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* prvalue <0.05

£ 8IAERSHEI(CE 52 HEX20 WR)o2 HE ZH0| SHsIX| 2 BAlA 0]
9| 71 482 Hluwst 9ot OiZ Gollu, 2450049 Eat {L0CF)

NEigE + oEREEP
] k
S34 Wiws ol 1ms s
Hb4le (%)
1R (22) %0 o
1R} el 7o 05 oo
${oF chH| &fo| © (95% C) —0.48* (-0.62, 0.34)

1 A2l 100mg/day, 2 HEZ201>1500mg/day

F; Last observation carried forward

b Byl 7 5 18] 049 015U A28 W2, S 2X9 HiE AR

¢ 7| §Rlol 2t HHE 3 HiE B2 (adjusted LS mean)

* p-yalue <0.0001

B 9[HER20I7} dxHaolz U 20| AE5HK| 42 Bl 0] 2| £7tHg2
Hlmpt Yok hE Cioll], 245 01M9] 2t

Azgdot + HEZ2QN

4 0] f 10mg et
234 Wivs \e 10 b
HbAlc (%)
{LRMP 808 824
77| (B
7|%Al ciu| xtole —0.86 017
2io} o] Ztole (9% CI) ~069* (089, -0.49)
HbAle <7%ol =EfEt AEigxtel dig 31" 10
(%) [LOCFY: 7[X{xlol chs =5 . )

1 AIE CHARE A7 0 ol 8550, HIER201 1Y 1500mg O[T MZHPa0le] &
Her 82 (19 2o 83| 2t ofojojo} &)

a o] 7 3 18] |49 0|5 YA X2E w2, BE 239 WY AFAAt

b ZN b2 £3 (LRM; Longitudinal repeated measures)

¢ 7|&IRloll w2t BFE 2A Mk B (adjusted LS mean)

d LOCF; Last observation carried forward, 7HIX|2 & Xj2

* lue <0,0001

10 AAS2EIT} yEZ20I02 AP 20| FHSIX| 42 HxjolA 0| 40| £7t 48E
Hlmpt oF hE SiollA, 245801M9) 2t

E=

AN + fER=P

] olo|
284 Wiwa ol o 1oms b
Hodlc (%)
{LRMP 824 816
7Rz (B
7IR{A] Tht Aol o 200
${of chtl Xfole (95% C) -0.72* (-0.91,-053)
Hodfe <7%0] =3t AEICkRIe) IS . 04
(7 IRRI CHe 2 : :

a R b S |22 ERt 3 18] 01y OF RaY SF0| AN EX

b ZNA B2 Z3 (LRM; Longitudinal repeated measures), TRIXIE 3 X2

¢ 7|KAlol o2t 2EE 24 KT Fa (adjusted LS mean)

* pvalue <0.0001

E | WoI2EECR He M| SRR U2 HAOIA 0] %) £7} 82 Hlut ¢
% OfF S70IK, 245 0Ixe] 2zt (LoCR)

1 '—;.*%EEE' 5mg/day, 2 HEZ201>1500mg/day

me3zeE
o4 A 0] 2 10mg HoF
bl N=1gF N =13
HbAc (%)
7|1/ () 837 834
7|R|x] i xfole 097 042
it X0 (95% Cl) -0.55* (-0.78, 0.31)
HbAlc <7%0| =S8 AECHAAIS) Hig g+ »4
(%) PI&Ixloll chef 2% ’
a LOCF; Last observation carried forward
b SRR by L X2U2 Eat 5 18] 0149 01F fa4 SF0| UNUH EAt
¢ 7| ffRlol w2t BHE 24 M B (adjusted LS mean)
*o—velue <0.0001

e

4

value <0.05

Alot] 3471 (€GFR 45~60mL/min/1.73m?) 2tz

ZpiAl B2 Bl RS2 £71 £019) 242 BISIRCE 0] %42 A%t il
22 HoAlcd ZAS LIEHHRICH

H 14 eGFR 45~60mL/min/1.73m2 91 = BIXIS ClyfO= 0] of0] ST ADIF 1f
X GT0IN, 24F0042] 22t

