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FIRI KR Ee] Wl ¢z = AERRZEl FOIR0lIA 2.2%, $1of £0I201A4 0.0%
1, 54ETR|= 242} 3.9%2 1.0%SCE
gaixs o NHE(ECG)
AEISHEI S8 HEX2 QI HIE0Z Qlslo] TS e ECG(QTe 7+
ZoholM YaE o ofn|ols Haks TAEX| ST
=g
AEFZREL 100 mg/Y T(N=5429) £ 0| ASote CET(BA T =
P12 N=4817)01l 29| HEE 10,246% BRI hot 1970 OIS YE PHAIEO
A2tE EY 2AMsiE o, 2 DolMe SN HEEe WS 100 #X-
A4 (patient-years)g 0.1 O|ACH (MEIZRIEI Z0llAlE 4708 BHXl-A4 & 452
EROIM, CHEZOIAE 3942 BRRAS F 4Bo| ERl0|A| HDE). TECOS
M oA UMAENIM, 24 HEE LUBS AERRBE ZolA 100
R} A9 (patient-years)® 0.11(23/7,332F, 2574), Ik 2Ol|A] 100 EA}-AS
(patient-years)s} 0.06(12/7,339%, 1771)22 EIEIUCE [1.21, AEFFHE,
27EE o, TECOS MR oFy QIMAIY 3t &)
AEr2ZE
AEFZHEl QA ol2t2tA| HItot 2AQl0] 5% 0|49 HIEE Huk|n
QIOEC} HIHS| H DE| O[S F 7 gI] #DE 22 HQIFH0IRICE
HegmEZ20
SIS0 H0l| AYY HEER2QI = Qloks X7t WEEOSH 245
UMAIZOA, HEROITOIN 7 QS| HDE O[AUIS(5% X3t0|1
QIUEC} £2 YIEE D O[4UHS)S XM AUY HEZS]I 13.7%, Yt
4.9%), MAH12.5%, 5.6%) X T(6.7%, 4.2%) 0|ACH
TECOS H&2tA oty AAAIE (TECOS: Trial Evaluating Cardiovascular
Outcomes with Sitagliptin)
AEFSHE! MEAA QA AXAIHEO| [TT(Intent-to-treat)oll AEIFUEIS
042 100 mg (£ 718 AEH0IA eGFR = 30 X <50 mL/min/1.73 m2¢! 2L
01 50 mg)E EO{ure Bt 7,332t 9lokg RO BHA} 7339%H0| L3t
E|UCE o] AUMAIMoA AERZEE EE flok2 doiEMAHDAL) ¥
HERA(CY) 9l QlIxtet RS Zt2o| AubEol X0 R712 SO{ACH AlEH
2LE £0| A| Ftt ez el HEEoR QI8 A XS 0K
SRACH1L F27IE ofet FE & HE). H1E FCHFH OS] Wik =
AEFZHE! SOIR0|A 12.7%, 912 £OIT0M 12.4%2 FAIBIZCE
FZO| Megel Witz AEB-E EoZ0IM 2.2%(160%, 100 EX}-HS
(patient-years)& 0.78), 9|2F EOITOIA] 1.9%(143%, 100 EHAH-H<:(patient-
years)2t0.70)2 EDEQICE Q&2 W/ MEHLH0IE £0f 2 BXIE 5,
559 Mygd WYz AEERE RCiROIA 2.7%(138/5021%), flof
SO0 25%(125/4931F)2 1, Ql&Rl g/ MEHQOLE 20jRtx|
Q2 HXE F, 5T AEY LA = AEIZE ET0A 10%(22/ 2,311
&), floF FOITOIA 0.7%(18/2,408F)ZCH ATl S HFFe L Hl=
A|EFSRE! EOIR0|A] 0.3%, $I2F EOIZ0|A] 0.20%iCt
AN AA
AEr2ZE
AEIZHED Sk HERT20IS 2oi3t R0l Y HEdE o yttgel tiEe
7.6% 0|1, 9lofzt 4N HERZSQIS SO FOME 8.7% 22 {A
SISICE A SEPO| S7t0f 7|0l3t W K|o| of7to] Z7KQlof £0f
Al@} 2k 200 cells/pL A0]; B 71| of 6600 cells/pL)7t BHEEIRACE 0[21 X}o|
= W2 ATO|A] LIEOLE BE AHT0|A LIEKS 242 OfL|H, A4ZARK|Q|
Helot dAEoR 20| U= Zi02E ARIX| GECE

1252t0] A0 912 O MEOfEIxiet 37HO| FEEO| AIFOHA}
AEFSE] 50 mgRZ 29| HiFE|in 22 FEo| MEIS 717l 1439
SRt FI4oR HiIFE|ACE SHIOLE| o HA(EF A F7h= AEIS-E
01200 0.12 mg/dL(0.04), FIAECIZ0IA 0.07 mg/dL(0.07)0IRIC. flof2t
H|2A| ZHIOE]H Z710| Y™ fol42 LRIX| (AT
HEZS0IgMH

20%7t0] HEE=2TIO] hEAMAIFON o 7%2| ExjoM AP Ho
F0|UE 2 HIERI B12310] Yo™ = 3l0] WY 032 Yosl= 202
FHEEIRICE. D2iLE, Bl2-intrinsic factor complex22E B1284:7t AMsHeol
71903t Aoz Mel= ol2fet Pi= O EEA RIFS kiged,
HEZSTI0| E0] ZX|LI HIEIT B12E HEEORM HHEH 2| S 2L}

2) A = 0|k

CIS2 AERZRES A = HEX20! Haoi2ot fAglol, J2|1 Ci2
duzsirete] WRE0 o5iot 2| glo| F7t2 EQIEl 0|FHEZ0|Ct O]
ojdHtSe 25F Cifo| QIFECIM AUMoZ HuEl 07| W2,
LURIES MBS QU ofEspiLt AS-EN| QRUAE Bsle A2
YUIHOR FH58IX| BT

