- =
T 0 E ™ 2 M
50/500, 50/1000, 100/100022) 12
(NEIZziEMeiA st ET 20N
JAD 2023.03.06-00

0!

([HE9E Y128 33
(RROIEIR QMY 50/50022]13)

1QEHE NEFEHBNARES () o 56,692 1H(NEFZZE(Q)2 M 5022 12)
HEZ20IHMRA(BP) 50022173

PEIH(ERMA) 3415, PMpS, HMA0S

VERPIY: ZERaM APSYNUES 0jZZAS20A BE0EISSIERASRN, Af02
Moi7uE, SHCLRA(ILG), Z4|E, S22l 2RZ2IZ6000, sl2g2oA

(RROIEIR A 50/100022123)

1REYE: NEBEEANARSS ) v 56,69U2 THNEFZZE(Q)R A 5022(12)
HEZ20ISARER) 100022123

HIH(ERRMA) $is, BAS, HAs

WEREH. ZEReTA, 2QUZMIER, RE0[EISH|=EAERY, AH0l2MIYE, BEE
=M(11G127), ZH|E, S2(0f1S226000, S22 QA

(Rf=0lEIS QM 100/100022 1)

1 REEE MESZEIMAREE(E) - 113 372 TH(NEFZHEIQ)2 A 10022 22)

[EEHENE) fo00zel

VER(EAA) S Hs XA0E

WI[ERDIN: ZERATY, ALUSNUES, SE0EISSERASRY, AH0I2MIOYE, BEE
IRAY(1LI28), ZHIE, S20f2Z2126000, SlZ2Y2ZA

(441

*TIOIEIE QA 50/5002 12 23 Mol o50] 251 EfEY N4 BETTN
+ TOEIZO AL S0/000eI T2 2 it %8 K ZESH

- THCOlEIROAE 100100022 B2 Te ool B3 el Ay BEaE

92 AEZEE HER2010] EE07} A5 K2E S BNt HYRHE2 FYNT|| 2lof 4

ez Qo] I0A 0] 40| 822 2t 40| 12 AIKHTRAQ! AERZZE 100 mg2} BIEZ 28I 2000
mgg HX| A HRUIA 2 2ixio] A XIZQY, 354, LGNS D2fstel 2B, 0| A2 HERE
D10 0I5t YRR 0[NUHSS S0[7] FaHA AlNfet & 12 18] HTE KYAZI] B8aln, HRA
02 822 ZAIL MU SN2 SXlo| Fa, 0] A2 BAAILL £474LE Z7ILL WK LT 7op
Bict, 0] o] STt Batslof (ioR vhAE Aty B bt Ik, (o2 shE SXo| 4Bl
Z420| T3te|0] =X o0 Chefki= 24Tl b gick, Blot St} of lof i S0l LASICH=
Mg Hi=RoR H8 29 9aN2 0| M5 ZE|D A=K Wictojof sict (BN Fo|
N8, 5, Qetx 20| 8 &%) 0] % 100/1000 mg AR 12 18], 13| 152 2R3
0] 2 50/500 mg A1 = 50/1000 mg HEAS 28t SRl 12 13], 18] 28S SA| 23t}
1, 8 HEZ2DI0R |80 Olx| 42 Rk 1M Yl ALX|ZE W AF0| gloy HEguoz
S8t BgAH0| 024 49 EE AEFZYE HEQHoR SE5 HEFTS ¥ 4 Q=42 0199
271882 19 2302 AEZH 100 mg % HIEZ2011000 mg O|Ck, £7/8Z02 525 HExd
284 9l A2 yET20I02 0I5t oK 0|¥HSS Z0[7] el HEZ2D10| 12 5T 4%
2912000 mg 7H| HAMo= g2 Fast 4 olrk NELZEEIY 822 2T0iotn s Mo &
M 0] Qo2 MHAE of it (ABNS FONE 2 Tk SRt Rofotr 2 4 & A7),
2. HERSQI0Z X|ZE 1 QU= Bk
- HEZ2] tEeHoz S5t HEANS & 4 ol Szl st 0 Ao HY £7ISY1Y &
2oz AEZEE 100 mg 7t HEE2DI 7|Z E¢f 82f0[ct,
- NEFZZE} HET2010] MR oHn 4 0] %02 MEste Al AESH HET20IY 7|7
£0] 820z A 4 ok},
- HER28I9] 7| 20f o2 A4HS 12 23], 18] 850 mg E= 1000 mg S FOf6HE Sl

ok OF

TOIe

[ HEolorE
™ 2 M

90/500, 50/1000, 100/1000=c| 1

(AEIBTEIAHL 512/ EZ20IHA)

[E8 " [508 [o0)  [4B8 [269

¥ Intent-to-reat T3IAZ  HEZ20I H2Y 122 E0f3 Hnio ERAIE.

4413 HEZ20I H=QHOR 295t HEANS 8 4 o= HTMY AEZEE 571 4850
70| 1o T URAIBHOIA 12 28| S8 HER20IS BZl= BHlo] AEEEE 100 mgS
271 H8E0] A| QLA it BAGH0] 5% 0le) B2 BE|n orkirt Hits| B o]
AU QO O[AU0] 93t RIZFTH2 Ao SABICH NEZEE + 443 HER2DI
19%, 9% + S fEZ20I 25%)

SIETA 0TS

NERSRED £ fEXS0IZ W05 Si|M B EF T 08t Stz
£ 443 HEX20IS H=L0] 3 BRI E0E A MBI (E 2 %),

B2 NEFSEE U 243 fEZ20IZ HRR0f3 SRio|A Qlatat7) Hriet #rglo] BuE &
A A oyt

1t (%)
485 HjEREN epEo2
N _ ‘E_;s_}a:gngsM E
NEr2EE A48 flezz 27jgY Lk
27h 8L
B EILEESE] a0t NEEEE]
AEF2E [HEZ201 |50mgd 10 28k | T 100mg 12 1eH+
9t |100mg 500 EE |4 HEZ20 ;ﬂgggm 448
1218 1000mg 1500 EE 1000mg | 57 o |HEREY
108t | W18t = DM | >1500mg/
63 |98 [3648 (3729 2379 L]
A [0 [5R8) 2877  [28(75) 62.5) 1i24)
920 2 [2065 |18 208 6.3
7 [i06)[000) [205  [8R2 208 5(1)
257 [4R3[60B4 (138 (130 9638 1002

1 27128 ABUM 552 SHERAS TS}

' ER20l H2Y 1833 Sofdt Bt Saitla

S48 HERa]] Mrdozofet NEZHEIY B8N

S2iHm2|c 443 HER20ioz 255 #UXHS & £ ol HPF Yy BTN A
2E 100 mg 27+ HEE0! YUTHE 245 UNNSNEZZE 116%, A% 13T)0IA OlakA|
Tt} HARM0] 5% 0[] B2 HnEn Yorrt Hiths| 2 0jAHSe HIHH(E 3 HE)
I} SS(MEFSEE 6.9%, $12F 2.7%)0[01Ct,

443 fEZ2Y|, ZAZ2EED AEZHEY| H8E0

EAZ2EEL SUE HER20I02 ZP5 HIYRNS & 4 O H2E Pk SIS AlEH
22 100 mg 271 HEE0] AT AMNBHAESZE 1812, 919 H)0IA 185 71%] Olakzt
7 B BAG0| 5% 040 HI=E BT YoHart HIt5| B 0[S 47| ZH(MEF
SR 55% A% 5203 OIS, A16%HCE 5459 AUIME A7|TLHMERYE
15,5%, 912% 6.2/ HIOIFSH(1.0%, 9.3%), YREZ(8.3%, 5.2%) X F5(5.5%, 4.1%)0ICk
A48 flER20] o2l AEYEY HREN

Oyl 829 olafint WS HER20I0Z S5t HUANS & 4 ol M8 S Hxjo|A
Of AIEFZEIEI 100 mg 57+ HBE0] YUTE 247 UMNF(AERZZE 2208, 919 233F)0fA 21
TR B719 BAIS10] 5% 049 Y2 HTE|D Horkirt Bivs] B GUs 032 X
2olgict (7 3 %), Oladl 43t 77K+ 4 fEX20) S0t F7IQHO R AERYES £of
e S0IS o2 MNE E O2 245 UNAIHY AESZED 44y HER20IS 585 &
THIA Qlaktz] Hrte 2AG0| 5% 04 Y2 HTein 9ofa 445 HEX20I FoizHT
HIH5] B O[AH32 iCt,

REE]

0124 50/1000 mg M 191 13, 12] 28 8o ARt 2 9ict.
3, HEEE0I 4EE9aolo HROW HERE0n Qla2lo ¥aoH HERRNI AofEHCR2

9 #8002 553 3E%

I3t fEE7 0|43 2 2007 AofMs HRHoR

MO

52 5 2 g 79 0] 29 27885 19 3302 EZEEI 00
mg O[F, DlEEESI0] 571850 Hrjl 29} 7/ E0iS2] TRiE0} oirt fEE2bioz

822 S HEU0} EE IS

EEONOl= MZEA0} Ei= 0142 S KEG LHO| AS ZA|Y| Aol MR} EE
o123l 89 ZAS T2t £ ofc} (NBNY FOIAR 5, Atz & A7) ofo| 12 378 &
YUSIHZ RIZ5E ETOIN 0] 02 M= F29| Y 5l a2 ARS dis HAlER|