eGT::EOI 45~v80 ml/min/1.73m? Q| k= BRI0] BRI HT0IN, 7IE QHOR HE 20|
&3
iy

HoAic (%) N 0] 2k 10mg oot s
TR () &t ™ Rad Wite N= 159 N =
7 IRz thel xfol° 089 023 HbATC (%)
2408 ot zfole -0.66* 7|7 (@) 835 803
(95% C) (-0.9, -0.36) 7|RIx] el xloP 037 -0.03
HoAle <7o0ll T3 AIBCHARtS] HIE (%): - 912} chH] Kfo] ® (95% C) -0.34* (0.3, -0.15)
1o ol 2 %8 e

i a’|E 2¥ 3 HEZ21 Fof HIS YOIE J 0] % FOiT 242 64.0% X 694%

b 7|Axlol met 238 24 RE B (adjusted LS mean)

* p-value <0,001

32 A8

0] % 10mg HER0], £ HEX20] JaNuj|E, HEZ20ln SxHQ o0}, A
2 (U5 g fex=0l Ye) MASREY HER=20 £ o4l 57} YE Soid
2 0 9ot L] SAZICE [ofsl| Z=A| BES ZAMI. 0] Sal= 6| A F2E
10472 HEE Al U fxI=old

€GFR 45~60mL/min/1.73m? ! Gt BAIE (YO BHISH H0|M 0] 245 AFH 3=
e U2 9o 20l -0.27mmol/L (-487mg/dl) Y CiEE2F F0f - 19mmol/L
(=21.4Bmg/dL)%ICL

43 3y

0] % 10mgS Sanjuz|E E= AlESE (H5 E= HEZ20] Y- £7tHE8HE I
AlZ 2Aj7t Bl 24t 4T HolE|Rlon 487 71X RIS

AEEA % Mg ofst g8

DECLARE 7= CIZ7) Ch |2 X9, 0587, §o ohx YMARORA, 7|2 2|
2 20| 0] %2 £7l5i%tS T AEEA X Lol ofEt ot oyl CuSEIE2 0| Y8
2 Holal7| s SA=ICL 2E Sxk= A2E Finol FI150R A ix] 09l M
| 9fE It (3t 554 014} 'E4 = Bt 6OM OFY 04, OLUKIZIEE, nEY Ei= ¥
& 3 sl o[ 7Lt B o] it

17,1608 3 Mg Zsto] QOIE Hxi= 6,974 (40.6%), MEEA o] ploH Xl
10,1869 (59.4%)0I9{ct, 858232 CimZa|Z 2% 10mgS, 85782 HAUS 289 Y
tholn Fa717t0] FYZ2 4201k

ol Rofet Acte] Y A2 6304, 0] 5 OIM2 37.4%%C HA Exiel W 2 7|
242 1.9K0/%40 22.4%E e FE7IZ10] 5 OlIHCL TR HbAle 83%, B MY
RIE 32.1kg/m20I9iCk,

HlOIAZIOI0IA] 10,0%2] EiRt= AEHo] Wi0] QT B eGFRE 86.2mL/min/1.73m?
2 74%2| BXl= eGFR7} 60mL/min/1.73m2 D|2t0|24 T, 30.3%2] HK= DIMILRTIRE |
&3 R0l of 3ote|H bl (UACR)7H30mg/g 014 - 300mg/g OfH] E AiETly
% (UACROI 300mg/g Z2Ho| U9idt,

EAh iR (08%)2 tlolAziOlolA 15 040| P XIRE HE ARIE FOf W UL
8% HEZ20I, 41%E 2188, 3% MEHL0I2 X2 SOoIC

Bixto| o 81 3% MRQHUA BHHEA MalR TE CRICHARICH, 75.0% AL,
6L1%= YA, 555%= OLAMR, 526%= HEIICR, 340%= LARIERITH,
2.0%= EORIEA 0l 10.5%= RI 0|X{7H 6L

7R A g A

OSSR A 10mg NEA 8 MY, H2ZY E= 5iEl HEF0R Fole= M
2 a:!_l? AMACE)S] =3 Topasol St o oyl HIFSYS YFSIIHHE
p<0.001).

