KGMP HE2tE

E2}3|0| 724 5 5/100022|721,

2.5/850Uz2| O,
2.5/500H2|H

[HEYE LIRS0 F1EF
@ E2P[0|722.5/1000L2| 1
QR RILEREET) oo 2.5mg,
HEESAAMEHBP) ... eseeeeenns. LOOOME
= &7 AHOFEMOLIL|E, 2IHE2t0] £24(03B540007), 344 M2, FHH|E, S20|SA0[M3t
74, AZAISUZQALIES
@ E2P[0|722.5/850L2| 1
PR LB oo 25mg,
HEESDUHEMEBP).....ovvvveeieeieeriee e e 850ME
= H7HA|: AE|OF2 MOt IL|E, QUEERI0| FEM(03B53576), 24+ TE, FXH|E, S20|S 40| Mt
A4 ARAIZUZQALIES
@ E2pi|o|72%2.5/500L2| 1
FQEAE LB oo 25mg,
HEEZOUHMEBP).....ovovvvereeriecrrveeee e 500ME
= H7H|: AE[OI2 M0t IU|E, @It ERto] L 2HM(03822082), S+ M E, TEH|E, 220|SA0[ M}
74, A2AISUZQALIES

[4)

E21|0| 7 2782.5/100022| 23 : &2 2E40| U2i0| 2S¢ I UEILY
E21A|0| 7 2782.5/850&2| 2 : t2 FyMol di0| 259t ELY UEILTY
E21|07282.5/500%2] 2% : ¢2 -2tio] IH0| 259 ELY BEIYE

(&5 -2
0| 22 LS eI HEZ20I0] RS0 Hpfe MY Y AL
AAH U 252H BAHZ FO{dtCt.

of HYETS SYAFP Sich

[24-83]
0] ol 82 2 o] | 29 alL 12225 me? HIEE21 1000mg 12 2818 WK 2t
wololA 2 o] 6 2122%, 924, Lot melsio] Z59ict

0] 242 Aot 2 1228 Soffich HER20l Agat Berdt sjaEA #Ri8S B00| s 82
BID1 AAS| H{olo A

L8| EE20I0Z X240 9 o2 3:

OfF 'y 012128 e FE0) 910D H1=Q¥102 S50l HepxHo) ofete 29 0|90l 17183
0 0] 925/500mg2 12 28], 18] 1362 2315, 0] 925/ 1000 mg O 1212, 18| LT B
9,

2 HEEE0 HEQYOS B3 HUATS B 4 gl 39"

0] %9 27|80 2|LIZEEI25mg 12 28| (1% £ S mg) L HIEE2D 7| Z F08S Fofelct

Soz THY

12|LIZRIE IS R0] 2Rt0f AT B0 E ojEte

EZ20I CHES0{0f| A 2 offulS; HER 20 2 F7HEEE o MTQ si7MIS BE
BiCt

*2|LERE HEZ 2010 HEE00AQ] OJARES (2I2F CHZAIYS SRR

“2|LISEEIS| AT 2 Zelof 2ot oj4EtS

S2|LSRE HEZ20I0| DEEYSHH FOf Xiet HEZ20! tHER0] SX0MT BTE
O[AHS

"HEE21 &7|E0{= HIEIRI B12 B4 Aotet 20| A0 0f= 0 ESA &0y wid
0| YHFOZ M2IoHHIEIRI BI2 ZHS 7FHS 2 L.

"HEZ2YHMHO| X|ZX7|of 71E WISt Uiet O|4EISE £8, 4, 7&, AL A/Z4
59 E2A| Holo|H of= ChER2 F AIHKOR S|=&|Q{Ct Of2{3 0[4HSS oS}y
Flof, HEZ=0IHMS CI=0Z 20iE F2 AMEE T A 20 22 82 S8I=E
HIEL,

S 2|LI2EEl Mo 3 AT oFrtd 7 (CARMELINA)YS AZ
1R Hotx|Ql 3uh 23k E7¢

v2|LIS-ELD 2 TR orel 32|HT|2| =5 H] w3t CAROLINAGI (AR S Ex)of 2T,
Ofafr|o] HHME 2MojAf 2|LISZEl 22| 099960141, J2| 0 S2|HT[2|= SR 054%
Ol Fafaretrlol 3 1t 5715 2RO

210 ChE QAMAIROIM 2|LEEIEIN HIEZ2T] S04A| 7 HIHSH| 2 &l OJARFS2 MAK1.6%)
SO0 Oli= HIEZLZ012} {2 F0A|(24%)2F FAfet EHSOCt

2| SEE HERZ20lS HEdLofe} ol FO{SIAS ol O|4utS:

2SN HERE0IS M 20t} S| S0{5IRS T, HETO| 718 IS 1 oy
gL EEHHEZER+HTH2]0r E0d 23.9% vs. 2/ F047 16.0%)0I2CH 0[2{3t
AN FIHOR LIEHLK:= 0|48 OR HOIE|QICt MEY A2l 5 Ot 22% 5502 R
E|X| QACt

2L SEEN HER2IS Q1SR
2|LI2EIEI} HEX2RIS QIS 21nt 3IH| FOSIAS T, HPTO| 748 HIHsHH 2 1E OjAHHS0IQ!
=, 9ot HEZEQUS Ql52Int ol FOfSIAS miot A BT 2 HUSIHON [2|LISZEH
HEE201+0158] 047 29,5%vs. FIHHHIEZ20HOIERI £017 309%), BLHE Alell= H2 HlE
2 ZSIACH1.5%vs. 09%).

