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2E #xt Hekintention-to-treat £4
2 0[M S5 L JIxAefo] chef 2ASH%CH

AJEFZEEI 100 mg + Q0o+ HlEZE7
HEZ221(4500 mg/%) (#1500 mg/<)
HoAw(%) N =453 N=224
7| MM (B ) 796 8.03
7|IMMEI 2 gt
(55 ) -067 -0.02
9o+ HEZ 2D CiH|
Aol(= BF) 068 B
5t
ook 26 (70 4083

o1 Eof e o= i1} ZicKintention—to—treat £41)

A HZ B2 oM YLK 2 W 7K i 2EsHC,
$p<0.001

HEZ 200 h3t AEFSZEIY| 271482 SalX|= et tlmdt SHxT U4
Ag

HEZ20/(21500 mg/Y) HELHOZ HYAH0| & =X| e H2F Py &
RHHbATC 8.5%~10%) 117282 o2 S2LXI=(Zcf 20mg/Y) FIHES cf
H| AEF2EE! 100 mg 12 18] 00| Rad X QNS Totehy| 3t 5o, 2&
P, 01FYY, HYUHRT UHAIR0| AU S2mR|=0| £7| 8HL 5
mg/0I}On, 185 SOt 8Tt XS AKatst| Ysil 2T 20 mg/L7HK| &5t
%, 0|8 SO UHGHI RAIZIUHZ LIRS B2 042 10.3 mg/2). O]
A0 & E0iZ D5 7| KA cit] HoAw?}t SolsiAl HMEICE 525 & 7|x|
AEf tH|HoAC ZtAE AEFZZE! 100 mg 12 18] S0iZ0IM ~0.67 % X 22/
= E0IZ0M -0.67 %2 SAIBILE

HEZ20Int J2|Hmj2|S HELH et AEFZREIS F714E
22Hm2I=(4 mg/Y) HERH F= 22iHmj2ic Y HEZ 2711500 mg/)2l
H2owo 2 IRH0| & =X % A2 Yi'td BRHHDAK 75%~10.5%) 441
Y2 o2 AEFZREIY F71480 Ra4 X IHYS Wtsh| et 24 F, 2
2| tH, 013 Y, A CHX UMAIR0| HAIZIQACE 24F AlFo| S2HT2|=
U HEZ201 HiZAQH0| i3t AIEFSEE 100 mg 12 18] FIHER 9of th|
HoAKE 22| ZHASICD (2 6), FPGO CHSHAE 2t cht| S4XoZ Q9|
8t UAT} LEERACH-20.7 mo/dL).

H6 HEZ20/D 22jHn2lc Y8eYo 2 EYXH0| & EX| o= M2E B
o Eixjofl it AEFSZE 57} 880 Ra4 Wtz 24F)!

AEFZEE! 100 mg PEEREE

+ 2= mg/Y) | mg/Y) + HEZ28!
+ HEZ201(1500 mg/2) (1500 mg/%)

HbA(%) N =115 N =105

7| RSN ) 8.27 8.28

TIMAE 2 EE{0] 5

(é,;;";";;'a‘l = -0.59 0.30

9% + 22tin2l= +

HEZ29 o] xto| -0,89¢ -

(23 )

HbAC<7%0] SZt

72 NG 26(226) 1(10)

T org E0f 82 BE SR} E/CHintention—to-treat 24

tAA HZ B2 0/ EPZotr 2 L 7IXAeH0l chal 2oLt
§p<0.001

HEZ 20/ 2AIZ2ELE YR st AE2EE F7H4E
HEZ20I(1500 mg/Y)at X ZAZ2IELE(A mg/Y)0 2 ELAH0| & x|
£ H2E Yt SXHHoAw 7%~10%) 26222 tHAC 2 AEFSEE 100 mg £7}
80| 954 Y OFHNS Wtk st 54T (187 136F AF), FEY T, 0I5
U, A% thE YYAIRO| HAI=IQIC, 187 A0 HEZ2D12} 2 AZ2/ERE Y
ZQHo| et AEFSZE 100 mg 12 18] F7HER 2 99 th| SAXNOZ oI5t
HoAve #4418 LERO(E 7), FPG U 2-h PPGO| CHSHAIE I} it ZtAJ} Lt
EACHFPG, —19.0 mg/dL; 2-h PPG, ~37.9 mg/dL). 54% AIEoll 71 HoAr,
FPG, 2-h PPGOI| CH3t Z4AE1H= 185 AlEQ| Zniet QABIULE

