17~19)

FROEYBRERRCESE, RUFTAVINTA VT u ek BTG L LT
BEDIOBRSNIEEERELZR IR L, 2B, AMEERRROHE. Bk
NIEATER SRV FT S ST A Y T a EARRROEBERTHAZET, 2T
OWERAEMCER SN NI - BRI L 3EBEEOBBERE 20 LERED FIITo 7,

BRPLYERShBIRUFFRYALTAVITOENDEEERE

#*3
{ES 4 EEM EHR MR, iR R
(gfke) (1~6 %) (65 RELLE)

ff BoE ff |#BmE| Ff |ERE f fi=3iig-s
GNE) | (wend | @NB) | wgNe) | @ANE) | (ohd | @GN | (eip
3N [ 0.252 294| 741| 1083| 260| 219 552| 299 7.53
HE3 0.738 58] 4.28 44| 3.25 1.6 1.18 38| 2.80
=R 0.101 16.3| 1.65 82| 083 10.1| 102| 16.6 1.68
k= 0.243 243| 590| 169 411 245| 5.95| 189 459
iEhvL x| 0.005 36.6| 0.18| 21.3} 0.11| 398| 0.2 27 0.14
A&t 19.4 10.9 13.9 16.7
) - BEEIE. BRI TS EARMMERANRIC L 254RBEOFHREED 5> bRy FT A H

NT AT EALORKREEHGWE (BE B 2),
- Tff] : TR 10 E~12 F0EERFETE (BH 82~84) ORERICES BEWERE (g/A/H)
TEREERERVEEGERENOROESVFTAY IATA YT EAOHERRE (o

g/ A/B)

- EEREFEOVTE, 2 TORETRHEBRUT (<0.058) ThofcZl knh, BREOHEX
LT Ay,
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7. —#RFEEHAR
TR, Ty bPRUCUSEEHNE—REBFABIER I, BRIZEF 4 IIRERLTHY
%, (B 20) ' '

%4 —HREEBRE
_ B BER ®IERE {EfE
R OFE HEED
= W ULiEE mekeAE | mpkefkE | megkeghE RROER
— iR EE vk | H 5 0, 200, 600, 2000 >2000 e
2000 -
th
pird
G BHESHE | ~VR | B 8 0. 200, 600, 2000 >2000 -2 A
= " | 2000
* .
2000 mg/kg RE
) 0, 200, 600, B CHRE M il
2 2 8 00
FRAEEEZE i HE 2000 6 2000 -
Hhii,
i 0, 200, 600
| FEERmE | Tv b # 6 ’ T 2000 >2000 2EnL
. 2000
&
i~
= _ 0, 200, 600,
| D Jvb | B 6 2000 >2000 ERRL
£ 2000
2000 mglkg
B RE, R4 ; .
wlwme. w| sor | e | 22050 600 2000 iﬁfﬁfiﬁ BE
Y 2000 ‘ OERERED L
¢ = ni-.
i _ | 1x108g/ml
| wm{Em THE | B 6 | 1X105gml | 1X104gml|>1X104gml 2L
e 1104 g/ml

T ARTRT v MZOWTHARYFTRY AT A Y7 e EAREE CMC « Na KSR 0.5%wMIZERE LY
DERE L L TERMEEORS L,

8. SEEMHR
ReFTFTR)BANTA 720 Wistar 7 v PR ICR w7 A2 AW aRENE
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HRER, Wistar 7 v FEAVWEREERESEFR. SD 7 v 2RV 2SR AZHRR
2BV T, SR A LDso 127 v b RO ¥ A OMEHET>5000 mg/kg fKE, #57 LDso i 7
v h OMERET>2000 mg/kg 58, WA LCso i v FOMET>4.6 mg/l ThoTz, (BE
21~24)

R#&Y M-1. M-3. M-4, M-5, M-15 RUNREY S-L. I-1 (R), I-1 (8), I4, I-12,
113 @ Fischer 7 v M & AW 2R 0 HEMRAROERERIIFZ 6 ItRTEBY, (BR
25~31)

&5 RPPERTEEMORMERED LD (mgkg $E)

wRHE 1 i3

e M-1 545 467
384 M-3 >2000 >2000
i M-4 >2000 >2000

3% M-5 605 - 545
R#H M-15 >2000 >2000
RIE® S-L >2000 >2000
REHI1 (R) >2000 >2000
BIEWI1 (S) >2000 >2000
RTEY 1-4 - >2000 >2000