OLIZIA A, HRSE W] SC27| DRERg 9 AERA-FL
Tyt eladn| 2 Asts weksle AR (1. 20, AEREREL, 1) 2431
2. LIS BRI A= FOJSHR| & 20 3 ME|, 2t x| 45; XY= /HIXEY

[}
ot
3

re
A
0% 0% ¥ 1

E= MY HEEs Eusls 34 HTE (1 3D, AEEYE, 2) HYY
AZ|, SYURTME F48 99)S Zoleh ols ofek 47| AE HiolTd;
HHl, PE; £5; 5% 3 YOIE SHisls 2EE [5. At Fo|, 15 57 9
OIS SHitts 2EE o HX|; 2 Y FAMEL 5. YUt 70|, 17) 2EY
FANEL HZ); 228, MXIE; S 85; U2Y HTE,; 295, BaNULE;
g2agy

) QUMS: QUAZ2 ES7|= oiLt H2sHH, 0] Aol X2F HEZSRI0|
ZHE0] LIEILIE CHARY SHEZO[CE Wit 220 2lojdE tiEE g4
My|solst MHEE o ieE dejor (RElo] 2lOM 50%7t AIHFOICE
FUMZS o] Qolot UEXBIS KMAAZO0| YU Uf, S HE TSt
He| ety Yot AREof LIEHE & UCH SMMES 3 FM sk
Z7H5 mmol/L £3h), BF pHAsH<735), 2012 7t Ko7t SoiLt=
Heid sFes Z/nREMdo| 7t Zutsts g SFo= it HE
Z2gl0] fAHEES] #olojztn OAX|E FR, HEZXSTO| ¥FsT:=
UHIH O 51g/mL S £ 2fsHs HOE LI,

HEZ2QIS Eof 22 ERL0) QoI FAASO| Wolofl Ci3t 2 DE nje
HCHAZH 2R 1,0008% o 0,037, EHQl 22L& ¢i7t Ehxt 10008 o
0.01571). B E 2L =2 B2 L - olat=ol Bxvt Wets 2ot g2
g0 2¥E0] S0 MEfolM, LIQIE MEtmstat AE ARXBIE Tilshs
M7150] folstAl mMotel Pt SxjoA UkiHoz LME Ziojct
(S8, ME| #x} & HE). qAMEC| 9[RS Y5 Kiste] W ot #xt
| Ltojofl w2t ZHEICH9. DHAt0] i3t Fof, HIEZS QKA 5 &%),
HE2o HERZ2QIS HAAZ B EZI 2E ZH0| LIEY 22 Z2t
£0I1E Zx|sfol sict 77|50 E4H 22 M 50| gojEoz
KotE 4 ploo2 dukdoR 7huEol AMH e HEMH 40| Y=
gixte] A o] o2 FO{sIX| pieCh Y2 HEZ27I0| FMCHA|
gats OjXA & stsHo| glong o] ofg Bof Hhe S0t g - ThFel

a2 cE o o
7 82 fRHIE oot Lt
FAES| AR T THO| 0¥ D MEf, 2RE, sZ2Y, Bz 28

:
£23 22 HS0/N SASE sukeict 420 o Yok 29 A2t
xfgletal Fars MeEInlo] Liefd 2 SICk Bixjet A ol2fet ZuSe]
Fau0] o 22 glolof ofo, AL Siof Of2fgt S| LIEKLS 29
SINoA| ZA| 220} Bick 28 T, AE, B, 8E pH, BAtsz of
ofo| W5 SEE QUASE BolslEl KT £ alrf 3, A4Sl
o[No| 2 Z20 HAe| S 7ickz 2 gio| BB HAE BT} 54,
Eof 7| 47| EOE Bkt 20| GBS0l wsp| 420
Folsick. K12 %7/0] #K0t iEE=0io] S8 g3 oigsieldl 23
ST EH0| LIEJE = 2IOL, 3710l LIEILIS /33 Z42 SAuEoL
Cf2 Hatst 2 02y 4 ol
UEESDIS Sof w2 wiol 28 Al Y RO WM ST HHLA
O[HOIX|Et 5 mmolL Ofefel B9, SANTO| AT g LiERX]
oo, & THEIR 942 HOlLf ISk XILIH SHES £ S 12
S glof 7150l 2RIt 22 T2 J[H0l 7|92 4 9iLk, QA A S
MEGERED ASEF)] 771 gls ALY 450 LEtS Shagint
OfLA olJofot sic.
QUMES QSN2 E 2ot 25 SZYBOICL 0| %42 E0fzt Hxjol
SAHIZ0] Yojit B, %S SA| £0| SABHD 524 Uubsiol Bxatis
AAIsj0} BICH. O] oF2 E40/ 7hi55p] 20l (st EORFE T 170
mL/20] O|2& H48) NEE Fispstn ZxE A28 Afe| Sl
Zabsol ol £40] FHECE 0f2f3t A1 UujE S2Axel Z4 s
328 720,

2)2070) £ 20k SAES] B A20 B0 27| 120, YgkKoz

ol o2 gyt 2 weiHo= oisiol 5{5f sl HxolAS Tidforpick.