H7 HERZ20T 2AZ2/EFECR HYAHO| ¥ =X| Y= Mg it Sxtof
I3t AEFSEE! 7} 580 R84 HrZnK18F)

NEFZZE 100 mg + HE | 9% + HEZE2DI
2201 (21500mg/Y) + 2 | (21500mg/2) + ZAIZ
ASZERE (24~8mg/) | ZEHE (24~8mg/Y)

HbAc(%) N =168 N=88
7R ) 8.81 873
T|MAEI 2R st P _
(55 T 103 031
oot + oEZ28! +
2AIZ2|ERE ] &to| -0.72§ -
(23 )

ch5t
HbAC<7%0| T2t 37 (22%) 8(9%)

BRH4 NG
t ot £0f B2 BE 3Hx} £/ intention—to—treat £A1

TAA HE Y22 01T YFYsiH 2 X Ik cish 2FsHCt
$p<0.001

HEZ20Iat oI5 HEQH| i3t AESEEIS| F7t 48
Qladl(+/-ylER20)eHoR HANo| B x| o K2E Pits BRHHAK
75%~11%) 641HS (O 2 AERZRE! 100 mg £7t E8Y a4t oS
Wrtsl7| Hfet 24%, FAQ B, 015 Y, A X AYARI0| S™A=IUCE |2
A EAlirun-in period)0fl EAIS2 OFYH 870 AaB(EHY, ALY E= 52
&)2 TR0 £= HEZ20I(1500m/Y)zt HBE0] Loton, sig 7|2t Sot
SYZH2 SI8E/A| YUt

247 NFoj EZ 2010 0142l MR et AlEFZRE 100mge) F7H4E
2 9lof | EAMoR {5t HoAw HME HHUOMH(E 8) FPG X 2-h PPGOY
A $H9f che| S8t ZHA 7} LIEHITHZIZ ~18.3mg/dL, ~40.4%).

H 8 HEZ20I1} Y25t 02y o2 JIYAM0| & TX| Y MY Y
Bixtol ChBt MEHSEE! 271480 R84 WiZH2F)!

AEFZEE 100mg + 9ok +
QlaE + Q& +
HEZ291(1500mg/%) | HEE22I(31500mg/%)

HbA(%) N=223 N=229
7| MM () 873 8.60
PR EECEEEE
(Ezgérgav) -066 -0.3
o+ Q82 +
HEZ29! it zfo| -0.53% -
(23 Haty)
e 243 (52

torg E0f 82 BE BHxt XCHintention—to-treat 24

tEA RT B2 A U WR0IA Qs AB(RHY vs. HIZEY B2 =
XI&E]), 7Ixehol chsh 25t

10laRl ASY HSHE HM2ls sk YUCHp>0.10).

%*p<0,00t

012l F213(+/- HER29121500 mg/Y)C 2 HYFH0| & ZX| %= 660 Y

2 (o AEFZEEIS| Qa2 BEGIIE Hrlsh| Y3t 24 7, PA¢ 81, 0f

3 U, Ao thZ LAAE0| F712 HAIZUCH HbAw 7|XAE = 8.74% 0/

HlojA2tol 01421 822 37 1U/U0IUSD] BRIS2 WHAE T HY 30 2

7felo] Qladl 22X 8Y2 YIS XIAIS LUCH HoAe X FPGE Zl5H=

et FpHAS0| SHEC, 4% AF YUY Qs 8% Bt AEZRE

100 mg FO1Z0YA 19 1U/2, HAZAIA 24 IU/UE AEFZEE! 100 mg F0iZ0f

M & H{on{(9{oF2 tiH| 51U/, p=0.009), HEZ28I £0f R0 F&S &

| esotct

TECOS AT QFY UMY

1R HERA BlEAE MBS BB A, HIXIYY H2ZM, HIRZY HES

FE NS Rte BOMY HAZY 2|E ARIQ| B8 Anjo|ct, 24t &R B2t

B E NI T MY, HIRIZE NDZM T HIXYN HESO 2E A1

i B3 0| JE THRA0 HF AZ BE HOI0| Of3t MY, SEY AR

2 QI3 @Iplo| EBt|QTt,

FH 23 7710] ZYQ! 34 01%, UKl |20 F7HE AEFSRER 705

AT olyEt3o| YiEo|Lt ARTHO R 0I5t Y $EHS FOIX| AT (HI).

