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s oo P e - - ot RO ZIoR1T] ObA 08 = o5 T2 Tz 48, 5dttE TN | AJEHOY| 2t BAXOI X|2E AAJBILICH

T?g *H‘ﬂ 0{212]estimated g\omerqlar filtration rate(eGFR)|0| 45m\_/mm/1_.73mZ O[AOI 49 22F XM LS| UALICH 2, T2t Z s (%) 27(122) 4018 MET:‘E‘E‘Q Eﬁé o ;PTE‘ = QUL SIASABIOIA] EGIE10] Of 13.6%7} 3-4A171 0JAs0] SUEA A0 HAEIHALICE ZiA7i0) &
- _7|5X-1 *H_lxﬂ mﬂ%(eGFR)Ol 45 mL/mln/1 73 m2 |:||EI}O| 741070”5 Ol Ot%_%_mal,):‘ Ollﬁ\_lq o JE— = o - 2HCT T 2T 2T Me - gofMa TVie—= A .9 70- v Vlo= 25T PIN=] .o 2
2HOnRt R e HUYN S S0P o5 55 - BB/ ER-a4)T 059 024 O] QRO K5I T2{SI0{0} BLICE AIEFSRE0] ZU=AOR PE=K= 2o K| UALIT
5 = S50 201 20 T 22 252 B2 AL, 5591 V500 20 T ] o4 M2 HES Lt OlLjefE, E2ISAD, ABZE, o 550 HEZ () 000 000

LY SUNBNEES | 23N A DT YERY vamAy - ey = e - 1. 588017

M =oluja == i ey O 80| 01521 £ OFYE 80|01 | ARIZRE! 100mg + O SHOI OISR | o+ OVYEI 8RO BRI (+ MEEED) | OmiZaS2Ne 2 2 7 AR S20] %ES XK 7IL | DA SALIC BNSS T 2SN ATLeH0 52 04T HR
1 5::_ =< (0.01~0.1%Dj2h) e °T= j:: == 2 Y HER20/10| 42O (24%F) (+ HEZ29) (322) (319%) 00| RELZO| A0 Thi0] Q1X[5t2 QU010 BHLIC,

1) e = we 5243 06 50(155) 2508 o .
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2/ T3S BefEL T, 022 BEX Choo| OnTicioR e HOR BISkY| S0, 24 HIEE N2l O OfSapILI o8 = 2ee HEE 2 SH - 359528 00! 209 109 DHESIFEE LI PI IS 20U 91002, BI8 HAGI A HENOIN DK, Befel 8710 Bables S
e e s e L : I L S T LT
O 2081 2 ST, 210t 2IEHS0] OfulEl= 29, 0] oS SCotl o] T2 AP 022 lot T2 P XI22ES SNEY hege Ha S el uT2 s _ 0147 9 IEFE0(DO] HROM (24F) (+ HEZ20]) (3292) (+ HER29) (3292)) Derime
(2. Ch BHRffl= SOIGHR| DHIALS. 314, 0812, 2) AIEFZREL () B 5 OIS 3 5) ket S82h 585 22000 e .

) 2 ’ - UML) 8252 121689 0] 12 85 80| Jhig SHOR AlE3REL, LIZ2ERHS ZEN RlLICk AESHEIS IHEIZHEIHH (OPP-4S AExo
NEFZRISIS: S0fe SRO0U XX S8 S I SRISIS Al 34 A0 STERIELIG 6, 01413, 2) NEFR g PEB THINE ) HIBEE- 341 17 3 E X0 Tod SN BT B8 SINELCOTE 87 [VIZAESHP 28 To0 38444 2 SAT-09 LA RS
B4 5 %) 01 o 501 A 8456 S40] LEILIT| SO0 REoioio BLIT, B10f 5201 o 29 0] 3 C12 O 7154018 o ' ' e A
S en) ik = o g =HE = N = R 2) QIS K
= ol20| g STHj0F I Az Spe B RECON 1030 13(4.0) sl N e ~ ~ [

