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HbA1c 70| LIEFGIEHET). 212 ThH| SAM 2= ROlst XS 24 D FPG A7t S0IZ| ATt
BH7 HEZ=E0N I|Z2|EI2 HEQLYHOE AT RA0| & Z[A] ¢te Al2Y G stzto|A HOot=e|E2
219| 27IHES {4t H|w St 24 A Z2HLOCF) (A 244 CHA )
HEZ=0l + I 2=2|EE(=30mQg)
TREE/ES oo | BT22IZ22 AR B2
A 10 mg 25 mg
N 124 125 127
HbA1c (%)
HIO| A 2Ol (H ) 8.15 8.07 8.10



0| A2kl it 240|’. 0.11|  -0.55 -0.71
2 -0.45~ -0.60*

2| oF it 2401~ (97.5% CI) (-0.69,-0.21) | (-0.83, -0.36)

N 118 116 123

0| A2} HbATc 7% 0|4+

A HE HOATC 7% DT | ¢ 224 293

S2HE (%)

1 LOCF; Last observation carried forward, €4 A4z & A Xt=

2 HjojA2tel & Z3tof ChHol| 2 E Wt

3 SAA 72|l cist HIt QHE: O|xt BWIHHLO| st =2 Y Axte| £&20| ot
*p-24 <0.0001

HEZ=20I 2|L=ZE 80| oist An=2S 2318 271E&

HEZ20ID 2[LIZEE 5 Mgl 2 YF2H0| & =2 %= AH2d YuBats tde
10 mg &= 25 mge| 271882 Radit AHHdS HIISHY| 2/t 0|3 =7, 24

t(CHES). FPG & AIZ0l| LM = SHH 22 ROl ZfA7t LIEFRLT
H| O[22+ HbATC 8.5% Ot 2l 2t2t0] thist Ao Ho|E 5t 1E 240A A=

= 25 mg F0 Al 2/ CHu| #|0] A2

2| 222110 mg £

folo2 BEHEl HbAlc A= -1.3% U CHSRI2F CHH| p<0.0001).

HHEZ=0I1} 2|LIZEHEI HEo= ATRA0| & £[A] Y= A2y Y A0 A HI=2|E2219]
Z71H 83 1 H| WS 24 AFZIHOC) (A A CHAH)
HEZZ20] + 2|LI=2EI 5 mg
oFM WIHHA dnizelE=2 | do=zeE22
o O — 5
o|ok 6 6
79 10 mg 25 mg
N2 106 109 110
1
HbA1c (%)
Hl0|A 2Ol (T ) 7.96 7.97 7.97
H'||O|ﬁ3f9_| EHHl i|'0|3 014 '065 '056
-3 -0.79+* -0.70+
o| ok CHH| 2}0 : :
o e (-1.02,-0.55) | (-0.93, -0.46)
N 100 100 107




H|O] ARl HbATC 7% Ol 22} Ci4f HbATc
7% 0|2t =S H|E 17.0 37.0 32.7

(%)

1 FAS(OC)0]| CHat MMRM 23 0f= H{|0| A2}l HbA1c, H|0| A2}l eGFR(MDRD), 2|2|8HA 2|t

’

2, 2|7 U 2|2 4528Y YR0| Tatg,

2 2M Az~ (Number of analysed patients)
3H[o|A2tRl L =510f| CHoll EHE B

4 SAH ool tiet B7t et 0|2 B4

I )

