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Ho

O U, HO|YY, 2Elils Y4 HEE TS 2 AIEFZEEI 50, 150, 500 mg/kg/daye| EHS 2 24
e A DM 2 2 MZ/2Z(Combined liver adenoma/carcinoma) &

r
H0| Z7H, YHOIAE 500 ma/kgOllAf ZHefe] 20| SILBI9ICE 0| 82 AUC HIRE 2712 &
2

©ff Q14| 2|ChHZAEZ(MRHD)Q! 100 mg/day2| 72| 608 H=2| Z&2o|Ct Zte] 242 150 mg/kgo
M | FUD, O] B2 QA Z|CHAZ-ET2| 72| 208H0] siY St &2F0ICH

U OFRAE Cj4 2 AIEFZEEl 50, 125, 250, 500 mg/kg/day 222 27 Yot AIS S 435}
FUCH Q| z|cHMZ-220| 29| 7080 3HESH= 500 ma/kgOllA O 7|0 M= ZQko| Ehaio] 27t5t
A| ATt AlEF=HEI2 HIE[2|0FE 0|85t S-S ¢UHO|(Ames)AlE, CHOMZLE 0|85 | 2| 0|4
AE QA QM| 15HEAM ST ZHMIIE 2| 2| HAHA| O] A A& (in vitro alkaline elution assay) & OFRA
ZYMEE 0| 85t AU AMA| Y 22 Y| FUSFYAHT0|A HO|IH L K 0| 4-FLO| LIEHLIR]
FuCt

SHE O] 4:Ells A|HOflA] 125, 250, 1000 mg/kgl| a0 2 4Z10|A mHY 422t MH{A| Q 2ZHA|A
(% 28)F0lotl, LZI0A wbl 2R HEE AL 7UNR| ARESHRACE
HEEO| o 1280 M O SEfSO0| 4 2HAFE| 2| QT 222132 CHAM A2 2ko| 25H) L 1008H)0|

S HAGE MEFQ S7171 A0 A 2t
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@ EASY et ENOIM HAISH SASHAIZOIM AERS-El 125 mg/kg 8 (A 2ICHHAEY
of 128 =201l 372 Foie o, s~Elfs0|Lt EfOIO]| &4k b 2

B 2T o0 SBOIML] MASHAIE AT B4 AROIM HHSS 0I5E 4 9l 22 ooz ¢
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HYE|R| gb=Ct

LS —

AEI=EHEIS ALt A2 St EN0IM A4l 6~20Y (7|2 HH7))0l 0] Al 2H=0fA 2|2 250 mg
/kg, EZN0IA 2|10 125 mg/kg E= AUC B| 0| 224510f Q13| 2[CHZ-E2Q! 100 mg/day| oF 30HY,
208{7t2| F0fS o, 27|42 QAT SHEOIM 1000 mg/kg/day (AHHOIIA S| Z|CHEZEO{ZFQ! 100
mg/day2| o 10081 =20 3iE)S 750 A| DEHU-E M7|0IAS 52 FH2Ho YMEO| St

Ct.

-

AL 6LM 7 21272 1000 mg/kg/day S ZTF0{T =0 Aj7| 4= BFO|M XS0 Ao
StUCt. 7150|Lt AS0j| 0|42 ZHRte| 2| EUCE
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7b Al e CHItAIEFY 10/100Y 2| D24 [CH A 2k ()] 2f CH 2k ZLA[ZHE10

it

UClz+eta) [ otAE2A| | 7HR)] Y AH=H|0RY 100U 2| DA (AlEZ

=
EIS 2x2 DA 22 28 134 A Rl 3= Al T3] 7 £0i510f 3582] €3 CHt22|E=2
II:

2 9 NEIBYEIS 333 A, MU BH (AUCH, Cman) S 21 $18
2o SS82 YU,

2| 2k9] 90% 4A12|72+0] log 0.80|A log 1.25 O|LH2 A A4 S5+

oz 2220

C[ImE P52 ALAS
-y AUC C
0~48hr max Trmax (hr) t1/2 (hr)

(ng - hr/mL) (ng/mL)

ZAZHE1022| 1
o| CHI22IB2AEETC2 45 075
CH=of ) 2) 525.9+£125.8 | 168.7+49 .4 (0.50~3.00) 11.21£5.12
[et=0tA E2HA|H| 7 )]
& CHItA|ERZ10/1002 2| 02 0.75
o1 0F =2
Al [CHSIR] 2 ()] 546.9£129.6 | 159.2+56.3 (0.50~4.00) 12.76x5.57

* log 1.0060~ |log 0.8435~
90% Al=2|72t 5 &
(712 : log 0.8 ~ log 1.25) 14458 kend |

HREot5H= WISt
T AUCo~ 48hr Conax
(ng i hr/mL) (ng/mL) Tmax (hr) t1/2 (hr)
Ats=H|opd 10022 2z 300
CH=oF | (AEI=HEIQAMASEE) | 3386535 | 422.2+166.6 (1.00~6.00) | 7-99%1.42
[t Ao AC]E)] ' '
) CHItAIEFE 10/1002 2|0 550
Algot 2H 3390+541 | 430.5+109.5 (0.50~6.00) 7.97+1.30
[CHR A2k (F)] i i
* log 0.9794~ | log 0.9433~
90% Al2| 72t 7 3
(1% :10g 0.8 ~ log 1.25) 1.0220 1.1096

(AUCt, Cmax, t1/2 ) o +ESHA}, Tmax; 2Y2H(RS]), n=35)

AUCt: SHAIZIRE 2SS E BRI U1A0] RS E-A AT

59/ 84 0 Al E A
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