BEMHT-12 1200 840
BT 1-13 >2000 . >2000

9. IR+ BWICHT HFIBERURREAERE
NZW B 7 ¥ % Bz i — R RS RS B OV fE - — IR RN R A8 30 & e, AR
B LT T 2iiE A U, REEREIE D bhieholz, (R 32~33)
ELEY PEAWEREREERBREZER L, Buehler (ETIZR¥ETEH - 7283,
Maximization {ECI3BEThH o, (B 34~35)

10. ERHEFERAR .
(1) 90 HMBESMEEMAR (v )

Fischer 7 » b (—EaMRES 10 XX 20 IT) & AV /=iRAH (JfifE: 0, 50, 200, 5000, 20000
ppm, # : 0, 3.5, 14.1, 353, 1440, #f : 0, 8.9, 15.3, 879, 1550 mg/ke (R HE/HIZHY) £5
I2X 5 90 A I SMEERBS i S i,

EHREHTHRDOLONEERHRER 6 IIRENLTVD,
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®6 Ty AMERANSELRBRTROONIR

BERE i3 W
20000 ppm - FRIMEREEAL - f/MREE N - TATI M, BUALE
- BB VT a— Y IEE RN P
TT I EEN - MEPBEAERVTIALY DY
- KRR, HFEECRCRFHEEXR L HETR
FRUREGEEE CLT ME - FEX FEACERCRERE
'] L135) #Em X :
' - D E RSN
5000 ppm EAE | - Ht ZOVHb B - M/vik¥k. Ht XOVHb Ed
MEFE VAT —ARTy | « WEFEI VAT -0, F
-GTP #0 i@ o L A7 a—, Uy
MFPREABRR VAN T LY HEE DHEME Oty -GTP 850
m - AIG
- FrHEEEEN - FFHEEH
- BB HEESEM - BRUBIEE EEHM
200 ppm LAF HHEF R L mHRR2L

ARERIT BT D EFMEEI. 5000 ppm BEFFOMHE CIFLEREM, v -GTP ol
MR LA, MEHET 200 ppm (F : 14.1 mg/kg FE/B. #f : 15.3 mg/kg EE/H)
ThbHLEZLZLNE, (B 36)

(2) 90 HRIESMEHERER (1 X) , _
B K (— B 400 BRGSO (FA : 0, 40, 200, 1000 mg/kg &/
H) #5i2k % 90 FMESMEERERRER I N,
FREFTHRD LN EZERFHRIIR TITRERATVS,

£7 4X90 BEBESUESHERTROLNEFE

BE5H

HE

It

1000 mg/kg (A&

/A

- ARfERER, fi/MRE, Hb, Ht MCV,
MCHC, @R ERE B O IE
TN T B
MEFREARBRCT A7 I ViE
4, miEH ALP, VA E
Wy -GTP #hn

- B kA3EEREAQ
[FEeE 28, AR X R U2
v AR A RS

- FRmEkEk, m/RE. Hb, Ht.
MCV, MCHC, @R Ek=s
EOMLES B S D LiE

- MIFER ALP. B E VAR
v -GTP 83/

- FTHRERSAR R R OWTF 27 v 23—
fafEibE
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200 mg/kg KE/ | 200 mg/kg FE/H AT . BHEFRZL | - OBFPRELE. 7)1/7‘ .
= uk . Jfﬂ_?ﬁ R7AT I B E
B>, AG
. . H?kti%i%ﬁ[]
40 mg/kg RE/ | BHFRZ L FEHFRZL
B UT

40ppm P ¥ EHEOMCHRLCEBR D ERO LN, FRT—FOHEANTHD .
FARROREARR T R CIIERORGRRLEETH 0T, RECI2EEBLAEZ A
Lot

AFEERIC BT S EES BT, 1000 mg/kg AH/B O, 200 mgkg KB/BOMTT AT
2 OBPERRD 0T, HET 200 mgkg HE/H . 1T 40 mg/ke {KE/B ‘C&:é L&
Z i, (&R 37)

(3} 28 PHESMAEEERER (Sy M)

