JE 0, 200, 600,
(B8 |~VR | H b 2000 2000 — BB L AR
) {EFR &)
0. 200, 600,
#IR Fyb | 5 2000 2000 — BB LR
#&n)
g PR , 0. 200, 600, 200 mgﬂ‘gﬁ@ﬂ
i R [N PP 2000 2000 I el
i TS eeE - @n) D, ZOMYIER |
% |LEER (BB IR b
RE -
SR . 0. 200, 600, 00 —
g R - Fwbh | B B gm% 200 600 iﬁfgﬁﬂﬁ
RESEE =
é; 0. 200. 600.
& | BERLER Swh | H# 5 12000 2000 — BeEIC L AgAR L
i () -

9. REHEHR
(1) SEHEEER (Sv M)

ZNFral RO SD J v FEAVWEARMEROEHER., ANREFEERRBREUA
PER ASMREBRSERE S v,

BERBOFERIIF M ITREINTHS,

(&M 24~26)

14 2UESHABEREE (R{E)
=& EifE LDs0 (mglkg {xE) e
R | MR - o i i3 s S IR
D5k 2 3%
T o BEA
e T T B >5000 | e masgy . eRA
(54 3 B BIZ[EE)
gy | D77 >5000 >5000 | sEdRA L
= HEHEA 5 T |
SD 5w k W0 538 0
% A B HEREE, BERREE
WE S b IT >5.16 >5.16 B (D 7R A8 1
(B85 14 B BiZM18)

Rt M1 RUM2 @ SD 7 v FERWAEEnHEERRPER I,

-36-




#RBOBRIF IS ZRENTNS, (BH 27, 28)

#15 AMSUHIAREREE (K3
®E . LDso ,
g . BTE (mg/kg ) BEshmER ‘
- 300 mg/kg AEEMAEICEIEET. %
FBEE G FAMEARTT, ARARERN
# - 2000 - 2000 mg/kg A EFMEHEICAERD, HEA
M1 o SD ¥ v b i - 500 fiL. {EIJFME\ EEEET. KEMET., K
ISHRE T, ER, HIEEDARRESRT. W
TR, FEFER . GARFR. HBiRREEM,
AREREASH, ARBREEE/N, SLE
. _ B : >2000 + 500 mg'kg FEFMER T 2000 mgkg
Mz | BB ISDIY Rl o000 | tmmigceE

(2) 2HEEERER (Sv )
SD 5w b (—REMEEER 10 IB) A Wi 3akE N U5 : 0, 10, 100 X U8 2000 mg/kg
RKE. 1%MC KEFRIZER) {5 L 3amREMRBRAER SN, '
ARBIZB VT, 2000 mgkg FEBRSHOMHBETES 6 WHZICEEBE F2358ED
bhii-o, EEHEITMAEL S 100 mgkg KETHA LEZ N, (BE29)

R EIBICHd SREER VR ERESRE

NZW 7 3% F W /- IR B0 AR B OB R I M B S 320 & 7o, BB 1Y
B bhihold, BEOCIRMEENRY b, (BIR 30, 3D

Hartley E/AE v b () A= BEEBRENRBE (Maximization #) ﬁ‘%ﬁﬁé‘i’b
7o TORR, HEREEEIBO N2 -T2, (232

10.

11. BasERR
(1) 90 AMES SRR (5 F)
SD 7w b (—REMERES 10 IC+REIERE L L CABRR UG A BRERES 10 I0) %
FAVNIREE (BE 10, 100, 1400 B Uf 20000 ppm : FHK KEHREIIE 16 2H)
B4 k5 90 B MR BHRBRAER SN, |

F16 v 90 BEERESEABRO FYREKERE

E# 100 ppm 1400 ppm | 20000 ppm
EHREERE He 7.4 109 1670,
(mglkg (RE/R) i3 8.4 119 1670

FEHREFHTRD ONLEEERTREAR 17 RS T3,

_3 T~



FE HHE T 3% Ti, B D
L., EfEEERALLESEnEERED 2 VI FE
1400 ppm LA BB GHOBETHAUVBILER
D b DT, EEMEIIHEREE H 100

ARBR

IZHRNT,
MR AL RS, M Tt i D B R 2558

REIIEED bR,

FE-IRELE AR
CEED BT,

RN, /hEEALLYERT

ppm (f# : 7.4 mg/kg (RFE/A., M : 8.4 mgkg KH/A) THE LB Hhk, &

M 33)
£17 S k90 BHESMENRABR TR N SHFHE
®BER | HE it
90000 ppm |- EBEAIE] A E A
- BT ERA R ERAD
- Hb, Ht. MCH %t MCHC 4. Hb, Ht, MCH & MCHC b
APTT iEE TP. Glob. Cre & Ut T.Chol 71
- TP % U Glob #1 AT R OV E B
. R R U R RS IR B BRI, /N R L PERT
- BIBRERREIEE, ABEERE MIRREE R, B SEARARL IR
Bib, BEEMIEORS . Bk :
1400 ppm -+ Cre T T.Chol #50 "« Glob A, A/G EREEM
BUE . RICEETD b A7 AR RESM, RtERD
o TR U BRI s B U E B R
« NEEPDMERTAIR AR R, BRME L ABREERERL
BEAMB R T3, B RALE ERmAL B :
MENREESE, B RAE
100 ppm FHATRAL BHEFRRL

(2) 90 BRIESMESMERE (1 R)
B— VR (— B 4 L) 2RV A R4 0. 5, 70 XU 1000 mg/kg

KE/H .