01T Ho8 s Xz QYY) ofist HET HPAHY| HAS

{5t DLIEIZ0] 0[201K{0f B,

Algop &xt

Yo 4 gjon2 Zolioit af

0] 92 F5= A0h stage 3a (F2OIE/ HABICIO] 2 45 % < 60 ml/min EE AP kg
(66FR) > 45 5 < 60 mLjmin/L73m) 411 5, SANS SIBiS FTINE B 3t 112 BAS SN
272 0ieal 20 2 K| Oy gE 4 9,
HEZ2019] ARE2 19 12| 500 mg Ti= 850 mg S0{0[22, 0] %02 X2Z AIRGHAIL QHEiL}
BlET29) 20} HRSS 12 1000 ool A7[5S 36742 nict FOIA 2o} 8

219 CrCl < 45 mi/min = eGFR < 45 ml/min/1.73n7P22 A7[550] ZAEE 39 0| %S ZA| B2
af0{0F Bict
230 gt

0] 92 WEE22! Y02 9f) 27k S0l B SofelAs otect (4ol ol 2 tig

ROVl S0 3 7% 8 35
(g4 Fo)

131
Mer2EE

2E AN H2G 0|eIS RE ZH0| UStE AEY HT0o| A, BYEHE0| 2
SISOl 242 OfLIGIOL} OiSRY] MG HU(76)= HYRE Al 70 mo/dL OfeilT A2

Bl £y HE 22013 HREOA0 EE Q52 YRR

S2 el 2o H2 Sl #9ic (i 3 85)
B3 AEI32ET 44 olEB20S dalonof m ols2n SO Ao ANE
o1zl Blef 2higl wns HEgel wuE*

o
s

0 3Lt O1Y K ofaftt

22HIRIE £=

19l %71 $EH(24%)

AEFSEEl 100mg+

220l 2 243 emas | Ay olezagh

22ju2iE (N=116%)

Eon
Sy fezagh
SalBuRlc (V=112

2 %)

1906.4)

109

orge 830l 9871 9 443 o]

448 fEE201+ o158

HEET/E-E4) 08 0.02
539 HELH)' 000.0) 000.0)
oFEl 80| 15 EE NEZTE MOmg+ |9+

243 fez2d + 03

Ex20izjo] HEQUMT) 829 012 (N=200%) | 89 0152 (N=2338))
Z 9840 35(15.3) 1982)

HE(E /3R 098 061

559 HEEH’ 104) 104)

8F 1YY sl e AEFZEE 100mg+ 9o

22 A% 501 0187 U AU 0 | AU HEZOHBY X | AU HEZEHRE X

1) TRES: AT 2 AIERBEEIS S013t Sxlold £39 2121830 Huglfion, o] HS2 ot
TAA, SBT3 AERA-Z2Z073 RO HRlNNRASS BaGi, 0142 25
O] QIO XEHOR HusRly| iR, 24 IS Maly ol ofFaiiLt %2
SEN0 QIS SGe 42 LMIMOR JISHHR| it 0| IS Y AIX2 %= K2 A 2
A kg oluhol LHsigton, X 83 olg0] g AL glr} iof RiS0| AMel= 39,
0192 FHtdln 280 (12 K0l 0195 Briet 12 G Az S HAJRICH 4, Ol
S, 2) A 2 O[S & HX]

2) 438 NEFZEES Sofdt #TolM XIFR/HIAYE 234 E= IAY 4TS Zefis 24
0| RSt 4, 0fHHS AZ]. 0] % £01 K & HYA S40| LERL=R F97A #
Hofo{of B}, 2Iof HE0] e Z2, 0] & % T2 AN TH5H0l Al %29 SIS B
O et

HEZ20IHAS

et RUNE £ HEGS U0l 4 i, RUNEOR oI%t AYARIL HIE H ol

2,043 Srioii FofaiR| 2 A

1) 55 slage3n) X 559 4Z0h AnHIHOLEL HAS < 45
mL/min/173 ), 4, 425t 2, Mt Se(4), 34 4

224 o 24 4

2) 24 3 2oy MR st

3) AN 9QC xYSHS S Lf Rojet M0 : SUQRXYE PUSHRAS Sz
IZHE MZ3 ARELEASE 5)S Wi HNELNRHE dod 4 9ln, 0] %2 Fof ¢
STOAE MBI} B0 QIO DRt 0f2{5t ZATE ARLE 87t 5 AEA0fE > 60 mL/
min/173 mP2l Z9= H0| 2 A E= A0 0] 219 S0 SEaH0F o2, 48AR! OJLiol=
MEOUHE7KS3I, A7ls WETkE 271 &4 A0 82 A02 IEH o[20f2t A2S KHet
I}, 55 A%0f &xto] ZQ(ATHofzte > 45 U < 60mL/min/1.73 m?), 0] %42 20C3 1Y
H| 201 48AZt 7 HHEA| SHE|010F B10f 48AIZE 0|0 M0t ETKSaIct AIS 7t &
R7H &4 80| glg Ao T 02012t AI2E XFRCH)

4) 0] 0]t 0] o0 50 fslof OHLIHRIAIA Ei= ST 22 20IN0| Y2fl 8zt (1, Z1
24, 0[481S 2) NH £ 0[S & HE]

5 Ar3 Bt QUAS, 542 AUlepIL IEX| U2 HREARNES Babls 24 E= O
QA 87t 5 AR 30| Al BRHATY St BRYARNER dadio X2
gict)

6 8Ly HEs

1) 5505 E= 55 A T SXojAls 0] %49 K|2= UAFOR FX|s0f0f st #x
9 F7H 43t si=eln ADIS0| ByoR mEe f XS CiAl Ao Bict (34 - 8% &
A7), $2 299 ZR0(SA2t $AY Y0l HIFH0| o T2 252 K2 0] A2 22 48A|
2t Ho] 2AMo= SIEiojof 5k, A 48AIZH0] K F AW7I50] Folzkn Y £ Az
£ CHA] AVRIafo} Bict.

8) AU, 7(0kel, AUNE), HoldA7ISEA T FAISEH Exp

9) 2 7[SBEYE 2t 7I52 A HS A0 HA0| | 20, LMo YNK E=

AsitRoR 7t Hglol S347} Gl A 0] 4 R0iS Wafot Sict), K3, 539 WIS
04 i} 51 7[ef AMABES D] 412 M, Dot U432 AL 245, A, 7E 5Y
ST et

0) 4%, ANEHD GI2 THs0| = oY, 2%

3. T2 Elol= A5 2018 A (RANEI KEYO Jk540] i)

) SRS AN, AN 3R B2 2) A4Zdt 2828

) 4EXIR0| Ol A22 S0idts B

) 0] %S HM45(EIRET)E §95tm 9002 0] AR IUsHLL Lef27| 0| ke &R

0= 4153] S0t (50/1000mg)

Al

4,082

L/min E= A 0fZi8 < 45
A

mi
24 e 22 ks 23

= ) Tl

o

>

rh

4m
rir

E RN o Y

UBA[B2 ARG Clfet 224 GlofA M0 ABABHON HEE 0[S I8E2 [2
%29 YYARAO| B2 T AHKOR bl + glon), MA NSE sljAf 2e bigS
B8 2 Y}, AATUE AUNEIN HER201S HER0fek= MY St SxilM AEEEE
100 mg 27} A| LHOHN0| L451%CH NEFZEE HEZE0IZ BBT0{5 SHTjojAl 18 0]
A3 W2 ot fERZ20IS HBS0(5 SXIA K18 AT RABINC

MNEFSHEI £33 R0l 27| 9¥

277 AAJE 219 X 20147 A Bactoral tiallOl AEFZE! 50 mgut £4% fERS
21500 mg = 1000 mg2 19 23| £7|48 £0f A QUiziA| iet BAY0| 5% 0fgel iz
=g HoEc} UG O |8HE2 # 1 1t 2Lk

B 1, AEZED AU fERE0I0l X7|HERH: Olniz ie} HARl0| 5% 0jgY Hz2
S5/ YA} b5 B ojg!

#x1{%)
NERREE (24 nER2Y  [AERZEE 50 ol 19 28] +
9o |100mg  |500 E= 1000 mg¥ | A4S HEZ2DI 500 E=
12918 [1908]* 1000 mg 44 124 28"
63 [179% 345 3723
g 7040 508  [8(7) 28(75)
A=z (960 [8(45)  [1962) 2362

ER20in0| HBOH(IF) H 301 0laRN=285%) | H 301 QlaRIN=083%)
2 840 7(24.9) 107(378)