2|LSEE aga % M oPY Y H7HCARMELINA)

O] CARMELINA 7= Cfglgiet = MRSl Chot 7 [K{Zetol 250 H2 a7 9[elo] 22
H 2% Yt 2HRI0fA] 210F CiH| 2ILISIEIS| AR 3 A oFH S ZARSIUCH1S. BEIE
Q1% W Ax), 0| H7E 2LI2EE(5Smg)S FOf B2 349450 2iRje 2IoFS S0 B2 3485
HO| SIS FHHICE 2[LIBEE £0f A| 3 M T YEHOR olot gl W AEZED
Alle] 9tS OIX| QUL 2ILISZEIS F0f W2 SXI0IA M & 0[AIHtS B Bt ojAltS
L2 21912 FO0fuh2 SARI0| A 42| O[S 'L QALSIZICE

X2ZolM F5C| MPYARE 0f o 0129 30%, 919 F022| 319014 E |t 71K
Aol HEHL20tS Fofet RlofAe] ST MY WUS2 0| of £ 2.0%, 9%
F0{29| 170001 SHEHSIACE 7|X AE0fA Ql&RIS Fofe etRtofAe] 50| Kee U¥E2 0]
F0{79] 4.4%, 91°f F017-2] 4.9%01| SHEfSIRALt

A A 2 717 SO 24 HEY TEH2 0] of R0zl 0.3%, 9% F0Z2 0.19%0A
=inl=l (s}

FAHZZES 0] of 0179 0.2%0]A] E 0|00, 9Iof20ll A= BTE|X| QIUCH

X U AT 2 ZANZD RILEERIENEHUH))

TLH0IM 2ILIS 2SN (SHUH) RIS HAIALS (61016 S0t31198S Q2 MASHAIE = ZAF
3}, O|AMAfZ|o] WHE S olmfztA|oh AEI0] 7.6996(240/3,119%, & 31374)2 E1EQ{CE 0| &
QlaketAIo Ak o= BTHS OAALR] % QIREAS iR 4 Ql= Frhet AS0|ASS W
SIE0]| w2t of2f 0 LISt

2} B FOfSIAS hel ol yutS:

