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[7IRAEZEEL 0] B3} (2 Tr) -067 -0.02
2ot + HEZ 201 cht 2j0] (2 T) -065 -
HoAtc (79%0 =3t SX14: [N%)] 213 (470) 4 (183)

ToIg £0f 22 2 $%} Hfintention-to-treat 24) + 24 TiF B2 OFH SIYotH 2 I 7Ixedof chah 2R §p (0.001
HEZ2010] chet AEZZEIR| 37t $8S S2I0X|=9} H|mdt SYUNAT YA

HERZ221(21500 mg/Y) HERHOR HYZHO| & £X| o= MY Y SxHHoA 65%10%) 117283 thyo=2 22|
XI=(Z|t 20 mo/) 7+ 418 | AIEFZZE 100 mg 12013 £0i0| RE4 U OPINS Trlap| Sfft 527, LAY, 015
U, SYURZ DYAR0| LAIQICE 22LXIEY 27| B2 5 mo/U0(9IoH, 185 SO HY ZHS A[M3l5}7| Half 2|
o 20 mo/7Hx| ZYBIHL, 0IF S0 Y5 RA|=IUCHE2ILIK|E Yz F02 103 mg/2). 0] AlRollM & S0 2%
7| KEl chel HoAteZt R2IHA| HA=IRICE 527 3 7IXHER Tt HbAte ZAE AIERZRE 100 mg 12 13 SO0 -0.67%
& 22|LX|E SOOI —0.67%2 RAIBIACE

HEZ2010} S2InL2|= YeYo| Uit AEZYE| 57t 88

22|tjm2|=(4 mg/Y) HEQY E= SalHnj2lc Y HEZ20(1500 mg/Y)o| WRewo2 x| & £IX| = Ho¥
Sl BxHHoAC 75%~105%) 41BS YO AEIZREIY| 7t H80| RaY U OHNS Wish| ¢idt 24 F, 2l0 vy
3, 03 U, 12 ChE LLAIRI0] HAI=IAC 24 A0l S2itim2|= 2 HEZ2D ALY i3t AIEEZIE 100 mg 1

o 18] RIS 9t tht| HoAeE RSt HHAIBIHH(R 6), FPGOH CHSHMT $Iof ChH| SAXCR QoI5 ZtA7} LIEH:
CH —20.7 mg/dL).

6, JEZ20I0} S2|Hju2|= B2 SYRH| & =IX| Y= M2¥ Y'Y #xiol et AESYE 57t 88 Ra
4 T Zue4)

AERZRE 100 mg Q[oF
+ 22HL2=(4 mg/Y) + 2224 mg/Y)
+ HEZ271(31500 mg/2) + HEZ201(1500 mg/%
HoAtc (%) N =15 N =105
|7Ixteled (Ziz?) 827 88
7| MAENZREL] 3t (B T 059 03
2ok S2HmZ|E + HEZ 20! tH| Xfo| (2 Bt 089
HoAIC (7%l S5t SRt [NCh)] 26 (26) 1(10)

OIS E0] B 9 B} Elkintertion-to-reat £A) + EA HZ HF 0fF ShAsIH| Q4 U 7|KIAE0l thah EESINICE §p (0.001
HEZ20Iat 2AIZ2IERE HEQH T3t AERRREIS| F7t 88
HEZ201(1500 mg/Y) X ZAIZ2IERE( mg/Y)C2 ELYZHO0| & £IX| e H2E Pl BXHHDAIC 7%~10%) 262 T
Ao AERZZE! 100 mgo| &7t H80| Rad U HHMS TWytslr| st 54F(18F+36F ), PRI I, 0IF U, o
THE QAAIEI0] AAIZIlCE 185 AR HIEZ 2011t 2AIZ2/EHE HIZQH) st AERZRIE! 100 mg 12 18] 7t #82 9
oF th| SAMCE ROI8t HbAC HMS LIEFHOM(E 7), FPG X 2-h PPGU| CHSHME. HIoF HH| ZtATH LIEKTHFPG, ~19.0
mg/dL; 2-h PPG, -37.9 mg/dL).
547 IR0l TIHEI HOAIC, FPG, 2-h PPGO]| L3 ZtAZ TN 185 AIKQ| Znfel QASINCE
B7 HEZ20I1 2AIZ2/EE02 HYZH0| A 2X| o= M2d Y Eixio] thst AESEE 571 482 &N Wrt Zujex)!
AEFZEE 100 mg + SfoF+

HEZ27 ( >1500mg/g) HEZ27 ( >1500mg/g)