1%MC K EHRIZNER) #5125 5 90 A ABEtEFRERREEE S NI,

EREHTHRD ONICEERTRRER 18 IZREAT D,
TH T, 1000 mg/kg KE/ B 250 OMERE CATHE R UL ERORMARD b

AERERIC

Nz s, ESHERIIMEL L T0mgkg RE/RTHE LEZ DN,

(&8 34)

£18 R 90 BMEAMSHRBTED 5L SR

R5H

i3

i3

1000 mg/kg BE/A

< FHER R UL EEEN

- ATHERT R Ot E RN

70 mg/kg EE/BELF

SRR L

TR L

1 kBLHEBOZLEZREEELVD UTREL),
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(3) W EMBaEAEESEHAR (Sv )
SD T b (—REMERES 10 VT) 2 W2 RAT (R4 : 0, 200, 1400 X OF 10000 ppm :
EHBEERERTR 195B) #5125 90 AEHEAMSEREERRIER SN,

£19 Sv k90 AMEREARSESARO FHREERSE

whE 200 ppm 1400 ppm | 10000 ppm
EHREFERE i 15.0 107 781
(mg/kg E/H) i3 18.0 126 866

£ ERETRD LN EBUFTRIEE 20 LRER TV 3, |

10000 ppm # S HEOHHE CHEESTEICHE LD L, 1400 ppm HEHOMETLIR 5
HSRVISHIEEICEDS L MR RECBER VEERELFER LIL 25,
BREOEBIBDoNLRP-T, T, HREHE, WEEBRUAMEROR X LIE
KHESOEREBIIBOH LN -7, HERBZOBEICEVTEH, RE L -miEa
BlcREICEELEELRBD N2 T,

ASRERIZIV VT, 1400 ppm Bl iR SR O MR CHTER R UL EREMELARH b
e, EENEIMER S Y 200 ppm (B : 15.0mg/kg FE/A., M : 18.0 mg/kg &
H/A) THoeEBELON, BEEHEARD LRI, (B35

#20 Svk0BOMBAEAREESABRCTREO Oh-SEMRE

SR : HE i

10000 ppm - RERINHNH _ o PR AR K
|- BHEEER

- EHERRIKME
- BRHERMEILE

1400 ppm 2L E |- FERED - REE RN

e R UL EREMN . FFAER R O B B
- NEETD TR IE R | -
- BRERMENTFHEEY

200 ppm EMRRAARL EMFTRAZ L

12, BHUEESESBRUENRLERR

(1) 1ERHEMESEMEHE (1 %)
L =S AR (MRS 5 ) AW REED (E: 0. 70, 300 KTt 1000 mgikg
B/, 1%MC ABIRICHEE) 51215 1 FREEEERRAER S,
EHREHTROLNEEERRRE L ICFREIA TS,
MFEEHRECBNT, BEZEORLNETE BSE SRR, nWiEhb—BlT
S0 AEHEELRNT EALBREOBETIIRVEEZ bk,
1000 mg/kg fRE/H B BB OHE 31, 300 mg/kg K/ B ¥ 5-BEMEHES 1 PTIC FFREA
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300 mg/kg RE/RRERMHE 1 MICBERERD bR, T b oRBHELEER
T ARBEBRTHIESLEEO R,

- ARBITE VT, 1000 mg/kg K/ B # 5B OB CEERE N F & OB L E 2R,
T T.Chol HEMMBRD b Z L2 b BRI L $ 1 300 mg/kg (£E/A T
baltErzbnk, (BE386)

21 AX 1 FHEBEESEABRCREOoNRIERRE

®EF : i 3
1000 mg/kg fAE/B « (RE B INANHF] + T.Chol #2840
- BT E B
300 mg/kg (AE/RLLT| MR R 2 L BHERTRA L

(2) 2 ERHEHESE ERAMBSHR (59 )
SD Z v k (—RFEEHES 90 IB) % V7B (JR{F: 0. 50, 200, 750 K& T 2500 ppm :
THRAERRTE 22 S1) BEIC LD 2 ERIBIEEM /758 MGG RN il
Shic, ARBUCI T, BIEFRIESRAE (— R4 20 1T, RS 1400
5675 A MEPUBRBE (— IEMERES 60 T, % 5 2 R R ORISR (— ROl 10 L,
LM S% 18 BROEENM) o 8 Wi L.

F*22 Sk 2EMEESE BENARHSHBROTHREAERSE (ngkeg KE/R)

BE5E 50 ﬁpm 200 ppm 750 ppm 2500 ppm
81k B SR B e 2.5 9.8 37.0 126
(1 &R i 3.3 12.9 48.7 164
ZEN AR BREE HE 2.1 8.4 31.5 109
(2 R/ i 2.8 10.8 41.0 © 142

BREFECHOLNEZEEFRIRIIE 28 ICREaNT NS,

BERSCEELIETROEMIBOD LN hot,

50 ppm #¥ 5EEHED 78 3 B ICAFHEHMA . APTT #0. EEMRM% TH#IC Lym
BOBBDHLNER, WPRLERENAELTHY ., BREOFBLIXEL LD
pray

MigEEFRIRE T, BICBWT, 52 BB USRS TCHEBERHELES, Glud
HEREmMAED R, L L AR EREER OB ZEMEED b7,
E72, EhE, PR, BIEERUBIBEOBBIC Glu 0 LF L HET S L EbhAKRE#
BB bRol, LEDOZ L2BARICELZETE L. 20 Glu DM
i, BERGOEBTHIAEMEIIEETERVWLOO, FEEFMNICEELEZIHEZLL
niehoi=,

2500 ppm &5 BEMEEER 8 750 ppm S BEHET 52 @ B ICHIBE BB OB £ 72
HEEEEOBMBRED NN, Zhb @E{Iﬁilﬁlfﬁiﬁf'ﬁﬁ%?%@lﬁlﬁﬁ RED L

40—



T EEENR E T, ‘
@ PEMESRBRTE O 750 ppm BA L3 5B O #ETATHR T /N EEH DT AR, BRI
RAE TR OBEMATRD b7, BERH TR S ICBEE L AREEER
ArREEBD 2o T,
BRAEREICEEL T, BEHEENEMLUZEESERE X 2oz,
AR T, 750 ppm BAER S BEOHE TR OSBRI, /NP DIEATAE
RRPEARSE ECAEMBRABAORAEANED LN b EEEEIMEEL b 200
ppm (# : 8.4 mg/kg {KE/B, M : 10.8 mg/kg AH/A) THhrR L EZ bR, BN