B 02/3R}-a) 17 35

339 M) 828) 139

* HEY 0|NUIS2 BE ZN0| UUH HEG H10| 2ACN BY SH0| HTA ptE
22 OR%ICk Infent to teat
15 uua0 243 (3 A0 0 212 18 42 99)
1 350 HEY 5K XIS LR2 SH7Lt ANO| HtE AZ0IAL QA YL L)
392 Ba=pldt,
X2 0[gHt30| & WAz Moot @EQHoR 80| $86| ZHLX| = MY Y
8 SR HAZ01M 0.6%, AEFSEE HEROZ0IM 0.6% 443 HEZY B Zoi0A
0.8%, 448 HEZ20IL AESZES HEE0I3 Z0jA 16%%Ct, 448 HEZ20 H= £0f
2 30| 526| ZHE|R| o o3 Sl HTIME AEFZRE F71 42AI 13%, 202 5718
A 260 ZAZ2EIE U 24 HEZ20I0] AESHEIS £71 HRS0 S70IA 1857}
| XEEO| U Hiee AERZHE ROZ0IM 22%, A% SOR0IM 0.0%34n, 43Tl 2%
3.9%84 1.0%C
B33 5 MEz(RCG)
NEFSEEL 448 fER20I YSL0i2 Ol5i0] #2{AS T FOG(ATe 214 Z&ulM UNH
O 9n|ol= Hate HEEX| Yol
3
NERZE 100 mg/Y 2(N=5429) E 0[0] 4S5t LEHENURS T HoHN=4817)0] £
Zis| HIE 10,246 EHXtof Chat 1074 05 QMAIES ZUIE Bo 2AGIGHS I, 2 Z0|MY
24 HXYY WUES 100 Sx-p{patient-years)T 0.1 013CH (AESRE Z0jA= 4708 &
-4 5 40| BTN, HEZUME 3042 BiRI-H4 5 439 iXtojA H11E) TECOS A8
7 O ANAIEOM, 24 R LSS AEFSZE! 204 100 EiR-EH4{patient-years)
g 0.11(23/7,3328, 252), 42 201 100 2R {patient-years)2} 0.06(12/7,3398, 1724)02
SIEiOIC [122, NEFZEE, Q3 &, TECOS A2 OtFK AMNE & ]
NErZRE
NEFSEE =M olakztz) H7toh 2A310] 5% 0|AQ| HIz2 STE|n oECt HItE| &
D 0L 5 71 wivta) B 242 HIQIFHoIoIC
N4E fEZagl
SHS240|C Q0| MEE HEZ20I E= YUS 57} HET0I 45 UNAIHM A, HEEH
T0IA 71 5] HE OjAHrS(5% Z2j0| 1 Yt 22 HIT2 HTE 0NHHS)R AR
N3 HEZ201137%, 9% 49%), MAK12.5%, 5.6%) L 724(6.7%, 4.2%) 0I%Ct,
TECOS ’%!2337“ QY QIAAIE! (TECOS: Trial Evaluating Cardiovascular Outcomes with
Sitagliptin)
NEZEE MBIz O MBS MT(intent-to-treat)20] AELZRZE!S 42 100 mg (EE 7|
HAEH0A eGFR > 30 & < 50 mL/min/1.73 m?0! 22 0 50 mo)S S0{2 #Rt 73321
02 EoitS Sixt 7,330%0| TSTOICH 0| ANNBOIM AESFE! TE S92 GsizMA
(Hoatc) 3 AIRIZEZA(CV) $131 OIxio} izt 2t2o] kol Xl20f £712 ZofsCh AEZRE
0] A Z5t M3 Yol MO It Y 9J51S =0|X| IRICHH, HEJIS st B
B3 AK) H0E SO 0erSe] WAtz AIEFSRIE Soi0M 12.7%, A2 S0Z0lA
124%2 FABIRILE 559 HEL| WMtz AERZREl SOLR0IA 22%(160%, 100 BR}-E34
(patient-years) 0.78), 912 S0{Z01 19%(143%, 100 #X}-134{patient-years)s 070)2 1
St 0188 3Y/E= HEL20IE S0f ¥R SAIS 5, 559 NP Y AR
EOIT0IA 2.7%(138/5,021), 92 SOFROIA 25%(125/4931Z)% T, Q142! Y/EE AT
OIS SOfHT| 2 SIS 5, £50| BT UMz AEZRE SO0A 10%(22/2,31%), &
O ZOZ01M 0.7%(18/2.408) I, 2712 T HEHO| LIz AEFZHE SO0 0.3%,
912 S01Z014 0.263(CH,
AT 24t
NEZEE
NEFZREI 4413 HEZ20I2 So0f5t 0|4 ABA 0[4H130] HME2 76% 0|1, 942}
248 HET20IS S0 Z0ME 87% O QABIHCE YNAZUA 3372 F710f 7101
3t WsiTx|0| 27t0] Z7HYIOF EOAI & 200 cells/ul X10f; Z7IZR| 2 6600 cells/ul)7t 2
Heoict 0 X0f= P2 HR0A LEHOL BE A01A LIEf 22 Obn, ANZARIS #
37 UHOR 0| s AORE O{AKIX| YL, 1255219 H0]A 9150 BHy AFoliat
943750| 55T AROfEIRI7} AEZZE 50 mgO= RS HEEEI T 22 o MHfE 7t
1 1439) BTk o0 WREIOI), SFTR0lE/HY BHEZOA) Z71= AESYE S0i2
014 0,12 mg/dL(0.04), #1LECHZUA 0.07 mg/dL(0.07)0I0ACH, 0%z} blmA| EH330tEl &
719] UAH Q0182 faxI| STt
HEZ2]IHAR
207:749| HEZ2019] (RANABOA % %] SRIA AIZ Hol HA0I9E S5 HIE B2
0| AR 52 20| MY 0ol ZAste AO=2 HHZHCE J2ILL, Bi2-intrinsic factor complex
2HE B2 547} Mahao] 7/903t 202 e 0213t A B B HIFS A1l
0, HER2919| £0f ZA|L} HER BI2Z EE302M WA sl=EL)
2) AT 3 0483
22 AEZEEY AR & HERS] HE0{£e} 20|, 12|21 T2 HEZsIrA] BEE0|
0429k 27 glo| £712 EolE 0[gHSOILY, 0] 02 SEH i LA KEHO
2 208 07| G20, YEUTE N2y O olFaiL dErEel QIEAS St A
JHROR JLSatx| I OILIZAIA, BRRE Wl Foafy| IREHS U AEBA-Z2
5572 Hast RN ASS Tokohe OIS [1, 21, NESRE 1) JMS 9 2 Ci3#
= SofaR U A & Ax] 21aA%| A5 ABHMAITY N Te IMY HTES £
St 34 ANY 1. A7, AERYE, 2) H5E 3 AX] SRR £4S o8 Tést

5

I rlo
ne

M7l 3, 47| 2%, HIOIES, 354
9| 1) 35 4 ol Sttt 35 & HZ] 22 pAE
HEY HZ] 285 ANIS; § 55; T4 XS AYE; HALZAS; &

Ul 9|

1) RAME: QMAIES £27| GiLt Al2isin, 0] %49 K@% HEZ20I0] SHEl0f LIEKLHS Uikt
A B0 e Z20) Aok SR SEAVISYS, AHTE U IIEE Aeo e
lon 50%7t XHHOICk SAMES FX0| RoI3t H2xfoiot HMAS0| YIS 1, Fi'dS T8
s eldeisty et 28(0] LEfd 4 ol SUNES 85 BA 5T Z7H5 mmol/L X,
&3 pHASH<7.35), 2012 719 Rfol7}S0ILH= FohE Emant HAH/ 2R M) b7} B7tst
A2 £Ho2 Birt, HEZ20I0] RUNEC| 201021 0Kz P, HERZENS| SEsr= U
YIMOR 6 1g/mLS Rafst= ACR LIEHHT HEZ20IS S0f B2 Sxfof QoA SAKSY o
BH0f st 21 0 HCHAZH SREH1,0005 90,037, XIBHOI ARE A7 8%t 1,00085 o
0,01671), B8 Z9E 22 B2 Ly - A0l 2rJ} HEE 2904 U2 o=20| 28iE0) 59| ¥
EfOA, LHOIR] ARfEletat A BRAGIS H8fete A7IS0| R9ystA Hatel St SiTiofA Ukt
Hoz UEl J0[CH (2 - 8 A0 Xt 3 AX), RAMSY B2 A7l Rte] ot 3
Rl Lojof met SHEICH (0, YRiof Cht S0f, HEZ20IAAK & HX) Cig0f flEZ20I2
HMAZ, S IiaZa 2AE ZA0| LEtY 29 52 R0IE SXjefof Stk 27/50] 4% 2
R S| SAUKOR it 4 QIQ0E, YHHHOR 7HHSI0| UMK E= MEHAK A%
0] S 2210|242 0| %2 Sofotx| Yett, UTSL HET2TI0| RAAAY F&S 0jR|A| & 7t
540/ 20z, 0] %2 0f = F0t F - BgHol AT 20| HRNAE Mafo S RUMEY
NA2 M2 70| 0fF 1 Fef, 28E, SETH, FAZW 29 55 22 HIS0)N FHS2
st} A0 O MelE AP ARAsL, M X3 AULEU0| LiEr 4 I &xigt of
A 0f2{3t ZHE9 F40 thal 2 0{of oini, BRk= DHot 0[2{3t 50| LiEtLEs 22 9
AoA ZA| 2z} Bir, 87 MejH, AR, B, 85 pH, MM 0] %49 BE SEE QAMS
2 E0lster] R £ Ol £t SMME0| OMo| 2 Z20= RA ZHANE Ji0fd A ¢
0| Q3 HFIS Sirt. S5, £0f Al 27| SOAS F7I3t A0/ FAUMZ0| Bidpy| 420
2 Zofsic, x|z £7|0f #A7} HEZ20I0| £ S2t0|A obsiEX S5 AT FN0| LiEtd
4 9loL}, B7(0] LIEHHE AT SN2 QANZOILL CIE Al2ist 2 129l 4 9lrt HER2