AHudom olst Y Ei AREA He Al

OSEE2H 10mg2 YUAF S B0l NEHOR oI5 QY F= NEA U8 A
Aol oflol cha Ok ChH| 23t SokS LIERICH (2R 1),

2H Q0] Cit B Ao AREOR olst QY wlmo| Folat Z4dt AE Eale|
olol 7\oiatRton, MelEA| H AlolME Selet Xol7t YT

of 2to] 9ok rhtl 218 FANR Ho|AziololMe| MeEA o] 37 X 7K M|
o} BAR0] AT, A, Y, AIS (eGFR) X XY 5 Y iz Hiold

By B9
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1 0% | cigeiz=n
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Bt 4 gk E AR AEOIM o4 Bt 4+ (patients at risk)

A3

Al et Wl g BRoR Bl

0] 22 SIOIE| |4 eGFR 24, L7| MR Mg T N8 N 59 S0 A

o YRS A4AZIC XI4H oGFR 24, U7| NS G A AT AY 5 M 2219

Mo| ZASIHN RIRZ Zto] A10(7F LIEKITE

AEES(RISH oGFR 24, U7| MEg T AR E2 AR AzizixIe] Alzholl chgt $fof

0| chutZ2| S 20| 9&tI(HRY= 0.53 [95% C1 0.43, 0.6610I%4Ck.

Yrinlyxo| H2jo| olE HAl) s CHIZASRTS X4 URTlkZ (UACR 30mg/g

Zifjoo| M2 UiiS 2/oF | ZA(YEHI(HR) 0.78 [95% C1 0.72, 0.87)AIZL, Ard

Ul F0| Hejo| QIH EixfolMe] AAURAIS Z = SOkt ] ChiZz|S2AZ

Ol & 2| LiefsCH (IBHI(HR) 1.82 [95% CI151, 220]).

ShgAEE

DAPA-HFE ZAA 227150| MGHE(EMA HISE [LVEF] 40% 0f51) 2Hy A8 (NYHA

functional class I~V)0| U= BAIS o= B3 XB Q0 F7IHS of AEaA Tg

A o M ofst ol et 20k Che| CIFERIS 2N 538 WIlst C1=71, Ch |8,

PR, 015U, %k thZ AuRiLk

4744 Yol Eixt 5 2,3730| CI22IZ23 10mgZ, 237150| ALZOE A9 v

glon FYzioR 1848 7t AW MY FHo| BF A2 66MRlL, 77 H40l

k.

ZIRAEolN BERLQ] 67.5%= NYHA class ||, 31.6%E class I, 0.9%E class Vo, LVEF
SYUS 32%, AEHO| 56%= ST, 3% Y, 8= Z2E Yol 2 x|z
2 #iR1] 42%= A2 Frgo] o] oM, £712 2} 2 xle] 3% 7t AR &
E 3 7R g Al 2% HoAlc > 65%9) 7|Z0RE H2Y Yol 9= Ho2 ER
loirt, Bito] 94%i= ACE AHA, ARB i QHK|QBAARH-H|mealAl XfstH| (ARNK
119%), 96%2 HIEH HCHA|, 71%7} 27|22 E|20|= 225 ZEH, 33%7} OlAZ X2
gion, 26%7t 0|4 FAIS 7| UUCE

27| AEIA 6GFR 30mL/min/1.73m20[0I%{E RiXI7 ol ZH=IOICt B oGFRE
66mL/min/1.73m20[%1 2, &HXLO| 41%= eGFR 60mL/min/1.73m20|2t 15%= eGFR 2 45
mL/min/1.73m? 0 2t0|2Act,

A 2E gD Hed ofg

CHIZE| SRS Uzt S8t Y[H40! N8H7| MR A, AEo= I8t off) F= 4
Hom QIst 717 WY WRo| WHES ZAAZICH (R 0.74 [95% CI 0.65, 0.85] p
<0.0001).