AALITRBD B e Tz,

(1 37)

£23 Svk2FHBESE - EAALRGEEBTROLORZBERA

BEEE | BB i3 . i
2500 | WiEE - AERIIH - REE M
ppm - BB - |BEER T
- Ht, Hb, MCHC, MCH, MCV |- Ht, Hb, MCHC, RBC. Lym
YA et
- TP 830, A/G R4, Cre 80, |- TP #5001, A/G Ehisid>
T.Chol #/0 - PR UVB B E R
- Bt E RN
S s - s R e S
B - SRS, SRATTE
BEEE | PEE e
335 A E - BB IEREENN ' - PRI BB AR L
RRHE | BREA. FREBER - BERREIR AR E R
- FFFERIEZE RARA
- FFETH
- BSIRANE OAE, BREEILE, ¥
FEfa
- BISLAR BB AR 25
- EDRBREERR TR BB B BT BT,
750 ppm | FIEE - RO LB BRI - A FESEEEOE AEA
oAk o JNEE U AR AR AR R
(R - BRRE SR 0 |
KoL N N,
FEM A |+ R E BRI
SERFE |- PR
200 ppm | M EHFRRL EHrRARL
LLF |
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(3) 18 HAMRIFAERE (TOR)
CH7BL/IE w7 R (—Eiﬂtﬁtﬁ% 50 FC) #HW/REE (FE& 0, 50, 400 U 3200
ppm : FHBRERREILIR 24 2) |E5ICE5 18 1y AR OFEMN AN EMR <

Too 728, BE5 52 BB IC—BMHES 102 bR &L,

F24 TR 1B HABENAESBRO THREFERS

LR 50 ppm 400 ppm | 3200 ppm
TRGERE | B 7.9 64.5 551
(mg/kg KE/B) | i 11.5 91.9 772

HEREHE TR bNT- B R GEEEMNERE) 135k 26, IFHRRER UNTHiass
OFEAEFEITIE 26 IREN TS, :

BREHE LRIEREICERT IR CROEMNERE R 21,

NEBHEREIC >V TiL, 3200 ppm R SHOMBETHTHRBRECREEENFTEI
MLk, 15700 ITEHAMHBEZFFEAR) OFRNL ., ITHEREDH
I, AARSIC L AITEDRPBRFOFTER G- AEOHFEERH L2 bD EEX
b,

AFBRICBUV T, 400 ppm PL iR EE OMERE TATHE S R OVCLERE ORI, JFHRAR
KBRBHONT, EEEEIIHHE L b 50 ppm (HE: 7.9 meg/kg AE/A, H: 11.5
mgkg KHE/A) THE EEZBNE, (K 38)

F25 RIRA1BHAMENAERBCTROONE-EEMR (EEBEERE)

B58 HE 1

3200 ppm - R EIE NG - REE M

- R R - HEE R

- FFgT i B A AR S E D - ALP 80

- ATAFEAMEZE B AR AL B8 D
400 ppm DLE |- FHEHR G EREM® | - Fed RO EREn
- R AR e - FHRR AR R *

50 ppm BHFTRRL FHFRRZL

PR LR (552 BERKTH) RUBRERTR (578 BRETE) OEmRERTHEML L,

F£26 TIOR8 AMESAHRICHEITATERREER UHHREORERE

MERI HE v:3

# 5% (ppm) 0 50 | 400 | 3200 0 50 400 | 3200

MEBHH 50 50 50 50 49 50 50 50

. JH #m A B A 5 0 5 | 11%** 1 2 0 16**
[FhmraE 3 1 0 2 0 0 2 0

** .  P<0.0005, *** . P<0.0401 (Peto &)
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13. £HEEHEHUER

(1) 2#HKEEAER (Sv )
SD T b (P W —BEMEEA 28 DT, F: A —BEMERES 24 0) 2HWERE (R
& : 0. 100, 500 XUr 2000 ppm : EHREEREIIFR 27 2R) HEICL5 2 #R
BHERBRNERIN,

#£21 Sv 2 HRARBEBROFHRGEERE (me/kg KE/H)

5B 100 ppm | 500 ppm | 2000 ppm
e 52 | 255 103
P A%
iei3 6.4 32.9 127
i3 5.7 28.3 117
Fy 4% :
13 6.8 34.6 142

HEp Rk OEEMICB T A5G TRERD b RIX, £tk 28 iR
EnTWna, - \ ‘

ZIERL. TRE, ZIHR, FRE. SRYA. HER EFRESOREHOE
BREICMT AR OAKRE. HERE, HERORERUERFEE, i, HERE
ORBMICET A EIEICRSOREBRIRD bhirol,

500 ppm HEH P RO F1BECH b=/ phEROEFFREEXZ, FEECEEBD
HENRNZ ENS, BETLIEMFEETRRBERERGEEL LN, F2,
500 ppm #HE5E P o R REES ROHEEEN, FEoFErEEENIELo
BESNTHOEETHY ., JVEAEZAVEHEERRT, PR 20000 ppm

(7> h> 90 B HESMEFERER,. 11.(1)) R UHTEX 750 ppm (7 v @ 2 4£R]
EBMFEMREN SRR, 12.02) KBV THLEEHMNXALA T iRWI &, B
BENELELRDON TR EhE, REDEELIEZ LI b7,

AREBRIZBWC, HE Tk 2000 ppm #5B OMERECAIBMME ., FRUOEIC
HEABSNEER, FEY TiX 2000 ppm RSB OBERE TEEE, MK CBR
N ERHAOESED ORI &b, BEEEIIHENY K IR BN OMERE & t 500
ppm (P : 4 25.5 mg/kg {KH/A, M 32.9 mgkg K=/, F1: B 28.3 mg/kg F&H/
H. M 34.6 mgkg £E/R) ThHHEEXONE, BHEEBIC T2 EBIIRAD LR
Mmot, (B 39)
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%228 Svb2HAKEARTROLAEEEMR

