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(1) eheiy mamo| Qof
X2 G BEXIO] T3 QA 91200 A 15,000 O| 49| APt CHIEZE|Z 2T S F0{2HUCt
CHZE|E27T 10mgS 03t 2,360 U IS F0f3t 2,205%0| Z&HE 13212 TH| (A% 2452 I Ch =
Aldof ciigh AR ol E8 2HS Eal oFH U LHR o] TopoF 3l B QT

H2d T #X0IN LI Z2| S 27| Mg getg Tots1o| 913t A4AIE (DECLARE)OIM = 8,574%401
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Cht22|E 2710 thE 20|, HIEX 20 22 A ERFET(0IEX 2T T 2.2 #12)0f Cist 01 8 (104
0|3t Mg o mA 0| = SOF 10251 IS HRtsh R0 2H0| RARSIACH<5%). ChtEe| S 2711t
AANSHEIY UEAH S TR 1169Y9) oHT MRS F3 BAMS 1) 245014 TRHHOI M S E0|
SUCHRE 201M <1.8%).
ZE NHE0M, a3t HEY A2 261X 440, ChitZ2| S 2T S0ixat 9197 2Hof| 55010 Mu'd
P|0FF0FHE 17 9l Q1R 018 H0|A MEY B E0| O] =YL
S2|HIE|E 1 A0 2452 4854100, A0S HE oI AS 0} CiFEEIE 27 10mg % S2(HIE|=
48 S0 6.0%, 79%)01M 212f X S2HIEIE E- FOTHZE 2.1%, 2.1%)0 HISH H BIHEHH Huzdct
QI 201 8 AROIN FRT HET oI AT = 0147l 30t 2 LIFEE 2T 10mgS S8 ol
24721 1045 XI0] 22 0.5%, 10% 201, Q1&T 201 HBO 2 |0k S0f5H 2EXJ0f M 2452} 1045 Af0f
05% 21 =|UCH Z0[et HEE T4 CE gl 3ot g o2 L2 |Z 271 10mg S F09o #HXI0| A 2459t
045X 2424 40.3%, 53.1% HUE[RD, Q&R £ 8O 2 QI9kS S0f5t B0 A 34.0%, 41.6% H /LT
HIEZ2RI 9 M ofof Th3H F01 Qi AFOA, 24508 8 HEYS OIAC0F #0x|X| gotch
AENELS A CEEIE 2T 10 mg + HE X201 31 M@0 £0f ARTHAXIC] 12.8%%t 1 +
HIEZ20 ol Hrd2op S0 AHCIAXIS| 3.7%00A 2 0| Art
DECLARE QIASA[ZOIIM 2I2f ChH| CHIZ2IE 2T Q10| 0 MET AR U QRS SoHAIF|X| 9= 210 2 LIEKITE
FQ MY AR CFE2| 22 TR0 M 58T (0.7%), fIAT0IM 83Y (1.0%) 2 I=/UCH
DAPA-HF QIAIEIONN 0 MaEE ARIO| CHIEZZ|Z 2T 912 212 4T (0.2%) B =IO M HI2% Pt
PERFO A BF LIERSACE
DAPA-CKD YAAIEOIA] 2 XM ARIO| LI 2IE2TIZ0IM 14 (0.7%), AUT0IM 287 (1.3%) 21
/A M2 P 0| Q= SXIOYA|THEEE|QICE
O HAY 244
ULAIE 13102 RE 0| Y SE X2 0f M2 M MR 24 (B4, MEYS, £= MEY BF)E AMSl=
UEPHS e L2 B2 T 10mg ST 2 919 F0I TIRXIA 22F 1.1%%t0.7% S0 =I2UCE TE XS]
0.2% O|THo A LAESE S0y Bh3.2 L2 2| S 2T 10mgat 9194+ 240 25| 2HBIACE
DECLARE 2AMAIZIOIM AU 2 AS AARSHS O[AFAR{D} LIEHE $HX}0| = CHIFZZ|E 2T 213Y (2.5%)
U I 2079 (2.4%) 02 SO 7Hof W25 2RGIICE S5 O|AAR = CHIEE| E2%IZ 819 (0.9%)
A QI 70 (0.8%)01 A B =|QIC} OJatAl= 13, Ol ] ALSOISE, HY, OFX| QT TR AX SR =
OHX| HIAI-BHXITHH| ABOIE 5 61912 FtolA] Luty o2 S0 27t 1 25| ERSIUCE I8 £ AL
O{+&{eGFR)O| 60 mL/min/1.73m? 0| 2RI 2bX} TTHOI A HAZ 24 S AAtSH= BOiEH Ol AR & L3z
SETIF0IM 1921, UM 132 H 00t