A by ZMO IS 2R ok s 2719 Zizio] Hold MY 77t HAEet
A xig=olt (28 2).

33 2 MHEA A A, HEEoR 0Ift U Fe HEEoR 0Ift 713 WH WRY 2
B AR 3 wgmixle) 7t

ki
m,
8| M,
2 g
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= 12,
104
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6,
H - o | cui3aiEey
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0 3 § 9 26 % 4 &
2 SR HE SR (N

gREEE AR A W A AR W w20

W 2 M OXF W W B W N

ARHoR oIt 7Ig W W 7igst, ol yEio] x| Ate, B Aol SE4)e

e A7 OloAle] T BT 0[9f0] MM of5tE 17| 945t X2V Yad=X| 5o2 F

o=,

Bt 4 2 A AEOIM o4 8R4~ (patients at risk)

Uz S5 WIIHAE TSI Al 71K 84 2Z0| 2F X2 EME LEL, HRHoR

I3t 71 Y Weo| AL (3 3).

3% 3 YAk B} W Y40 R 0l0f ofst Aol thEt X7 §3t
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ARHOR oIt 717 W WE: 71517, ol F=|o] K| IO, B A (o: ST
M F o0fkorje] B B2 0jfo] MEH OSSO 9Bt X7t Daj=X o2
oErt,
Z 7484 33 AZI0| A MRIZ WAE THRAH AT 25 LIEHIH, S 371
$29| N S MR gert
A WSO 25| [AH00 O1- F ALZIO| LSt BIR} E LIENCE
2 TR0 DE MOl 2J3t AlZo| LBt p-value HEAC| Zo|ck
ChZS 272 E5t ARH (R 2y U KU)OR oIt LRl MERA| B ALY & A
U S8 ZAAZILE CFZAS2RR0A 5672, 01 742210/94CH (HIEH] (RR) 0.75
[95% C1 0,65, 0.88]; p = 0,0002).
CZa|S250) X2 RS2 Mg PiiEo| s ARH SRS Bt gie AR B
A BF0IAN LT
CZaS2E2 Ut SRPIIEM) ofEt SHES Bt Qe S#A0M HR 075 [95%
€10.63, 0.90], Fx7t SH= EXI0IA HR 0.73 [95% C1 0.60, 0.88]2 ZAAFCY,
E5H MEN S X2, M 715 (eGFR), A, 49 U XY § 3 sifkxol ZA Yt
yps40] Y 19f CE| CHIFS2IB27I0] X2 QOIA0| LREA LtEfCE
ekt
DAPA-CKDI=eGFRO| 25mL/min/1.73m2 014 75mL/min/1.73m? 0[510|7. YEMLE(LF
UE91 SotE| H| [UACR]?} 200mg/g 04 5,000ma/g 0ISHO| Qli= BHY AFEIRH(CKD)
ER0|M H1Z EX Q0| F714S 1 0] A4S Yokt HImSt= =), ChIE, Al 78,
FEQANE, 0/ £713, BYE, 21 HHE A0IUC, YRt SHE S8t WypHael 50% 0]
YO ZI&HE eGFRY 2, U7| ME {ESKDN15ML/min/1.73m? |20 Xi&E oGFR,
TEYEOI BN R|Z i A OJAS e 202 HOJR), Cv Al EiE N P Ao &
S W 0| 0] 919f Hi| 0] ofo] FAS S5 HoI
Of AIHOIME AR 24 E= TN Chl AF Bs 22A N F FE57NTY
FH(ANCA) St B0 U= #1907 67HE o|Liol NZ=Y X2, AR E= W
o 2 BHS WL Sxts el
Bxt & 4,3040] 1213] 0] 9 10mg (N=2,162) T Yok (N=2,152)0] 239 HFEID
2B54H9) FAT S FHIL, X2 s AI- S eGFRO| 25mL/min/1.73mP0[st2
LBt ZP0 RI&BIHTL,
HIOJAZIRI A|, BT eGFRE 43,1mL/min/1.73m2{ T UACR ZYZ4L 949.3mp/00|2ioH,
BR 5 44.1%= eGFRO| 30mL/min/1.73m? LYX| 45mL/min/1,73m? O|TO[IT 145%=
€GFRO| 30mL/min/1.73m? D|2OIR{C, S 8%t 5 67.5%= 28 TixHol U
SRl BEQHS W QRlon); Bix} 5 97.0%E UXIQHM FE 54 ARF(ACE) F=
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OfZE|7EA| 0|=291, 2] 34.1%k= OAIOIRI0ILL
0] 242 Ut St BIHHS01 50% OINOR XIAE eGFRC| 2, ESKDO OI2E %, OV A
B AR 2 AIO| WM S WAL B QI0f $IOrErt HSIAICKHR 0.61[95% C10.51,
0.72], p<0.0001). 2774 % T X2 BXt 1= 19%(95% C1 15, 27)0|94Ct, FHE-Dt0jof
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n/N ARAS: LIEFH AIBICHAIRE 2ot 9120 AI-THAIR} 2