P firft Fi it
HH 1% it 7 3
2000 - EEHEINE, K |- EEREE, R | - RERIE, R |- REEEL ISk
ppm F= FE #E ::4
R - AT RS - fEET S - E R
R EUHEE |- PSR CHER | IR EOLER |- FOSRCHER
18 H#40 N #n
- B Pl AN R UL ER | - BRAEAEENE |- NERLERF R
BRI OEM | B b REEWFH | BX
BRI CNESROERTRM | T, BEERM |- BRMEFEEE
B RMEFEEN | JEX - B RMEBTE | b, ROTEER
b, RAVERTH |- BROEFEENE | M
Zopt, BEEEAI | {b. RAEILE
. MEMRE
1., RERE. R
4 T AR
500ppm | BHFTRR L FEMFRRL FMATR A L HEHFTRA2 L
B
2000 - AR E AERE AR E ERE
Rlppm |- BEHEEES | BEXRGEER | - MENEREDS | BECRULER
~ B EERY | WY R ERRY | B
; - Bl E R - B E B
500ppm | BEFTRA2 L HEMFTRR L BEMFREL | BEFRAZL
LA

(2) FESHHB (S5 )

SD T » h{(—EElE 28 V0) DR 7~20 BIZHMEHIRA (JRE:0.5,60 X T 700 mg/kg
KE/H . 1%MC AR EE) 85 L TREESHRBRAER Shix,

BEM TiE 700 mglke KB/ H & 58 CEEMMINEASRD bii,

4B ClE 700 mg/kg R/ B SR CIEAR, ERERVKREBEERD BE LR,
i BEREBEETH 700 mg/ks AE/AHERETHBILRITAREOHEENFREICE
L. WERCHE DR R B REQHIE S KT — 5 I b_Er T, RO
AEFEONIBFT RIS CEBRL bR hof,

ARER IV T. 700 mglkg (KE/ B B 5BEO BB CIRER MG, IR CIEEKE,
FEEWD . BREYOBEEEOHMERTD LN L b, ESEEITBEHY
ERUMIE LS 60 me/ke B/ ARERTHBEEZ LR,

700 mg/kg RE/H B EHOBE CERETOREFEENEM L L2 L, BEFE
HEED 700 mg/kg KE/B KBV CTRIBHERRRTS B2 bhi, (B 40)
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(3) BESHUER (UY¥)
Himalayan 3% (—#hif 23 [T) Ok 6~28 BizsE#ED (Ff&: 0, 5. 20
R 160 mg/kg HKE/H. 1%MC KIEIRICRE) B5 L TRESERRBERI LY,
60 mg/kg A E/QREH TIX, 28 GloREMHD 5 5 3 HIBTET- L. 15 #il CREIE
L XiL, KEHENIG ., BHEEI R LNE, :
JEIRIZHOWTHE, 60 mglkg (AE/R B 5 CHRER CHER 0RO N L5 h a8,
AR, PIBRUBHTRICIREIC LA EBERED b o T,
ARBRICBWT, 60 mgkg FE/AXSHOBIY CHTRUVERESE, BETHERUE
BEOBOBRD bR D L, EREETESHHEOIERE LY 20 mg/kg KT/A Th
LDrEILNE, BEBEIRD R RMok, (BB41) 14. BESHER ‘
7 al) FORBOEENLDEEEHRABELER I N, 2BV H1IREAR
EERAR, b M) SR RAERTRR, 7y MEFERE BV ES DNA
EREABRE T NMRI v~ 7 AZHW/ERROERIETERECH I b, 7
NATaY) FREEEEIISVLOLE L b (K 29), (BB 42~45)

%20 EEESUNRSEEE (R

HE B WERRE - fERE "R
in vitro | BIRZEREEFEE | S typhimurium 1.6~5000 pg/7"L— b
TA98.TA100, _ (+/-59) R
TA1535.TA1537 %
(&HH42) | E coli WP2uvrA £k
Petn (2 R B kU RER 1.22~156 pg/mlL
' {(-S9)
39.1~625 pg/ml. it
(B 43) : (+S9)
mmvivo | ~EH DNA &5k |SD 7 v MAFHRR 600, 2000 mg/kg {E
FER (B EREHR 0 R 5) etk
(&R 44)
/IMERRBR NMRI =7 & 0. 200, 600, 2000
mg/kg {KE (=43
(B 45) 2 EF&RIEO#ES)

) +-S9: B REFEETRUHFET

Rt M1 ROM2 OoMEZ AW EREARATEZRBRERINWLTCEY, WTFho
HBERbLRETHo- (R30), (BHR46, 47) ‘

#30 EEBEABRERSE ((KEH)

HRMHE

S

ZE5E

<
iR

F
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A M1 JRIEMRERRE | S typhimurium 16~5000 pg/ 7" L — F
TA98.TA100.TA1535, (+/-89) (=43
(ZF 46) | TA1537,TA102 £k
Rt M2 | BIRRRERRR | S yphimurium 5~5000 nug/=7 L-— k
TAS8, TA100,TA1535, (+/-89}
TA1537 £ Fefte
E. coli _
(B 47) | WP2uvrAHPKM101 #

&) +-S9 : RBMEMHEREFETRUHEET

15. TOORE
(1) FEDPRBEBEESZEER (TVR)
C37BL/6 v A (—#E35T0) #Av7 AR (REEBESARICHREER) BT
28 AR (%5% 29 A HIZHRK L) B (0 BT 3200 ppm : FEBBIEEEREL 575
mgkg (KE/R) ®E5 L, I HICEERF 7 BRE BrdU (0.8 g/ll) 8Kk#BE LT, HHED
M A FT 5 & & b ICFEDABIEREE 2 AT T3 ARB ER SN,
EHTHEODONEERFREIRILICRENT VNS, ‘
ARBEORER, FHREENFEINRER, —BHETHY, 28 HEKRESHICHEEIT
b LNIEhof, £, ARAREGICLY 7 2 SV E - LR OEDAGGHEEE >