+ ZNZ2EIE ( 24~8mg/d) | +ZAZ2IERE (24~8mg/Y

HbAtc (%) N =168 N=83
7| RAEY (Hat) 881 873
7IMAE 2 2E]O] st (B ') -103 —0.31
9loF + HIEZ 20 + ZAZRIERE o] Xfo] (B TF') —0.72

Hote (701l 28t SRt [N(%)] 37 (22%) 8 (%)

TS £0{ W2 BE #x} Z(interfion—to-reat £4) 1 2A AF BF2 01 HEZsHH 28 3 7|Meefol chaf 2algict. §p (0.001
HEZ201} 0152 LU Lidt AEZRIEI| F7t 88

Qla2i(+/-HEZ20)HoR SIFAH0| H E|X| g MP2E P EXiHbA 7.5%11%) 6AIHS A2 AESEE 100
mg 7t #80| RE 4l orES Hrtol| Ast 24, LAY HHY, 0IF Y, A%t X AYAIRI0| =Lt A= HAlrun
in period)of] SXIS2 OFH 80| QISREHY, KI4Y E= F7F)S HEF0| E= HER2RI(1500 g/t HBE0] ¢
ton, sl 712t S0t SHZH2 SI3=(X| YTt

247 AEo HiEZ21} Qlazl HEWo| Tidt AEZEE 100 mg2l £7H H82 of | SAXC2 KI5t HbAle Hids &
OB(2 8) FPG 5! 2 -h PPGOY| CHEHAIE H{2F Cht| 215t 247} LIEFITHZIZE —18.3 mg/dL, —404%).

E8 HEZ2000 5 12RO R HYZHO| & =iK| O M2Y Bl SRl thet AEREE £7HY80 R84 Wt Zaf4z)!

AEFSZE 100 mg + QI8 2lof + olg2l

+ HEZ20I(4500 mg/Y) + HEZ221(1500 mg/)
Hoic (%) N=223 N=229
7| MSel (E) 873 86
|ZIMAEN2EEL O] I3} (27 Tt 1) 066 -0.13
9ot + Q1521 + HEZ20I th| Xfo| (2 Hz') —053*
HOAIC (790l =S5t 81X [N()] 2(143) 12(62)

toig £0f ¥ 2E Sixt &(intertion-to-reat 24

TEA AT HE2 A I U20IA U8 AIS(EEE vs. HIEHY (57 E= RG], 7 IxMER0] s 2FSIRICE

§ Q52 ASY YSKB R2l= KKK 2UCHP0.10). % p(0.001

Qla2l F2H(+/-HER221 21500 mg)C2 HYAHO| & /K| o= 660%S A2 AEISYEIQ QIR BEGIIS TWksh
7| $iet 2%, Y H, 015 Y, A% TE AYAIRI0| 712 HAIIQICE HoAte 7|XiEH= 8.74%01%42 HolAztel Q&2
B2 37 U/LoICH HANS2 YHAE| S= Y RI0f 2745101 A2 F2HT SYS SYGITE KIAIS LU HoAre 3
FPGE R&fol= 28 BlH4S0| ZYERiCt

247 N0 Ul Q182! 88 S7H= AERZZE 100 mg SOIR0M 19 U/, HAZ0A 24 1U/LZ AEFZEE! 100 mg FOi20|
M B HRIOM(SI2Z th| -5 1U/Y, p=0000), HEZ2YI F£0f FR0 F&S x| YTk

TECOS HEA OFHY LA

1R HEE) GopaE YR 2 ALY, HIRIGE MM, HIX|EH LIES = UNS Q5= 2oy BE 2x AIQ
=3 Zmo|ct, 23 M2 Bt s MR B A, BIRIYH M2 = HIRIEY LES0| AR AR 7} S8 #
9 78 TR0 HE A BE QIO A5t ALY, 2B HRHo= QI UR0| ZEILQlCt

3 LY 71710] SYAURN 3K 0, LRI X201 FI1E AEZZE2 FQ8 Y2 01882l A0l HEMeR QI
3 e YIBS EOIX| UUTHE 9).

B =% MM 2t Y o 27t ZOtHIE

Tho

NEEEE ot

ofgiH|
- 7338 7.339%
2 4R ety | OB | Pronairis | (RIS
= (patient-years) | ="' """ | (patient-years) | = =
IECE7ES
(M) BRI AR, BIRIZE AR bR s | O 41 ol 2 0%
e o o (114 ) (089, 1.08)
5 3M 291
AE) 2 Ay - -
e 2 40)
N 275 286
40| AITLZAA _ _
BRIzl A2 a8 e
- 145 157
OYRO| LEX _ _
HixnEl Has (20) )
- = 108 17
Sopx| IAIZO O[5} 09! _ _
E0H FAZoR 0I5t U (15) (16)
PECEES 745 " 76 " 0%
(AVBIRI7) T3t AfSE HIRIE AR BRI HEE) | (102) : (02 S |0s9.110