SD 7 v b (—AfES 10 IT) % W= (R : 0, 200, 2000, 20000 ppm, #E : 0,
17.7, 174, 1850, M : 0, 19.3, 186, 1850 mg/kg #RE/A ICFEY) #|EIZ X 5 28 AR AN
HREHARRBER I N,

20000ppm R GREQHETHEER MG, SEDFEOETHIBD LN,

ARBRIZIT 2 EZSMEIL, 20000ppm HEREOH THRERIMMM BB LN Z L1 b,
HET 2000 ppm (174mgrkg fRE/R) . MET 20000 ppm (1850 mg/kg AH/H) THH L%
b, MREEEERO LRI oT, (B 38)

(4) 28 ERESESHERR (VX)) .

B6C3F1 v v A (—RMfiiER 5 L) ZAW<EEE (R : 0, 50, 500, 7000, 20000,
50000ppm, #E:0, 10.7, 105, 1410, 3970, 9470, ##:0, 12.7, 120, 1610, 4380, 10800 mg’kg
RE/BIZAY) REIZ LD 28 AMESMEEEARSEE Shi,

EREHTROLNEERFRAIR LRI TVD,

£8 TV 28 AMEAEENSRTELONLAR

REEH Vi3 13
50000 ppm - EfEEND. FEENmE - REfEERE
- MCV 2T MCH #i - FRmEkE, Hb, MCV, MCH. &
Bl HLEEEME VRIS K E/B TYMCHC Ei, /s
RN - MIRLEEERD
- FBRME B R MRS - BIELBEMNEOCRIERE/E
B
20000 ppm £4 & | - MCH ¥ - HtE

- RFIEEERM - SREELEERD

...‘I g_




© AR HEEM, FrimfotkRs

ik
7000 ppm LA E | - /RSN - NZEFLMERTRERIE R, FTEEER
o JNEEPAOHEATREASARR, AR BN R MR ZEiadk
WA EESE K T ARARZ R < BB fATE
- TBEALITE
- BHEERD)
500 ppm 2L E - FTARMREARREESE, ATHIACERINHD | - FHAmRuBimpaiEsE
AAESE. ATHiRRZElab R ONTHAa
Gy R EEIN
50 ppm FHHEFTRZL FHFRRRL

ARERICBIT 2 EEM 212, 500 ppm #-5 MO CHH i BEAARER AR O bz 0T,
#ERET 50 ppm (B : 10.7 mg/kg (RE/R | M : 12.7 mg/kg BE/A) ThHEILEZ LN, (B

M 39, 79)

(5) 28 BREAKSUHHBR(G v M)
Fischer 5 v b (—BAMEHES 5 IT) # AV 7-iREE (B : 0, 50, 500, 7000, 20000, 50000
ppm, # : 0, 4.5, 45.1, 621, 1870, 4920, M : 0, 4.6, 47.8, 656, 1860, 4890 mg/ke 5E/R

IZHEY) REIZL S 28 HRBRSMEEERRNER S,
FRERETRO ONICERFTRIIR 9 TTREN TS,

£9 Jv28 HEEAMSHHABRTROOALFRR

w58 i i
50000 ppm < JEL (141 + Ht 2 U Hb ¥
- REHE IS FUR R A R RS T B
- [MiFP#HRa L ATFe—1, al-A
Fa— AT ATARTY VIEHE
Bm
AR IR A B B Ak
20000 ppm B E | - Hb, MCV, MCH X U* MCHC ¥ | - MCV s

s
- Mg o Vv RF a— M
« BRRRIC. /NZERLMERTHEAAE K,

ITRifa MR EsE, ATHIRSRE

EInE Ozt
- BEEEM
- FRILEREM

- BEA. v-GTP, MiFHERE- v

AT E—VEM, B2 LV AFo—
VEUNY RSB

- FFHCEEREN, FFEX. NESL

PERFRERSAE A, P B A AR B
FE. FrMikas 28
B E R




7000 ppm BL B} - M/ EREEN + /hAREEAN
. IS PRE SR 3L RATa— AT AT VN
- AFEEEEMEM - BRI

500 ppm LA F FMRRA2L BHETRZL

AR T D EFEEIL. 7000 ppm R EGHOME T/ MOBNERED b &
b, EEHET 500 ppm(HE : 45.1 me/ke RK&E/A. M : 478 mekg KE/B)THI L EZ D
ni, (ZH 40, 79)