FBETDHI ERTEINTE,

(208 48)

£33 TOANEPRHBEZIEABRTEDOALHA

HE5E

i & B

ik L BRBE

3200 ppm

CEERD, ERNERND

- R - BB R O E 8

- PR @k (9 B, NFiiELR (1 51)

- NEED AR NEEE, OB
FAAEA BN '

CNETRAE, TR ZERL
WHich

- PR % BN B, TR b —
A (5 )

» BrdU i #passin (hERLE Y
fRin)

- FEREY . EEHNERD
- Friast - HEER UL EEHEM
- R (11 F). ATRIER (3

&)

- NEERNDMEARL/NEYE, TR

@ AE R hn

</hERLEE, B ZE R

B

- FEA RO REME F), 7R r—

> 2(1 §1)

- CYP. BROD, EROD, PROD

on

© T Y URKER B R B

(2) 2/ RNILEA—ILRUINTZ 4 JY yﬁﬁglzﬁéﬁﬁm&%ﬁiﬁﬁﬂﬁ (<

JA)

C37BL/6 =7 A (—BilfdE 20 L) #AVT7 =/ /L E ¥ — (80 mglkg fRE/A)

—-4p—




EUr7er47) B B00mekg FHE/H) # 7 HE R5% 8 BEICHM &8 KW
28 A (5% 20 PEICEKR D HMREEDERES L, S 5IC LR 7 BMIC BrdU(0.8
g/l) ZEAKSES LT, FEOMREEEFET 2 & &b ICIFRES R LB RG %
RETARBPBER SN, '

P BREFTRIEE 32 IR ST\,

ARBIIBNT, 7=/ 07— (80 megkg (KE/R) #E5TIRBSH TEBK
SRR ITHIREE 2 R LS, 5% 28 PE TR CRASERRAONENRE T
Y MTIIARBELRIZEDETH o7, 2. 7 =/ A EX — U AFHIRRIE X, CYP,
BROD K UF PROD GHEE2FERT2®ALFERATCH-E, 20747 Y B (300
mg/kg KIE/B) |5 TIHERE5%E 70 B ICEHEZITHREMZ B LA, k5% 28 R
BB RSDOEETCEE L, £, 7207070 VEXATMRIRIER, F7Y
CEEABELEERIEM EER T OMALFERATH o/, (BH53)

%32 ZI/NILEA—ILRUYOT74 7)) VvEREICEYBEHLL-TTR
BER i3 i3

7oz /NN | - REEMIE - FHiext - shEEH
& — - FRLtLE BN < ANEEHR DM/ R ETONBAEAT
o ANEEFRLDMEE/ PR CNME T | ARARAR K
ik ey - BrdU [EHERERREEN (R &

+ BrdU [BREREERIEMN (A& | BRED
BRUEK EBRBETIINESRLD | - CYP. BROD, PROD 0

< ANBEFR LGS T R B ONR AT

il

» BrdU EBARMEH N (PR & 3%

)

- 70 ) BRI ER{EESE HD

R TR A ST
. CYP, BROD. EROD. PROD
Hn
7a 747N | - REEDmH , - FFHE B DN R EEEHE AN
B - TR B O A o INZERRD T R OB T

HHARAER

- BrdU BBEEMiREM (P&

BRER U & BB T
BIDRIR)

- 5 U Y EOKER{EEZR N

(3) FEDRHEEREEER (Sv M)

SD 7w b (—HEERES 10 5) &2/ 7 BFRET (0 2 TF 2500 ppm : 1R (B
BLHEE 5 211 mg/kg (RE/B, M ; 209 mg/kg (KE/B) #®5 UNTIERSRAGR R ML R
ETHRBMAERSNZ, £/, 7=/ S0 EF—L 80 mgkg (FE* 7 HREHRHEED
BE5T R EE R (— S 10m) bBELL

TNA Y FREEICEW TR, BETRATIROES R CILE R, Lﬂﬁﬂ;’cﬂﬂﬁﬁmbﬁ
EREMLE, FEDRMHEZRFEEANEICRS ST, T CYP EiEsEmL, #Tix

BEERBH LN, PROD, EROD, BROD k1 UDPGT &M CHEITHEM L.,
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7Y UERABHEERRED Lz HETHEEEHD),
72 AN E S NVEREEIZBW TR, ETHEOES R EESAEICHEML

7z, CYP, PROD, EROD, BROD R (f UDPGT HEtEidigm c& ZicginL (o EROD

EEoREEZERL), 0V CERAKE{FEEEE SR L,
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SRIZHETRERERACTEE (T34 val K] o/REBERETME EK L 7,
T v FERWEBHEREMRRIIBNT, OEPRER, SAERTII RN

io, RAERETI 8~20 FFMICRmIRE T Lic, IR, MARRECIMmY
ARBAL-ES, SHERCHEPTh- L, 744 a) FRBESHEESCHICEHR
RSO L, MRTRERS-NED. TR, BREUEIE CHRBEP oo B,
PIDFEBIZfE - TIET Lz, FERBERIIO7 ==V BROBRBEFOINZF4 4
EEEALEVATA VHEERRT S A F A~ (M30, M10 BT MSB), §-AF
MEDZVFF L RIE MT7), ANFE K (M8 RUALKR B (M13) ~Dgk. @
PYPNAFAR AT I RO C-NBEEOEBERE (M1 RUIM2), @7 ==/1\8
DABEE (M3, M5 KU'M14 %) r#EEShTE,

HFhnwlL x, SEIRVLVERERWEHEBEREGRRICBANT, 744 a R
FRERVESR@ L THRHICABH SN, EDERN~DOBITIIb T ThoTe, ERE
BESEIBEEH Thodz, MBI I ABRRICENIZRS, FERBHREIELIZ ==
NBEOAEEIZ LD M3 ~DRH, BUIPAAFAR XTI FDO C—NBHEOBR{ED
BREICL A ML RUNM2 AR HEE S,