3) M7l SL|ER: HEZ29I3 AEZYEIR ojf2 MFoR Mt
UBH o0 HEZ 2010 ZHpt QAAZO| 952 M| 50| Fof HEof w2t
ZHEICE M2t Aol W2 HYABHA| o|4e] EHIOEIHINE Fe
EtxtE 0] ofS FOJoHH OHEIC)
| of2 X2 AJZh T3 Hojx o 475 ZALE st BAS Eolsjojof iCt
HYR|LCH 2 I|OfE|H HASo| Ext U DYRHE HojE 140 2~48]=
MI|s HAE Eolslofof St IBOtE|L HAE<45ml/min £2 AT
042+ <45ml/min/1.73m2)¢l 20| of £0IS FRIFIC HAZH (M6
L} R&H0l 2E = HANO| U7ALE 47|50 Fets T ATENE AT
St 29 (DY XEH| EE 0| L HIAEZO0[=H AHTIEH (NSADs)
ot Z2) S St MV|5 A4S XefE £ U= M0 ME s Fo7tHR
SICH ol2fot S HEoME S| 1|2 YAHoZ HERZSR E0E BT
sfof stk
4)H[EIIB12X|: 295 SOt K&H YMAEO N HEZ2TIS 2of uk2 Fhxto) of
7901, U4 S5 glo], Al Foll ot S HER BL24RI7H Y 0fstE
YAst= HOR HAE|UCE J2ILEO[2{3 2= B12-LY R QIR 2EH 2RE
BI2E4+E Hofsly| W20 rhsotn, YiEste] Afde 79| glom,
HEZ=20lo| £0f SX|LIH|EIRIB12E HEECEM 2| 5| SEICH 0| oS
£0f 22 SiRh= ofid HoAST £XIS2 HASHOf S, FHist W AKE
THs| Wots|n HM2|sjofo} sith SF JHQIHIEI BIoLt ZE 3 52
E47t BEEe ARIE)2 F4 0[slZ HIEKD B123f0] ZAE 2910 QICH
o[2{3t Ext= 2 ~ 3 2tACE FIFel @ HIEN B12EEE shs 40|
FEE 4 UL

5) LTS M3 A2 M ChAlol Chef o] ofo| OjXl= Hika SrhA|
A QICh metd o] g Eofsts S¢t S4 EE fHYEol UTg0)
A= Tjsfof sich

6) & EIHSOS 0| & EOIE YAHSR FA[SH0} stu(SAlzt A0
Mol mgto] gl= T2 S HQl) Exiel ZE 43t F=En
M7|50| HHOR HIE & ChA| ROJBICE

7)ZHEH A28 S EhRto] ot ol 0] %02 K| 28 T HO| F FHEIAH
SHRtO| A A A HIFA AHO0ILE UAH HEH(S6|, oot 2 Holz|X| g
= HeHo| UHE|H ZA| AELZ0ILE US| W0l s B Koo} BiTh.
S o, AE, Petofl tiof ZARHD, TBRAICHH, 8 pH, RA mREM
gt EZ20I0| S0 CHAME ZABICE Blor oftrfet Hef2tz AES0|
LIEIACIH, 0] 2to| E0IE ZA| ZX[otz, CHE HEstD SHIE ZRIE F3ict

8) XEet:
AEr2YE
ULAHOIM AEFRREIS THEROSIALE MBS FLUBIR| phe o2
27l SEMEZ2Y = KOHE2|TICI2)2 HWEEH A XEo
LMz E glotold B DEl 22t QARMCE O Eetxjstr|ere] HE o7t
Hemoz JR0| AESRER QISR £ T2 0E HE £0f Al
HEE0| PHEEACHA. O[AES ot &) MEdeof = ola2lo ofst
MY WMol osls AAAF|Y| St MELP O EE olERlo| U
g £ QlLL (S 2¥ S HE)
HIEZ=0Igi Ao
MY UohEol A B olofA] HEZETUS CiE Eoi3t EXloME
LIELLIXR| gfoLt, BaF Ma7t 2520t 2, 2Yst 250 ¥ d32
HEE|X| 23t AL CI2 EPZsIH|(YERA o182 5) EE UPSS HE

O]

=3

=
ES
=]
=3
rl

ol
FOjst=s Z0| LMSIC o DAL 2oL}
2alo|Lt HJsiaH| £ ext Ee U4DE FEX0l 22 P
2Ch MEe DX pojcdEl kit A2S Rofsls ARNOIME
Ags| o212 4+ QICh HEZE2RI0| Sojof ofef XEL 40| oI¥E=
2A20l|= PutdoR MEXIhS SO{6HH, a-2 R DAICH XKoiH 0PIEE,
23z|2Ajot0] W ofef MEY ZHo| QFEE 0 ExE
Eofaict

) M7ISOILEHE Z2 I ChA} = B dof| FEHS 7|A 4 Sl AZl| BEE
(47|50 FES MNE = U7LE [olet B SEfSE HolE OF7|Al7[ALE
MAEHHIE R A HiAE|= 202 oiE 3t 20| HEZ2TUO| ChA} = HiME
KefE 4 ol orEIto] HEE0lE FOlSlA] ALSeO} BICL

10) MAAZ HEf: ofH Jolof ofot MER siEH4), 24 SELHRH, 34
MZZM UAZOR ETRIS 4 QU OIE T2 FUUE

UOH M HAHZS Yo 4 Q/Ct 0] AS| XZF e &
0| UOJLATIH, 0] 2o EOIE FA| SR|SHOF BICE.
11) 53 ZQo| #xt: 0] 20| dE F HER2RICE Qls)
F39 NoY MEYE doZ 4 ¢lomE nax
SABED U Bl EOIE A0 FOIBICE L5 FAMS L XFE|
CHet Zolofl chatod Ext 5! 3 7HRONA| Z=2stn BRjotH FelAZIch
12) EERFEO|A| O] of2t CIE X|2uhHo| TRHE FolAat Qlsfadol cisf L=iok
SICH 3t AMAtQHO| X|&, ARl 25 A, Hy|Hol oA, ke
M 7|53t SHSE SX|0f T3 ZAS| Z 40| Chof o} sict.
0] ofo| M2 Z HEX2IOR olot FAAZ0| 9, 1710 U UNE
= 2010 cifs) ERtolA| MHSO{oF BIC ok MY £ Q= ASFF,
285,12 HIFHHEI M SN| = CH2 ESETOI ZH0| LIEWLIHE, ZA|
0| ot2 Sx|stn o F Tl A| Y2I=Z sjojof pict
ExtollA| o] oS Eofsts S0t SH0IE THY0IE ALK
QIol| ol Zeteto SiTk.
SHX0)A 0] 20| EATSIA| S EO] HHOZ HiME £ UZS L2HOF FICE
ook gh=Ho 2 CitHoj|A| 0] ofo| LASICHH, o2 ZlojA| 2 nst=E siofof
80, #x7t o B HAE K4Hoz UAYCD HnE 29 oI
Hobo| HYY| THE|D QU=X| HItsiolo} sict

13) 7|9t E7|Hol sk £ X018 S0f S| 2224/ 01 EIS, HEPX|S)
o M7|5(2H 2OE|H)o| DLIERIS 2|4 184S 7EOR Wejx{o} sict
HEZ2QIo2 K2 § PR T Yigo] A =N, o FICHH
HIEIL BI2ZH 7h5 4 &olsfo} sict.