B9 28 NS 20 Y 59 2%t 21 HIg

AEHSEE 73328 | 12t 73398 ojpi
i ) 10088} | 10087t | oy
FQ MEEA A Exty | Bt |Ee (95%A1
(%) (patient- |(%) (patient— EH"B
years) years) =

e AEFZRE] 17 28
AEZE | ERE | ET%T HEZE | 50mg 1Y (A 2 A, | 839 85 0.98
ot | B | 8 |giye| B |z Al WA Hiky | (|4 | | 42 [ (0
| 100mg | 500mg | ;g g 1000 mg | EED M LES EE Y ’ ' 1.08)
1213 | 1228 @ - 12 28] | 1000mg1 fot= S0y HAE)
e 223 Az e A (342 | - | 29140)| -
HoAw(%)  [N=165| N=175 [N=178 | N=183 [N=177 | N=178 HIRIZEOI TN [27538) | - [28639)[ -
7\HAEl ()| 868 | 887 | 890 | 879 | 868 | 876 HIRIZEL 55 w0 [ - [wrn | -
PR 20K HAIZ02 ol B ~
Elol el | 07 | -066 | 082 | 140 | -3 | 190 o 108(.5) 171
Iz 2t g Gt i 099
1ot Che| & (MEm 2 MY H | 745 46 g
ol may| - | T08% | 099 | 5P | 130 | 207 xepm Az x| (02 | % | qop) | 3° (?.1%5;.
N HE3) ’