THAFEMRRICE VLT, BEREMITF KB 8P T 270~336 A, RS
T377~471 A Tholc, EESMREIIKEELIZL D M4 OAREHE, M1 RO M2 ~
CHRTIBBEALLSYHLERE. M1 RO M2 KHHETIEEBREESIRE, FR
IR TR TRILRB R THOMENRD L HBE 2 bR,

MAGRERBRICB T, 25CTOHEEEYE, pH7 ¢330 A, pH5 R pH9 T
360 AThor, KPFRSMABRICE T, pH 7 OWEABEIR COEEEIT phe-14C-
TJAFEal FT231 8 (RHOERTOMER) Thol-. BEABERRTO pyr-14C-
INZFEa) FEUVEEBERKTOpheUC-7AF v al FIIFHBREG T TEETH-
7, :

KILER « BHE R OMHHT - BT 2R T, 7443 ) FROML 2588k s
W&o L EREFERR (BERNEUER) pEMEn, #EERBHEZ A=) F
ELT45~190 B, ZAFEa Y FE MIOARELT46 B~1ERBTHo7,

AW LI REBEEZHNWT, Zadtal F, M1 RO M2 245 d8{bath &
L= BB BRBIER SNz, BERTRESNIEFEH THI ANV L XIKBT 55K
BEIWTNLERRARM TH o7,

7 v FOEMEE O LDso iXtfRE T 5000 mg/kg R EA, R LDso (MR T 5000 mgikg
{REB, B’ LCso (LMERET 5.16 mg/LETh o7z,

Ty FERBWEAERBEEERBRTELONZEFSERIT, 100 mg/kg KETH o,

v B & B T2 IR AR R R OVR E R B TR IO IR b o T
2. EMRBANERRD bk, EATy P ERAWERERIEERR TR R ENE
HREwbhiahroi,

HEEMBEERBRCHEOAEEERIL,. 5y FT 7.4mgkg KE/A. 4 X T 70 mg/kg
BE/ATh-oT, 7y FE2AWVEHEAMMERSEARR T, #REHEIED 1o
pro
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BAEHENE, WTFhORBHERLVEHRETHo b, 7440l FICEBEEHE
RN bDEEZ BN,

FREERERERID, 7wit:)%ﬁﬁkié eI, EITHE. %H&U%h
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RHBEIZ LD 7= AN EF — AR5 L EEIC CYP. BROD, EROD KU PROD DOF
EERRTIZENTENE, TOMIZ, Ty b EAWVIFERHBEESE MRS EH
ENdc, FORR, A3l FE7 v MIBWTHL 7= /2307 — A EEREOATE
iRk (CYP. BROD. EROD. PROD XX UDPGT) # /45 = &R & s,
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ThdEELIDNT,

%ﬁﬁﬁ#%#B\%F%¢®%ﬁﬁﬁﬂ%%§%7w?tﬂJb(ﬁ&A%@ﬁ)
LEBRELE,

FHRBRICB T AESHER OR/IEMHRIEIE IZILRENRTVS,
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MR D 7.4 mgkg RE/B TH-o722, Ty MBI 2 ESHEIT IV EHO 2 £/)1E
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FEE (AD]) (B E L.
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-52~



<RI 1 : (/0 AR T >

MER b4
26-Vrun-N[3roa-5(r) ZAFarFA)ee) DVRAFA]NU X
F 7IF
M1 26-U7nR-_yXFIFK
M2 375 ) 72AFaRrAFA-LY P2 AR B :
26 7an-N-(37ru-5F) TAFa AFN-EY P24 AFN)S
M3 . . - . .
ERFaFi R XT7IFR
M4 26 7an-N[(3-7oa-5( FY ZFaAF L) P2 A )k Fekx
AFN)RU AT IR
M5 26Cruan-N@sro-5 k) Tt AFN-EY Pr-2-4 02 F)4
E FeX%i A7 R
g-rono-N(3-Zng-5 k) 7AFadF oY P2 L NAFN)GEF
M6a . . p e
X 2AFNANT =R XF IR
M6 6-rna-N@Zua-5-r) IAFaRAFA-Y P2 AFA) 4 F
Méb . . n e = e
OF T 2AFNANT 7o AT IR .
jerun-N(@roa-5 Y TAFEAFA-E) V2L VAFNA)SE R
M7a EXVLAFUVANT L 2R AT IR
. M7b -7 nua-N(327au-5 ) TAFRRAFA-LY I-24 L AFN)-4E K
¥ QAR UANT £ =R XTI F
g-ruua-N@-Zon-5 k) 7FaAFL-BY D2 NAFN)FE R
Mga n% I RAE ALK N-R AT IR
M8 6-run-NG@soa-5 ) 7AFa A FL-rY P22 A FA)4E F
M8b PSR
Q%I 2AX L ANKR=-R AT IR
M9 N7EFN26-Vrna- U XFIF
M10 oo §AFE
M1 9-ruu-N(3run-5 ) 7LFatFL-v) P2 NAFN)6-AF
VANT 4 =R AT IR '
6-run-NGroa-5r) 7AFarFA-Y Ir-2-A )L AFN)3,4 Y
Mi2 EFaF -AXANT 4 =R XTI R
M13 BirooE /b Fadigh- 258 BE .
2,67 rE-N(37 g5 k) FFdaAFA-EY P2 A F )
M4 34-Vr Faxi XX7IF
35 Urua-d(3raa-5 ) IR AFA-EY D20 A NATFN)T
M1 21 FerFi-AFAPRE-1,2-PF—0
|26Yrae-34-Yt FrFL i raaFP 1Y AR VEG T uR
M16 B-R Y FAFORFN-EY D2 A NAFN) TN
M17 26-Vruu-N(@3-ruan-5hY 7t 2FN-E) P20 A F V)3

AFNANT 7= R XTI F '