14 XMELS dog|= 7102 U7l okt HEE
AEr23E
CI2 gedxstriote] WE L0y HMMoa 13IR0|, AE2RE oks
EE HEUL0IE HE RO Al MRET0| HEERICH4. 0|4EHS & &F
DB oIERIRHIETIA (. dELaof HF2EILIE )0 It AR
QIS ZAA(7| Q8] QlERIRHIZTIA | Z3ks nafE 4 UL
HIEZ=0Igi o

008
I

b

2 e

ST

=0

£

m

T

A

©

n.
i

EE]

et
o
it

ol

r

1%

HE0| £0f NE0jA UYL JEESNIS HEOR EOjsts SRS
iR oLt ksl E5 S ) 32n 25  EEB0[ SN s
9l

o
h=

28 sTE

g

FIF L= YISES2 S3| qPY| UG » 0k NP2 DKL B

OfEai2l SSAICtors S83t= AOIA QIX|E7| OfFEL

15) 35 % ZohE St 25
DPP4 MBiHIE 883 #xio] A= ZAIN 35 g Folg Stsl=
LHSO| BDEIRCE oFF £ 0| S| YHA|7|= 18 FRE A 2R
CIQSBIIL o= RO BX| A0l Z4:2 2ol=|2ICH YR BHxtofl A= S U O
L= CIE DPP-4 XBIMIS CiAl SSA0 S4o Ao LIEKIC, 55
2 E0| 0I0F DPP-4 XSRS nafsio] HTs AP EOIS FXBIC

16) CHet pHRet Sl of chfpt 2t 0| o fE= CHE ZPRYZSHH 7 i era g
TYE 2lels ALAP|= AE E5le PPl elct.

17 ¢y AHRY
DPP-4 X{SAIE S8t Exje| Al = TN YRS BRZ 3l +2Y
FAMIEZO| HEC BXIS2 YHIEOZ DPP-AK{BHH| SOISX| 2 F4
L= TN HAHH AZ2 ZSEICH BRSO 0] oS 285l= Sot
SR Lx FRF0| WASIH SA| oA HISI=S 2{of iCt. Qref
RN FAREY0| oJyEl= A9, 0] ofg BT WL o HEst =28
2{8H T2t HEZolol|A| o 2{sOf BTt

6. ATAE

H2H S BXI0I M AEFSRIEI 50 mg2t HEE2R1 1000 mg Hastod 12

23| HIEEO] A| £ ofF| R GoIot SO HBlE UST|X| GiRiCh.

0] 20| ofFor ASHTAIZH Cfet Hp= HAIE[K| ALt AEZRER

HEEST 21210j T3t A7} 2A|EIRAC

AERZEl

AEHTHZATOA AEIFTER O A2 ASH0| YHHOR [l

Feks DIX[X| Uk HIEESR, 2AIZ2|EKE, S2HS2H0|E, HHIAERE,

ozl g AT A

AWOISZAZE! - 2245t p-glycoprotein ARIH|Q! AO|SE2AER! 600 mgzt

HE310] H3|E0{A| AERZEEIQ] AUC(29%)9t Cmax(68%)7H S7I=IUOLY,

AEISREI ofsstel Hal= YUHOR [ofsix| fe AO=2 OfATLL

MOISEA T2 fEE T2 p-glycoprotein A HEEOIA| Fol3t Asztg

2elg Ao ofiECt

Cl=4: AEtSEEl 100mgat 1087t HERO0IA| ClZHo| S& AUC(119%)9

Cmax(18%)7t 97k S7t5IGILE. CIS A ROIA MG RLIERIZ 31010} S

AEFSRIE Sl CIZMlo] SYXH2 URK| fiLt.

HEZS0IgMA

1) CHS oo S0l ofs Heks| 2t80| 57 L= ZoE » plonz B
3l= Z20l= | U CHE Bxio] HEfS 29| HEsiHA
-ggdel 88 ZUAFIS ol

i
3
St
rr

30

4m

OfgiCt.
o2 o0

OIS, MZOfOICA 2 MEA o, o-BRZACH FolH, £
S3tAHZ0IE, TOREE], HRIUNE(OATIZ 5), pHEH TR EesE
£), MAO Hsk#, SHRIQEIA Tt ot

-Siek2ps} 512 E 2opA3IE o

ofmifmel, maNzEer DSE|AAB|ROS, UHSEE, UEsEE

OlAE2, 27 Dok, X|OHAI2t J|Et Ol DI2HHIOD|E, OJLIOFA,
LIZEIM, T X|OFEIA| OF, HILIE 91, Zaxtd 2|

2) g2 53| Lig2t 22 $F0M 24 €28 F57I0| SLUSO| 9ol
e
-3E EL goT
-2k
SF L LI20| ZFE| = A2 RS Tfefof Bt
3) RQE BX| ZEH: HEHE QOC7} HX|E ZEHE FY Fofsts 24t
I 4 9JOMH
T M=

HRE|O] dlet & 9lom 0|2 QI8 HEZ2RIO] ZNg Firet
FAEO] Ml BxIE L&A 7t 40| UL ROE HA| ZEHE
0|23t ZAIE AlZhot7| T e AlERE I HEX 20| {8 SThsiof ot
2 48417 20 T3]3 41 7150] FHYUS oIt 20| RS CHAl AR
SjoF tCt.