2
fim}
_gﬂ
H>
_)'J_n
oY
ox
x
_>'.|_|
Ite)
qr
By
=)
o

C

I=Z2| S22 10 mg L= 25 mg A =0 FA2(eidE extE2 HEZ2D Bl it o) 1Y

6

SULBH R W22 Z27 10 mg/2|LHBYE Smg Ei= ANZ2| B2 25 mg/2|LH2E 5 mg
o

=

Q52 RYHET20IN Y T HEE20I U MRUL0let B E)0| i YTB2IBR 20| 27} 1

HEZ 2012} C}3] 0152l £0{(Multiple daily insulin, MDI) 2%0]| chst Ao22|E221 10 mg £+ 25
7180 REHG UG E 0| =71, 523 AR A0 HIt AT 27| 185 L OfZ|
(o] 2 Z

ot Qlsel 82 QHYH o= RAI|USLE 1920 A 4072} ALO[O]| Al ST

42| 100 mg/dI(5.5 mmol/L) 0|2t L Als SHEt 42| 140 mg/dI(7.8 mmol/L) 0|2t 228 S5 ¢

off 2lzl EF0| =YLt

sfel2

HJH

A2M HEZZR MDI Qlzel BiE -0 tieh 1852 An=22[S22 10 mg £ 25 mg
A

Ol 1Y 13| 27t Y& F0j= 2 THH| HbA1ce| EAX2Z RO|TH /IS LIEHHICHEI).

=i
O
=2

m
HH
[
ro
i)
<
9
ro
>
r
0]
I
2
il
_gh
(12
=
up
]
e
HU
N
10
Sl
N
oF
0
njo
40
19

1 H| WS 185 A

—

ook

21

MDI Ql=2l + EZ=0I
Adn=e|S2R |tz S22
10 mg 25 mg

N 135 128 137
HbA1c(%)

; O|OF
[2H Wik A




HO[A 2Rl (H ) 8.29 8.42 8 29
wlo|Aatol cyy| xfo?|0-58| 0.9 -1.03
G -0.41% -0.45 %
21t ci 2o 04 04
(97.5% CI) (-0.61,-0.21) | (-0.65, -0.25)

1 LOCF; Last observation carried forward,

ol

2 H|0[ A2

* p-2£ <0.0001

Z3i0] chef =2

3E B

dY A= A A=

[ER20I(+/- 4R L L0 7|3 QI&2 20| Chst
o REAI AULE 785 AL7I2H0| OIZEIH, 2I%THZ,
2 8YL AYHOR ALY, 0% 60F &
StelEM AN R M HEZ20I(+/- RS0t 7|} QlE2 BB 2Yo| thE
10 mg Ei= 25 mg2| 19 13] 27} ¥ 8 S0l 919 Cf| SAHH 22 |old
10).
H10 HEE20I(+/- S0} 7|42 BiFL ol et w22 B2
_ _ 1
H| 5t 185 Al ZTHLOCF) (A2 M HY2- 4=}
7|2 912l + HER20I(+/- 4 L2eoh)
TEE BT | o | WO2RER | An2RER
il 10 mg 25 mg
N 96 107 99
HbA1c(%)
slo| kol (BF) | 8.02 8.21 8.35
Blo] 221 cht
2 -0.09 -0.62 -0.72
210
—1~2 -0.54+ -0.63*
29t L] 2jo| 077 - 0.88, -
(97 5% CI) (-0.77,-0.30) | (-0.88,-0.39)

1 LOCF; Last observation carried forward,

2 o] A2tel & S2tof CsH

* p-2£ < 0.0001

LRV

Al

2YE B

(Cardiovascular outcome)

2Y A= A A=

dnt=e|==221 10 mg £= 25 mge| &7}
A0l M BIHE[ACH 2] 18F 59



Qo2 H|WSHRACH & 7,02089| 2 H(ATZ2|E22 10 mg: 2,345, Ao=2|E22! 25 mg: 2,342
Y, 29f: 2,333%)7F F0 2UALD 312 (SYL) S FAHEUC. B HE2 634, B HbATc= 8.1%
O|AXL, 71.5%7t JO|AC. H|O]A2tRI0H| M HEZZRI £0] SRh= M| &A12| 74%, Qe F0| &

At= 48%, MR U0 £ &A= 43%0|RUCH At7AH| O{2HE(eGFR)O| 60-90 ml/min/1.73 m22l &t
ZH= 52.2%, 45-60 ml/min/1.73 m2 &A= 17.8%), 30-45 ml/min/1.73 m2 &&= 7.7 %O0|AC}.