2) SAE e

O Ly, Holy, 2Efs
AEr2E
QA4 HEZ MO AEFSEI 50, 150, 500 mo/kg/day2 SO 2137+ HRMMA|HO0| 28%(QICt ALDFUA B 7+
Z/Z(Combined liver adenoma/carcinoma) 40| S71311, AZ0Al= 500 mg/kgOiiAl ZHRtel o] B7t5I4Ct, o] 82
2 AUCH|E ZAZ & i QIH|ZIHAREZHMRHD)2! 100 mg/day©] 742] BOHHEE 2| mEZ0|Ct, 7k FU 150 mg/kgtl
M TSR] piokm, o] 2 lxE|hHEE ™| 710 208H0H| sl SZolck.
A4 OIRAS Y2 AERZRE 50, 125, 250, 500 m/kg/day HO2 27 HANYAIRS +aA612ACt QM| HCHAE
29| 72| 7080}l S5k 500 mo/kgUlM OfE R7IAE B0l Whlo| S7t5tR| YU AERZEIR EiE2I0IE 08
Bt ZASHHO|(Ames)AE], CHOMIZE 0[5t A2IZMH0IMAIY L RQIMERHSHA e ZHYE F2IZMF0 AR
(in vitro alkaline elution assay) X OIPA ZEMIZS 0185t HUHAAIE 22 Yrio] RHUEAHATON oY U M
Hlo[ARo] LIEWLIX| Qikct,
o] elfs AROIA 125, 250, 1000 m/kgel SO 70fA] mif M 4374 il Al L ZZAEIR( Z8F)E 0451,
20l mFHRE] YATUTIX| ZTE0] SISUC, 125 mo/kg(QIMEIH AR 2H2AH0IA OfF SES O RHEE(R|
AT TR(QIMZ|chEEEZQ| 254 L 100tH)iMi= St 2AGE HESC B717H LAolA BRI
HEZ20IeM
HEZ2IS 1R Ei= 2RKOR MMHEl= AS0ILH BHS 0P IA7|= ASSESH MRS LIEHHR| =t
7|7 UALAIR0| (B 1047 XIL)24 DIRAQ1F XI)0H e 242t 900 mg/kg/day2t 1500 mg/kg/day2| 822 Al
Al/QIC, 0f2f3t S MEFHH| 7|28t IH|2| 12 Alrf 51822l oF 3eHo|ct, O - 2 DIPA RF0jlA] 0f Azt RRE Lot
Aol Z7= lUCt SABHA| 27 HS0fA] 0] 2of oJFt % FL7ISH2 §IUCt 22iLt 900 mg/kg/day2 FOf3t AR 3
E0IM 2 74 Rt2 8F0| B7tsk= 20| HATIUCE
EASHHOIAE(S. typhimurium), SRR SHHOIAIE(DIRA BEE AT), HAK| O[SAIRAZS| FLT) E= MA L A8
AZ(0[R2A SAMT)HM HEZ201| #0|24N ThsAo st S74= SURUCt
o 4 Eo| 2EHSS 600 mo/kg/dayel T8, EE= HEHMS 7IZOZ A|tf 518%Q| o HHE FoIS f HEZ22!
Off lat BES x| el

QHA=Y
St E77jofA] AAISH MAZSAIROIA 0] 2 125 mg/kg SB(QUH| ZHAE8Z 126 =201 SHSIIX| S01E of, Sehs
O|Lt Efofol] &42 iQict. J2iLt URE thaoR 5t LHZAIE Zut= glon SSUAS| HAZSMAIY ZlZ S AR0IA
9| IS 0S8 4 Ql= 2R 0fLa2 UMl ASS HREIR| oLt
NEZZEIS QA 47 et EMjoilM LA 6~202(7 2 &7 /)0l 01 Al HZ0lIA] 21 250 mg/kg, EM0IM T 125
mg/kg E= AUC Hmof 2745101 Q1% Z/CHAHEEZR! 100 mg/dayel of 30t 20ui7tX| 012 i, Z|7&&2 YTt HE
0l 1000 mg/kg/day (QIFIZ|HREESZQ! 100 mg/day2l 2 1008 =20l SHE)S ZATE0] Al DETLLE MIIMS 5
2 Yol YiE0| S
QA 6LUIA 23 21U7HX] 1000 mo/kg/day SHS ZTE0IEH H=O| M| U 2F0IA HFO| ZASIL, TIS0IL S
Off OJA2 HAIEIR| Ut
AESZEIR UABH 0| £04 5 2412401 O 45%, 24A1Z101] 80%7+ EREISTIEICE ET0IAE S
24A[240f] 30%3CL,