) 222210/ & 2% Yol Sxjoll it thel Eof d0 M HIEXERIn}
22HSEH0|=0| HE R0l HEX2TIO| O S2folx| [ ofF SEjSE
S0l W2E dosIx] St Szl 2ta|=o] AUCS CmaxZt Z4ste
Z30| B E|IUSLE HAZHZICL O] B0 A] T2 R0jet S2|HIS20|=0| BE
B0 AE SEISE mazte] MRt Gl A2 O Hw 22| i
F2|H0| 2HEBICH= 218 LIEHACE

) FEMH|OIE: Zigket XIRIAI| A Btz Rofet HIERZ 2RI E2A|0|=0| Sl s
g APe B, HEEo| s Zt 2| ASEHUH SA|50| IF
HH=Chs 218 ZHOIICL F2M0|E = HIEXZ0I0| AT HAS0] FofFel
SIS FX| UOLHEX 20| X Cmax®t 85 AUCE 2424 22%, 15%
S7IAZICH HIEZET3} gy EofRSu, T Fofoll Hs) FRAOI=S]
Cmax@t AUCTH it 31%¢t 12% O ZAmUeH, ZRA0|E0] ME
HAg0| Halglo| 2T HIZ7|7t 32% ZAEIRICE NHOR HEXERI}
EZNOIEE HEEOAQ] HSEZ0| PEt &85 HE= GiCt

6) LIm|CIT: 73t RI2ixtolA| THe| 2ojet jEX20l-Lm|C|He] E M sArE

AEE B¢ LHCIT HER0A| HEE20I0] HE Cmaxet AUCTH 212t
20%2t 9% Z7161 10, 2 F 0| S71BIICE Tmaxet W7o Ojxl=
g2 eluch LIMEIHe HEEX2RIS| F48 ZIMFCL HER2TI2
LIH|C|Tofl £|A5te] Z34E LIEFHCH
7) M7150] FEe 01 4 7iLE Folt FAS HalE opy[shiLt £
UREH e MpEH TS O/ £ AL E= A4 = 2HZA
HIME]= 20|12 orE 0t 20| 0] 20l FEHS OJE 0l AZ HERX2T2Y
7|0[24:4&H|(Organic Cation transporter, OCT) OCT1, OCT2, multidrug
and toxin extrusion(MATE) 4=44|2| 7| Z0|Ct,
-OCT1MIAI(HI2ITHY S)ot W& A HIEZSTIQ| ofm 7} X{stEls
- OCT1 S (E[ETY 5)ot BE Al EEZ20IO] oE g
erEl A0l
=) 2T MO
- OCT2 ¥ MATE H[F|(AIHE|E!, SRE|O2H|E, 2ts2fzl, E2HED,
SIG|EH, OIARELEE S)9t S Al HEX20I0| Mufj s ZA A2 4 0]
HEZS0IO| EE st 458 2 93
- OCT2, OCT1 4| AAH|(22|ZEIE, S2tui)e W& Al HER2I]
MefA gl ool FEE B 4 S
m2td HEZSRID} 0f2{3t A42S HE E0o| T F HEZE0I0 €3
sZ7t 45E 4+ 2lo0F, 0] FHoll tislo] 53| M) Bxje] 2L Fol7t
LQRSICE OCT AMH/QEHE= HEZ2TIQ| ofHE WAL 4 ooz
LRt HEX=TI0| 28 ZHS 1EfE 9.0t
3t MElE COXHI(Cyclo-oxygenase) MAIE Zeet HIAE|Z0|EY
AHTEH|(NSAIDs), 2RI e A2 A4 ARIH|(ACE inhibitors), K| B M
Il & ZgH|(angiotensin Il receptor antagonists), 0|=A|(53] R
0l=Al) S M7|50 S2lct FEFE & 4 0] RUNMTO| 9IS S
USOZ HEX2TIDHE E0| & 2L M7| 58 HUSH 2hEsfof pict.
8) 7|Ek: Zigket XIRIAIE o= of the] WEEN AN, HER2RID
DZ2oalsE HEZEQD 0|FI2HO| FESHIH HAUS MZE FEe
HIR| QLT HIEXETI0| FE CHiEsl Apfsts 22 RAYE £8 B
0|22 Ma|Ha|0|E, MEOIOE, SRUTLIZ X T2H|U|A|Sot 22 Tl
FYEO0| 52 A== YTHE0|HG 7102 Helrt

7.5 5l S50 st £of

1) Y=0fl chst &

YUHE YR 0] Of = 0] 2] 420l Chet HES ChEH 77t glon = 0]
oro| Q0| Cigt obE A2 AHKIK| AL [t Y = Y 2
7H5 40| 2= O Mol A = FOf5tR| eh=Ct

2) S{E0 et £

AEFZHEIR AEOA RF2Z 2H|ElE HoE BIEUCDE £350=
FOI81R| gLt

8. 20fofl cifet £of

184 D|ke] A0 BHXI0] CifSt 0] oto| obH A3t R AR BRIE(X| BIRACE

HEZ=2D CEE0] £ HEX203} Q52| HEE0|Z Rhto| HEs| =8

E|R| fb= 10-17MI9] M28 A0t Yl BXIES ClYoE AESYE F7t

HERIFHES E= AFHEAAAMUHOR Eofjo| oiEidnt 35 40| £

712] 547 9(9F T AAIROIA] B7IEIACE & LHAIFO| T2 At 205

7t R0 E HEXST uiF 20| Ch3 9/of Cid| AEFS-IE 71 HE0| HbAlc

U w7t et A2 LIEILOLE 2} g AlRollAls Yty fl= 2ot

SIQIEIX] QIUCE EEBH 5400 9Iof CHH| AEFRREl 7 WEo| fayo|

ZHAEIR| QERICH WRREA, 0213 Z2ts 10-17MI9] A28 Shts Aot EiXjol| ChsH

0] oto| £0{E SIUFISIR| gh=Ct.

10-17412] M|28 it 20t ERtO] O Al TETHYU2 Aol Exiot FARMCE

A0} ERI0IN ol HiZRY oo HRGl0] AIEIFREIS MEYE ARy

S71o 2 URACE

0] 2k2 104 D2t 4010l CHSIOY AIEISER| QEATE

9. Ao izt £of

AEFZLEIN HEXERIS M| 2 MEOR HlMEl= Ao UK Tt DHAL

= AET7I50] 2AE7| $REE x| 47|50 27 sof MH WY =

23} § 9= 2 A8 4o} oith DY Ate FIIHoE MIIsE BLER

sjof BtCt.

