10 mg 25 mg
N 96 107 99
HbA1c(%)
Ho|A2to1(H )| 8.02 8.21 8.35
H|0| A2}Q! ChH|
, -0.09 -0.62 -0.72
20|
- 12 -0.54* -0.63~*
©|oF CHH| 2}0| Pt PO

1 LOCF; Last observation carried forward,

| al

2 Hjo|Agtel

-2+ < 0.0001

5k
S

St Hio 2Y =

le)

B3

(Cardiovascular outcome)
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2 A= d A=

g FAHRZE A 2=

A-REG OUTCOME QUAFA|HO|| M &
|=20f| 271 £045t 2
Z221 10 mg: 2,345

olg

—

Iz=222(10m

g,



Y, 219 2,333Y)7t £O EUAL 3.1H(S Y S AU Bt HF2 634, B HbATc= 8.1%

O|A, 71.5%7t &-40IUCt. HO|A2tRIM HEZLZT £0f 2Haf= MA| 22te 74%, g2l £ &

A= 48%, SR L0t £Of &A= 43%O| At At7tA| O 2+Z (eGFR)O| 60-90 ml/min/1.73 m29Ql &t
At=52.2%, 45-60 ml/min/1.73 m2 &2at= 17.8%, 30-45 ml/min/1.73 m2 &2t= 7.7 %O|ACt.

4m

0] A2tRIo M HHSUAUR(76%), HES(23%), TZ2SUTEH21%)0| AU, MA| 2HAt2] 18%
oy
AN

o =
Ol A & 7H O 4k0) ZAS S AT L] FHols

H|O| A2 10| A A[RITHAL| OF 81% 7} 2f| l-QERA| LEIL A XA, 65% 7t HIEHZIHA|, 43% 7t O] A,

77%71 2EtEl, 86% 7t S EATAA| (MFE OtAL2)S =85t UUCE.

o

= A0 M Hi|0] A2l CiE| HbATce| EYE B (BF24}) 7H41& (adjusted mean (SE)
improvement)2 22k 0.11%(0.02), dot=22|=2221 10 mg 0.65%(0.02), dot=2|E=2%! 25 mg
0.71%(0.02)22 ZHEACE 27| 123 0| & 22 F0Z0]| 2AS10] 2[Hot=| —1 Aut, 94
F AEOM HbATce EEE B (HEE21) &2 2195 0.08%(0.02), An=2|Z22 10 mg
0.50%(0.02), Ao=2|E22! 25 mg 0.55%(0.02)2 1 E1ts US| ATt

EMPA-REG OUTCOME YAl Yt S Wit Hes 2 A itA 2d A (MACE)S| 2 27t
A|2f A[ZHOIRACH MACE= A &tA Ast At HIX|H[FH I ZM HIZHY L2522 Fol=(UCt &
A BAMe dn=Ze|E22 10mg2t 25mgS E86Hs 422 AFMO|| A&l | QCH Ao M HE MACES]
2I8|of cigt BI|E S StAI(1.3)0fl ClisiiAM B|E@5dE 4S3t1, H[@540| YS=T fEdS 4Sct=
O S2 Hl2f| /e 20| AHZEUCt A= E2 712 Y B w3ls of Yt S5 YIHHSZE Zai|7|
Yof oot ZA0AM 7|Qst A2 (O 2), H

21 1. MACEQ| 24 & L= gt s
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A Erngusgidiote A6RT A5 4455 &128 (LA N 1358 15



Patients with eveal ()

Subjects al rink

o|ok BOZCIZ2Y | o5 vs 9ot
< b (95% Cl)
AIBI AL A2 2333 4687
MACE (& 2tA| 23k Ate H|2|HH MZHA H
22 (5:|E§ Alf% N (ty?) 12 c | 282 (12.1)| 490 (10.5) 0.86 (0.74, 0.99)*
|l A 2SEALBEN (%) 137 (5.9) 172 (3.7) 0.62 (0.49.0.77)
H2|HA MAAMN (%) 121 (5.2) 213 (4.5) 0.87 (0.70, 1.09)
BIZ|HA L[Z2Z N (%) 60 (2.6) 150 (3.2) 1.24 (0.92.1.67)
DE 2O ABEN (%) 194 (8.3) 269 (5.7) 0.68 (0.57.0.82)
H[-AMS2AH AN (%) 57 (2.4) 97 (2.1) 0.84 (0.60, 1.16)
a 2|2 (Treated set, TS), S A|&AZ 13| 0|4t £ 2H2 Szt

b AIZ2Z22 10 mg2t 25mg EF

* MACES| 2/&8|0f| Chet H|ESd stAl=

£ H[E 2le 220| AFS AT, 2l

:|0
o_t
%)
(@]
>
E"‘
N
Q
-]
(&)
3
o

St p2£(0.0498 0O|2hH 0] S ==

AMEH O Z 0I5t QI (Heart failure requiring hospitalization)
HRHOR I8t YOI BE WIS B SO 2 BtE 9T