1S £0f B2 Sixjo] 22 A| Hob S| S STt HAASH 01JOIXIEH5 mmol/L 0fat2! 4

FAUMZ0| YersiCke 2S LIER] gfon, & ZHLR| 42 S|t Hlgt RILIE SHEE

= AAE IRy U0 7IS%0l 2roH 22 T2 7|H0 7]918 4 St FMMEL HEME(
A=BT AESZ)0 57} S MY AR50 LIELE SdiXio|A Qlalshor 3tk RAMER
URRZE Qol= Latx SSTHZOIC 0] A4S Z0i5t STM|A FAIS0| Loftt 42, AS2 5
N £0 S5t 2t Y8Rl HR QWS MO} BiL, 0] U2 EN0| Tis5t| LR0l(%E3
A5HH Z2000M 170 ml /20 012 HAS) M5 At S8E 9SS N 4l 32
Hol b EA0| FHEIC, 0[2{3t AR[= HE F2H0 54 31 3= K20,

2) 20508 Rk 20f SAMISY| P 290 20| Q7| 20, UtxoR 0] %42 UMK &
AgMzo= 7Hustol Z77} = BRlIA mafo Bict,

3) A7ls BLEE: HER201 AEREER tEE AFOR WAL Upix o1 HEZ2I
S} QM| 9512 A7[59] A0f HT0] w2t S7HEC Ti2tA S T2 AN ol
9 $HIHOLEIAIS 3t Bntis 0] %2 SOt ORIk 0] A2 A2 AR Hif Hojz o Al
7l5 ZNE 5t HNS Solotoor Birt, BRI J0fE|d A8 #xt 3 D¥Rl= X
01 110 248l A7 [ ZAIS 0l10{0} Btk 32I0tE|H HAZ<d5mi/min T A Oft
£ <45mi/min/173m?)2l 2 0] 4 EO0IE FXIBHC, EFA(MZAL XI4H0l 7E E= MAY
O] UALE A7 50 HES F= UBTOE ARGHE A2 (082 RIZA EE 0]wA| 2 HIAHZ0|
E4 AHTIERNSADs) o 22) § 228t Al7ls &4S Zaf8 4 Al HE0ME SHdt 7|
7 ERsi, 0[2f3t 24 4Z0ME ZA 12/ YAFOR HER2I £0iS FH0} BTt

4) HERIBI2RL: 205 SO XIAE UMAIZOIM HEE20IS S0f W2 Sixjo] o T%0IA, UMK 55
101, A Hof e 83 HIE Bi2A7E B 0ot ZAste 202 BT, T2t of2fdt
ZAE Bi2-URITt 2572 RE BI2EAE Welah| 20 Zisst, H2afo] B2 A9 gfo
0, HER2019| £0f FXILt HIE BRS BEE02M B2 S EL, 0| 4 F0 8 #Rls
Ui SHSIR AXISS ZMGHO} oft, BBt HBARIE BE5) Bojela Halslojo} sick £ A
Ol(HIERS! BI2LH 2t M3 B2 E47t R ARISI2 KA 0fcl2 HIER Bi2Zl0| 248 AQl0|
oIt} ofz15t Bixte 2 ~ 3 7740 H7|X0I 8 HIEDI B2ENS Sh= 20| REE 4 T,

5) AT Ha: 4TSS FA chatol cieh of o] DRIz HES SThAIZICHD Uafd lc w2tk 0f
%2 Sofehs S0 24 E= MM AA20) MFMH= WiHo} BiL,

6) 25 2EUBEO 0| % £0iZ YAHOR FX(af0} St(SA2t 240] o] Hizto| o 7t
2 22 He) #Rto] 278 M3} sl=n A7ls0| Hao= BIHE & ChA| Sojsirt,

7) ZREE Hog Yrdinio] Hat: Mo 0] 9o Mg duigo| B AMERIH Sxio|A MEAY
HIRY AZI0|L QX Mgt (5], 2E5i0 X FolE| s B3| YR/, ZA| AEMSO|LE
RARISO] Wl cheh F7IeHof BTt B Mekd, AE, B el AAlotn, LRsiClH, B
pH, BM, D2E A fER2019] ST0| (AT AL 2O ofet Sefehe AZO0| LIt
CHH, 0] 49] E0{2 FA| S5t T2 BEehT SH2 ZAIS HBick

8) k&g

NE2EEl

YMNEA MERSZEIS HESOlSPLE HETS RUEH| A o2 Yidl ds(iER2dl
EE X0ECICIR)3 HE20| Al HETe| Witz ol HE Aot QA3 C2 &Y
Hatrjele] HEE 07 HgRoR 180|, NEFEE 0182 £ HEUHOIS HE S0f Al
0| BOICH4, 083 & A), T30t EE LAY ofst MBS WMko| 9HS 2
AN3[7| St NEEQH0 EE QlaRl0| 2 1Y £ Lt (8- 8 & B
HEE20/oM
HEG2 ARl \E 874 SHOIA HET 202 TE S0i3t ST0IMS LIEKLIX| SoLt 2t o
Pt E5EE 42, 2425 250| 23 HX2 HEEK 23 29U O12 HIGH(MERA O
22 5) £ U782 U3 Sofol= 20| WU Sl 1R}, ARtapiLL Y R0l BX
SA0[Lt HfelaA| £ St £ UTS ZEX01 22 KELo| UEILD| 8, HEYS 13X,
B-OICR| <R ATt 4SS Soists AROIME Ash| of2iS 4 lrt, HEZ 2010 Sojof s
Mg Z40| 2185 Z20)= Uitxioz MERIR)S Eofst, a-S2 AN Maf(0p7te
X, 532/EA)0l0] HR0| ofaf HET SN0 AFEI= 220 EEES SofSi,
9) A7/50ILt HEZ2I Chat = iAo F8S 71E 4 QU ASTHO| HEEOL: A17I50| &2 7|
2 4 QALY o3t S SEfSHY BISIS 0 |A7|71LE AN HEZA s 0|2 9ET 2
0| HEE2019] A} £ HRAS Kol 4 Ol US| UEEOIE= UM MZafo} Birt,
10) HAAZ 4Jek: oft §olof ojst AEE7 SiEL), Y SHLNEH 4 MZFMI HMABO
2 ETRIE 4 Yl O2 72 SAHIST}AAE0f Qlog) NN TABES doz 4 o)} 0] &
9| A28 e SxtolA 0l2f3t Uo| YoHCI, 0] 0] £0{Z FA| SXlafof Bict,
1) §% o] &%} 0] 0] M2 5 HEE 20102 0I5} EBA Ast QMNZ, 539| KISY KEY
Yozl 4900z TANY XiEA 2H S0 SAlchn Al #K0] £0iF Z20E FoRCh £
8, SAE ol TSielo] oSt ol chelol SRt 2 1 71Z01A B2t HfaH FoMzI
12) SRFS01A 0] 2} CI2 R|24H0l THH UM SfaH0l et Lejof Birk E5t Ak
T, ARl 2 A2 By |Mol Szin, GafsA 7[5t BB 23/0f chet 2AQ| 5
Q0] Chal L2fof Sic, 0] %o] 451 5 HEX20I0R 0I5t AMF| 95 1740] ZN I} IS
2 Ol Aoloj thsf SiRjof2| A3lojof Sic, lor Mst 4 Gl 52X JSE 1|2 HIY
AR JAZ0|, E= 12 SEHRO! Z40| LI, ZA| 0] %2 FXlatd daziol Y2z
£ lofof sict, Sxiof 0] 2 Sofok= S FHOIE THYOIE Bckst AR WHO| S o
& ZO15H0} Sl SHXH0|A| 0 0| SUTGHH SaHEI0f A0S BAE 4 0132 Uzjof Bic} T
9 gm0 LA 0] Q0| WHEICHH, |2 FIOfA| E5IT2 Sloiof sk, At i 5
HE X480z Wiy 808 22 gl 0| HAs| ZHem A=K Byksoiof #ict,
13) 2719 57201 kS 27015 S0 A2 22YV/G0IEIR, HETRIR)Y A [5(2E T30t
E[H)9] RIS FA 145 7|F02 Hiro} Sirt, HERS0IOZ K@ F AtfNERY Ul
80| =27 BaE, QNFIE HIED BRZE Jts NS H0ls0} Bict,
1) HEgg 4o7|= 2oz Upitl Auo] HEE0f
Ner2E
[12 Seriatrote] S0t Hamo2 18R0), AESEED a2 £E ATUQH0IE ¥
£ £0{ A| HEgo| HAEIC4, 043 & 27). 12102 ISARHZTI(, HEL0}
HSZELIS)o] of3t HELO| HeiS HAN7)7| 2ol JSTRHIEAAS Zeg n2id 4 k.
HEZ20Ie
B0l 20] M504 HEGS HEZ20IZ =02 Sojsl ATio|M= WHGH| oLt X
N3Pt 25Ee o 25t 25 5 dLE0| S| U2 1f E= C12 YRG0 o
2L LTS(OEIS)S HETOIN| WS 4 olr}, 10| LoX} = FYDESITIo BAl EE
el ENE Ee YTSF=R S5 M UIAE 4 ot HEYR 1K, p-ocHd
2 GERHAS 286= AR IRI=)7| ofct

) 33 % B0iS Skl 2Xs
DPP-4 AERIE 223t 3ixj0] LS ZAUM 53 L H0HE Sl BUS0| Busi &
S 20f 012 40| WA |= 19 BHE| 2 S71R| CISICE %S £0f FX| Ao| SH2
SHE[ot, U BT M SYUst oF T T2 DPP-4 MHHS CHAl 2210 SN2 xigof LiEt
4t 55 UH5Y §0102 DPP-4 NS 12510l XFet 22 £0i5 STt