—-53-




B R L4

6-rmur-N@-ruub k) ZFarFL Y P2 NAFN)23 Y

Mi .
8 AFILA) T 7 2R AT IR

M19 ot/ b FoxifE

M20 M1l-Biy orE ) b Fax - Auh 7Y —VERHA

M21 - Y D= A FUER- TV v RS

M22 EY SN AFNAR AN T — A BA

M23 [Me]-Fifgia-a &

M24 IMgl- 7 /v u B E R

M25 IM7]- BRI & &

M26 IM7]-7 w2 o U EEREE

M27 [M8]-BRBE IS i

M28 BrooEs/ b R ie-7resdtaeh

M29 BiroofE-vRA5AL =7 ) v UReE

M30 BroeE/ b ol v AT74 ReE

M31 BrooEe /b FefdE- v A5A LAk Z s o Baes e

M32 Hjﬁy z2EE /b }\D#‘.‘/ﬂ:'){ /1/7:770“/‘—‘1[/@@%{21:

- M33 M32]- 2 Lk o ff

M34 Broos/ b FaXxifE-v A7 4 UiagdmBineas

M35 [Pl- / & FaXx o &-Hgask

M36 [Pl-2 b Fo % f-GBaa

M37 [N S N = = 2. S ) VB K

M38 U b ROy o Biagir

M39 FRIE FaxAR-T e FLRAEE

M40 AP OH (h-BifiaS

M41 [P]-> 251 iadHE

M42 [Pl- AL 7 — LA

M43 oo/ FoxifE-mgiRsd

Mdd | By moOd—A Y AT A VAR

M45 B v o g —k- AL Y — VA

Mg | iz oo §AFATF—Ak- I o L EREA R

MA47 By uaod—k-7u o CEBRaE

M48 By o OH PA—NiE-Zuvs o EBREE

_54.....




<BIHE 2 : BRE(ELRR>

W #h AR
AIG FATIv/ a7y s
ai BRRS E
ALP FABVHRRT 7 H4—F
APTT EHAL RS k2 BT T AF R
BrdU 5-7aE-2-FAFIvI vy
BROD RS FVENT 4 BASDNAVEER
Crmax W T e
Cre TVTF=
CYP F k7 a—.A P450
EROD = RV LENT 4 VBT NALEER
Glu Fa—A (M FE)
Glob A=A N
Hb ~EFury (WEHFE)
Ht ~<hrs Vv ME
HPLC mEEEks e N TT T
LC/MS EREEs v NS T T EESHE
LC/MS/MS | B&ikiEr o~ W7o 7407 LERSE
Lym U R ERER
MC AFLELT—R
MCH TZHg 3R Bk i 538 £
MCHC SEHE) 7R L ER I £ 3R R AL
MCV SEHY R Bk 7S
PHI REFHANLINEE TORK
PROD Ry R VLENT 0 AR T VEEE
RBC 7 M BREL
T2 B
TAR Fate 5(GRE) R e
T.Chol BalvAFn—)
Tmex T 1 T B I I
TP WERE
TRR IR e
UDPGT UDP-Z /2 v v EEiS B

~-55—




<BE>

1
2

10
1
12
13
14
15

16
17

18
19
20

21
22

BEWGINAEaY R Mz ruy oS = AKRSE, 2005 . RAFR

INAFEIY ROT7 = = VEBRER VR U SAERAF RV mniE,/ D PEieRs (EE

B Nn#&s5) (GLP %) : Aventis CropScience Sophia Antipolis, 2003 £, F4AFE

TIAFERY RO = = M AEHA S B PSR R OB P (RERED#S)
(GLP xthis) : Aventis CropScience Sophia Antipolis, 2001, 2002 . FARK -

TAZEa) ROV ) SAERMERY ARt B R OBt ERR (BEEENESE)
(GLP %ths) : Aventis CropScience Sophia Antipolis, 2001, 2003 ¥, XAFR

A al) RO7 x = AEREEY BN omRR. ok T 2RERER (EE

#N#45) (GLP %) : Bayer CropScience Sophia Antipolis, 2008 45, F43

AT ) KOV UUEEREE B AR SRR (BEEN#&S) (GLP &)

Bayer CropScience Sophia Antipolis, 2003 £, FX4u%*K ‘

I al) RO7 == VERER AV-RAFERE (BEREEERNHE) (GLP XL

Bayer CropScience Sophia Antipolis, 2004 £, FiAF

INFE) ROT = = VS EY BV RBEHER (BREEEZNES) (GLP X))

Bayer CropScience Sophia Antipolis, 2004 £, FAFEK

ZAFAEa) Fovr) PAEEREEY R EABER (RREEERN®RE) (GLP &)

‘Bayer CropScience Sophia Antipolis, 2004 £, RAR

TJAFEal) ROV L L ICHITAREFEE (GLP #i5) : AgroEvo USA Company.
AgroEvo Research Center. 2004 . RAR

TG ) ROREY 5 28T 2R EER (GLP #115) : AgroBvo USA Company. AgroEvo
Rescarch Center, 2004 £, XA

Aol Fo b2 228 2R HFEE (GLP x)&) :AgroEvo USA Company, AgroEvo
Research Center, 2004 4=, ROF

ZNFEal) FOEFSHLEEFEMRE (GLP %1)7) : Bayer CropScience, 2004 %, &

A
INFE o) FOSESHLIEREMRE (GLP #)%) : Bayer CropScience, 2004 4, 3k
HNR ' .