H| O] A2tRI0f A BHSUHEEHT6%), =IES(23%),

YZSWASH21%)0| =HRI=|UD, M| 222 18%
o or]
A

o
Ol 7 Ol4f0) AT B M Leto] gols

H|O| A2RUO| A A[RCHA| OF 81% 7t 2f| H-QFA| LEIL A M3, 65% 7t HIEHRITEA|, 43% 7t O] =A],

77%71 2EtEl, 86% 7t S EATIAA (T2 OtAI|2)S =&AL UUCE.

123 A|Z0f| A Hi|O| A2}l CHH| HbA1cel EHE WF(HEZ24}) JHM 8 (adjusted mean (SE)
improvement)2 2|2k 0.11%(0.02), Ao=22|Z221 10 mg 0.65%(0.02), ¢O}=2|E22! 25 mg

0.71%(0.02)22 HHLUCE 27] 12F 0|% Y 2E2 FO0=0f| 2AGl0| 2[Hotz| 0 1 21}, 94

EMPA-REG OUTCOME YA L2 S8 7t Hre T2 JE88A 2

of INTal
Ao A|ZFOIAEE. MACEE E A 28 At B|2|B|FH dZ23M, B2 LZT22 FOZUL &
A 242 Aotz S22 10mgt 25mg=s Sefots A2 AHO| A2 X ATt AHol| 282 MACES
SIHlof chet HIESd SAI(1.3)0 thshAM B|E2SEE dSst, HI2SH0| YS= T *EEE 8Sct=
Cf =4 e 2/ed 20| ASEAC. AM=2| S22 242t BjusYS 0 L2 S8 B/tEH+S G247
= o EstACHAE 1), A2 Zits oA 2 AHYe| 7olet ZdA0M 7|elet Z22(adF 2),
G 2B L HIRBY L Z2S0= 7ol e Hatot GIUCH



Al Ermpaglifasn
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[ .d__.-r"f

| -

Subjects &t ik | il;qh I .
O 2. A A Ao 2 YHE &4 WHE

7

t

£

| ]

- .'

; e

- ‘-'-P- N :
Subjects atl rigk S r b “':I:‘M‘l = = i
B 11 L5 ot HE, ZF 1240 Cfst 2| & =2t
olof AMS2SEL | o5t vs 9o}
A b (95% ClI)

AIBChALRE 22 2333 4687
MACE (M z2tA At At H|2|HH AZEM
A LZ2) ALA N (%) 282 (12.1) 490 (10.5) 0.86 (0.74, 0.99) %
A 2AH 2SE AN N (%) 137(59) (172 (3.7) 0.62 (0.49,0.77)
HIZ[HA MAAMN (%) 121 (5.2) (213 (4.5) 0.87 (0.70, 1.09)
HIZ|HA L[Z2Z N (%) 60 (2.6) 150 (3.2) 1.24 (092, 1.67)
D= 4O AL N (%) 194 (8.3) 269 (5.7) 0.68 (0.57,0.82)
H]-AlA2A AFREN (%) 57 (2.4) 97 2.1) 0.84 (0.60, 1.16)
a 2| =z (Treated set, TS), S A PAZ 13| 0| E0f &2 3z}




* MACES| 2|&d8|of| CHet BIESd stAl= 1.322 485U, HIESE 88 = fEd= HdSok=d =
2 Hi| I ZRO[ ABEIAC = Al 22t S =40 ZEEAT] W20, 72ld (significance) S
95, A

ot p2t(0.0498 O|2Hof| STl =

AMEHOo Z Qlst Y (Heart failure requiring hospitalization)
AEHo=Z Qo UAOf ot WItHAE= B B2 o2 WILE[QICH
EMPA-REG OUTCOME A|&EHOM A= E 222 90} HWstF S I MREHMo= QIsH U)ol dS

LAAZCH (A= 2|E2R1 2.7 % 14 4.1 %, 2IH[(HR) 0.65, 95 % C10.50, 0.85).