16) CEEE RS0 ofst 2ok 0] o EE T2 27U LIRS S5 AES 2AA
7= 42 S35t YA ot

) SR8 MR
DPP-4 RGHHIS 285t 3nte] AT 2 ZAIA QS LR SH= 214 SAHEH0| Eg|
St SRS YKo DPP-ARIGHA SOSA L 24 Ei HA HOloRK| K22 225l
o, RS0 0] %g =5l St A1 = XP20| LAt ZA| Mol H1ezE o
O Bl Bior TN SAEA0| QM= 79, 0| U2 BTt HTt Y HEet 25 9ish 1l
S B2 J/afof B,

=
-1
m
&
N

M
=
=
i
T opn
rE
o
i
i
ofm
o
ne
=3
a2
Bl

e

R Ho

1
rio

o J|

1)

6. 4518

23 St SRIOIA AEZRIE 50 moz HEZ221 1000 moS HS5101 12 28] HI=ZE0] Al & o
H 25 Rofst AFSA HalS Uo|x| Yoirt 0] 249 ASEH ASHSTRY ot iz AAE
X fgtoLt eSS HER2T Zizkoj ot o7 Ao,
NEEER!
ISHSHEATM AEFZER [l US| U550 YNToR Qof5t Y
Ex20l 2AZEE, SHZ2A0E, UHARE, AR Y 27/
NOIZRAZR : 2215 p-glycoprotein AHAI MOIZEAZ 600 mgitt &a101 HEIR0IA| AlEF
29 AUC(29%)2} CranlB8%)7t B7HEISIOL, AIEFZRIEIS) OIE 31| Hal= UNAOR Rol3t|
42 02 OATIC NOIZRAZE E= T2 p-ghooprotein ARIHISH EBFOA S5t 45X
A2 70 oj4E,
S NEFRZE 100mgat 1027t HBZ04A| CIZAS| 81T AUC(11%)9} Crad 18%)7H 22t B7H51
0}, CiZA S0iA| B3 DUERS 510{0f ofnf AESEE L O34l S3EER LRk g,
HEZ20IgiA]
1) O3 2miet 80 Sfsh HE st AR 5 E= AU 4+
C12 Einio| AEHS Sis| BEsIEA Sofdict,
- 2570t 282 5YAI= A
Q=2 SEot|Er] I MEQAA %N, o-ZZTAICH XetH|, HiFatAH 0/, T0p
E|E], ARIAMRYOIALE &), p-RItH(Z2E2tEE §), MAO HeH, AAIQHA HatgA K|
- 2%t 182 AU = 4H|
Ojm|ze], uZbAIAok FE|DAR|Z0|E, ZAMEER HESEE (AERA, 778 1ol
& %/0FXlz} 7|Et 0|izA, T2t2l0fn|, O[ALOF, LZE, HicXIOHIA AR, HLIES! 28
e 28

32 OIRIR] 400tk o

rlo

%052 s Z90s 357

2) Y22 So 33 22 BA0M 34 L3 F57(0] S0 3Nl Bt
- 38 £ YUME -7t
2% ¥ ¥320| Z3i50f Ol %Z0| 282 mefof Birt,

3) 29C B 2| AILHE Q0C7} BAIH ZYHIS Y Zofst: Aat HBEl0] Uilst 4 0lo
0 0|2 Olsf HEZ27I| ZRS QUIst 4 glon] SAIZO| AN BTIS EAIZ 7540l
okt 2o¢ BX| ZHHE 083t ANE ARG | M EE AR 1 HEZ271] £0{Z FHtop
Sloi 24 48AIZH 30 T2 1 MY 7150] HNAUS 0I5t S0 S0{F ChA| AIRfeH0} Bict,

) S2Ztulc: Mg S0l Sito] et thelR0l oA HEZ 2010t 2/ Satnjco| 4]

S0j= HEE20I0] o5 23N T O FESN SK0| WIS Yos|x| oot Zaliigat

02| AUCS} Crac?} ZASHE 20| BEIEIHOLL B UL 0] H10fM HHelSoiet 32t

D[E9| 35 529 9IS FEfSY Sai7io] ABEATH Ol A2 0 43 A8 UMY F9K0|

EYEHIChs 22 LiEKL,

T2H0C: 74205t K207 CHE|S0iet HEE20I-T2A0|=0 ASASKE AES 5, 48

S0i0] ofaf 2t SHo| USZASM 2750| ¥ WErlE 2S FFeICh ZEMSE HER

2019] ME HASY 90! BiRlE F7| ARtoL} HEX20I0] 85 Cradt 85 AUCE 22

2%, 15% BIIAZICE, HIEZ 2013} 37 S0iS T}, T S0{0] blsh ERMDIE Cra®t AUCTH

27k 3150} 12% O ZAEON, F2An|=| A% HAS9| Hailo| A5 WA7|7t 32% HAL|

olct, BgRoR HlEE20i3t Z2N|SE YEE0IA|| 45XI80 B3t 985 HH= itk

6) LIBCIE: 723t XPRI0A CHeiSo3t HEZ2RI-UHCITO| ASHSNR AFS S4f LiKCiY

1 EE0IA| HEZ2019| 3 Crat AUCTH 212} 20%94 9% S7151341, 2 3 HAZ0| F715t

A Tre®} ¥EZ1710f DRl G2 QUOUCH LBCILR HEZ20I0] E48 ST, HEZ2

91 Lic|mo] EA5t| £215 LiEpHC,

A7[0| Ba2 012 4 QL Ro3t HOtsX HalZ opr[siLL S 2R E= MaSH|

IS 03 3 WL T M| 2 2H|ZA HAE]E goj2 oSt Zo| of o FS 0jA 4+

O %% : HEZ2DI2 97/%0|244H(Organic Cation transporter, OCT) OCT1, OCT2,

mulidrug and toxin exrusion(MATE) $4&2] 7[Zl0[ct,

- OCT! AHRIHZTIY 5)9 HE Al HEE2010 57} X3l 4 942

- OCT! SAI/ETA S)ot #8 A| HEZ20I0 st 52 4 U571 £t 2 U

- OCT2 % MATE AHRIMHEIS], E2€|124(2, 2kz2td], ERHEna) SHErd, oMRaLE
5)ot 48 Al fiER2019] AtjAS ZANZ 2 9lof HER20I9] 85 527} 458 4 %S

- QCT2, OCT! SA| AHM(22IZEl, Szt §8 Al HEZ20I9] Abhd 2 ot50] HES
2298

i2pM HEE2003t 0213 4SS W 20| & A2 HEF20IY 85 5T7H45E 4 9100

0] Xof chtof | ARof 2xte] 22 2o} LRSI OCT AMM/RTH= HEZ2IY %5

£ HalAlZ 4 9lo02 QS A2 HEX20I0] 82 ZMG 1af¥ 4 Olt}, T, HEH COX-

I{Cyclo-oxygenase) AHIHIS Z33t HIAHZ0|C4 AHFISH(NSADS), ARIQENHEEA A

"HRIACE inhibitors), QXIEIA | 42| 28 (angiotensin Il receptor antagonists), 0|R|(E3|

21 0Jr) 52 A[50] S2/3t FBS = 4 20 RAUMZ0| Y3 FIINZL 4 900z HE

T20i3t 48 20 8 A2 W7lsg HUshl 2ot s,

8) 7|EF: 21253t XIAKS (14O 3 Hhe| YR H70|M, JEX 20/ 2 n2zE HER2D
3|2 E2Ho| ASEEEH NS N2 HEIS WA Uoirh HER20l0| Y Cetma} Zts
£ 72 FAE £ FHTo|92 Meido|E, SEoj|c, 222U Y Z2bUASe 22
HHiA3R0| £2 ASII= 43NB0| B oz Hoirt

N

o

=

7. 9% 4 23850 3 £of

1) 2] et £0f
Q52 [j402 0] o 2= 0] 99| K] 3t HEe AN} 4002 0] o] Y O
29442 R o1, ek 2% EC 9istm 9I2 71580l i il Soia) i
22550 st £0f
AEI22EI2 AE0) 9502 S 70z ¥TEionz ASHN: SOaK) YT,

8, Aoto] st 201

18] 0[2t] Ao} Bixiof chet QAL S5 2 SIER| Iolr), HER2Q| LSS = fER
Sz} ola?l MES0I2 0| MH| ZREX| o= 10-7AHIY H2d A0 B STISS fioR
AERZEE FI(MHES = KiFHEAAUNYTOR Sof)o] ofxtat G5 40| 7 749 54
Z o 4Z ARAIEIOIN BIIIGic = AMNEY SEEY 21}, 207 2t £0f = fER20 B
QU0 L oF Cit] AIERSRIEI 27} #89) HoAlc 24 BIb7} ¥t 302 LittoLt 2 Jj
NEOME Sk U 2t S0IEIX] BT 3t 5470 A% Cht] EFZRE 271 389 R34
0 ZAE|R| ol nf2tk 0f2{3t 2k 10-17A0] 23 Tt Aot Sixjof ch3t o] o] £0i2
SR Skt 10-17A] 2B Bl A0 BR0] O[AR Z2niel2 40| SiTio} SARHCL Aot
ETolM QI8 A2 0jot 4RYl0| AEFZEER MBS AEY B7i9t B3 20, 0l %2
104 0l2¢ Aofo] chatof AIZialA] Seict.