[

T = e
(0, HIEE2811000mgS 12 28] 2831 Hi0] 29 2L ZEE 2 5mgMIEESEI 1000mgS Al [HBHE  [7IEAE dnizio S= WEAStES
B 124 28] =23 Bt Oj AR o= Brhst ASolAtS
N 0/ o o4
3. 2ILYE HET200| S8 avo|y Hetst= 39: . LTSI 10, 637) ___|0.10% 33,198, 62
el 3Eleln e 20lo] HRRY0IN 0 doF Mikis #RS alayEn yexao siE (SR |siEa R |, 525, 2O Y | 4508
E0i22102 AlBf3iCt, (01%01) [ZELES 15, R, 52, T
4. H|EZ20I Ym0l HRQUOR SE HETHS o 4 gl Ao BEFLE T3S,
0| ¢jo| 27182 2ILIZEEI 25 mg 12291 (12 53 5 mg) X HIEESE 1T S0i83T} ARt HELBNEE IS _
2210| TEE0OFBICH 0] OHS MTTLIOa{0loH HRE B! I KBTIo| of&1S Z0|7| QI8 MILICa0 CHAFS! B2 Zfoj ASuA B 18YE, A8d4
80| 112{=|0{0F 3t 0] %S HELL2olet HRENY W, MEHQ| YRS 20[7| flof Az Lot T
839 3271 BT 4 9ICHABY FOAY, 3,018 HROIAE N50| Soie A 3 4F). A SZ% AOES,
5. 01827 HEZ20l0| HSevoR SE4 HUTHS U 4 9= B EEOH0IE A0
0] ofe] £7|8&2 2|L2E 25mg 1% 28] (12 3 5mg) X HEZ2D J|Z F0123t QA HUZN S EoIRQI ME | THEEE, U UEEE 1R A |12
80| 12{=|0{0f BT 0] oS QI HBE0S W, NEHY| AUS Z0[7| 9l Q&2 829 S8R YA T | HHAAES, KA
YATHEQY 2 QUCHAEY FAE, 3. CH3 oMl A1F3| Foig 2 o &%), |5 5l SRR Foff EE e T
OI"J‘I)_H 'it% ’é?%ﬁ%%‘oﬂj\i K|t 2t A o] %IQE‘E%P_Z%E 701:"—9\ Eiﬁf:fl P;slijc\!%éﬁ‘.’_’ N2 oFS P ST ANIEE | ZPH0], 2 59 JIAEYE,
oI ANJSIR| g2ick WY St XIZ0HO) Ot Wele BHETO| Meg 903 4 glooz EElre BlAHER, SN sl
C e e ” ,
Zo[glofof 10} K28t SLIEFRI0] 0| S0{xof itk el e
L0tz o _ o AUBS AN TS |HEnAY THE
0] %2 FS AH0H stage 3a (FOLE|l HAB[CrCl] 45<~<60 mi/min Ei= A7 022 (eGFR) N EERP TS
45<~<60 mL/min/L73 ) 34X 5, SHMS 982 SN2 of B T2 SAE SHR g2 29 i SHAAME SormsAE
CHEmh 22 88 ZHO| ofsiM AL8Y 4+ QlCt ,‘ﬂ;ﬁ;;l“"é“’ ==
HEZ20I9| A8 19 13] 500mg i 850mg FOI0|22, 0] %O= KBS ARsME OHEIL T Ty TS
HEZE0I A|c} AEE 500 mg 12 22|0|Ct 47|15 S 3-671 DTt FO|ZiA 2asof Sict, —= S T B
N . A g K|35
gtk CrCl <45 ml/min S eGFR <45 ml/min/1.73mQE Al7|50| ZAL/E A2 0| 242 ZA| F¢ A S || Zof gty gz
}0fof BiC, e Zof SYEHY S4EYY, By
2Ry et %02 Fof W5
250y 2 EEES 5
0] o2 B0l HE02 ol 27l Hoh HRolp SOishHS O (MM FOIMS, 2. T} o 5o HHOA
eixfol= SOfokR| 2 2 & &AX). (*, ** E2tAH01F27%2.5/1000Y2| 23 9 2.5/850L2| J30i| sHEE, e FI=EIES FE]
EEEE 3
(gl 7ol ey CEEECT TN E
173 YR e Rl I
HEZ20leiM ot QlnkztA|o ALptgl= O AISER| Rot O A9 QI AS HHKIZ 4~ fi= OllAISIR| Rt %2
QAASOZ QI$t AlShAfR7E HDE b QU O[4HS2 U BIZ0f W2} CH39) EOf LIFSIgCt
2.LHS BIRj0= EOf3HR| 2 2 weHs 7|3 Y olatzze} Akel= QITIEAS biFE & =
1)0] oj0| Z0 alL{FEEI 9/ BEESEIME = 0] o] RS0 2150 9l BT Ot 23t ol OpsofF| et orgojetiis
Q)1 Y, QMAS Ee LN A AS 31 6.64%(207/3,119%,2707) | 1.19%(37/3,119%,487)
3) N HE4 SR == Sl Hoj =5, SAE0L, IVHLESE, | HMLTE, 9IF,
4) 555 (stage3b) X 5 AIB0Y £ ALH SRHTHOIE| HAZ(CrC) <45 mi/min £ A4l [(0.1%012) TUNEUESE EYE, el
01212 (eGFR) <45 mlmin/L73mi) sogap el olsiRz, | AelagEEe?
5 g%, F5UY, 535 Auy BTN, £3, 34 A2 M, IES, YA 250} ZHR|Q ULy Q1Y A==, AT, x/0kE4,
5015 A7|58 HEIZ 4 2l 34 e R
6) HICHA S AR E= HEM, 539 H7|sE0f § 287| 4, 229 4284, 43 59 2% RS SN T[RRI, UM, | HIORIAN Y|,
FHUABES 2102 4 ol U3 (5|, 34TB E pLyTsiol o) b SAEE ol R, BES
) 2715 Zoj SRHANE 7t 7|52 QUS| R ZR0t PR0| o] Th2of, YEHOZ NN = HEHNZNZEH, BRI I2A], XIFE,
ArpiixioR 2 Hsio| 5717t ol B0l 0] ofe] S0IZ TEfOtBICt), ML 7 S SigEo et I3, Hog 55
82892255 EAEEEET Neas DEelAClEEs, | 1893, 482%,
9)ua8 555 Yol EATIY SR, (o EEEH IH
10) SYSZAER, 7|0FEH, 2| OFMEY, Hfol+H7 ISR E= BAVISEA #xt NUESSZ et
24 0l EofxS AlEK 3 m
I O e o s AT A DS EE | JwBaNgEs,
12) Y8, QIS IS T 40| = 044, 238 aEEE 27t0jA aEEx 52
13) M2 o 0 el ol 8 CjNEA 3 N st ’
, ,
3.0k Sxjoll MFs| R0 A A4, gxsto|mi Kjoh, 22
1) MEL: 2LEYE B0 MEH| Qo] ¢/ont 553t ol $iS BRIk HELS 0b[stx| AR W SRS Ml M2 JAEmE FEE A ES (12
, 3
2k 702 Bl [f2 HA(EE2E EE2ICCI)ele BeRvoz Ngs 2lLZYEY] s/ gauzATY |0 Mot Es
UMM 2ILISZEIS| XET SMES 9\oF 2oiRt QAR ZOR B NE(QIC ! DRTARTESE ol
B - DTSR Uy
AELoH0} 9 Q15212 EYS Op[sis HOZ U2fR 900z 0| 92S MFLLHO} EE el SERsET
OI2(3} 8l g8 2 Fo} HRoiD, MELDH0 Ei 01210 33 AAS TR 4 o e A 25 Hal
e A < W 3
ULl 2t SHoflA| HEXET CHEE0= MEFS OF[tl= oLt S2HFIt #5Y 32, STAA U2 AR F0| |ZEE, :.’Ep£ FEES SHE