11. BESERBRURNSANESR
(1) 1EMIBEEERR (1 X)

E— 7R (—HMEHEE 400 ZRWBHEER D (K - 0, 4, 40, 400 mg/ke #RE/A)
BEITL D 1 FRBMHEERRPER S L,

EUHERIESAEE TRLI R,

ARBRIC BT 5 EEFHE I T 400 mgkeg FEH/A L EZ bID, (BE41)

(2) BH4SYE (18 +AM) /AHRAM (2 ER) #eER (Sv )

Fischer 7 v b (B t:aEREE : —BFREHES 30 (26, 52, 78 BIT THERES- 10 IT9'oF
) [T, 5605 AMERREREE - —EMERES 50 IT) % A 721888 (FE : 0, 50, 200, 5000, 10000
ppm, # : 0,2.5,9.9, 250, 518, W : 0, 3.2, 12.5, 318, 649 mg/kg KE/H IZHEY) B/EIZ X
SHBENE (18 » AR /FAEBAME (24FM) HFERBRNERINE,

FREHETHROLONEERFRIZRI0IZFRT LB,

®10 Jv MEESHESARGSHRTEO oh-ARIESIERELN)

fiE 3 HE i
10000 ppm - BMSRE T R UERERTEES - BHZRET R OMERT &R
- Ht BT Hb b - BENEERE
- BEREEER : - BV UARBHEOCEEREER
- B oEREE. BTN HE
FRELRCBBIT ERBEK
N—F — R IR ER
5000 ppm LA E | - 1REFERSM - ARifnERE, d/hAR#E. Ht. Hb,

- MCV & MCH #®. /i

Pl

- mMETHRESER T v -GTP HM
- FRCEEREM, FFmRaiEe. BT

FRBAR, FFMERRHEA N R UFFE
AR

MCV Xt MCH ¥

- WIEPAATT L B RS

AFa—N, U HRE. miETE
BEHEECy -GTP #hn

- FFHCEENM, ATAREEVE. BT

MEEXER~ a7y —/
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BRURELEREN, BHEA,
BMEEE, RMEIR, B
R 5 18 _E AR RRIB T AL,

FORRAR 5 i bk BRI T AR

< N—F R

BRUORIELERIEM, KEREE
b, e, BETHRNERVE
WEEaRbE

200 ppm EAF =R BHRRARL

FEEMEIRZS & LTIk, 10000 ppm B 580 M CHITHARRIE, 5000 ppm B EREE Ol
TFEIRBOEELREMEEDLNE (FE 1),

£1 Sy rEANEEESH/SALEGHAHRTRY bW EEEHEE

i i
wEE 0 | 50 | 200 | 5000 | 10000 | O | 50 | 200 | 5000 | 10000
BT R B 70 | 70 | 70 70 70 70 | 70 | 70 | 70 70
FT 400 e JU e 1 2 2 2 8* 4 0 2 1
FF AR AR 0 2 0 0 2 0 0 0
T EMRE 1 0 2 2
TBIRE 3 3 4 | 13* | 12*

Fisher DEEEFEFERE, *: p<0.05
REBEIT., BRAAMRBRHEUCBEEMRRE G238, 788) ofsttds,

FHERIC BT S EZNEIL. 5000 ppm B SHOMEETH, BRURIFLEERBEMNENE
o0 T, HHET 200 ppm (M : 9.9 mg/ke FE/H, M : 12.5 mgke FE/A) THD
LEZ LN, (BH 42, 80)

(3) 2 EMEHNLAERR (TOR)
B6CSF1~ U A (FENAMRIREE | —BRMERES 50 T, HrARE | —BAMfERES 20 [T (52, 78
Wi TS 10 I o8HmERR) & AWREE (B4 - 0, 20, 100, 2500, 5000 ppm, #E :
0, 2.7, 13.7, 358, 731, i : 0, 3.7, 18.6, 459, 928 mg/kg A E/H ICiAY) REITL D 2 EH
HRAMRBMRER S,
JEEMERELIA Tt & 12 OFTRMERD bz, EEMEHRZE L LTk, 5000 ppm # 5
BoRETHRRRAIEMIERES, 2500 ppm M EHEFOMRE CHTHIAARIE,, # CHF
AIRRHE, ATHIRE O FBEREMARE O b (& 13),