e e P e - - — - — P —— AEf3El B E= AR, HERD 02 SYRH| 525X 42 HoH St $XS (IYOR OIS ) 4ee 9
—— 5017 5 Z0f =SS T A2 4512 RE S40| Y912 AT H0] 210N S5 ZH0| ME| 241 212 OIS T (ntent to treat) 2 of2} 3t 0 CHIFZRAZ 2T 0122 2050 912 Lt SHEO2 245 Hohle 2445 LIEARIELIKES, p(0.0001).
28 D SIS, e e g o ol ~ P S - 5 20| TR A0 O 212 518 45 912)
1)0]0j2) 242 T ZDIHO Lot 213 H{O[LIZEAA i HRTES BRBILICK. 30 8 20| Ok 31 517 o 2es Sty o IS0, OBl S1E1E Hom St oL0] RISt AZOUHLE OIAIS QUL SRS HOE HOlEIOL I AE22EN + HEZZ0R
p S § 559 LS A3 HAIS BO2 SPILF 0| Hof 220P1L o2 WL BEGH 292 HOISIALICL
c = .
D HNE Y T YN HEMS STt 0.1~1% D2H) TAIRIO 2 SO0 Al JREX _ Q54 I7EA STEETEEET oy
SR AT 059 Vel S0 A, DIET2EI 27} 3208 o3 2 TIOSZIERE 29} HRY AMAEE| 24 23, NEZE 100mo2 R T o N
) o T8, QTR AT OISR 25t OAEISL OITFETIS RS 2 Sl GRYSHR] 25t OIS0IAISE Wt v Mk Tige] H L OISO OISEIS OZNO NEO| e FOI9) 329 GRS NEIBZE 100 mg 1. 2%, 9109%). - -
3,CIS BN A55] SO, SteaLc AEFZEEIR} 2ABRIERE 2 HEZ2D 57} HE0W UM KELO| 18371 SUMITE AIZHE SOR0 22%, 9HE0 | HbAle (%) 7/7A (22) 790 797
) CizeERR ] F0 0.09%GSLICE ST SIS 223,099 1.0%34S L pETIE Y oo

(1) M08 24 2 A7k Ok 9l ERjoAfe) =04 SLEler digts CIEAS BHAIE » G 2022 NS 919} T 21 QA actorial 1ia) AEFSRIEID BET20IS 27| BE0| RG] SMMITE LR M : :

CIIZ2Z2S S4 RERI0|L T0tEI-S) 371010 LA Sl LIER 4 Sl 33 Lj 33 Kol R 4 QUL 432 A %?gs /%357‘??5' 417?.)73% m|g's}(x1\1 %/;(;;%\{55)367/ 06%, AEF22LE] HISES00 0.6%, IEZ29] HSS0FR0A 0.8%, AIE2HEIT HIET2E] BRS00M 1 6%SiaLTt 10} T 0| ¢ (95% C) 048 (-062,-034)
5 3 =l (& ! O &

5, NERSYECE HYZH0| S0 942 &AM CZ2Z 2719 57} #8S H|iok= $I2f T GH0{M, 2430M0] Z1t (LOCFa)
1 NEFSEE 100mg/day, 2 HEZL22! >1500mg/day

a LOCF; Last observation carried forward

b E7| 97 5 18] 0149 015U R|2E W2, 2 A i ARIHARH

¢ 7IKR 0| w2t HHE 2|4 K B (adjusted LS mean)

* p-value {0.0001

=&Y
OE2227 10mgS AEZZE0 H8 SOHS T 91f ] SAROZ Qs SEA 2 AZELIC,
Az gy
CE2E221 10mgS AEBZEN £7HE8HS T A 2412t &E0| 2A7t 24504 ERIEIOH 485 TIK| S| s
I SUNEHE
(1 CHeiEex

O YUY TSRS 2RI 2137H0] P A0l T7HE Of BZOIME OfRA E= SHENM ZUS o] UUELICE DILAN
9 A7 82 2701M 5, 15, 40mg/kg/Z, &H0A 2, 10, 20mg/kg/LOIUCTH, HEMIMO| Z7 B2 U4+ 2505, 2, 10mg/ko/2
OI4ELICE DiLANM ZOHe £/ 822 19 10mg2) ZTHRIHFHASZ(MRHD)OIA QLRI AUCS 2 728 (59 2 106HH(2%)2 AUC
= H40f SHAIHEUCE HEWMO| AUC =E2 MRHDOIAL] QIR AUC| 9 1318(4:20) L 186EH(&Z) QLI