2) SYNE B
@ oty ol 48k
Aet2gel
U4 HEE Ao AJEHZYE! 50, 150, 500 mo/kg/daye| 8o 2zt
N0l 4G A4RT0|N 28 2+ MZ/Z(Combined iver
adenoma/carcinoma) ‘2440| Z7H{T, YZ0llAk= 500 mo/kgdllA| ZHtel
o] B7tstgict, 0] 82 AUCHIZE 22 & tf URZ|HEYEZ(MRHD)
21100 mg/day®| 7] 60HIFE=C] =EF0ICt, 7+0] ZAS 150 mg/kgOlAl 2
Hex| o4, 0] 3F2 UM AHETEY| 9 206H0f sHFsk= olct,
A4 DIRAE o= AERZYE 50, 125, 250, 500 mg/kg/day 8= 2
2 UetyNES AHStHCt Ol 2R Aol 700l 5= 500
mo/kgOlAf OfEH F7|0fA= Zf0] Lol F7I5HX] AT AERRIE e
2/0tE 0|83 SASHHO|(Ames)AIE, CHOKIZS 0|85t H|2IHMFI0AAIR
Y HMZSHEHREA, e ZIE RIISMHI0IAAI N vito alkaline elution
assay) ¥ 0192 ZEMEE 0|83t A|LjASA STt 22 UBio] QLT
Ol o[y X FAF oLl LIERLIX| Q2uCt
HEo| 2Els AIFOIAL 125, 250, 1000 m/kgel 822 £70IM ki & 4
22, milf Al % SZAEDIR| S8F)F0fHT, YN e 2F MEE o
A7UMR| Z7HE0] SHALL, 125 m/ko(IAAIHBHEEZO] 2H2uH)oflAf OfH 4
Efs Ol ZAEIX| 4QtTt D8ZQIM A AR 264 X 100tH)0IME=
81t 2AYE MESY BT Lo TR/,
HEZS2IHMY
HEZSQIR AN = 24102 MY NEl= AS0|L BHE 0PIA7lE &
SEEEN 42 UENYR| SfeLt
7|k OtAIB{0] HE(2 1047 K42 DRRA(G1 XI4)of el 242 00
mg/kg/day2t 1500 mg/kg/day2| SHOE MAIEILY, 0f2{3t 82 HEHE|
o 718t QlxIel 12 A 518%ro] & 3eholch & - 4~ OFRA BF0jAf Of Azt
HEE YUY F74= UUCL FABHA 27 HSolA 0] Aof ot BY Y
7F5d2 Tt T2ILt 900 mg/ko/day2 FO0f3H AR HEOM Y 2EY
X2 30| F7ksl= 20| =AU
EHSHHOIAZ(S. typhimurium), FHXF SHHO|AEH(0IRA LT HT), &
AR OIMAIZIARZ] BZT) B MA L) A% AIF(DIRA ZAMZ)HIA HE
Z2010] Ho|#Y Tkl thdt B74= AT
% - 4 HEQ LEIS2 600 m/kg/day2| NEY, E= HEHME 7|FOR &
o 51832 o 2418 FoidS o HIEZZ 00| e &S BX| QYAUCL
Q@ MA=y
HEQ} ETol M HAISH BAZHAIFOIA 0] 2 125 mg/kg BH(IA ZchEE
80| 1241 =E0] SHSIR| S018 uf, NS OILE EfOLO A4S Tt 32
Lt U9E o2 Bt A k= glon SE0IAS YASHAY A2
Y Ao HIS2 ST £ U= A2 OILIEZ YLUNY A2 HYE
| gt
AEFSZEIS YAIsH A3 S EN|ofAl YA 6~202(7 12 EA7()oll F0f Al
S0 AT 250 ma/kg, E7I0A A2 125 mg/kg £ AUC blmO| 275t
Of QIx| ZIchEEB2! 100 mg/day2| f 308K, 20uH7IX| FO18H m, £{7|&
2 AoIct. HE0A 1000 mo/kg/day (IHIEIHAEZRIR! 100 mo/daye| o
100t &0 )2 ZTE0| Al TBHULE MTl0MS] 52 Rl o
HE0| Z7KHCH
U4 6U0H A 23 212U7HX] 1000 mo/kg/day BES ZE043 HEO| M| Y
2 BRI &S0 ZASIALCE 7[S0IL #S0f 0182 HEER| YUCE
AEFZZES YASH S0 F0f 2 241240 2 45%, 24A1ZH0] 80%7} EfEHED
Qi ETOIME SO & 2110 2 66%, 24A12H01 30%AC,
3) AAZESHAH FEF)
7+ AEREEE
A& XIHAIEFUAA A E100/1000L2| T3 (XI AHEY(ZF))2} CHZF K=
HEAAUAUIH100/1000L2| T H(BI2ANAC|F)S 2x2 RSO 2
TN 223 MRlolH 35 Al 3| Z7E0f510] 28H2 25 AEERIES £
3t 21}, B EIHE=R|AUC, Cra)E 2IHESIN SHRI2| SIS O, B
| X2) 90%AIZ|TZH0] log 0.801Af log 1.25 O|LHZM AS3Ix02 ES8

UL
HZ RS e
g AUCo-aanv Crax
(g hm) | (ogm) Tmax (hr) | ti2 (hr)
o | REFHEAA ALY 300 | oo
Z| 100/1000Y2|2% | 2696+485 | 383.1£79.3 | (0.50 +121
| (B=ANALIEF) ~500)| —"
Al | KIZAJEAA AL 300 | oo
8 | F100/1000Z2/12 | 2654+469 | 37894655 | (2.00 +0%
o (xAEEE) ~500) |~
90% AzAzF log 09614 | log 0.9212 | _ B
(71 : log 0.8 ~ log 1.25)| ~log 1.0099 | ~og 1.0732

(AUC, Crax, t2; B2k + BEHRL Trac ; ZYAUMHS), n=28)
AUC:: RN RZHSSE YA IR EES=-ARZIRMG
o

Crax : 2|TSZET

Trac: EDHBEE TARH

2 : UEk A L]