r>

2= (Nephropathy)

r>
o
fol*
ol

o

o
<

WIS SR SR BHO2 WItE 9T

EMPA-REG OUTCOME A|&0||A|, SSHEIIH,0l M EE= AotE AMAHS (S HYE0: 2l S

F2|OtE| Lo 28 7} Al 2|&H Qb (&oH

[

5 BAUR0IR T} QL BAOIA SO HAUAL0 L EL ONLL 20| HBHS 9IorThY| AT
L 7

%, 2|2k 28.8%, 2/&H|(HR) 1.82, 95 % CI 1.40,

7b Aot Ao F275/10002 2| 12 ((F) S++810| 24| 9F) 2t B =oF AL Y727 5/10002 2| 124 (et
THEHUASHAR) S 2x2 WAL 2 2 134 21 Zet JA0H S5 Al The| 7 F0i5t0] 28| &
< dot=2222 Y HEX20US SYot 21, BBIIYF2|(AUCY Cmax)& 2SI S4|12 2]

2| 90% 412|57t0] log 0.80{|A log 1.25 O|LH2A] M2stHe 2 5582 USHA

ol
0
njo
o
F:LI

8| DEIse AnwElee
:'-L_E_ AUC0~48hr Cmax T (hr) t‘I/Z(h)
(ng - hr/mL) (ng/mL) max

e A S 2 Y 1.50
13 5/10002 2] 124 623.98109.4 | 91.36+1620 | (4 005 )| 7.86+1.05

B (St = AHOIASHF) : :

amjot= o

5/100022| 124 617.6+1015 | 85.85+15.36 1.50 7024116




AI?.* (S0l =24|9f) (1.00~2.50)
o

90% Al2[FZt+ log 0.9721 log 0.9140 )
(21 :10g 0.8 ~log 1.25) ~1.0121 ~0.9658

(AUCt, Cmax, 1172 BEAEHEHARL Tmax  SY24(

AUCt : FHAZIRE 2T ESsE AU A2 dSs-AlZh==/d451EHY

Hel), n=28)

« Bl D EOIBHE R[S 2 815k5H T x| 20| 90%AIR| A7
HEZ=20}
Bl W HIt5HE 2t NWIIStE
__rL_E_ AUCo0~24hr Cmax T (hr) t'l/Z(h)
(ug - hr/ml) (ug/mL) max

CH AL F2d 295

= 5/1 OOOD'ECLEH 12.72+2 .37 2.251£0.501 (1 OO'~4 00) 3.68+0.52

OF | (Sh=2H|2IAHQIAGlEF) : :

Al AmAF2H 200

o 5/100022| 124 12.84+3.09 2.197+0.513 (1 OO'~5 00) 3.73£0.50

oF (RS HI0| 2 A|9F) : :

90% AlZ2| 77k« log 0.9601 log 0.9265 ) )
(12 :10g 0.8 ~log 1.25) ~1.0374 ~1.0212
(AUCt, Cmax, t1/2 ; W2t HEEHAE, Tmax s S24(BS]), n=28)

AUCt : EAZIRE 2SS ST YA 7HR]Q] S sT-A|Zt5/M5tHA

Cmax : 21YSsE

Tmax - 3—|j—§%%5 S EAZE

t12 T YE AN HEZEY|

* H| W HIISHE 2| & 2 1t Skst WA 2| 249 90 % Alz| 27t

Lt O|AZESSHAIR 7| A72A28H0] [t Aot AmA T2 45/8502 2| D1t AMAF245/500
AU2| 12 (S FHIO| A2 2 CHR O A= 2 X 5/1000L 2| 128 (5 S HI0| 24| 1to| H| ng&A
AR E AHE5tF o, CRef E2A440| SSoIRUCE 0[]0 et s AZREM HESHESH28 US5
xCt

B Ut A 2

0] o2 RS THl0|2A|ot0| AT R H5/500L 2| 12t SUSH ARES ALRSI0] £

SYS BSTBI0| 24|20l 2|EF A 25U