@ SAHOIHY: TIZ2IZ2I2 Ames S0 AIZIIM SHOIUL, in vitro BAH| 014 R4 AIZ0IAE F0I12L, 0= S9 24
ZZ01M 100 mg/mLOLe} 5= 0 T2foISUC S, CZ2IZ 272 MRHDOIAS Q14| 59| 21008 0140 eigoks E0A
HEZ MO AAJSH A3 = DNA 27 ARHSOIA in vivo Z710] SAH) 0[AA0] ChsH SAOIUELIC O] AIHSS HE W OteA &
QU AIROIN Z A7I0] k= FOIN, CHIZ2Z27I0] QIR0 it M =4 RIS LIEHHK| pISS HERBILICE

@ MASHON: SHEQ T3t Al I &7 BjoF S AIZIOIN, 15, 75, E= 300/210mg/kg/YY CIZRIZ2TIS 2%0H SoieIT
(300mg/kg/Y YL 42  210mg/kg22 212), 3, 15, EE= 75mg/ko/L RS AN FOBIFALIC CHIERIZRRIC S0f
Of ST 258 E= AR WO, YAl5 Ei= 27| Hi0F U0 FES DRI UUBLICH(cE tirs 2200t A30IM MRHD]
170884 0fot & 9988H). SFXIZ, 300/210mg/kg/LIM, B X £t F0| AN, A 254 L HRt 27+ BAsIHOM, HEefst
MO HIAR FAH = HAUSLICH

@ 27|34: 01972 0f2 HEO 2P FO0iot= At M S817| U 237|(MEHQ| MELE} EI5H01 24 27| 2 3710f siFsts 7[2h0l 2
HHOR US0| LBsl= A2 A UL U Mk 250 M2ty U RIS B7HAI7 I At 20| UEUD, 02 52 SHARIN
N CHIFZRIZRZI0| 24 $ 2100 &= 0f21 SHEO|H Q0LMIIR| 1, 15, B2 75mg/kg/Le| 8YO2 FHTQUS I BE Z01 BLUA
AP 9 Mt SRO| HURGELICE 7P 2 SZUM M70] T3t =2 MRHDS] 154 O[A0IGELICY 0J2{3H &3 Zik= 8
0t 2T A A B71, BE SY0|M SO BAIE A HITHR} 0| UUELICY 0 S0 2EE AP &3 Mt 2E
219719 3277t S0t ¢4Xi5] TR YorsLIC

(® 27| 22R0f: SHHI SH50| UL St U0 o DA HEE QUM 6UMRE S4 5 21 MK| A=(1, 15, E= 75mg/
ko/2)S SOOI ATl RIZ £t 235 S6101 ZHIROR L SLQISLICY (RETH I Chet CHIZ2IZ2210] Hats Hotoh| st
0| A7 HETIAELICT) 75mg/kg/LS] SZ(010] L W19 THIZ2IZ 27 52 [MRHDOIA QA (1] 242} 14158 2 1374
Ofl SOOI BHLt FOIRHS OfD[Q] T A2t SA0A] AR E30] M2t £ ARZA0| S7HE0| ThA| St TRTIUSLIC Z71801 g
SH2 St A MIIQ HE ZAN BT 01242 15mg/kg/Y 0142 S A7IC] =& [MRHDUIA Q1% 412 208 00N
M ZEZIUELICH BA| 542 75mg/k/ LMDt HAGIHOD] S0 £7(0 A5t HO[AH|S| UK LA ZFHEBLICE L=
M 2EHE(NOAEL)R! mg/kg/day2 [MRHDUA 1A X1 OF 1941010} ZA| T4 ‘e 240 SHZILIC
SHE S EM[0f T3 7 1XQ1 HHEHOF UM CHIFS2iB2 T2 2 B9 7[a7|9 F5t 7|71 digshs 2H20) S0E=EUT. &
T0flid S04 01T 820, 60 52 180mg/kg/Y)NME ZH) ZL et SH0] ALK YOUELITE 180mg/kg/U2 MRHDY & 1191
HO] FA S0 SFRILICT SHEUA CIZ2E2T2 75mg/kg/22 SZHMRHDE] % 1441HH)71R| HIOIKIAMY £ £7|34S LIEHY
| QLQHELICE 150mg/kg/L2 R2HIMRHDOIA CIF| 4:X[10] O 23448H)01A A L UHEA0| 20| TIYBLICH 27| SHS AYE,
O e 15 W RS o S A0 ZAS HRIBILICY, U 2 ti-EH0F KNS, EHOH71% L 22 10| ARAQ| 574, EHOF RS 24
S ZERIUCL 712 U2 V1Y, sE0 BN M5 TR B2 4 82 B4 35U, H0l= 72 23t ZA¥SUD.