9. T Chet =0f

AE2gE HER22I2 (2 NgoR el 2oR i olr), DEK= AA7IS0| 2Ag
7| #1282 #ixtel A7is0l 2] ofof HES &Y X FuiS o= HABYS M Bt 13
M= WMoz W75 2L aof 3ict.

Ner2a

O] HAZioict 4% Ao 22H|E & HEZ20! HALH0 oSt AEZEl 100 mg 19 1
3| Z7H482 1%t Ch] HbAIS st HMBISion (2 6), FPGO CatA 4t cht] SAZ!
02 O3 AAI}LIEIGCH-207 mo/ol).
# 6, ERE0 22/ij2|c YROHOR JYRK0| B £lF| Y= N2¥ Skt BX0] Cigt
NERZEE 27} 489 Rad Winuz)!

AEFZEE 100 mg oJor>
+22HE(24 mg/Y) | +B2IHTIE(24 mg/Y)
+ HEZ201(21500 mg/Y) | + HEE201(21500 mg/%)
Hoi%) N=15 N=105
7IREENER) 827 828
7|RNER R BiEHEE ) -059 030
FioH+ 2aiu2/E + HEZ2Y 089 _
e Aol ) '
HoMe <760 23t ERt [NC] 2%(226) 10.0)
Torg £0f B2 BE SR} Zckintention-to-treat £A)
2l IS Y2 OfF BTSN 9 2 7 il 2ESIA  'p<0.001

HEZ20Ia ZAZ2ERE HROH| st AESEES 7148

HEE20(21500 mg/2)2} % AIZIERE(24 mg/U)02 HEAH0| & 57| =
8 BXHHbAC T%~10%) 26285 a}O2 AIEFRZE! 100 mg 7} 489 Ral Y oS B
Tlat7| it 4187367 ), TAIRH T, 01 U7, 1% i UNAZ0| MAlEioit, 18%
Aol HEZ 2013t 2AIZ2/ERS HHALH0 Tt AELSE! 100 mg 12 18] 271482 Yot if
H| EA202 R0J3 HoAfc HdS LIEMHCH(E 7), FPG % 2-h PPGOY CHSHAIT 912 cht] 24
7t LIESICHFPG, ~19.0 mg/ol; 2-h PPG, =37.9 mo/dlL). 547 AIR0| Z7HEl Hoafc, FPG, 2-h
PPGO ChSH AASTR= 187 AVHO| Zfot RARSISICE
B7 HERZE0I3} 2AZ2/ERECR HPAH0| 2 /x| O H2E S B2l st AEEE
B 37t 489 a4 WHEniey)!

A3

NEFZEE 100 mg + St +
HEZ20! (21500mg/%) + | HEZ2D! (21500mg/Y) +
SNZZEE (24~8mg/2) | 2NZEEE (24~8mg/Y)
HoArc(%) N=168 N=88
TIrSHER) 881 873
7IRNEREEO] B3t (58 Bt') 103 -031
oo + HEE2D + 2AZEEE o _
ol ol(=% ) :
Hbae<79%0 T8t 814 [N 37 (22%) 8(9%)
Tore £0f ¥ BE 3K} Zkintention-to-treat £4]
2l HIS B OfF SEiziotr| 2 7Rl el BESIAC  p<0.001

HEZ20I3 0I5 SROW (3t AESEEY| 57t 48

ola2(+/-HEZ20)QHoR HHZA

0] 2 7] Q= 2 Gt BXHHoATC 7.5%~11%) 641
82 (yo= AESEl 100 mg 57} §89| 541 HHYS Brlob| Het 247, 229 Y,

0:

015 W2, 9% thx QUAIEI0] AHEISICH XIZH SH7(runin period)o| HXISS oM Skl
OISRUSEY T|AY T £7%)S DEC0 e HEZ2D|21500mg/2)T; BREH Holo
0, ofig 7|2 S0t SYAT2 SBE|K| Qoict 4% AR HlER201L Q22 BB tht
MEFSEE 100mgQ] 271482 9! | SAHOR Q0I5 HbAte TS EHOH(E 8) FPG %
2- PPGOY CHSHAYEE $19F Cht] RU3t 247} LIERGTHZ} 18 3mgyL, ~40.4%.
B 8 HEZ20I 85! 018210102 SYRHO| & Tix| e HPE B Sxiol Chet A
2 7489 R Wiz

AEFZZE 100mg + 0122 oo+ 0lad

+ HEZ20/(21500mg/%) | + HEE22/(21500mg/2)
HoAsc%) N=223 N=229
TIRAEER) 873 860
7|RAEHREE) B3 (2 B) 066 0.3
9%+ Ola2 + HEZ20I tht| 5
0| (3 53" 05 -
HoAve <750 =3t 2R} INCo] 20143 1262

forg Ej 82 E i} A{EHintenfion-to-treat £4)
tEA HE Ba2 A il 2004 242 MB(EE v BB (5213 £ 1IA3), TR

Efof CHaH RIS

‘oI82 AZE Yo X2l UK LAUCHp>0.10)

#p<0,001

Q17 Sep(+/- HEZ28I 21500 mg/U)02 BYAH0| T £Jx| = 660 B2 IO AEt
95t 24 7, Q| W, 0/ YA, Aot UAIRO| £
712 AA[I9IC, HoAfc 7|RAEE 874% 0191 HloJA2}l Q1221 Bake 37 1u/o|gion &xt

SYH| I8 BRSNS Wit

3071 SISNEIIA 3 TIE0804%) 3 65M 0140] 7253, 754 010l 61Z0/5, €54 0}y 1
ER0lC] KD S50 2 Sl AT, Of B1FE) 5 B Aolol Mol
0l goloLt ol TRl 24401 712 4 22 A 4= ot

HEEEsizyE

Dol K01 &R} 210 30| 1ot gicte YY) QloL HEREQIS (X AY Al
I 08 U323 UEtLkER] 2ot 9ot 526 9| 1Y SRS Aot Rl s
Tl BARIISY Mot Al Stel tARS0] BOfK SARS0] LiER 2 olchiet B0l

r oot
o

4

g )

-

I.!T‘*_

loo

;o
f

HERZ2012 30| S7H340) T2t R0l5jf Soiafor ict, 82 250 9l0f £ol5i, FHAYD H
71891 A7l RUEFRIY 7|25t} Bict, 2rHoR nRiofAls HER2I| AiZYS Fofet

R 2=
10, ZEFZ0IA[] AA|

Mer=gel

NEFZZEIA JUAR0IN 225t 4015 Lo NEFZIEIS 800 mgix| HH31S0] B 30| 9l
C}, NEESEE 800 mgg Sofet H0lM B Qrce] B717t 2]th 8,0 msecHx| HAE[IOL} oy

Koz J20| YSiCt, Aol 800 moS Zafsiol E0f3t A Sir, M0 Lol g

BRIR(0IE SM EclX) %2 4SS YEBAZLE MGl ANTE ZEH ANRUERS A

N)E oftd, 8Kl efo] w2t BAR0| RIS MAIBICH AESHEIR £X02 UL KizAE 9l

ASNEO|N 00| % 13557t 3~4AZL 010 SATMA HASIIC BAZio| SATA0| )
AHOR MESIA 12i50{0} Bk AEE0| 2T Msi=Xl= La{H X gt

HEZ20Igte]

HEZ2IHMAS 85 g7IR| SOfGIOIE, O2f3 AEf0Af RAIZ0| LoLiCizlz HEP0| F

11, M27HE et
1) HeAIE Y2

EHE %22 HPfol| ok

Ti= er), HER20I2 Y53t HUEK 2401 170 mL/20 012 HA82 EMEL T2l

HEEE0S| 320 oisis By

IR TR TN

S2 HyiAE| 22 8 x|

70 9152 3247 858 S27iS NG O, HoAle
9 FPGE Zsie 8 iAo SEoi) 1% Azl 99 018 88 Bl iepa
€100 mg SO0 19 L/, 4510 24 /22 et 100 mg S0kl £ 25i0

TECOS A&7 OF UYAIR

1 MR Wkdes A 28 ALY i

CIM AIZAM

S5 oL o,

(919 ] -5 1U/%, p=0,009), HIEZ20! S0 R0 33 x| it
| ISR HES E= Aeg Qs

£ 5017 0l 1% Nzl 28 20l 2 MBI B} WAk MBI TN )
X A s b B 47 A 15 58
490l o A3 234 A=rio2 01 el E3fe
4 2 7lio| 3okiol 3 o[, kol 2] 271 AEI2EEI2 F08 MBI Ol
S9| 9lL} A= olg o8l g =0/ giic ()
B9 58 48T 20 9 70 24 20 big

E

pol g 74eA0l 2

N BE

oy

AN Y 2EeHOR E= AN U REQHIL B C12 BPZHHE S0fi%S 0 @ERH0|
oA U2 HPE YRBNE thyoR A2 44F HERSTInlo| HR0| a4 U o
N2 Brtelr| 15t ASAZO| HAIEIICE 24 AIZUA 0] %0 A E0{E/Rl otoLt, o] &
NEFZZE 3 HEL20I Ciolx| HEE0] 2i0] S2aiK E540] ol0| YFECH
HEZ28I AESZE 27| 48 24