TE0| BHE|X| o= XL RES 6L R0t QIR 3t 20| 7[EF HERBtE 20T |= B b g g = o=
OF20|L} Of[ER T} SHH| ALR 3= SO K{EITI0| HrAst A 9jr CEASHY, D8 0SS,
aZ R SOrC s AlZovl 22 T M. " qag_xm;_' 111\745':'-E)-7-5
2) A SANER 0} ESTI0H HET20IMelol SX{0f ofeh B 4 91, Z2AR KA} Some
oE 22 A0 £2 Mot At erE 0| HEZ 20! 283Tt0fA 21E SMMER 24 = aggu;,;ﬁgﬂ eSS
o= Ee O e v EEERINEES 3
Alsofet, AN S TS Mol B Sasict A7)0l 24 4 Sl N3OS Sof, = AU SR B, | BERANET
" . 2 HASOSROEI B 71, | HEBHRME
SATYAASPLE K450l E E= MAo| QAL A7IS0] %82 S SE0E Al ot Ao S rts
! " S, A AL
3 (18 X|2A| £ 0l 9 BIAHZ0/=Y LHTER (NSAIDS) 9 22) S 33 715 3725} ST}
242 K22 4 L= MBS So Fol7bBasich Of213 24 AoNE HEESEIZ B STl EAR,
2|1 YAHOZ Fhsfor it = S EIEHD T Bl
mlﬁfoluﬂ* E‘L;dﬂl:t;(_ﬂl;'ak £ TAHZE IS8 URS ME| 7S B U HAAS i SR 20f JUYLR dnBusiEs, IRy
SUNEE o) 9| SITRER ASE, AR B% SV YIS 43, 20)5 SH U TS Gl S0 Tjsol T
2| At AP AIXEER] DA AIDHM) £0 e o|sio|xl2 5 5} 2 ) o
3 221 OfF} HR(HICKY HEE, JHNRZM) S 7IE} BHiE oEIRIE Tefoloiol Bict T 70,0 S ) S TS
(2 EF%EWONE-%—WWI”E%’E.'E) USE oo, 1o x oNlES| UV, ESHES, oo,
iR . ol o iy
SAHEEO| oJsfe R HE Sof ASHKi0) Ol £X DB So| HIE0|H SA0| LSt A0 (d535 832 HIAMZHR, P AAAE,
TS TS T, 58 o4 &2Vl x 35 ©T55 o HISVIS SaVl 280 o1 OW"'O|X|X’*|‘"=’ OtA'l]I‘l:lAIANE'
T2{/0fof BHCH, BXt, E5] OH0j| IEZS0I0f Lf0| 240t XIS 0f2fet ZA0| LIELIE 22 S amor e T o=
ZA| QJAfoflA| 2| =2 OhLj|ofof it Alo| oA Tiitx| oz YAHOR HERS0I 585 j”’ AR A _____
BRI, HEZ2010| 28 TH= A7|s L S 018 QUSlsH HIZ B2fsto] =0lslofof Bict, B =0 Y580 285,925, 5%
Flek QUHIZS MY 82 22E, 28 3 242 0ofXE HHIRE SO2 SHX Al LY BEYNEYTEDS [ 3 T ey
ARAN TICkAAR Bok pH X{5H<T7.35), 5 mmol/LE Y 83 RAked, 20124 U FA/m|East UIE AT THE, WK
HI 571 5011 0] of0| RAHHE| 2010124 Oi74xI= 29, 0] 99| BE 5= AHTOR 5 g/l FRER] S8 478 8105,
2 A3} HOE LIEfHL], ARO[ Aol ZA| SlofOf pick(1L. 213 Soie) 1A 2, FYNANE S
OAE RARIES] Q& T B4 StRjol|7| Lz{of pich EOHHNT, HEER|
3 A7Is: HERSRIAMAR 2 AR ofef th =22 XS AlZfsl7| M J2|1 10152 F7|X A2t Holf S HNUUE 210 =LY, [ 240k HLfE
o2 8x J2|0je| Ll 5T 2 ZHefo} it L, oS, a2 |42
R L R . REEEE FHUFEY, Che, O
-85 F0fEl 71 R ole) ABHRI0] Lot B0 3 TRk oI 0 2481 5 WIS Sor QMa B
CrCl<45 mi/min (eGFR <45 mi/min/L73m)Q! 2% 0] &S FofohAlE tEIC (2. CHS Extol= EEE EREES
SOOI 2 47 = 50 N85, 3550, 25997,
TRFRIONM A7 Kots YIstEM S40| STt oS 0], 24 E= DHAUK|EH Ei= 0|k K| 52 Ciplel T
KEE AZfSH A2, HIAHZ0|EY AHTEH KZE ARt 22 S A7I50| 242 £ Qs FINESS, T =
z ST RELER Ly 4715
Agolx= St 707t Basit
°& Tsa2d T/ E B MA| 9l Qutxtof 857|710
Of2f¢t A2, HIEZET XIZE ARfs}7| Hojl M7|5S Botehs 2 S8t HAEIC i L = oe
YIS e e
MR I MMAT 9 ATojol 910 O oSl Oy NEE BRI MEIIs % ot Zof Aol
ME7158 %7|H0R SUERIGRIA 0] O AE 2 ok suanAz  |od
5) SR 93 | Sof WA ZMolA R9C8 SUHlS| FUFUS TUH QUM NEH |WmE | YEA Hof oM N H=5E TE ou 4E5E
O 0lo{E 4 9lon, ol= HEEERI 57 U QUMEQ| 9HS SN 4 Ik HEE2E! |(01~5%002k e L A
TR A A T, i HAF A SHE|OOF 3t ZAL & |4 4BAIZHIHR] EO{/01A = Ot/ PR HIO[RIANAT |2 2% AT ZE,
A7]552 THmItetD A17|i50] oFEl HOZ HEIE) ofS0jt Soiel 4 9lck o/ HE (T e
K] ENEEEED EEEE
BEZEilele. gtk M T 29 DIAE S8 |44 4007 Fof SESiofo} i), NETET RS T GHEE
HEZ20IGASI0| B0 44 S e A7 ST Tl 0| 48A[7t 2T} S BAH Al 7|50| 32 o To i}
=. SUES TUC TEFEE 0T cooH = doHafooc /s = TR 2 EOEY AE| |J1AES 2
S[9ICFR Bkl 2008 TpHE & Qlck Tugof s sojeel e 7l558 U
. . . - e 57| SH Ol ZH XK o=kl
7) 28N AEH :New York Heart Association(NYHA) functional class 12| 284 ARH0| Q= $txt ©27], 8% 5 3A o so
o | = o x| P . e kel a
Ol A 01 ZEl0| HFHH0|S 2, 0|5 R0l A= MF3| AFZH0{0F BTt NYHA functional class IV CEA A EY EE o | SEEY ANSS
SxtolMe] YAAEO| 97| ThEo] 0] 2] ALBO| HRE|X| Y=Lt ZA ATEILASTE7t
83T 2|LIREIS 28t SXtSuM 24 FE o] BUEIIC 2ILIBEE R0 FXIE 20l 2 3 mSHEE] Zoj RE 71385
Aelo] JHo] FEEIg(Ct 0] o2 HRsH= Sinjoj| 24 Almelel SRRl SAKIAR0|D ERET] 2o/ 0%
5759| 2E)0] cfof 2210} ofoh 21 /0] SJ5IRt 0] 9ol 222 Serofot pic, S EE
) PAHZE: 2|LIZREIS 285t SAHS0|M RAMER0| BAEIQICt Tiof QAFHEAO] ojyE|H 5 =
0] 20| 222 ECHof it 7 %012 o W
wo o R EERERE