®12 THREBOERSAESRTEOONEMR (EEEREUMN

G RE

i

st

5000 ppm

- FETCEEEAN

HIE, %, BARUTFHRRA

- FFiRRER AR, Fvse”

_22_
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BERME ZEREERSEUER FrF 0 B B0 338 3F B OF T A B B
BERLE 2k 2
L
2500ppm B4 |- - RE S - /RSN
< BEIZHROET < FFHCEESM, F/INTE o R AT A
< In/MMRECR OVEBEE R EREE N Fafgihfl., FHHRRIER R ORFER
- MEEE. BB Y VREERT R B
¥ b BB - FRRRAITEER O A MR
- FFLCEESEM, FF/AZEP R X
BIFERSE. AFHAINEAE R, FFERM | - BIBRERERABRZE
Rade. FFmEHGR. FHRMatERA | - SREHCEERRES
FIRME, FFEZiTHa, FFRan
WEESE, FTHBREMmpREsE, ff<
7 a7y —UHE FTREERLR
8. TR, ATHAEE /AR
WA, FFiEsEm, U AMERTHE
R BE Wi i B O8N & % AT AR R S
B
R IR S B ER O A faf e
TERK
FHELEREY ., BIERERRBY
HE K AR R B ORI R E K AB
A0
100ppm LLF TR L BERRRU

£13 IOAERAVWERSARSEBRTROONERR (BREERE)

i3 i
ke 5#t 0| 20} 100 | 2500 | 5000 0| 20| 100 | 2500 | 5000
FF RIGEB WK 70| 70| 70 70 70 70| 70| 70| 70| 70
FUIR AR 2 N i AR AE 0 1 0 4 9* 0 0 1 2 2
AT AR AR E 21| 9%| 17| 51*| 64*F 5 3 4 | 27%% | 29**
ATEFimRafE 0 0 0] 12%%| 11%* 0 0 0 0 0
i b 12 13| 12| 86**| 43** 3 3 3 7 6

Fisher OEBEMRRE, * : p=0.05. **: p=0.01

AR S EFEMNEL, 2500 ppm RESWOHE THEEHMG., AFREEEXXENED
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b i ¥, MEHET 100 ppm (HE : 13.7 mg/kg KE/B. M : 18.6 mgkg KE/A) THD
LEZ LRI, (B2 43)

12, AREREREHR
(1) 2EHARERR (Sv M)

SD 7 v b (—BEHERES 25 T8) AV 2IRfE (F4E : 0, 100, 1000, 10000 ppm : SF¥
BREEREIRE 14 208) REIC LS 2 IHEEABRRER S,

BB T 10000 ppm BEFHOMECITEECHEMN (P. F). FFEREX P, Fi)
2%, 1000 ppm BEHOHETHEREOHEN (P). AFMEX P, F) BRZdbhi. B
By ~Cid 10000 ppm & HFHOMMBETIHEROEM (Fi, F2) BZBH oIz,

AR A EEMERY, HEy (P, Fi) © 1000 ppm R E#OHER T 10000 ppm
REMOUETITMRIERZE1AEBO b0 T, REMOH T 100ppm (P : 6.9 mg/kg K&/
A. F1:10.0 mg/kg {£E/A). #T 1000 ppm (P : 76.0 mg/kg {&&E/H. F1: 106 mgrkg
FE/) . BB (Fi1, F2) @ 10000 ppm 3% 53 OMERE CRABAAS D ED Sh 0T,
2B OMERET 1000 ppm (Fi# : 68.5 mg/kg E/R., Fif : 76.0 mg/kg FE/H, F2
HE : 99.7 mg/kg RE/R |, Foltf : 106 mg/kg (RE/A) ThHEEL LN, BREIZHT S
BEEEIED N7, (B 44)

# 14 2 HREMERRICR T SIREEDRE

¥ 5 &5 (ppm) 100 1000 10000

RAEEIE HPHE | AP 6.90 68.5 702

(mg/kg FE/R) [ H Pt | EFLi 7.70 76.0 771
PP ok | R Pl 10.0 99.7 1060
B FE | R P 9.90 1069 1120

(2) REBESR (Sv )

SD 7w b+ (—#lE 25 /L) DIT4R 7~19 RIZEEEED ({4 : 0, 10, 100, 1000 mg/ke
HE/R) &5 L THEEEHABESER Sk,

BE Tt 1000 mgrkg 55/ B 255 CHFHCE MDA, 100 mg/kg RE/H DL #5858
TEIEFEGEERCEESOMIMN, FIEXAED Lz, BIREY T EIC L 5FET
B bz oT, .