DAPA-HF Qe A BN Mt 245 AJASHS O AR QU #iXte) = CHtZ2|I 22T 170 (7.2%),
QI 153 (6.5%)0ICt MR LS AASH= SCHoH O AR AUAH S| = QI (38 [1.6%])
SO CE2E 2T (239 [1.0%])00 M O HOUCH 3, 71K Aefol M Satdel K2, 71M eGFR ¥ 57| €Y
52 ot9I70f AN [ALSH Hubp $E L)
DAPA-CKD YAAIZO M M2tz 2tA S AASHE O A2t UUH #HXte] = CHEZIZ 2T 120 (5.6%),
QI 84T (3.9%)0IACE MU 2AS AMSH= BT O AI]VE UUH #HXtC| = CHIZ2IE 2T 16
(0.7%), 1T 159 (0.7%)0IALE.
@YY AENS
DECLARE Y4AIE (LIS E|Z 2T = £017t ZUY 480 20N Sy H EUS Mefe 22| Z 2T
10mgS S093H SERF20IA 279, QIF0IA 12 H 0| QACE 28 AIRS 0171 7|2 o] D2 SxeQict
CHIZE| S 2 TIR0IA S H EAS ALOHEAS 279 5 22782 Al 7L 2hAYst A Hoj Ql&2l3 Waotn
UALE Fhe A HELSO| L Q912 H|2% it XY THO|A] Ol E BiRt 20| LIEFKICH (5. Yty o],
1) L2 E 27, (3) A=US g &%),
DAPA-HF Qe AIROlA], Pt HIEAHS All= CHIZZI B2 T 20IA] HI2Y Wi #HXt 30| B 1E/9lon
QYoM = B 0E[X]| §otTh
DAPA-CKD Qe AEOlA], et 3| E4HS Al2l= CHIZEIE 2T 20lME 2 0s/A] 24k, 2ol M X2
et 2hX} 290 # 0 R
®/z 4y
UMM 130 R REQ| obFY SR A0 H2W Q 2 22 CIIZEIZ 2T 10mg=0fl A 122201 HlsH o
ISEA S 0% U0k (212 4.7% vs 3.5%). LHEL 29| 2412 23 LhX] S, LEXES £|%0| BE x| 20]
SESEIo M, CIFE2| 27 £0 TS 0|3t 2= SEUCE O[2{3t AASE A0 o Z51941, 1t
22{0] e MEXES MW 2 LIEH JHs0l o #9UCH
DECLARE QefA[=olA] @ 22410] Sriot ol Atz = CHIFZEIZ 27 10 mg FOZ0A] 792 (0.9%) 21 &(0f
Q1] 1092 (1.3%) 2Lt B2t HUCE
DAPA-HF AMA[R0I A Q& 2he1o] BCHo O ARIS 312 #iXt o= H 1 o = 210 2 Xf0| §l0| Lt Z2 | E &7
ZOIA 14% (0.6%), ALZOIA 179 (0.7%)019L. R 24R10) O|AMAR| LH20| X|ES FEHst $Hxte CritFE|
BT 917 242} 5 (0.2%)0I UL
DAPA-CKD QAAE0I N Q2240 EOist O|4A1 & 312 2t 2= CHZ 2| EEXIZ0IM 299 (1.3%),
QIR0 18 (0.8%)0IACE @ 2O Ol afAl| ThZR0| A 25 FTiot #t= CZ2E2TIE 8 (0.4%),
2k 3% (0.1%)0[ALE.
® 32 0LE| B2t
FHOIE|'E S0t2t A1EIE O[ABHSO| LI IOIE|H HAE 24, NEH0H, B FHOE|H 45, AHofatg
UaZ FREQUCE YA 1302 RE9| obFld S X[ 20| 2T 0] O4HS & CIZE|EET 10mg
S QI0FS SO43H IS0 242t 3.2% 1 1.8%0A] S E|UCE A TIBIA} = HB 0| A #Xt (eGFR 60 mL
/min/1.73m? 0| 4121 SEXholA| O] OB 52 CIZ2|Z 27 10mg X 914S £ Al 212 1.3%21 0.8%0 M
HUERILCE O] 0|4 EE eGFR 30 mL/min/1.73m? 04 60 mL/min/1.73m? 0|2+ SEX0 A If 0|
HOEUCHCHIFEIZET 10mgH U204 22 18.5% 2+ 9.3%).
AR ERAE O 4 RtS S Bl eXto] Chiot e HotofA], Ci -8 SHXtolA] B 3 2OLE|H Wt o[ -E02
HE <05 mg/dLO 2 RE|QICE SOt IOIE|H2 YR O 2 20 J|7t FOt YAIF O Z LIEHIHLE R0
BTt 2 BSEIC)
DA Ao #HXF (eGFR 60 mL/min/1.73m? D|9HE &3t DECLARE Q4fAIEO A ChtZ2| E2 710t