© 52 Sk HEY H0| T3t FQ = 07 =4 AR HEE (29 HRS2 = Z=HY Y2[EHOR MHE 5710 24 20
2 THLQIOH, S 24 Y/EE HE 57t8 24, AE A8 371, HEY A2 O3t wd 3715 ZeloIREUD. TE2 22T
2 SHEOIA| 25mg/kg/LMRHDUIAC] QIR - £ 346 i 0[)0I510] 8HS 2\t 67H&7t #+ S0fBIAS T X JHOIA| 120mg/ka/
(MRHDOIIA Q17| =52] 32008 O1) 0fte] 82 A/Tf 127487t 27 S0{6I%S T LH2HS0| YSoiisLIC Et CiufzeiZ 2ol
T3] S0 AR 2t HEQ O] =4 Al 2F0A, MRHDOIA CHIZ 2|2 2219 £0{ 2 0f[4=h= Q1A dapaglifiozin 3-O-glucuronide
LI ESIL T 0] & 2Z(AUC)HIA dapaglifiozin 3-O-glucuronide CHARZF EAIZIQIELICE SHEOIM 713 Z2&0tt B[
Y SN A0 SIS F7t U R 27|SSHEE L B7I19 M) 52 S tia 0Dt BAEJSLICVMRHDOIA Q1% =50 2745t
S T4 2100t OF&). MRHDOA] Q1A -2 Tt 32008 012 e 0 SEOIHSUHIE S7611, 12742740] 7401 Chst Ao &
& et £= BY F7| 242 AL

[NEEER]

O Y, HOIHY, 25 A HEE HHAOR AERZZE 50, 150, 500mg/kg/day2l SO 267 HIPARI0| +HEIELIC A4
REOA £ 2 MZ/AZ(Combined liver adenomay/carcinoma) AL0| Z7 1311, 2Z0A= 500 mg/kgOilAl 7142) A0 B715194%
LIC}, 0] 82 AUC HIE 2712 & [ QIRIZIHAREZ(MRHD)?! 100mg/day2] 12| 60t HE=O| e EALICE 719 EUL 150mg/
kqOild BEEIEIR] 2041, 0 BH2 QIMEIHAHEH /42| 20401 siZick= SFLICH
A2+ DIRAS THYOR AJEFZRIE 50, 125, 250, 500mg/kg/day 8HOZ 2517 UUHAIHS SGIISLIE IR AR 79
T0HH0f 35t 500mg/kgOiiAf O X7 [0 S| 40| S7FoHK| LIUELICE AEFRBEEIS BEZ/01S 0183 SHSHH0I(Ames)
A}, CHOMIZE O[5t HIIMAOIAIY X HIQMERTISHEA, HE ZEHE HOIMAOKIAIR(in vitro alkaline elution assay) X O
A ZHNEE 083 LA AR 22 Y| QUEHHTOIN HO|Y L HMH0[FLUO] LIEHIX] 424ELICH
BT s AIZIOIA 125, 250, 1000mg/kgl SZOR 2510A it & 4752 WA 2 ZZAHIIRI S8F)S0fok, Q701 1
i 27 HEE] QU TUTIHR| 20T LT 125mg/kg(QIMEIHEEO] O 120i)0f1A] O SEHSO0MAE HEEX| QoksUCt 18
QAZIAEEE| 25 L 100)01A = St AL MERC 5717+ 01 ZAZ QS