ARBROEBMRIT, BBHO 100 mgkg FH/B RSB CRBLERRMENTD b
Fefodh  BEMH T 10 mg/kg RH/B | JBIREMW T 1000 mglkg FE/HTHD EBZ bz,
BEHAEIIRD b holz, (B 45)

(3) BEBHHER (DY ‘
NZW B w43 (Bl 22 I5) IR 6~28 B IZHEISED Bk 0, 10, 20, 40 mg/ke
KE/R) BEL, BAENRBRIER I,
SEYTIE, 40 me/kg FE/BRSHTHE @A), FIEK, FLEEORMAEDL
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iz, 1 BIERMFMOBRFICEMAR L 60T, BEORERERLICER L0 LE
Zbhic, BRBMONBRUEENRICIIRSCLIBEIRD b o,

ARBOEHIERIT, BEWHO 40 mg/ke HE/H R EH T L ESEMEIBD bhii
», BT 20 mg/kg FE/H. RITEMY T 40 mekg FE/BTH D LB N, HH
LIRS bhkrot, (B 46)

13. EB{EEBNFR

RUFTRYINTA TN OMEEAVERRATRRAR. 7 v MNTORES
MRax AV in vitro NEH DNA &FER, VRV 74—~ TKRAR, Fvy{4=—
AL RS —BARMESEMER (CHL) Z2AW-RadRERER, b ) o 8RE Ao Bi
Fa 7 VEKIKEERE (2 A v PRI, BALB/ST3 #ig 2 A - Z BRI ERRAR,
7 v NHHEREE RN = 0o vive / in vitro ATER DNA S RcRER. ~ v AATEIIC R A8R4L
i) DNA HHIERR®R. 7 v M - FEICBI 5800 DNA BERR. ~ U 220
FBREBREUO NS AV s 7wV AOEAWEBRTRAERRRD TN, HHE
% AW IARIR AT RHBR D TA9S PRIZISVVT S9 mix FF4E T T 500~1000 u g/ L— k
OHETHED 3~4.8 FOERER a0 =—HOEMMRD b3S, FOoMORRITT
_RTEHETHo7 (& 15),

TA98 PRk S9 mix FET CHEMDO H A BHRICHERD b 28, BEEMRIZBS VTR
DNA REMCEETRAZROFREIRONR1 o7 & in vivo TOFRIZENT
< UA, Ty FOFEECRT 5B DNA BEEARON 2o b, MHERE
FTRERENEZ v MFIEZ AW/ AREY DNA ARBRECF4#EN L Lz TR
Vemy 2w URRAWEBEFRARERRRO in vivo BB TREETho T2 E L EBI
Yufa bk B OBFNMTE LT in vitro. in vivo & bIZRD BIRNT b AEKIZE o
THRACEIRRE 225 L 5 hBEEHIT Wb Ex o, (B 47~58)