4.0/4ttS

2% Gl 2476800 O &0i|M 2[LIZRIE 25 mg 12 28] (=5 mg 124 12])2f HIEE20I0| 5 Al
OFHYE WIBIACL A% X AYAI0)M, BIUSREl 25 mg 12 28] (£= 5 mg 1€ 18)2
HEZ201at 317 1800% 0[419] 2Hxjof 12/24574 SO{BIHLL O] 29 hE UAA&o| SeaME
HehEol o tits Wi e oo Y HEZ 20! S0t 2|LZYEl 25 mg X HEE2D HREHZ0A
BISH LIERRCH(54.3%, 49.0%). O|MHISO = I8t X|2 BT 21of Y BEZ 20l S0zt 2|LSEE
L OEZ2Q HRE0R0A RARSHH LIEFHTH3.8%,2.9%). HEE 5 ol k30| gt 7[xiX| 2222
T O], 22 eIt HER 20 A HEZ 20|, HrUQaop 3l 2LIZYEY 2 KEHYS 71FC2
OlYiFSS 2ot EASIELL O Ao LHE AYAIH0= HEZ2RI0| 2|LISEEIS FIMAE YT
Jhet HEZ 2T 00] 2|LSYEIS 371 AESH A 17 Z8=(0f QICt, 0f2A9f Oj4ikS 2
E|USE/HER20 $2R0] = SR0|2IUSHE £ HEZ20)QHO| AYAY EE AL S
ZE0fA LIEH 2102 Of2f ot 20| LIEFHLE JHE 2 5 OfH 200] A O Hof 2l ojyirg2
H|% 0] 40| YAA[SHOfA HEE[X] QIR O] O] EAERI 0|4EHS0| 2 4+ /Lt RE Ojittg 2 2
US| 2 I} 7|Rie|0f O HIE0f ChefAl= CHS| HOl7HARBEIRICH BH 2 E6i7(> 1/10),
S617(= 1/100~<1/10), 25HX] &44|(> 1/1,000 ~<1/100), E2|(= 1/10,000 ~< 1/1,000), 0P EEA|(<
1/10,000, & & QIS(AE Thst AiZ2RE 24 271).

ASER 2|LZ2E Y HEZ 201 0jAtS HES
EEEMCEA HIQIE K| Al
243 HA oY aalge SOt Al
e CEA
FEep ==
CiAF 54 B ol Rty e =2
HERIBI2 4 3 2E? eyl
NEYS(EILIZYEHEE20I0| SELL0le} HEH ) | 02 E5HA
4% Lz 2ol 012 otp eyl
57,85 X EA T | V1A SOt Al
243 sz Bop AsEas K| Al
HAps ul
(I E e /HEE20l0| Qlazint HEE0] A)) S| gl
2 SOt Al
Hgg- 2298
JE% 3 e
=& it S5
LA Y =2
2= o 2Ils Al ol e S
=y e =2
MRS EA By | Fues ==yl
285 S| gl
g e =2A
iy S| Al
RAHEYS ==y
222 Y ZBAZE| 0Y] 5 % YOHS Sifst= 2ES! 2295
gEest 2285
47 (Investigation) | 2[LiofF| S71 eyl
Orgi2tofr| S SR gl

# TU AR 2 ZAED RIS E/HEZ2RIH U (SEH)

SUIGIM TS 15101 % 53 SOt T09BS A O HAoh Al ZAF 2t 0| YA Heig2
QlItaiA|ot A2Igl0] 11.999%(85/709%, £ 9821)2 EIEIQICE 0| & QlutztAlet bzt gl Srist
O AR 9 IRRAIS BRIE 4~ ghi= SCHOH Q2 0[AIEHS o BIz0f mf2} Ofel Zof LIHBIZIC

THE A SR IR S e
Buft o Bt oigolte
2,129%(15/709%), 1621) 0.14%(1/709%,27)

Wz [HEE 5, SRS TS

(01-~596nleh  SiaA 2ok A, 744

29985 EEEEREXE

orgel e

AR E G P MEE

S EEUMEE |t

SEA BRI | 97255

NEE Y A NS 240 5 ERN RS
(4528358

$2/8595450  |40Ed

CEQ, QI |9 ARtgl= Ol efSR| Rt O AL|2t IRt HhRIE <+ Bli= Oll&fSIR| 23t o=

oj g2 el ¢io| wa} thgol oj Ligsisic,

THE A S Sl Sl SRS WA ~ 2
o et 23t oAb ORI atoiZO IS
6.64%(207/3,119%, 2707) | 1.19%(37/3,119%,487)

iz |[FETEs B0~ (2%, Ko, 1, |21

(01536012 QT DU K123, oI5 Z0lR],
5750 olol uigl Al 749

ST 383 JEUE 95 58 i3] [AdEy JENE
21,52, 919, 0 i

T G FE 57, EEEENGEE,
5 Feofeli 71

FUBIUEO S e BE 2 rE es  |9avs

SEANYZETHEN |55 97055, 20,
ARES sl 5eE

VA oftieie el NEeE o8
A4z

PE Nz 3N

Sopx SIAIE
5

824545 ,
RECEES B

EAEERE OSAEEE TR

RO o T | 2408 552, 755 ERTRESE

L] o] e
orget ]
EREL et el

SRR 0t
5 9 mjst 25| oj o2y
ERRal i)

5

6.