EMPA-REG OUTCOME A0 M Aotz S 2212 9|1 Blusts O 522 QI Yol 2=

ZAANZACH (AMZ2|E221 2.7 %; 212 4.1 %, 2I®H|(HR) 0.65, 95 % C1 0.50, 0.85).



AMZHEZ (Nephropathy)

>
o
o
olN

o

BIISS S B BHO2 WIIE|9AT

o
?

5t HAHALDN eIt Qs BR0M 2L HOl HAALD Y T DM YET & 20| MBS Q|oFTH| UnZ
L Vi

FEHCE (A= E 22 49.7%, $19F 28.8%, #IFH|(HR) 1.82, 95 % ClI 1.40,

7}, Ao AIHIS 225/1000% 2| 12((F) S7HI0| 2|2 29 2HCI Y F235/100022] 124 (3t
SHIY Q1A S 2x2 DA FHOR 24 1244 A 40107 B Al ©H3] 37 S015t01 280 B
2 UNZ2E232 U HER20IS 2 2, B DYIIFB(AUC, Crad S RIHESH0] SA2)

o] 90% 4121 7740] log 0.80l1A log 1.25 O] ZA HSEHO 2 ES5S USSR

H| WHVISHE 2t nWotots
T AUCo~48hr Cmax
(ng - hr/mL) (ng/mL) Tmax(hr) t/2(h)
oz Ay E 2 50
oF 5/10002 2|2 623.9+109.4 | 91.36%16.20 (1 OO'~2 50) 7.86%1.05
B (St 2 4 21 251 Rl(F) : :
A3 e 1.50
ofF 5/10002 2|2 617.62101.5 | 85.85+15.36 (1 OO'~2 50) 7.92+1.16
B (=—H0|2A|2F) : :
90% Al2|TL7tH* log 0.9721 | log 0.9140 ] ]
(712 :10g 0.8 ~log 1.25) ~1.0121 ~0.9658

(AUCt, Cmax, t1/2 ; g tHESHRE Tmax s Y4(B9), n=28)

AUCt : EQIA|ZIRE] 2|22 =0 HZFA|ZHIIR|Q HR = -A|ZH2MEIHA
Cmax : 2| 1EsE

Tmax : 2
t12 @ YT AN B

* HWHIISHE 2| S 2S5t I

r:|_|

2| 20| 90% A 2|7t

HEZ2T)




& AUCo~24hr Cmax Tmax(hr) t1/2(h)
(ug - hr/mL) (ug/mL)
oz ALY F2Y 295
1 5/100022| 12 12.72+2.37 | 2.25140.501 - 3.6840.52
B (BH2H[21 {01 25Ol (=) (1.00~4.00)
A N At 2.00
oF 5/100022| 124 12.84+3.09 | 2.197+0.513 '~ 3.7310.50
i (R (1.00~5.00)
90% 4l2|7L7t* log 0.9601 log 0.9265 3 3
(Z]F 109 0.8 ~ log 1.25) ~1.0374 ~1.0212

(AUCt, Cmax, 1172 BEAFHEHAL, Tmax » SY4(ER]), n=28)
AUCt . EAZHRE 2SS ST AU 7R 2] 2SS sE-Alt=HstHA
Cmax : 21¥8SsE
Tmax : 2| DS sE EZAI1ZH
247

« BlI BTS2 22 2 1Bkt B 2| 242| 90%AIZI 77t

Lt O|ASSSEAI-YIE AM72A20] Thef, Al et AMAF245/8502 2| 13l it A F275/500
o (Fs-tol A9 2 o= of MY F275/10002 2| 12 (FS+HH0| 24|92

3 )e
ARE HEZSIA2H, ti2oft E2YHO0| SSIAL. 0[0f Let sie AI=2M Y=stHs5dS YSst

=
n
I

0] 22 [HEPHI0| A ofe| AMHUE 2 H5/1000L2| 1M SYS URS AR50 SUsH A2

o

C2 HSHES FSTHIOI2A| 0l 2/Ef A =5IUS.