@ MAEY: SHEL N0 AABH SASSASOIA AEFSEIE 125mg/kg QI FTITHRR20| 124] 201 SHZ7IK| S012 0f, 46
SOILt EHofol] 2412 QIUELICE 2Lt YRS O 5t HZAIR Zif= YO0 SE0IM MASHAR 2= Y AZ0IMe B8S
052 2 Ol 22 OIS YL0IMS A2 HHEIX| YaUCt
NES-ES Qs U3 =0t E7I0 YA 6-202(7 [ 7)o S04 Al HE0IM 21 250mg/kg, EI0IA 21 125mg/kg E=
AUC HIm0j 275101 QIR ZIHAEER! 100mg/day2] O 308, 208471X] F013t I, Z7 |42 AASLICE HEOA 1000mg/kg/
day(MEOIMC] ZCHEFTOR! 100mg/day2] % 100t ‘=50 SHE)S Z7F0] Al IEFUSE MM 52 BEM0| YiE
0| B7HHEUC
A 6UOA 3 2127HX] 1000mg/kg/day BES Z7F015H HE2 M| 2 LF0IA HS0| ZASIRELICE 7IS0IL #Z0H Ok
2 TR gkaUc
AESREI2 QA HT0| E01S 2A7I0H OF 45%, 24A17101 80%7 EHHISTHEIELICE ETOIAE F01 S 20210 Of 66%, 2441
0fl 30%RSLIC.

4) QATESHNE He
7F A EERTRE10/100Z2| TR 2 tRSF ZAPFY10Y2| T3 (TSRS 2 NI 2 HT|S44tS) SH=0IA ERHUZ )]
% AHRHIOP1 0022 THA R EEMISSIZ)EIRANATIF)S 2x2 WAAZOR ZH 178 7125t Rl 3% Al H3| & 20
510] 362|815 CI22E20 U AESYHS S5 20 HEIIISR(AUC, CredS 21 B2 SA M2loiiS o, HaA| 119
90% 12712101 log 0.8011A1 log 1.25 0UZA HE3HOZ F5312 USRS,

[EEEE =)
HLIES s
e AUCo-étr [
(ng - hr/mL) (rg/ml) Tmax (hr) ti/2 (hr)

EADEI02211 0
Oxe |(CZ2iE2AI2nCe4sts)| 499.9+1389 15324528 050-4.00) 14.68+451

[BH=20AERIK|LZHE)] e

= EERGQ10/10022) 73 0.77

{0k
DES [HOIRNE) 50031267 | 1565%59.9 050-300) 15.17£5.19
90% Mzt log 0.9778~ log 0.8885~ ~ ~
(71% :1og 0.8~ log 1.25) 1.0372 11370

(AUCt, Crax, 112 ; Htat + BEHRE, Tac, YU, n=35)
AUC:: EQMZIRE ZZHT5E YA SE 5 - ARISH0HHA
Crax: H I BEET
Troc: R UEESE ZEAR
i EHAM R

*HDIISRIS 2T HRR| K 0% M2t

(NEZEE)
Lty [EnkEE
= AUCo-48rv Coax
(ng - hr/mL) (ng/ml) Tmax () tig2 (hr)
Rpeb01E100221 12 150
O} (NEZEERIMSE) 3374579 429741208 050-6.00) 8.04+1.09
[SHEANALIE)] o
- TEXE0H10/10022) 23 250
5{0F
Aot e 33824575 4350+145.0 050-6.00) 7.91£1.07
90% A2t log 0.9778~ Iog 0.9253~ _ ~
(712 1og 0.8~ log 1.25) 1.0278 1.0971

(AUCt, Crmax, t1/2; gt + BE
AUCH: SOAZIRE] AT HESE FHARHING HESE - ARIFMGIEHY
Crmax: 2 IES5T
Tmax: Z ST AR
tj2: YT A BRI
* IV IR=R(E 2 ek BR| 212 90% Azt

(R LHS7|, AR ~30°C)2 T [RRHS 308/4

AOIRIONZ) QIHBOIA| 2T FOHR 13, (02) 928-0661

* MYE B, HUE SR 0|20)= ALZSHR| DHIAIR.

+HEENS o1, HERAMS HEOHIAR.

*ARE7[3I0] K|t JUZS ALSSHA| DHIAIR.

+ 2 RIS A3 A0 S0t FAIS 2l A, B QAZ O M| RA(1644-6223)02 FAIE WaH| MHS & 4+ YSLICE

*0] HESA HYURH2023. 07. 07)015 AT L AIFOF SHO|X|(http://www.samik.cokr) EE AAZESHBAIA https://
nedrug.mfds.go.kr) A%E H2E ARG,

* 1A A7 [310] ZWEIUILE B, Bl = QAH HZS 1IME Sl wioh SEUCL 2 HE2 SE7 YIS 1A "AHIRESoHZ7|
0 27 et = BN 4 QIELI,

R} Ta : SYZEH), n=35)