7

8

. Yty 0|

1) 53 4 HoiE Stist= 2HS
DPP4 XeHR|S 283t 2Rt ATt KA 55 Y HOHS Stists 2HS0| et
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SISICL HEZ2RISAGIo] 2EAIS EE AUIE|E 932 QAIES 0p7[2 4 Ik Ratt
2 ofs}xioz 9i38t 43olo] HelolA KIZ=lojofet sick
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7F Ao} E21AH(0|F 272 5/100022| T [FAZIAR| A0 AAJF CHZEOF ERFTIEIZOY
2.5/1000%2| ISR SRS 2X2 DAAHOR 24 154 st HolojjA| 32
Al £o] 27 Rofe] 3890 ¥3 2|LZEl A 3990 ¥F HEX=0IS ZF Zu,
H R BIFISRI(AUC, Cmax) S 2IHEBI0] S7 2SIt T, B| KHo] 90% 4l2l7Zto]
log 08014 log 1.25 0|LH2 M H=SIHOZ SS3E UBTIACL

<@l tggs
HaHIpss Hawres
) AUCo-72hr Cmax Tmax tia
(ng-hr/mL)| (ng/mL) (hr) (hr)
EgHHEIE QA
tixel 23/1*;%0}.,;.’55%, 1239 | 3630% 3.00 52,09+
[aMEioletalgy | 04 | 0976 | (LOUS00) u&
EzH0|E QX
g zgllr;{'mg.’fll"%, 1220+ | 3519% 350 5054+
AR EAoleta]| 286 0928 | (200~6.00) | 1154
90% Mz77h 10g0.9273~ | log0.9177~ i _
(71%: log 0.8~ log 1.25) 1.0523 1.0286
(AUCt, Crnax, t1/2; B4 = EEHAE, Tmac; SYZ(HI), n=38)
AUC:: SOARZIRE] | TES ST YYARMINQ EEET- A F 0 HE
Crmax: 2| DEBET
Trac: HDEESE ZLAZE
tya: Y ALY BEIY|
*HIDEIRYEXIS 2avetot B K| A 90%4IE 72

<HEZZ20>
Hla7psts Hapes
E=1-1 AUCo-24hr Cmax Tmax ti2
(ug-hr/mL)| (pg/mL) (hr) (hr)
EZIMEIE Q%
e 23/?6?)0;’;5%1 16.85+ 3.087t 2.00 4.04%
[ty | 589 1230 | (1.00~4.00) | 127
E2p0| 5 2H
Asio 2.5/E1};|<|)o|=:a|14==" 1631+ | 2858+ | 200 386+
s eoleta] | 549 0937 | (050~400) | 054
90% Az 7ZH l0g0.8997~ | log0.8663~ . i
(71Z:log 0.8~ log 1.25) 1.0488 1.0290
(AUC, Cma, ty2 ; Bt gh E BEHRL Tmax; ZLZH(ES), n=38)
AUCt: EAZIRE 2| ZEE ST HAARZHIIK|S EE s T-AZ S Mo
Cmac: 2| D8
Tra: 2 DESEE AR
t: ZEF A B
H| IS EA|S 2SS HTA| kf| 909641212

Lt AAESS YA |E ATER2%0] [t A&} E27|0| . 2752.5/850L2| I (FAS| A
Al AOIAA) 8! E21H|0|F 272.5/500L2| D (FAS| A= RIAT0| 1A) 2 CHZESF E2tH0]
FRE2.5/100022| IH(FAS| AT A1 A) 20| H| nEEAARIZ S HIZSIHCH, ThEY}

I 8EYYO| SSOIAC 0l L2t Bl Az =M Yot SY S UTAUL.

14, 7|}
HEZ=7I

D) HEX2D2 1K Ei= AN O R TN El= AZ0ILL HHOZ 0P |AP = A2 EEHEE
4EE LIEHX] o=Ct

2) %712t AP0 HE (B2 1045 X|£)9} 0F2A(915 X501l Chfsh 2t2} 900 mg kg/dayet
1500 mg/kg/dayo| BYOE HAIZ|QICE Of2{ot 822 MERM0] 7|xt QI4|0] 1 A|c
51829| o 3HO|CH, -2 0jRA DE0|M HEZS0It 2AAE Wordo] F71= YUCE |AF
8P 7% HEOIN HEZ2DI0]| ofpt T FUIISHR YA J21Lt 900 me/kg/day2
F0fet o478 HEOIAM YN Y [tF 8FO| SIfeh= 0| 2EEIUCE SHSHHOIAE(S.
typhimurim), REXE EXHO|A (DA 2IZE M), SAK) O hAIR (0] 1T Ei= A Lf
2 AlZ(0eA S4MZ)A HIEZ2AI0| HOIUY TSl Ciet 571= IUCE -4
HEI| 152 600 mg/kg/dayo| N8Y, = HEHXS 7|ZOR A|Th 518Q| of IS
SO O HEZ2010] Ofe FHS x| YAUTE