QIR BE ARHHO 2t eGFRO| ZEABIICE 114 1t & Ft eGFRO| CHIFZIZ 20| 7t S0 on,
40| It S0f= 9 thH| CHitE2|E 271 22| Het eGFRO| 92t 9Lt
DAPA-HF QI4fAIRIOI A CHItZ RS 2 TR0t QI 2 & A7 A BH0] w2t eGFRO| ZABIACE it eGFROIM
7| Zae CFEIE2TF0(-4.3 mLU/min/1.73m?, fIL0] 1.1 mL/min/1.73m* Lt 207120l eGFRE|
JIXX] ChH] Hebe X| 232 QARSIICHOIE R Z 2 TIF -5.3 mL/min/1.73m?, 2= -4.5 mL/min/1.73m?).
DAPA-CKD 2AAIE0 M CIIFE2| E2 T2 0t QI B AlZHZnto] W2t eGFRO| 2fA6tQICE. Bt eGFRO
X7] (148 Laes CFEE| E27170] -4.0mL/min/1.73m? 212470] -0.8 mL/min/1.73m?QACt. 287120
eGFRC| 7| XX ChH| 3= CHIFE2| B2 TR -7.4 mL/min/1.73m?, 2IFZ -8.6 mL/min/1.73m?0|ICt.
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Lo 2 J el 30 2N, WIS MY A ofFsl= A2 JHs6ix| gt

SAIEMES (FRYEY HENS 1)

- SR HIHE O oAy

Bl

- TAMAIEEAAF O AT X
HolL oL o = =}
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QIhEA9 ARGl It £ iR S -~ gl
Ol 43I X| ot O AL OflBIX] 2o FE014BHS
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BH2IOL A A, SIATILIBII
XIOXIQE OlXI‘Oi [HXI‘Q_E pFsinl
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T AEFZ-E! 100mg/day, 2 HIEE28121500mg/day

* LOCF; Last observation carried forward
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OURIR| 1,15, B2 75 mg/kg/HC| 8FO 2 SN S [ RE F0| BOA A28
HDE[QACE JPE e RIS Mo ChEH - Z2 MRHDS| 1581 O|AFO| 2Lt Of2{3t 2H&
HRAE N Ao 50, RE SO §0t0 2 ZE M HITHR} #IRA0] AUQUCH ORI 580
SRR Al 2 EPE Of 1547k 2150|7h FOF S| R x|X| GIULE.

R0 | LTOR: ZMTIRE EA4S 0f Yol CfSh Y £o| (51014 DM HE= UM 6UMSE Z4t & 212 WAl
UE(1, 15, £ 75 mg/kg/Y)S FH HUT M= XtZ 43 +/E BolK AHEFH O R L 2L (RF 2
Mipjol| cht ChibE 2|5 2710 Y3k Hoksto| QI3 Y 9] (5ot +8R|QICt ) 75 ma/kg/A el BF(0f0] %
Mol S 2| E 27 L 22 [MRHDO|IA] Q14| =X119] 2t2F 141581 9 1374001 s ol A|Tro[2] sjt SO e
0{ojof Ch X2t 20 M M SPEo) p2by Z2 AR10| ZVHE0] CHA| oHA BHUE|QICt FR0bE0I det £
St 2E MD|O| HF 24200 KT 022 15 mg/kg/Y O] MY/ = Z2 [MRHDUIA Q14|
X(19] 208K Ol Aol A BHAL (AL 2H| ZAS 75 mo/kg/UOMTE HRSIAOL] £0F 7|0 HIS Lt HO|AH|Q|
UAH 0] 3| QIL} SSEHO N LEHBLHNCAEL?! 1 mg/kg/day [MRHDOYAT Q14| =X]12] f 194K
Ol A T e Z o] ssict