#1565 BREEEREE (R

SR

xER BEE - NEREE R
in vitro | EIRZEIRES RAER S. typhimurium 1 B8 : 8~5000xg/7" V-} B
(ZH 47) | TA98, TA100, {(+/-89) TGS
TA1535,TA1537 ¥k 2 [ 8 : 32~5000 . g/7" b~ (+59)
E coli WP2uvrA £k b (+/-89)
| FEHDNAGEHER | 7 o TR EBR 1: 5~ 50 g/mL ik
(BE 48) EE 2:15.625~500 1z g/ml
TORY 7 x—v | wUvR)ooNERE | 3.75~120 g/mL (+/-89)
TK 5k (L5178Y) =43
(B 49)
Qe R B ERR F A =—ANLAZ | 955~3820 ug/mL i
(&8 50) | —Rhfskdike (CHL) {(+/-89) '
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iR P e BEE - MARE ER
B S AESKE | B MY LR 62.2~173 1 g/mL (-S9)
EEER 173~800 x g/mL (+89) Rtk
(BR 51
TEROBEERME | BALB/c3T3 il 10.4~80.0 1z g/mL e
(B 52)
in vive/ | 7REEADNA 6588 | Fischer 7 v (1) | 1000, 2000
in vitro (& 53) (—E¢ik 4 L) mgkg RE ket
(EERE N E)
invive | BR{LEYDNAHBERE: | B6C3F1 vV R 0, 100, 500 ppm (FRAHIZ &)
(Pl (—FERE% 5 L) #E : 0, 19.4, 1031 mglke &
(B 54) & (=35
HE: 0, 26.1, 1204 mg/kg K
i}
E2{LA) DNA 8535 | Fischer 7 v bk 0, 200, 10000 ppm (IBfHH#
(FFi (—BftfERES 5 IIT) )
(8 55) HE 0,174, 798 =353
mg/kg FEME : 0, 17.1, 915
. mglkg (FE
E2{LA) DNA fR{ERER | Fischer 7 o Ml 10 IT | 0, 200, 10000 ppm (JREFH
(FHli - %) £) (=343
(Z:H4 56) 0, 11.6, 576.4 mg'kg A E
IhEETRER ICR < 7 A} 8 T 2000 mg/kg R E B
(857 (1 B 2EEARE)
BEFEATRRSR | PY AV =y 7= | 1000, 2000 mg/ke {F&
(2B B8) | VA Muta™Mouse) | (1 B 1B 5 BEELNZRE)

BT, TR

Rtk

) +/-89 : RETEMLRITETRUIEFET. +89 : ABHEMERFET

K% M-1, M-3, M-4. M-5. M-15. {R7E# S-L. I-12 OMEZ AW ERERER
SR ER X i, RE M-4 ROVEEY 1-12 75 TA9S #RI125 T S9 mix FfEF CFK~
XD 6.0 (1250 g/ V— b)) ROVT8{E (320 g/ L — ) OENBFED LN, B
HTholt,. TOMITTATEETH- (F 16),

155 M-4 i3 HEBAH T, TEPEREISEEE VO D CEREThE I, &
7o, IREY 112 12 0O5% LU FOBEWEFR THAZEEEZDE, ZhbD LR AL
FEE b b & E R, (B8 59~65)

_2 6_




# 16 EIEHEHAREE (K3 - B
HEE R *E BEE - AR FER
K3 M-1 | EIRERERRR | S yphimurium 156-5000 1 g/mlL
(ZF 59) | TA100, TA9S, TA1535, (-89) bt
TA1537, WP2uvzA ¥ 78.1-5000 x g/mL
(+S9)
R M-3 | EIRZERERRER | S vphimurium 78.1-5000 u g/mL
(ZH8 60) | TA100, TA98, TA1535, (+/-89) (=33
‘ .| TA1537, WP2uvzA
Rl M4 | HIREBREEAR | S yphimurium 156-5000 o g/mL -~
(&8 61) | TA100, TA98, TA1535, (-89) TADS
TA1537, WP2uwrA #£ 78.1~5000 u glmL
(+89)
(+89)
R M-5 | EIRRRERRR | S typhimurium 78.1-5000 & g/mL '
(ZHE 62) | TA100, TA98, TA1535, (+/-89) Rextte
TA1537, WP2uvrh #
KRB M-15 | EIRZUAERAR | S typhimurium 156-5000 1 g/mL
(ZH8 63) | TA100, TA98, TA1535, (+/-89) Rt
TA1537, WP2uvrA £R
RTEM S-L | HIREARERES | S typhimurium 156-5000 1 g/mL
(BHE 64) | TA100, TA98, TA1535, (+/-89) fatd
TA1537, WP2uvrA
BEWI-12 | GRERERRE | S Hyphimurium ' AR
(8 65) | TA100, TA98, TA1535, 0.625-320 . g/mL (-S9) | BBtk
TA1537, WP2uvrA £ 10.0-1280 ¢ g/ml. (+89)| TA9S
EINERER (+59)
0.625-160 1 g/mL (-S9)