15. M27}S 2l g

DAY HE
HEZ20I EQHo| et 2|LIS-EI| 188
HEZ20 H=QHoR SR BYZHO| £[X| ofi= o] thdt 2LI2REIS| F71E89
fRYD MR 24F NETRIQ 01F =71 QIATHE AIFOM TII=|QICh 2454t
2|LISEEIR 9/9f Chu| ZErEMAHDAL)Ql HAS LIERHCHSISH ChH| -0.64% HsH). 3t
2|LIREIR 919 tiH| 5% fasting plasma glucose, FPG) ZA(-21.1 mg/dL) X Al 247
&eH(2-hour post-prandial glucose, 2h-PPG) Zt(-67.1 mg/dL)S LIEFRASH, HbALc 7% 0|2t
B SR H| 22 919 o] Cf &AL
HEZ20 H=EQHO2 ZFot e XHO| &[X| Gh= SIXIES 4O 2ILIZE 37t HE9)
faAT NS 2a|0m]2| =9t bl et 1047 40 0] 2| HbALc 24 mte 22|
2| CHH| +0.20%(95% C10.09,0.299) 2 H| 2SI AUCHH| 2S¢ OFX 0.35%)
HEZS0ICHEYOR S5 H0 B ZHS LIEH 2Hxtof ch3t 2|LtZIE 5 mg 12 13| thy|
2|LH2RE 25mg 12 28] F0i9 Qad U OPHM2 125 X|4 712t 015 712 9IoHTiE Al
OflM B7H=IQiC 2ILERIE 25 mg 12 29] EE 2|LE2RE S mg 12 13] F7HEE 2 9|oF |
SAXS RS HbALc HAS LENEOD (22 {9 Ch| -0.74% , -0.80% Het) HIEZ22I0]
CHEt 7HEE Al 2|L2—IE 2 5mg 12 20] 82| HbAlc /MR oh= IS -IE Smg 12 18]
ST RARIACE
HEZ=0I3} 2|LI22EQ| £7|Hg
O Eixtd OfSA|RE 2 ZH0| gLt H=QYoR St gef XHO| £)X| = BXIE
CHAOZ 2|LIZZEIN HEX 2010 £7|H 80| RuAnt AR 247 QIOHHE, 0I5 &I,
29l(factorial) 04 BII=|QACE 2ILIBEE 2.5 mg2t HIEES2 500 mg E& 2(LZRE
2.5 mgat 1000 mg 12 28] Q¥R £ of29| thEQo] s B #¥ Ki2tojE{e] {9t
M BHCHEL). A2 Blo| Akl CHH| HbALCT} Ef &2 BHXtoflAf Cf 3 LIERGCE
1 AojaHnt 2502 BYZH0| EEES MY L SRl 2SS HEZS
A7|E8 1} 2{2f0| ThERYS H| WSt 247 AAIE Hat

2l 2LS2e | HEZ20 | 2Lp3E | HEZ2H | 2USEE
*5mg 500mg |*2.5mg |1000mg |*2.5mg
1218 128 |+ 1928 |+
HEZ=29 HEZ=Y
500mg 1000mg
1228 1223
HbA1c(%) [N=65 N=135 N=141 N=137 N=138 N=140
HojAztQl|87 8.7 8.7 8.7 85 8.7
Uz
245Kt 0.1 -0.5 -0.6 -12 -11 -16
tjojAatol
CHH| 3}
(BEEEE)
2[Lh2RE 077" -1.14*
5mgEtE (-0.99, (-1.36,
£0q Chu] -0.55) 0.92)
13}
(95%Cl)
HEZ=9l -0.58** -0.51"
HEEY (-0.79, (-0.73,
CHb| 3} -0.36) -0.30)
(95%Cl)
*2L2YEIY 19 & 82 5mglZ Sl
**p-24<0.0001

HEZ20Iz dxd ot HEQH st 2|LIZREIS| £71HE

HEZ20In HTLQaol HEQWOR st HEZHO| £X| obe Eixjof chst 2|LISEE
31880 RuAll MR 24F XIRIC| iR AIEOM EILE|RICE 24%At
2LIZREI2 99 ChH| I8t HbALcSl JHMS ECHRIQ CHH-0.62% #H3). ot
2|LI2EIS| HbALC 7.0% D|2te D3t 3iXto] HIS0| 9IoF ChH| Cf £3tOm, /9 Chl FPG
ZAE-12.7mg/dLOICE

HEZ20Ia AntZe|Z2 7 HEQH st 2|LISYEl0| 371 E8

HEZ20I9 AntZ2|Z27(10 mg S 25 mg)e] WERHOZ SHot HLtxHo| £X| o=
XS hAOR 2|LISEIS FIHES0 245 01 712, 919 ChH| AIEI0IM 9Iof Chel
Ho|AZIIOZ HHE T HbAlc AaE 242 -0.320%(HEX20D HutZe|E2% 10mg
HiZRH) X -047%(HEE20/2t An=Z2| 227 25 mg HHZRH) 2 Rof¢t k0|5 AL
H|0| A2tOl HDALCT} 79 O|AQ! BHXIE CHAIOZ SHQI HbALC 7% D|2Hol| TXfot 8} @2
2lotof Ho SAMOR st O =UCk

H|0| A2tol HbALc 8.5% O|AIQI SIXIS CHAIOR 8 APH0| FolE of9|2 BA(HEX20/D
AnZ2|Z27 10 mg E= HEE 2013 AnZ2|Z 27 25 mg i Z 20| thst 2t2to] stxt 4
=66 % n=42)0flA| 2[LIZREIS| J71ES0| Ch3t 2474t 0| A2t0I02 HHE BR HbALS|
Lk 919 ChH| 242E-0.33%(p=0.0875) % -0.62%(p=0.0046) 0| L+

HEZZ0I0} o152l WE R st 2|LI2Elel 37t ¥

HEEZZ0I0} Ql&2l HRRHOR SES HYXHO0| F[X| o= RIS CHACZ 2|LIZ-EIS
7t RaX Y OHM2 4% X|4712t0] 0|F =713 9IoH-IHE Ao BII=|2ICt 24
7 Cist olsl @Y(Rl&Rl T olaRint HEXE0I ola2int I|Q3RlELE, QlE2lnt
HEZ20! 9l 0|Q32|ERE)0f Ch3t 2|LIBZ TS| 27182 9|9 thu| HbALcO| Rolst e
LIEFACHSRIOF CHH| HbALc -0.65% st 2718 B2 HiZQEo| M2 di9l2 £AofA
Ql2lnt HEE2Q! AR (HH 76%)01l Ciet HbALc 24 Zats A Zatet QARSISICE
2|LISEE Az 9 MF P A ¢7(CARMELINA)

CARMELINAE 015! CHEl2st s MRSt B2l Aofsto] MR /80| £2 H 28
St} 6979HS CHAOR HbALcoH MEEA| S QIxt I AEHEstof Lt H= X|20f 2|t
SYE 5mg(3494%) L A(3485F)S F7} Fofet 29| HiE Gi710|Ct, 0] = 754
O 449] $Ix}1,211%(17.4%) 2t LIZZS $X} 4,348 (623%)2 ZESIT UCE A4 ofate
(eGFR)0l 45014 60ml/min/1.73ni0| 2HQI 2XH= OF 199, 30014 45ml/min/1.73nd02tol
SHRH= 2 28%, 12|71 30ml/min/1.73nd0| 2Hel SR OF 1596%Lt,

7|8 AEfollA2] B HbALc 8.0%0I1Ct.