ANeY 9 eEeoz SERH0| & X Ut M28 S #XHHbAIC 7.5%11%) 1091
£ o= AERZRE U HER20I9] £7| HEQHO| 0N U RENS Wkh| Y5t 47,
R B 015 B2, 210 4, 201 M AKA[3H0| SHEICE 0] MHOIM MERRE Lo
ExX20l 27| Y2eHS 9ot HER2Y| HEQY T AESEE HERY0} H|wal0] HbAl
9| Fof3t HME LIEOni(B4), FPG X 2-h PPGOIAE SAXOZ Qofst ZAS LIECH
(p<0.001), %2 BlIHS U, HoAled] 7INAEIZRE B ZAE HoAle 7IRINEN} O &
2 SRSHM Loz o 2 102 Liefirt,

B4 ANQH 9 250H0R SERH0| B &K g APF Y 2Xlo] tfef HEZ20I3H A
E288 21489 Saie 2i7io =gl blms % SN 21

(£

H

Net2g | HEEE | AERSEE | HEE2 | ARREEE
oy g O |S0mgi2d | @ | B0mg1U2d
~ 1 100mg | 500mg | +MEZ2 | 1000mg | +HEZED

1218 | 12028 [500mg1d 28| 1428 |1000mgiY2dl

HoAw(%) N=I65| N=T/5 | N=178 | N=183 |N=17 | N=18
JIRAEf(Bd) [ 868 [ 887 [ 890 879 868 876
PR

wamgy) | O | 06 | 0 | -0 -3 -190
% ci] =of(&

5 52 - | -083 | 099 | 5P | H30° | 207
HEZSN OEQ

Yol oy | - | - - -058' - -077
L)

Ner23E H=Q

wo oy | - | - - -073 - 124
Ba)

HoAc<7%0| =2

3 8712 W] 1591|3500 | 41(230) | 79(432) |68(384)| 18(66.9)
foig 2of 42 nE 3%t Hintenion-lo-teat £4)

'EA HE B OfH S2GIH Q4 3 7INAE it BREIEL <0001

HEZ20 Q) tiet NEFZREY 27188

HEZ20(21500 mg/&)o2 HAH0| B 7| oi= MY Yty HHoATC 7% ~ 10%) 701
@2 (o= AEIZE 100 mgd 27} B8 Oy 3 R34S Wial| Het 24 7, FAY
B, 015 82, 7% AZ QIgAIEl0] +Aiolct 245 Ao HEZ22! BN Ofdt AlEtE
21100 mg 19 13| 7} H&2 ot ChH| EAKOZ KB HoAtc /i LEIHOH(ES) FPG
5 2-h PPGOY CHHAI 219 Cit] I3t ZiA7} LERACHFPG, ~26.4 mg/dL; 2-h PPG, ~506
mo/dL). ARI0) B2l stk EAIIA A% Cht] HoAted] A HoAfe 7[Aefef, 01X gkt
S0 57, 92, A3 Bl 7[x{dH, B Xt 012 A7t 31, BNS2ZY Zn, E= 0188
MY BE KZ (HOVA R) = 0142 26| B3 X2 (HOMA p)o] Has x| efolt

#5 HEZ20102 SgAm0| T ofx| U= MY gk Hxiol it AERERE 271489 &
SR

NEF2ZE 100 mg + 9ot +
HEZ20/(>1500 mg/%) | HEZ29/(>1500 mg/%)

HoAw(%) N =453 N=224
7|HElET) 79 803
JINSEZEE] HEHEY o) 087 002
Y04+ HET20 o] FoEE B 065 -
HoAre <750 S8t 2R [NCR] 23 (470) 4(183)
Tots Eof 2 PE 8x} Fckintention-lo-reat £4)
24 HE B2 OfH SR2GHH 24 3 7IRAE it BEEIEL <0001

HEZ20I0] et NESZEIY 271428 S2IIXI=9 bt SAUER UMAIS
HEZ20/(>1500 mg/%) HEQMOR HEAH| B =fx| Y= H2Y Fu ERHoA
6.5%10%) 1,17232 Cho 32|IXI=(Zr 20mg/Y) F7HAS Cht| NERHE 100 mg 12 1
3| 2019 954 U oINS Wolal| et 525, SELUE, 01FUZ, ENUE AMAR0| 4
ANEiolct, S2IRIS9] £7] 822 5 mg/oloion, 185 &9 HY 2HS AMalst| Y A0y
20 mg/2IR| BZ5H%T, 0% SORI2 UMsHA SXIEiCHZRILRIE B S04 10.3mg/Y).
0] NZUA  F0i2 2% 7|KAEH Tl HoAtort ROJat| HMEIGICE 527 S 7|xiAEY cht|
HoAlc ZAE AERRE 100 mg 12 18] SCHZ0A -0.67 % 2 S2LXIS SoiZ0IA -0.67%
2 Qi

HEZ20/3 J20Ij2c UM tft AEZEIS X718

ZeHIRIE(24 mg/Y) HEQY E= Z2HflE L HET20I(>1500 mg/U)9] HEQHO
2 ERH0| & x| O 28 it B HoAle 75%V10.5%) 441 B2 (HAOR AEZRIE
A\ 271480| 954 U OHAS Trlal| et 24 X, A9 B 015 U7, 9% ohE AN

NEFZZEI 73328 [91947.3308 o3|
79 MEm A Bx4 (10084 |Bata [1008R-H4 | (HRIOS%
(%) |(patient-years) | (%) | (pafient-years) | ME72h)
1% 23 @7} 4 (NEE 0%
TR AT HAGH ATZM | 839 " 85t 2 (089
HIRBH HES £ UHS | (14) : (1t6) ’ 108
st S8 FUE) ’
A 22 Ay 3M4.2) - 2914.0) -
BRI AR M 2753.8) - 28613.9) -
BRI LZS 14520) - 157021) -
| SoHH uzo2 olst it | 108(15) = 17(1.6) =
28 Wl e (e | 5 099
T A, HIRBE AR 02 36 02 36 (089,
HIXZH HES) - - 110)

LR
0%y, Holpy 2a8s
Nete

U HEE (O AEFZE 50, 150, 500 mg/kg/day®] 8O 247t HANAE0| 4
S| ALDE0)A E 7+ MZ/UE(Combined liver adenomay/carcinoma) £A40] Z713H
1, 70 A= 500 mg/kgOl 24249] 2A40] B7feteict, 0f 82 AUCHILE A= & 1f
QIRIZITHASE(MRHD)?! 100 mg/day2] A2 60HEES] -E2b0|ct, 749] ZAL 150 mg/
kgOll A ZHEIEIR] 24240, 0] 82 OIRAIhEEER 74| 2060 shots SoICk U4 Ot
QAE Ao AJEZREI 50, 125, 250, 500 mo/kg/day RHOR 27t HOINARS Adtst
A, Ol Z|ckREIR2] A9 7080] sHE5t 500 mo/kgUiAl OfE A7IHME 29| 24
0| 7F51X| L94et AIESRIEL WE2]01S 0]23t SHE 0| AmesAI%, CHOMES 018
Bt AQIMHOIAI L HGINZRHSRA e ZE HALMHOIIAIZ(n vito alkaiine

elution

assay) & DA ZHMRE 0}35 AR 22 U0l QHE MO0 Ho|

B HUROIYRLO| LELEX| 49Tt HE| 1S AHOIA 125, 250, 1000 mg/kad] &
2oz A7 ith M 4574 s Al 5t SZAEIR| SBFIZ0fen, AZ0|N mioFH
S UATATHR F7E01 SI3, 125 mo/kg(QIHAIIRRA A2t Of 4efs 0]
A AR o), IEOIHHUEEREC| 258 3 1008 Mz S HAE MES

A Z7071 Y0 HEEAT,
HEZ20/oe

HEE20IS 13 £ K02 (A OIS0l L2 07l ASSHRE 4T
£ UEN{R] 4k 317t oA (22 1045 TSt e AGHE TAY ofs 4
2000 mofkdeye 1500 ooy SHOS MAISEIC, 0ffe S22 HEREO] 715

§t QII9| 12l Ak 51829 o 3eHo[ct, oF - 4 DA 201K 0] o 4

= UL SARHA 23 AE01 0] o] st 5 SLIISHR YLk J2iL 900 mofka/

o

2 4040 3]

oy S0fat U7 AT 95 24 12 80| BT 0| B, =S
(S, i), S707 SAAOB0ISA HLZ NI, AR OlNENEe S
L 47 f A3 Aiz{nloA 24K HEE20I0] S0/ SIS dhe 371 g
I 8 4 429 24452 600 molgliay2| 183, E= HENHE 71E02 1} 5822
o 2= S0 1) HEE=20] o} S8 8K i

o=y

Ao} EJOIA N3t SASMAEH0A 0] 9 125 mo/kg SZ(QIR| HHBEEZ| 1t -5
O SHEIR] S0f8 1, 2ERSOILE Efole] 242 SIolTt J2iLt AHE o 8t LhEAIE
Zie glon SS0IA9] SASHAH ZiiZ S4 AZI0MS HSS 058 4 ol= 22 of
Loz ekl Ag2 HAER| Sierh AIERRZEIS QMSH ot Shcot EnjjA oM
6202712 3371)0f S04 Al HE01A 512 250 mo/kg, ETIOIA F2 125 mg/kg E= AUC
Hlmo| 27As10] Olx| HHERR0! 100 mo/day2] & 306H, 2087%| F0IE 0, F7[HAS

SIRICE, HEOIA 1000 mo/ko/day (SIAIZICHZ:

5820

01100 mg/day2] oF 100 -Z0] 3g)