ZAAEal) FOLEBERRRE (GLP 35 : AfTAZuy FH A T RS,
2003 %, Ko

A al) RO MKoREMRE (GLP #65) : PTRL West Inc, 2002 £, RAR
Tz = MERTAAE ) FOKPRSMEEANRS (EEK) (GLP #i5) : PTRL West
Inc, 2003 &£, FAOF

U CAMER T NAAE 2 ) FOKPESREGRE EER (GLP xS : Byer
CropScience AG. 2004 &, FAFE :

Tz MR NAFE ) FOKPHSIEENRER (BFK) (GLP &5) : Battelle
AgriFood Ltd, 2003 &£, FAR

HERERER . AN M oAy YL 2 AR E . 20038, RAFK

TEIR BB - A =y oy 7Y o A4, 2003 &£, RAORK
BIEMRERBEE . A A7y A = ABRRAR T, 2008 £, KoK

58—



23
24

25

26

27

28

29

30

31

32

33

Zadval Ficki) 2 EBRE (GLP &ik)  Z/ift -, 2004 4, ®AK
ZAGE2) FOT v b By aiEE o miEEER (GLP 55) : Huntingdon Llfe Sciences
Ltd., 2000 4F, F®AK .

A=) FOZy & Rni- 2R EEEFER (GLP %) : Huntingdon Life Sciences
Ltd.. 2000, FAFE

IAFEa) Fo7y bEBWESERASZEMERE (GLP xt/5) : Safepharm Lab, 2000
. KRR '
{23 M2 (AR C657188) 05 v b2 AVWaER nFEMRB (GLP #)%) : Huntingdon
Life Sciences Ltd., 2000 48, FRAR N
5t M1 (AE C653711) @5 v F # BWi-alEnoHEEEE (GLP %)5) : Bayer
HealthCare AG. 2003 F, FAF

TUFEa ) FOZ v b ERAWESERENRE (GLP %%) : Huntington Life Sciences
Ltd.. 2002 &£, Kok

ZNA 2l FoudXE Ry RERBMERSR (GLP #5%) : Huntington Life Sciences
Ltd.. 200045, K&a# ' ‘

T Eal) Fou$-FE vz REEERER (GLP %t55) : Huntington Life Sciences Litd..
2000 &£, FROFE

TAFEaY FOEALTY b ERWEEEOREBEEFHSR (GLP %) : Huntington Life
Sciences Ltd.. 2000 €, FRaF#

INFE2) FOTy b AWEREEREIZ XD 90 HEIRER N IREFHEEER (GLP

_J&)  : Aventis Cropscience UK Limited, 2000 %, FRagk

34

35

36

37

38

39

40

41

42

43

TLFE2) FOAXERWEROKREICED 90 FERERDKREEERE (GLP 35 -
Aventis Cropscience UK Limited, 2000 4, */A%

INFEaY FOF vy b2 AVEEHREIC LS 13 AMRER 0k EMESERR GLP
i~ : Huntington Life Sciences Litd., 2002 4, RAZRK

FnFdral) FoA4AXEAW: 1 FRAREEREFEERER (GLP #i&) : Centre
International Toxicologie, 2001 4E, FKAF

INAE2Y) FOZ7 v bEROCEBEREIC LD 1 EMRERQESBESEME, /R AR
£435 (GLP x1}) : Huntington Life Sciences Ltd., 2003 4, H®A%

ZAZal) ROo<wo REkH0We 78 ARMBEER SR B AR (GLP #)i) : Centre
International Toxicologie, 2001 £, FRAF

A Il FOSy b &A= SRR (GLP %15S) : Huntington Life Sciences Ltd. .
2003 ££, KA -

A=) FOZ7y hERWZEFEEREE (GLP %5) : Aventis Pharma, 2000 L
FATE

ThFEa ) FourEERni-aamEsRi (GLP #5) : Aventis Pharma, 2001 £,
e S0

TAFE Y FOMEE BV -ERERRAR (GLP %tk : Covance Laboratories Ltd,
2001 &, FARK

ZNFEaY o b D S8k ERA W in vitro e EREHE (GLP #i5)

-57—



44

45

46

47

48

49

50

51

52

53

54

65

56

57

Huntington Life Sciences Ltd.. 2001 &, A% _

ZNFEal FoTy MFEREZ AW ER DNA G (GLP #R) : Huntington
Life Sciences Ltd.. 2000 £, F£4oFE

IAFEaY Kovv AR AW ERE (GLP #5) : Aventis Pharma, 2000 &,
ROE .

i M2(AE C657188)DilE & AW EBER MR (GLP /) : Huntington Life
Sciences Ltd., 2000 €, F®AFE

B M1(AE C653711)DME & AV /R ERMHE (GLP %) : Huntington Life
Sciences Ltd.. 2000 £, RAZFE

= 2 2 & B R K ONITIRIE & BB LB R B I T T8 (GLP #45) : Byer
CropScience. 2004 £, FAK

RMBEREEEFMICOVWT: BEHREEERSHE 124 II=4%H 1-1 (URL : http//www.
fsc.go.jp/iinkaifi-dail24/dail24kai-siryoul-1.pdf)

[Znteay ) ofgihdisis (B 22 505233 %) 11 &8 1 EoRER
EOL, BRPOZRBEEREILGLIELEBREZETMRIZONT . BEELEESF
124 B1&4%% 1-2 (URL : http://www. fsc.go.jp/iinkaifi-dail24/
dail24kai-siryoul-2.pdf)

AR E2EZEESRBRERMHAESE 40 Bl 4 (URL: htip//www.fsc.go.jp/senmon/nouyak w/
n_dai40/index.htm]i)

EREBEZETMIRDIEMES : A =20 v A = ABASHE. 2007 £, RA

e

e REANET ) AN EF— LRI BT 4T ) VO R R SR R

(GLP %)) : Bayer CropScience, 2004 £, RAF
Sy hERWE 7T AREHESC LS UDPGT R UFEDRBBEFEICRIT TR

{(GLP xf/i~) : Bayer CropScience, 2006 £, k4K
BEREEERLREEMHESRESTME—TEE 12844

(URL : http://www fsc.go.jp/senmon/nouyaku/sougoul_dail2/index. htm])
AmEREEEHMICRIEMES FWEREBRBRRE : "M r oy g RBR
4t 2003 %, KK |
RAEEEELSREEMFAESHEF 22 [H2E

(URL : httpillwww.fsc.gb.jp/senmonfnouyakulkanjikai__dai22lindex.htm1)