O] 7 MERA ALY, HIX|HH MDAM L HIXHH L SF(3P-MACE)S] A i 4ol
23102 0|20{71 URF MEEA| LI} w40l L3t B LS YBGHTZE CIRIRI|ACE AT
S o HaE TS MY = XI4Y LI AH0H(ESRD) Ei eGFRS| 40%0]4F XI&HQI
Laz Holgict

FUUCRN 220| M 5 TF K20 FtE 2|LIBHEI2 FR3H ME 04 vt E=
AE A Affo] QES FOIX| YT 2LIZREIS SO U] o2 BE K2 N 28 Y
SRR} ) 1SS T 32701 Wy a0l MEFHO R ol Iglof chfst I3 S71e|X| oiQirt.
H2. CARMELINA G119 |2 70l 2 S3i4 gl e

o SIEH|
BLZ2E 5mg flet (Hazard Ratio)
CHAIRE 4 | S/ | CHARE S| LiiE) (95%Cl)
(%) |1000PY*| (%) |1000PY*
gixp4 3494 3485
ARt AR EetmpaA [434(124) [57.7  [420(12.1)[563  [1.02(0.89,1.17)*
(M2t AL, HIXHE
HDEM HIXBY £ EF)
MEz| B AP [255(7.3) [32.6  [264(7.6) [34 0.96(0.81,1.14)
HIX[EE M2ZEM™*  156(4.5) [20.6  [135(3.9)[18.0  |1.15(0.91,1.45)
HIX|HE] L[S 65(19) [85 73(2.1) |96 0.83(0.63,1.23)
Ot ME ESt T4 [327(94) (489  [306(8.8) [46.6  |1.04(0.89,1.22)
(M% A, ESRD, eGFRQ|
40%X|EZA
2 glol At 367(10.5)[469  [373(10.7)[48.0  [0.98(0.84,1.13)
Memozotelsl  209(60) [27.7  [226(6.5)[304  [0.90(0.74,1.08)

* PY=2XHA: patient years)

“HIZSY Sfeltlof Chet 959 Clo| etAl7t 1320 g UE6l7| flet HIESH Al

*** THARE 3 Ol Bt7HX] Of ko] Afzi|7} LIERS 4= QLoD 2, 2f Al CHARISS B2 ARIE
B DE AL 220,

2|LI2RE a8ei oPi Y ¢l71 (CAROLINA)

CAROLINA= 827 2I%0| E71Lt 2felel eEE0| li= 7] 28 S Xt 60338 S [ o2

HbALcet &2 21 Qlxtof| chet B3 X|2(83%2] EXiofAe HIEZERI [ QHS et

2|LE2-E 5mg(3023%) = 22/0I|2|S1-4mg(3010H)S %7t Fofet LE9| YA H0|ct

Gt CadRES] i 1R 6440|104, 2030%(34%)2| EHX7F70M| &CH 1OIRICE O] SHChAR}

Offi= 2089%(35%)2] A2 Rk 2txior 7 [KAEH0fl A eGFRO| 60ml/min/L73mi0I2H! 1130%

(199)2] 10 EXt7+ S| 0f AT 7 [KATEHOA B HbAlc= 715%0IACt.

0] 7 Ml A, HIXBH H2ZM = HIXIYE ZS(3P-MACE)Y K i 2ol

21O 0|20fT LA 2| Tt H-p0f| T HIZSHS AT SIS CIKfQIEIACY,

SAZUCRN 62510 FH 2 2|LIS-EIR S2[H|L[2| =9t H| woto] FQS HEnA o] e

(H2)9] &S SIHPIX it Zik= #RI0] HEZ20! XZ0jHel SR L]

LIEtRICE

H3. CAROLINA Gi719] X|220f [H2 FQ f/HHA| AR(MACE) % Hds

2|Li22El5mg  (S2IH|m2]=(1-4mg) (Hazilr?:!at o

CRUR 5[ ] [oan & | 298]

) |1000pv*| (@) |1000py+| 5%
2 3 0

Ut AISIEY S8t L7t 4 356(11.8)| 20.7
(AMEEA M, HIxHE
A2ZM HIXEE £EF)
* PY=8tRHA=x (patient years)

**QI&uof Chet 959% Clof ArotA7t 1320 H2g YB6l7| 9fet
2 KE 717t Se(RIR7I7te| BYE5.94) 553 £ 559 MY

2|E £0{22| 30.9%LHH| 0] of £OIZ2| 6.5%0| ehFfeteion], F52 MELte J2|nmjz|=
S0429] 2.2%ChH] 0] of £072| 0.3%0]A] LAkSHACE

362(12.0)|21.2 0.98(0.84,1.14)*

[MEYE] 71287|, HR(1~30°C) 2 2
[AH87|ZH HIEYZHE 367K
[ZEEH]] 60% (108 /Alu-Alu x 6)

OotE2 A ASH ExMalS Lot HZ 0|0, Btot 2 RA| ALET|EH0] ATtE| AL HE, HIY
= QAL HZ0| YA AR0l= TUME Soto] wtstod SILICE
|FES 2Z(A)57| Moll ALAMHAIE YYME F2| ZA YOAI 1, HYNE
Bl 2SI 2.
X 0| MM XZ 1Y AA(2024.02.02) 0 HAE LHE2 | AZ S HEAIAH (hitps://
nedrug.mfds.go.kr)S Sl el 5HAl 4 Ql&LICH
¥ O|oHE SRt B 1 Y fsfuw| AY: ho| oFE obx ptal §(1644-6223 = 14-3330)
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