* B IFSAIE 2ORstst YRR Ao 90 % MEiRZt

Lt yEz29l
A9 XIHAEHI A AAEIR100/1000U2| T34(X|TE(Z))2} O} Rite
HIEAAAAYZ100/100022 TH(BZHAALF)S 2x2 DAAIEHOZ 2
14 A5 WRloiA| 35§ A% Al thé| ZREoisl0] 283(3%) 3 259
A%)0| 25 HEZ20Is 255 21, BDYIIYRR|(AUC, CredS 2T
stol SA2 512 o, IR 29 90%AI27210] log 0.801A log 1.25

OlU=A YEetxoR E58s UBaHAt

(%)
[ ES e
b AUCo-aav Crax

(og -/} | (ogf) Tmax (hr) | ti2 (hr)
o | AHFHEAA LAY 35 | 46
Z| 100/1000%2|12 |9858+2851 | 1491+438 | (300 +074
% (B=AHALIEF) ~500) | T
Al| KIZAJEHAA QA 400 |, 0
B | F100/10002217% | 945323137 | 136331 | (200 | Lo
% (RlmE ) ~500)|
90% Az7zF log 0.8731 | log 08393 | B

(71Z : log 0.8 ~ log 1.25)| ~Vlog 1.0286 | ~log 1.0074

(AUC, Crax, tr2 ; Batdt + BEHRL, Trax s SYUES), n=28)

AUCH: RUARIRE AZHZEE HYARZH IX|9 EBEE-ARZISMs}
etz

Crnax : HIEZET

Trax: R DEFET TLAR

tire : LT AM BIZE|

* LIRS 2SS HRA| A2 90 % AlZT2

A%
@ EIEe FoEtse
72 AUCo-2tv Crax

(g - h/ml) | (ng/m) Trax (r) | to2 (hr)
o | AEFHEAA L MUEY 800 410
X | 100/1000221 7 1369542612 | 11564228 | (500 | oo
% (B=AALIEF) ~0,00)| =
Al | XIZAJEFAA QAR 800 T
& | F100/100082173 |13560+2425| 1056£212 | (400 | Lo
o (RILEEEF) ~002)| ~
90% Azt log 09568 | log 0.8652 | _ _

(71Z : log 0.8 ~ log 1.25)| ~log 1.0273 | ~log 0.9584

(AUC, Cmax, ti ; B2t + BETAL Tnac; ZYZHHS), 0=
AUC:: EUAZIRE ZBEFST HPAZ IKQ EFsT-ARISMet

2

Crax: E|THZEE

Tnac: 2 DEFET THARZ

ti2 s YT AN B

* HREIBSRIE 2IHE WX Ri9| 90 % A=l

ot QOIRSENMEIIE M7EM2S et ABQH XIUAESIAAUMLE
50/100022| 23, X|BAJEIIAA AN HT50/500 2| 124(XILLE ()2 of
O} RIZA[EFIHAUMERI00/100022| 12X UHE(ZF) 2| HlmEEA|
XIEE HSoiion, (st BEUN0| SSaI%UC 0/o] w2t siE X1z
24 YSSRESNS AFIAC

) 0] U2 K|ALE|(Z), XILA|EIAAANEFE100/100022] 12, XILAEIA
AUKUH50/1000L2| 13 U X|UAEIAAAUMLH50/500L2| 1%t &

Ut MY 3 SUB MxYHOR T ZHS UAHAFIA A= MESIAS.

o
&

(ZFE] 283/, 2008/
(MEg % A8712t] 71287, 4=2(1~30T)2H
(Mx2fz(xt] ofoIXIBHIRIF) / 471z HYFA BE2 27

[MIZA] MURIHEF) / SYSE 57N YEH 242228

OIOtZS ABSIAIZ| Fo| HEEME Fo| 2 Y1, HEENE AT} & B
SHA.

u 2 OJUEZ2 KGMPHZR0A HiZated P23t EXn2|S Tt MZALC 7Y Al
ARB7(810| Zt S BIA - Y T O U ANE HB0| WA F2 7Yt
Ad=12 Ssi0 msiod SRLICE

£ HES2 SHAAUYS| DA ABREYEHZ7 IR0 oA mE Ei HY #S 29
&Lk

olokE B0iMH U 7|EH RpMIE AT HEE OIUZSEEEAIAH htip://nedrug.
mids.gokr)2| OJOHE HEZ HAGFHIAIR.
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