MNEF2ZE

8170 YHAIOIM & DX} (3884%) F 654 0&0| 725, 75A| 0]&0] 61

HO|ACE 654 014 DERIMO oFEANt QEAe FH2 Hxjo|Me FA

SIICE O] BxbEzt H2 Bk AOJo] HHS A0 Xjol= GiRioLt Ys nExt

Ol Z40] E71 4 AS2 uiFE = QIct

HEZ20iglitel

DAL MOI BHx} 7hofl H#h2o| k1017t GiCh= QYR 17} oloLt HER 2RI

CHE Y& AE2 Aolnt T2 #H2 S LIELN=X] 2817 S5t 26t 20 0¥

XIS HEBIX| RSIFCE Deks 7HMT|s BAETIS] Kot Al Fitel

CHAMSO| oM [ARFZ0] LIERE 4 QIChet #0| JIe0R HEZETS

o] B7fefol wat Fofsto] Eofsfof oIt 82 ZF| 20 FoJsty,

AT FIIHQl 7|5 TUER| 7|Xslojof FiCt Yoz nExt

OA = HEXZ2RI0| Zch 83k EO{SHX| gh=Ch.

10, ZAZEOJA|9] KA

MNEF2ZE

AEFZ-EIS|] YHARHUA 72t 8018 tid o2 AERRZEIS 800 mgtxl

Ch| 201 3t Zeo| UCH MEFZRE 800 mge Fofet 0 B QTcol

Z717t Z/Th 8.0 msecTHA| HEEACLE YHH O 20| QIRICH ARZI0IA 800

mge £ 215104 Fofot A2 eirt

B

(&)

030
© Ojo

10k 7|

be:
!

THO O
o

rr
uk

rx
of
&
0
o

HFEONO Yiisiol CENZ(IB SH B45IR B2 A28 I
22| A20D MHES Eut QURLEIRS HA)2 ofn, #Re| S|

w2} 2l X|2E MAlRIC,
AEHZRIEIS X0 U8 A7 4 SICH ALAN S0fRs0] o 13.5%7}
34AJZF OJ0] B A0 HEIRITE BAtel B o] Yymiom =g

SICHH 121 £{0{0F FITH A|EFZRIEI0| SUT MO HIHE == LN UX| Lt

HIET=0Igi o
HEZ2UHMAS 85 gtk SOlolE, O[3t HEfolA FAMSO|
QojLiciate xMEo| SUERXIE fisCh HEZX2TR Aooh HsH
ZHOA 170 mlL/2dl 0|2 HASE EAMEHC) mzld HERZDIO|
AR O HEE BAOIA ZHE AZS HAHSE| o BA EM2 qEE >
ACt
1LASIIE g3t BE
1) QAAIH HE
A gl 2EQHOR = MAL Y 2EQH3L S CI2 HASIHE F0i
Sigis uf @YEHO| SEIK| $2 MY LSS (4o AEZ-E
4uH HEZ20isto] Wgo] Quy U oM HLsty| I3t HAHO|
HA|EIRUCE 2t AZ0l|A 0] 20| 21 EOEX|= QhotOLL, 0] okt AEFZR-E!
Y HEx20I Chaly| W E0] 7ho] MY 5540] /0] YZEACL
HEZ20I3t AJEFZZEIS| 27| 4g 2t
AAlay W 2EQHoR R0l ¥ EX| §i= M2E e #xHHbAL
75%~11%) 1,091 B2 o2 AEISYEl 9 HEZZTIO] £7| HEQHO
QIEA U QUM B Ql6t 245, 2EQ T, 0 W, 9l oiE, 29!

M LuAIEO| HEIRUCE

O] AlEoflA] AEIZREl % HEE2T 7| HEQHS 9lof HEX=0I Cix
2 L AERSHE thEet st Hjwslod HbALco| fofat HMS LiEtoH
(H4), FPG % 2-h PPGOIME EAMCR Qofst A4S LIENACHP<0.001).
2okl HRBIFE o, HbALcO| JFIMABZRE BF ZA= HbAlc 7|X
AMEf7HE £2 BXIS0IM Yt o2 O 2 HoE LIEWTE

H4.4ARH 9l eEoHoR HelmHo| & E[F| oh A% Hatd 20| i)
HEE20I AEIUE £7[80| Y28 20| HSQUI HTE 45
QAAAIE 2t

% | MEISEE HEZ20 AESEE HEZS0 AEZHE

100mg |500mg |50 mg 194/1000mg |50 mg 12
1918 1928 |28+ n0jE|1€25] |28/ +DE
220150 22811000
mg 12 28| mg 12 28|

HoAl®%)  [N=165| N=175 | N=178 | N=183 | N=177 | N=178
7|RMEN () | 868 | 887 | 8% | 879 | 868 876
7| A2
ojus(Hd | 017 | -066 | -082 | -140 | -1.13 | -190
o)
AFUHIROl | | oow | nagi | 87 | g | g
(5 ) 083 | -099 157 1.30 207
HER20!
OO | - - - -058! - 077
Aol B
AE2EE
HERHOH | - - - -073* - -1.248
Aol B
HoAc{7%0
ZESHSRA [151)] 35(200) | 41(230) | 79(432) | 63(384) | 118(663)
[Neg)]
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FHANZ B
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HEZ 201 chEQHof| LS AEZRELS] o148

HEZ20IF1500 mg/Y)22 HYXTO| & EX| b= M2y YeH EX
(HbALc 7% ~ 10%) 70132 CHAOZ AEIZZIEI 100 mge| 7} HEo| oo
U RuNE Hotely| 2I3t 24 5, REIQ| HiE, 01F W, floF T AUMAIHO|
SHEIACE 245 AFH0l| HIEZ2 D HiZ L Ho|| Cist AEFERIEN 100 mg 12 12]
F7}HES 9l tiH| SATSE R2I3t HbALc 7HME LIERY 0(H5) FPG X
2 PPGO| CHSHAIE Plof ChH| Solpt 247t LIERITHFPG, -25.4 mg/dL; 2-h
PPG, -50.6 mg/dL). Aol FolEl stelz 20 9|of o] HbALce] ZHd2
HbALc 7[KAE], 017 ShixtHor £0] 2 M i BMI 7| & &ef, Zhxtdl ZICH
0|F AlZte] A3t A E R Exf, e 012! MEd HE X|E (HOMAR)
e ols2l 2H| BE K|E (HOMAR)S| FEhe UX| oRICt