) +/-89 : RBNEECRFETRUHFET., +89 - ABEEIREET

14. ZOMOEFEEHER
(1) FFESHO A H=XLER _
DZ7 v FERWF 2 BRENAAMNZII— 3 VEHER

Fischer 7 » b (—#EHE 12 C) ZHAVv-EEFREAQ (FE : 2000 mg/ke 8H) &L
% 10 BRIOERAA =vx—a VEEBR (=2 — 7 —BHEAEYE - DEN, 7oE
—#—: PB) 2iFEHfizhi,

GST-P B:MRE oKL L UEERIEEL L L 25, BEHIEHEBROBE U ETHEIC
BOTHEERERE ORIGNCEN2 <  DEN BREH & hEiT 5 LN s B EES
o L7z,

FRBEMET TR, S FTANVHANTA T o ENVREFCET 2B BAA = o—
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a ERIZnWEEX B, (BEE66)

@F v FERAWIF 2 BREEILATOE—S 3 VEER

Fischer 7 » ~ (—#fif 12 JL) AW /-iREH (JEAE : 10000 ppm) #E5IT X 5 8 BRE%
BAZTeE—Ta VBR (f=3x—#%— DEN, 7ot —¥—EHIENE . PB)
Eits <17,

DEN+_UFT7TRYANT A Y 7o A58 LU DENYPB # CHEASEBHEML
Fiz. GSTP Btz ol L OmEsmL =,

ARREET TR, v F 7Y INLTA Y 7Ta b’ ViE DEN 24 = xc—F—L Lz
Bz eT—va ERERTEEZ BN, (BE67)

@3V AERAW-EMRHBRETBR CIFMI SRR

B6C3F1 v v R (—EfMfHE® 8IC) 2= 1R 1[E 7 BEEEED (R4 : 10, 1000
mg/kg FE/R) ¥ 5 X 2D RHERFE R OYTHII EMERER RE A EfE s i,

1000 mgrkg AER 58O MM T ER OB, ¥ P450 Eoigm, P450 /3 OH
m (CYP1A2(1A1), CYP2B1(2B2), CYP3A2). FFHiiRIER, HE TSR D Hh
7. BrdU Sk OS5 & B CH b O REERD b b o T,

NRUFTRYVANT A Y T LSS ) < 7 RAOFFIRICHEMN L P450 &5 FIEi,
7= ) A= NREL L SHRFYE N F - LRI TV, R, MEREEIEEEC
HTHEBIIEDTHERWEE LN, (B 68)

@7 v bERAVEEYRHERFER U HRIERERERER

Fischer 7 v b (—EMERES 8IT) BV 7= 1 B 11817 B RI5&HIER 0 (Fif: 10, 1000 mg/ke
FE/R) B5IT X5 DB R SR OISR R BN = Shis,

1000mg/kg KEHREFHOMHE CITHEROHN, P450 SFRo#EM CYP2B12B2).
CYP3A2). HET (CYP1A1 (1A2), # P450 BEOHEMARD iz, BrdU feigiive
OEBRFIFREH LGB CTHEELRZIRED ORIk, (B8 69)

®< R E RIS R E R E
(2) OQORRIRIES A =X A58 (100 /21X 500ppm T 14 A MRERES) 5
B~ v ZADFFERE 2 AT PCNA &b FREN FHiE S h i,
PCNA EZE#RIZHERLREIRD N1 T, (BB 70)

®Z v bPRUTIRIZHITAHIFEEARRLERE

Fischer 7 v b (—#itfi#% 5 IC) RO'B6C3F1 v U A (—FifHEE 5 IT) é“:ﬁ%lz\‘c 7
ARREE (Z > b : iR : 0,50, 10000 ppm, # : 0, 3.6, 753, #f : 0, 3.7, 729mg/kg K&/
BicHEY, =7 : JFK : 0, 100, 5000 ppm, HE : 0, 19.4, 1066, # : 0, 21.4, 1370mg/kg
RE/RIZHY,) #E5 L BEBLIFEE2EAE Img M7 9 OF AU Y — Vgl (TBA
{B) & LTEHT 2 Z 2oL o iREESBLEORIESTOIE,

7 » + 10000 ppm 5B OMERE T ERBIEM A G T TRBAMEEAL, = 7 XD 5000

..2 8..