3) UZSSHAF HE™

7} A R UANHE0/10002L2| THAEFZREINSSEE, HETZ 20/ MoIR|Ok] 1t L0} ‘XI-HIEH50/1000
LDHAEZZERNAELEIE, HEZ 20N SIZANALIR)'S 2X2 MAAFOZ ZHEM 725t HolofjA 3= Al
3| 27 S0fsl0] 83 AESRE, HEZ201S 275t A1}, 2872 HnEIIESRIAUC, CraxE 2THESI S7 X2
SIS I, BFX| Xk 90% A12IT240] log 08MIAl log 1.250|LH=A MESHHOZ EE3IS UBSINCL

(NEFZEE)

2 2210l F 66%,

EREYEE BRI
T2 AUCo-agt Cmax
(ng - hr/ml) (ng/ml) Tred) VAl
AHHIEH50/100022| 7 300
3
ozt “@%m /AEI(%)K] 5 MBI E2MA | WTEIBL | oo 920 +139
—or | A ACIEI50/100022 12 300
{0k
N [N Ixjot] 154£207 | BS540 | o0 an 893 +128
90% Alzi77H log 0.9987 ~ log 0.9567 ~ _
(71% log 08 ~ 1.25) 10343 1,0638

(AUCY, Cmax, 14 ; Bgatt BEERL Trex ; ZUZUES), n=28)
AUCH : FARIRE] IZSESE FYEARHIIKIQ BB ST-ARISMotHE

Crax: 2| TESSE Tmax: HDEESE TYAIZH th  UTHAA HIZE|

* HREIISISRIE 2B HAR| Xto] 90%ARI7Zt

(HEz201)
HZEEE AnwEE
o
= o wim) | (o) Tnesb) v
N=HEF50/100022 28 250
Wzt T coare)] 15646 £ 2088 | AB/E682 | 0 Teny | 365+03
L O A Ol X ol 2
Alggoy | HTHASBION000LRT | ypes 1 qyg | e + 5560 300 362+ 0
[&olm|okz)] (150 ~ 4.00)
90% N2izF log 0.9894 ~ log 0.9581 ~ B B
(71%:log 0.8 ~ 1.25) 10806 10622

(AUC, Crmax, 14 ; B gkt BEMA}, Tmex ; SLUES), n=2)

AUCH: EOIARIRE] RFSFET HUARHIIK|Y $FET-ARISMIHY

Crax : 2| 0EFET Tmax: A|TEFST TYAZE 114 YT AN |

* HIEIBI2RIS 2B BE| KiQ| 90%AIZITZH

Lt QUZESHAEIE H7Z Mgl w2, AlRet RH-AAHG0/850L2| 18 % 50/500L 2|1 (AEZREIQINALSIS,
BEE2RIAAORIOR] ChR%} TH-UANHS0/1000U2| TR MR T HDBENERIRE HiSsIHa, of
Zofat SEUM0| SSSINCE 0[0f 2t i KB 2M HSBHESHS ASIINCE

Z1,0] 22 MUK KiFUANHE0/500L2| 1, XMFBANHE0/850L2| 13, RIFBANTG0/1000L2| 14 EZEE!
QWirstE, HEZSDIGM) I SUS HBE ANSSI0] SUS HEUWHOR M BHS MUNCHFH At HIZ5IAS.

W EHCY|: MEAROH 50/500Y2| 12, AEFARRH 50/85022| 13, KMFARRA 50/100022|73 : 3034, 1208/
WA U7, A2(-30T) 2

W HEHS - AF27I5H: QeERHx

W HIZA}: AURIOHE) / QI BT Fok= 13

W HIZQIE[RL: (F)S0IENHIS / A7| SHA| S MABTHZ 89

QIAFE AKZot7| ol MR EME F2| | 1010} oto, HEZME St S| BRISIAI| HiZiLICE

2 QoE2 YAEt FRR2IE LS MSULICE T Al ALZ7IEH0] ZRkSiRAL HE - Bl £= 22F XZ0|
LAE F20I= TUME SO0 wekstof EZILICE

QIS 0f21019] £0| FX| = ol 2Rsto{of Bt

ME(RE)7[Bt0] K|t QIFES AKZSIA| Q=S iLICh

EHgeRt 01 HAE L2 oRESEIEEAIAH (hips://nedrug.mids.gokr) = AHIXFIEHA 031-359-050001
A &8 2 QUELICE

HEZ fshA| AR St olotEoIHHE| 2(T1644-6223)01|A B 4 QUELIC
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