¥ 5 HERZ20I02 WRTHO| & EX| = A2 Lld EXiof o3t AlEH
2LE F7HEE0| QELHIIA4F)

T E &% Eek(intention-to-treat £4)
2 O ERtztn| 2t 2 7|xAeof chef 2RsieiCt
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7| & (B) 7% 803
Pl RN
(25 27) R o
Qfok+ MEZ=0 ot -085* _
Hol(s B) :
s 21370 41(183)
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HEZ20l0]| st AlER2RES] o188 Z2mAI=et Hlwsh SHER
AMNE

HEZ2701(21500 mg/Y) HHERHOR HeEHO| F EIX| i M2y Pl
SHxHHbALC 65%~10%) 117238 Cidez S2|DXE(ED 20mg/Y)
X712 ofH] AEFSYE 100 mg 1Y 18] E0jo| f&A I oFHAs HIfsy|
93t 527, REYUNT, oIFWH, LT LatAiRo| HAEIRIC 22|
X|EQ| £7| S22 5mg/U0IUCH, 185 SOt Ut TS 2[H3ts7| 2lof £|ch
20 mg/YNHA| E&6IA 1, 0% EOjE2 YT |XIERUICHZEITRIE B
£012F10.3mg/%). ol Aol F R0I7 2= 7|4 ChH| HbALCTHRofsHA
FHMEIRICE 527 3 7|RfAME CHH|HDALC 2= AERSRE 100 mg 12 13]
S0zl -0.67 % X ZETIXIE EOIZ0IM -0.67 %E FAFSIZACE
HEX2013 Z2|Hn|2| = U e st AIER2YElS| £18
FHIEIEC mg/Y) CERY E= J2MuEE ¥ HEZX221C150
mg/g)e] HaeHoR ULTH0| & X oi= AM2Y o HXHHbALC
7.5%~105%) 441 BS YO AEIFZEIQ| FI1EEC| a4 o oHids
Hotot7| 93t 24 7, LRSI Ui, 01F W, 910f YT UAAIHO| HAEIALCE. 24
Z AIEol 22in|n2|E Y HEX201 AL cist AEFEE 100mg 1Y 1
3| 27MEE2 9|9F CiH| HbALCE R2lsHA| ZHMstioH (# 6), FPGO| TSI M=
Qlok | EANSE [OIt A7t LIEKITH-20.7 mg/dL).

H 6. HEZ203 F2|Hn2|E HEQHoR WtTH0| & EX| ghe H2Y
Shite Sixtofl it AIERSREl 2780 Quy BIHER24F) t

AEFSEE 100 mg + A%+
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HEZ201£1500 mg/Y)2t X ZAB2EREC4mg/Y)o2 FYZHO| & x|
Oh= H|2E S BXHHDALC 7%-~10%) 2628 CHAICZ AJEFZRIEl 100 mg
Z7 Hao| guy W oFME WIlsly| I3t 4R (1854365 AHF), R
Ui, OF W, Plof X UMAIHO| MASIICH 185 ARH| HEX=20I9
EAIZEELE uiZ2HO| ChE AEZEEI 100 mg 1Y 18] F7HEE2 9[oF ChH|
EAMoE oIpt HbALc S LIEKISH(E 7), FPG X 2-h PPGO|| LS M=
2ok ChH| ZrA7t LIEFLCHFPG, -19.0 mg/dL; 2-h PPG, -37.9 mg/dL). 545
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HoAd%) N=168

7IMME) (B) 881 873
7|MEI2EE ] gt
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ZAIZ2IERE ditl] Kol -0.72! -
(=23 g7F)
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(HbALc 7.5%~11%) 641H& CheC= AEFZRIEI 100 mg 7t HEQ| Faizt
QIEtMs BIsy| Qlot 247, REQ| HIE, OF W, 9Iof LT UAAIE0] 28
E|ACE XEH HA(run-in perfod)oll BRIES OFEH g-o| olaRl(=E,
X&y L= E7M)E EE0 EE HEEERIC1500mg/Y)Dt HEE
rotom, izt 7|2t S0t SRTH2 SIEE[R| QAT

24%F AT HEZSIt olSZl waewe it AERRZE 100mgel
Z7MIE2 Qiof | EAMOZ QOIStHbALCHME EFOMH(E 8)FPGS 2-h
PPGOI| CHBHAIE 9I2F CHE| GOfst 2447} LIERTHZEZE -18.3mg/dL, -40.4%).
H3 HEE20I HEH l5RIQHOR HATHO| T EX| =
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§ol&2l AZE YEAS H2IS FASH 2424THp>0.10).
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&2l 327+ YEES2RI21500 mg/Y)22 HYEHO| & E[X| b= 660
YE tho AEISHEIC| olE2l BEGIS WILs)| 91524 %, 29| i,
Ol ¥, 1ot TE UMAIHO| 3712 UASIACE HbALe TIRIYEE 8.74%
012t Hlo| A2l Ol 872 37|U/U0IA M BRIS2 LHAE 35 By
S0l 2743101 &2 S2T SoS TS XIAIS LU HbAL A FPG
S Egiols WY WoHHAS0| ZFECE 245 ATH| U o1&l 83 ZUtE
NERZZE 100 mg EOIZOlIA] 19 1U/2, YIRKZAIM 24 I/ U= AEFSZEI 100
mg ECiZ0M Ef Melom(glofR oibl -5 IU/g, p=0.009), HEEEY £
F70l Zeks WA YIICE