0] 92 X2 NS EAEO! BypAL0) TEHME BEEOICE

$IoF ThH| O 4z} HIsi0] UACRE] [ 2 247} U0/ 0[2{8t Fak= B2 M 14UR

of ZE=Qlom s Alg HelolM S/ 36RO UACR(mg/g)| HloA2o! f

H| BEE B YRS Wl 0| YO ARE B HXOIM 4193 YYOR X|28 W

2 X0l -20%3{00, K22 7te) Kiojs -26.3%([95% C! 368, —140], B2AL

p=0.0001)34ct,

TP 2e| MEE SyotlE HY IHOLE|H0| H7lsts 2o LHS(NE Tl 2

A ysiof LBt BN YRR thH| 0] RN ZASIACHHR 0.68(95% C10.49, 094], B

S49| p=0.0187).

4) AN oY XiE

O WUy CHZEREIR 24710] wotl ASolA B71E OfF SHoIME 0jPA £
£ YEO|M ZUS RotR| YUTL DILAOIMS Z7 S-S A700M 5, 16, 40mg/
kg/2, 501N 2, 10, 20mg/kg/U0|HOH, HEO|MC] Z7 B2 A4 25 05,2, 10
mo/kg/ OI{C, DHRACIA| B7HEl 2T 83 18 10mge] HHOINBFSHMRHD)
oflA 213 AUCS] O 724 (50 L 105HH(IZ2] AUC LB b4l SHEBIACE HENM
9] AUC LB MRHDOJAQ] Q1R AUCS] 9f 131HH(4:3) U 186HH(RIZIGICE

@ EHH0| A4 CluZRZ2E2 Ames EHHO|Y AE0IM 240/, in vito B4 of
A K AlZloIAE YOO, Of S9 &Y Z20JM 100 mg/mLO|Y =Y Tf I
2{5i%Ck Sal, CHIZE2FI2 MRHDoIMS] 21| o] 2100t ofAlol sigats =&
oM HES CHAOZ MAFH A8 = DNA 87 AIES0IA in vivo Z712| MR 0|4
0| ThaH S4H0IRIC 0] MRS HE U DA 2oty AR|M £ A20| Yrk=H
Ol CHIEZ2[Z2710] Ol0] it 8 =4 A2IS LIENR| IS S Juasic)

@ MAST0H: Aol i3t Al I 27| tot WEH A0, 15, 75, Ei= 300/210mg/kg/
ol ciuZAZ2 TS 501 F0fsi%(300mg/kg/Y 82 49 $ 210mg/kg2
#), 3, 15, B Tomg/kg/ SHE UOIA Foisi NZ2S2TS Sofft of
H SF0AT 23 T Y0 20|, YAls B 7| Hiot 2Eo| YES DIX{TI 2%
O} (i B 2503t QoM MRHDE] 170854 Oft & 998 b, SFXIR, 300/210mg/
kg/2ollM, g U Ensk SH0| BAsi%T, TR 254 L WA 27t Asigon, §
EfSIR{O2 HIRARI Bt = HYLL
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