S Z7500 A| DZZULE WA S BYRHO| LHE0| ST, A 6UM 27

227X 1000 mo/ko/day BS F7E0{R HE M| 4 DFOIN HB0|

SOILt &S0 0142 HEEIK| oich NESHE ARt HC0] £0f 2 2A17H0]
AZbol 80%7} EfSIETHEION, ETIOIARE F01 2 2417001 % 66%, 24ARI0] 30%3Ct

9 SPESSHAE 55
50/500mg
o4 et

gt 7|

% 45%, 24

LB NI QA AR50/ 500 2] 134 SR ot iR} REFHIEAAUNEY
50/50022| TH[H2ANAC(( D)2 2x2 DAAFOR 2} 154 st Kolof|
8 27 S0fol0f 389| S5 AEZEEIS 235t 21} b|IWIIFSRAC, CrafS 21 ¥
#olo] A A2loloie o, Bx| Xt 90%A217210] log 0.80A log 1.25 O|LIZA 423t

Moz EE3IS olxgiolr}

32 A

L HEz2g
AIBHL Al QA A G0/500 22| T YA o iR} REFHE AN
50/50022| T2[H2ANALI(R)IS 2x2 TANEOE 2 1M 24213t Aolof 2& U Al
2 N B8] 27 Sofsiol BY(EE) I RHAE) 85 HER20IS ZFE 2 Hadst
H2R(ALC, Crad 271 Hlalol S Aol 1, B 19 0% H217200] og 08
2@;}9 125 0|2 YE8tHo 58S U,
34

g s
= AUCo-2ur Crax
b ) | ) | T |t )
0] AEEHEAALALE 500 | a0y
2| 05002218 | 5942 £ 1812|0848 085 RO0~ | L
4| [ERAAACSR)] 700 ’
A | NEtI QAN 500 | Lo
| 00037 | 68 1879|0865 £ 0205 00~ | o
% [ChEtHoHZ)) 6.00) }
90% A2 log 09632 | log 0.9530 ~ ~
(Z:l0g08~log1%) | ~143 | ~10840

(AUC, Crex, b2 ; W2k + BRI, Trar; SUZHS), n=33)
AUC: : FUARIRE HEEZET FHAR K| SFET-AZRMoIHA
Crac: HMEEEE
Toa S| T8EEE C2AZ
i : Wt AN HEET|
* HEIESKS 2B BaA| Ao 90 % A2zt

(58
e e
T2 AUCo-2v Crax
(ug/mL) i) | ) |t
0] A-HEHAZAEE B0 | o)
I\ 50S00%Id | 720241818 | 066+ 046 | 00~ | “ut
%] [BRAUACR)] 100) ’
| NEMIg52HA2 AT B0 | Lo,
| 50/500Y2] 2% 7110 +2.353 | 0,636+ 0160 | (300~ 0 60_
% [chtRI()] 100) :
90% A2zt log 0.8932 | log 0.9522 _ _
(7% :og 0.8 ~ log 1.25) ~ 1019 ~ 10351

(AUC Cras, o ; Bt + BEBR, T, SYAUHS), 1=32)

AUC:: ERNZIRE HZHEET HHAR K| BEET-AZEA6HRA

Crax: HTE5EE

Tna : HDESSE CEAIZH

iz : UEF AN HEE|

* H@EIEEAIE 2B BRR| Aol 90 % AlZAt

50/1000mg, 100/1000mg

Tk NESRE
NB{9F AJEH| T2 AAUKEIE100/1000L 2 T CHERIUZ) Tt thEOF RHFHEAALN
HIE100/1000L2| T SI=ZANAL (RIS 2x2 DAAZOR 24 154 7zist Aol 32
N £8] 27 Sofso] 3180| #2 AEZREIZ S5t 21 bl nHIESR(AUC, CradS 2
1 H3H510f 574 A2latiS o, HrA| AHo] 90%AET2H0] log 0.801A log 125 OILAZA 4

gaiFoz 5582 253

HEBES s
T2 AUCo-sg Crax
ng-trfml) | (ng/ml) Tmax (t) |t ()
0] TEHEAAUAE 350 | ooy
2| 0/000MATH | 308+ 30 | 4862959 | 00~ | O
o [BRAAL(R) 5,00) )
A | NetilgFeaAigy 350 [ 4o
| 0010008208 | 3£ 3% | 3570 | 00~ | o
% [ChetRoHZ)) 6.00) g
90% NeiZF log 09262 | log 0845 | _ -
(7Z:l0g08~log125) | ~09660 | ~ 09539
(AUC, Crar, tr2; Bt + BRER, Trax ; SUUH), n=3)
AUCH: EANZIRE HZSEET FHAR! K| B5ET-AZEd6 A
Crex: 55T
Tna : HTEETE CEAZH
iz : Ut AM HEET|
* HREIEEAIS SIS BRR| A0l 90 % AlZAt

=

N EEL]
B AJEH| QT QAALKERI00/1000Z2| TR EIRIONZ) 2t YA RH=HEAALN
HIR100/1000Y2| 22 [B2ANAC((S)]S 2x2 TAIFHOR 7 134 73t Aolof 22
2 A2 Al B3 27 Soislof 31B(EE) H AHAF)| 83 HEZ20IS S5 A3 Ha
WIHSZR(AUC, Cra)S 21 G101 57 M5IGHS 1, HR| Rt 90% A121710] log
?ﬂl}ﬂ log 125 0|2 HE8tHo2 FEES UBIUL,
24

g e
= AUCo-2r Crax
b-huinl) | gy | T | el
0] AEEHEAAUAAE 400 | gy
2| 0/000MITE {9509+ 2578 1383 £ 0308 | (300~ | o
4| [ERAGACSR)] 6,00) ’
N | NEHISRQAAL MY 400 | ey
8| 10010008202 | 9223 2872 | 1306 £ 0366| (200~ | o
% [ChetHLHZ)) 6.00) )
90% A2 log 0.8863 | log 0.8853 ~ ~
(Z:l0g08~log1%) | ~10182 | ~1028

(AUC, Crax, te; 2} + BETR} Trax ; BYZUHS), n=31)
AUC: : EUARISE HESEET HEAR RIS $E5-AZSMaEA
Crex: HTE5EE
Toa 3| TEEEE C2AZ
tio: gt A4 |
* HEEESKIS 2B BaA Ao 90 % A2z

)
RS e
T2 AUCo-2v Crex
(ug/mL) i) | T |t
W] HEHEAAAMYY 800 | o,
Z| 100000223 | 71366 | 11640295 | (400~ | U~
%) [ERAACR) 100) -
N | NEHISFAALNEY 800 | ey
g 100/1000Y2| 2% 12714342 | 1120+ 0276 | (400~ '1 75‘
% [chtRI()] 100) :
90% Mzt log 0.9684 | log 0914t _ _
(7% :og 0.8 ~ log 1.25) ~ 10479 ~ 10159

(AUC Cra, tro; Bt + BEHR, Trax ; SYZUHS), n=3)

AUC:: SEOARIRE HEBEEET FHARZ K| BEST-ARISMeteHA]

Crac H1B55E

Trac: ASBEE CEAZH

o UEk A4 Bigby)|

* TSRS 22085 HAA| ol 90 % A2zt

79 0] 22 ChEHIZ)O] AIEHISS QAAUABERI00/1000L2| 12, AIEHISSAAUALEE
50/1000%2| 72, AJERIQFQAALNRG0/50022| 137 SU3t 82 Y St HEUH
o2 M 382 teHAF e HESIS.

[xEgH] 71287, &715 Lalol H2(-30)22
[M8717] HEL2RE 24 7hE

[ZE9]] 100 B30 /4

[HER] tetHoiz) (2R S47 842 3R 4%)

4 2 {32 YZe SRS TEt HEUU, 2 MBS 7N S27I% £E AgISt0] e
AL A - M = QAEIIS ZR0 T 24=2 Sotol weki SHLIC

4 0] MY HEUR 2023 03 062 015 T LIS SH0I|(www pharmgenscience,
com) = AHIRFAZHAI080-080-42110fAf 018 & QLI

& QUZOHLIZHntips://nedrug.mids go.kr) A% HES HAGHIAIR,

& B3i2 57 9 IisiTR M3 - siolE ol R (1644-6223, 14-3330)

E5US Y
HEBES s
= AUCo-arr Crax
rg-tefml) | (ng/ml) Tax () |tz (hr)
0| HEHEAAUAHY 350 90+
K| 50/50022/72% 1820 £ 302 | 1827 £ 5167 | (100~ | %0
4| [EAACR) 500) i
| | AEHISFRAALMLT 350 | gy
8| 50/50022008 180+ 289 |1869 £ 4950( (200~ | 7o
% [CHHRIoHZ)] 600 i
90% Nzl log 09471 | log09684 | _ -
(1Z:l0g08~log125) | ~1i0 | ~1024t

Crax: H1EEET
Tra: BFEE THAIZ
tip: T A HEE|

gdied

(AUC, Crax, b2 ;

*HTWIHEAIE 21485 B Aol 0 % N7

B+ BRBA, Trac; S, 1=39)
AUC:: EQARIZE| EHZET HEAZ RIS $EET-ARISMEIHE

QAL 9FARO) RIAJO] 2t ABSHALL.

HZJZ/t
PRUANOQA

www.pharmgenscience.com
471z HYAl EEE MAtBE2250
(AHIXMAERA) 080-080-4211