TECOS AgztA| oFH 4 AMAH

1AHREA BobHa R el A, BIXEE 422, HIXEY bES
L= Yels @dts 2oKE WHS0| % M7io] St 20| 24 HEHA Bt
HE YR B A, HIXEE 42 s WS HEF0) HE A,
14 2ot yido| i ML A AR, BE HQ offt AY; 28
HETOR Qlst Rlo| EYEICE

5| Pha 717¢0) ZATLel 31 0|, AekHol X|20) 7l AEIS RS Fast
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HIXIY HE3) )
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Qe HolA 2ElS

AER2ZE

2% BES ChyoR AEFRE 50, 150, 500 mg/kg/dayo] 8O A7t
LAYAIHO| SRBEIACE ALDE0|N St 7t ME/AZF(Combined liver ade
nomacarcinoma) HA80| Z714 1, 420l A= 500 mg/kgOllAf Zterel ko]
ZI6IACE 0] S22 AUCH|ZE 2HZ & 1f QIX| 2| AT E-HMRHD)?! 100
mg/day®| 49| 60HIEE| l&ERF0|CH 2he] ZU2 150 mg/kgOll M BHAEIX|
QU2AT, 0] k2 M| X ChEERFO| 72| 20uHofl SfTHsts SOICE

QU OFRA S ChAC = AJEFZHEI 50,125, 250,500 mg/kg/day B 21 7t
LotMAIHS +ASIACE Q14| H|chEE 2| Aol 7080l S5t 500 mg fkg
Ol OffH F7|| Mz Fo] LM0| Z71sHR| SACH AERBREIR we2/of 8
0|23t B EXHHO|(Ames)AIE, CHOMIELES 0|5t HIS|SMH 0| 4AIZ 2 H|<]
MEGHESHEM, BHE 7H4| I H| 2| M| 0| €A E (invitro alkaline elution assay)
2 0iRA THEAEE 023 HLAAIH 22 Yol SHEHAT oM
O 5! B 0| 4RLO| LIEKIX| BUCE

BEo| LEls AJBOA] 125, 250, 1000 mg/kg®] SO 40| mHl 4
2t el Al 3 E AT} Z6F)F0fotn, AN muFFERE a7
UNK| APEO| SIFLE 125 mg/kg@IMEIIHEERR| of1oH)0 A ofH
SES O AT PHUE|X| QIRITH DERHOIM S| RS 20] 25H] X 10080l M=
S MARl= B0 77t A0 ZEEIRICE

HIEXE=0g] el

HEE20I2 XY EE 2KHo2 TMAMES AZ0(Lt EUS OP|AIFlE
ASTENSIH HAS LIEWYR| =Lt

F7|2t ot AIHO| BHE(22F 1045 K|t OFPA(91F XI&)of chef 242k 900
mg/kg/day2t 1500 mg/kg/daye| S22 HAIE|RICH 0[2{F 222 X HHY
o 718t QIM|2| 1Y Z|H s{E k0| o 3e{O|Ct -4 OpRA BE0)M 0f Ot
2AHE| woraol Zoi= QIICE QALSHH 42 HEOA 0f o ofst Ty gt
7t5d2 QIRICh J21Lt 900 mg/kg/day2 FOIB 2471 0N 2 ZHRY
A2 8E0| Z7KsHs 20| ZHAEIALCE

EF|SHHO|AE(S. typhimurium), TR EEHOIAZ(OIRA YTE M),
GMH| O[MAIH AL YIT) s MA| LY Ad AlR(OrRA SME0IA
HEZ2010| Ho|gkd 7hsA0 ozt B QIIC

& -4 HEO| 2EYS2 600 mg/kg/daye] DEY, L= HEHES J|Zo= #ry
5]220| 2 HIS EOtS W BEL 2010 Ofs) TS LhR| AT
QYMEY

BECt E7|ofl A HAfot MASMAEO|A 0] o 125 mg/kg S7HQIM| H iz
S| 124 &0| ShEHER| EOIE 1, S 0IL} EfOfO 42 QiRICt DaqLt
URE MO 3t IZAIY Z2Hs glom S0 M| HASMAE 22 3Hit
Aol o] U2 S ofEE 4 Sl 2 oh|EE UR0M| AES HEER|
gLt

MERSHEIS Yot 3t SHESH ENjofld UM 6~202(7 |2 HAT(0f £OF A|
0| A £|22 250 mg/kg, ETOIA %1 125 mg/kg L= AUC H| 20l 2713104
QIA| TSI 100 mg/daye] 2 30HH, 208i7ER| FOIE mf, &7 [sade
SARUCH HE UM 1000 mg/kg/day (QIHIZICHHEHE 0! 100 mg/daye] 2 1008
TE0| S 27RO Al DEFLLE MII0IML 5B YART| WiEo|
Z7CE

UM 6o A 29 21UIHE| 1000 mg/kg/day B2 ATECH Q| A
QA= DO A HIZ 0| UABISCE 7|50|LE S0 042 BHAE|X| hRiTh
AMERZHEIR olalot o 2o Z= 2417000 o 45%, 24AI7H00 80%7t
EfULS IEIRICE ET0I A EO| 3 2A1210] 2 66%, 2441210l 30%SCL

3) Q4B ESHA HEF

7t MEZ-E

AlEIOF R|A|EfSIUARk S 100/1000 L2 D3 (K| QRIEF) 2 CHZOF AHFHIE
AANMUFE100/1000L2| IH (B A ACIF))S 2X 2 DA YR 2t 1H
A ZAZISE olof A 32 A| The) ZTR0J810] 28THO| EX AEIZREIS EH
A}, B IR A|AUCE, Cmax)E 2IHEsI0] SAKE| sl o, BZA|
Xte] 90%412| 7710 log 0.80114] log 1.25 0|2 A MEECE E58S ¢
sigict

Hog7E= Eulae
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o [ R EAStAY 300
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(AUC,Crnext/z; B2t + BEEBR, Trac SYZHS), n=28)
AUCEFARIRE] AZHESE FHARHIIX|S BEEE-ARIZ MG

Crac A IES ST
Tre ZIHSSE LA

2t B A HEL7|
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