SHEQ ED|of| TS 30 PHOl HHEfOF A [SIO)A LS 2| B 2712 2F T I |23 |e] =Rt J|2H0] sfiEsl=
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B(MRHD2| 2 1441H1)EA] HHOIXIAbY B2 2[4 S LIERKA| ULE 150 mg/kg/ 22| 8FH{[MRHDOI A
QIH| X110 2 2344HH)01 A BH| H LEE4J0| 0| EIUCE DH| EH2 AUE, Ol AN NE U HF U 34
AT A4S SIS} Uk S442 Hi-EHO XA, EHOL I[% B 22 0] A219) 501, EHOHHIS 2 A5 REBHE
e e oy, 530 Y X TY, 52 Y B2 B 3500 Hole £ 2 Zot 44
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Olste] 80 & 2|t 1221127k 247 £0BIUS T LpA0] YRBISICE ot L2 T 2 TI0) The| S0 A Hat
HE2INS| =g AE 2RO, MRHDOIM CHFEEIE2712] 204 & oAkl = Q1M dapaglifiozin 3-O-glucuronide
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I FEETSHHIAY B4 A0l SiHE S0F 3 & 20|5eHEN Za B019 2l w2 kX 0l Mot
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MEIZHE

@ LU, MO, 2Els: Y AES L0 R AEFS-E 50, 150, 500 mg/kg/dayel 80 2 21A7H Loty
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(MRHD)?! 100 mg/day®| 2| 60t HE ol L ZHOICE 2+ ZUR 150 mg/kgOl M 2H&H=IX] 9k, O] 8H2
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MAZMAE Zt2 S AN BHES OIEE & U 242 0|2 2 R0 9| A8 FHTE|X| et
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ENOIM 1125 mg/kg SE= AUC HIO| 2218104 Q1| & AEREQ! 100 mg/dayl o 308H, 20817HA|
SO i, X7t 2 GI2ICt HEOIA 1000 mo/kg/day(AZIOIAL] ZTHAES0{21 100 mg/day2l 2 1004H
0] o) S FTT0 Al DEYUSE MM 53 HYRA9 YW E0| SIRYCL
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134 21268t Rlo A 3= Al T5] 27 S0f6104 3749 Y k=2 | S 2T o NESHES Z3ot 2, Bl wEot

HDA|(AUC, Crae) 2 2 IWHI0] 54Kz 81212 1, F] 19| 90% 41217210 log0.800A log 125 OJLIZA
N EEE ETE
ERELEER)

HlwHorste HugoRtE
TE AUCo-36n Cmax
{ng - r/mL) (ng/mL) Tmax (hr} tz (hr)
EAPP0L2| 138 075
CHxob | (CHER|Z2RInami|essis)| 550.7¢137.6 | 177.4243.1 (050-300) | 1029%373
[B20tAE LR R
5 AEFE2TI10/100LE| 14 075
S0k
Alsior REE A 567241387 | 18114470 | 0o | 108143.21
0% ME P log 1.0013 log 0.9308 . .
(71 log 0.8 ~log 1.25) ~log1.0617 | ~log1.1042

AUC: SQAZIRE XS 5T Fe A2 KIS 85 5 - Al 18Iy
Cmac A DEFET

Tma A DEFEE THAZE

2 2 A R

* H WO RIRAI S 2 U HmX| Xj0| 90% 2 2t

(AUC, Cinex, t/2: B g HETRE, Tree SUHES), n=37)

[MEt2YE]

HlwHorste Augopts
TR AUCo-360r Cmax
{ng - hr/mL) ng/mL) Tmax (hr} tiyz (hr)
XHFHIOPE 10022 23 200
Cfz=ef (MEZERIMA2F) 36724568 4837+1150 © 50'~5 00) 7.37£1.09
[Br U0 AC|F)] S
> AEFE2T1IH10/100L2| 23 2.50
ot
A "= Tto|2 K9l T84 | 4T1TRV0T | o oTp ) | 754093
90% Az I0g09926 | log09110 . .
(71%:1og 0.8 ~log 1.25) ~log1.0313 | ~log 10617

AUCE EUAZHIE KT 5T FRAR |2 F 5 - MBI
Coax: 2|1 EF 5T

Tmax X DEB 5T FEAR

Ty YTE AN BB

*H| W BHEA| 2 2 ISRk Xt| 00%%-A1E 27t

(AUC, Crmex, t/2: TR HETRE Trae SUZHES), n=37)

(Al

S A8I1H
71287, H2(1~300) =t
xR 3600

[EATER|] 28 F/AXHTH/PTPAIU-AIU) x 4),30 H/AXH10H/PTP(AIU-AlU) X 3)

- HZol2|Rp: h Aol SAEYGA AR LR 153
- HERE @S THOIRMO  HI1E Sk A S Mt T 22 18 (4412 901-3)

% 2 oA A2 ZRMSI0|A M ZH (KGMP) HAYH| HZYULICE i
NE(22)H 2 HEZHS Kl oA HEE A= o3 $h BsHAIL ;
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