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TIJEBET I RT—NA—= R REBEHEATHD [ RUFTRYDNLT ALY T
L] (CAS No.177406-68-7) T2\ T, FREEEZ AWT, B2 EF Mm%
Ehe L7z, 7ok, S4B, EMEERER (OhAED) ORBEENFICRE SN,

P W72 RBR AR 1 BN Em (7 > ) | EEAES (X Lk
F~ ) | EMERYE., BAMEE (T v b, YU AROA X) | BEENE (1 X)
BIHEEMEENAEHRE (T ) . BRAE (w7 2) | 2 HREHE (T 1) .
HAEBE (v NEOUHX) | BEEHEEHEFEORBAETH D,

BEREEERBERND, XRUF TR INT A Y T EEIZLD2EE T, £
WZHFiE (AR AR RSE) | FURER (Ale L EMAER ) KON (&im) 12589
LTz, MRENE, BRI T OB, BHREMEROERICBWTREL 258
BEMEITRO Lo T,

BONAMRBRTIX, g (7 NEO~TR) [ 75 (Fv ) BRR (=7
) AZHEBOHEMPRD SRR, WTNLREHRFITERFEEL L2 L0 LITE X
L, FMICY Y BEEERETHAZEITHETHDL EEBE X LN,

HFHEABRERND ., BEDTORETMAGRMEL X TF TN AINT A Y T
v (BUbEoR) LERE L,

ERBRTEONLCEFEEED S bR/AMEIX, 7y FE2HWE 2 HRZEERABRO
6.9 mglkg KE/HTH-oT-Z &b, ZTHRERILE LT, Z24%% 100 TR L=
0.069 mg/kg AE/H # — HEEGFFAEE (ADD) ELEE LT,

Flo. RXUFTNRYAINTAY TR EVOBEERROEGEIZL Y AT 5RO
HOHBERBIRDON o Tlzd, BESEAE (ARD) IEET HHLEN
7euN &l LT,



I. iR REOME
1. FA&
R HE A

2. BRSO —EA
Mt XF TN AT AV T
#4 : benthiavalicarb-isopropyl (ISO %)

3. {L#4A
IUPAC
4 47 e n(914(R)-1-6-7 v 41,3 F TV —L-2-A
JL)-
TF NI INEA V}-2-AF LT 0 BV — R A — |
w4 isopropyl[(S)-1-{[(£)-1-(6-fluoro-1,3-benzothiazol-2-yl)-
ethyllcarbamoyl}-2-methylpropyllcarbamate
CAS (No.177406-68-7)
4 [A9-1-l[[AR-1-6-7 L Fm-2-Ry V' F TV U L)ZF L] T I /]
HNVR=IV]-2- A F T BN R
%4 : [(19-1-[[[(1R)-1-(6-fluoro-2-benzothiazolyl)ethyllamino]
carbonyl]-2-methylpropyllcarbamic acid

4. HFX
C1sH24FN303S

5. 9FE
381.46

6. @ER

7. BAROER
NRUFTNRYBVT ATt 1992 EITHhRESHAr A - 7 A BFZERFIC
LIVBAREINEZT I VBT I RI—R" A= ZZERTHY /ERAEEILY V5
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I RLEICTRIZBROME

BREEMARRII. 1~4]1%, XRUFTRUDLT AT ENLDT = = )VERR
Fh UC TH—ITE#ZLZL D (LT Tphe 4CIBVI) &5, ) KUY U
Da-fRF%E%Z 4C TEFHELZHD (LITF lval-4CIBVI) w5, ) #HAVWTENM
ST, BUNBRIRE R OGEIRE L, FFIClr 0 DN WEE Tt e (E&ik
BHEE) MO FTARY BT A Y Fa L OBE (mgke Xitug/g) I[CHEL
TTEE UCR LT, W/ 5 FARIBTEYRS B X O B EF PR IERIR 1 K&
P2 RSN TND,

1. E'pERNEanEER
(1) B4R
@ mpREHKES
Fischer 7 v b (—#EMERES 2 XX 5 [C) Z[phe-14CIBVI # L < I
[val-14CIBVI % 5 mg/kg A& (LLTF[1.]IckW\WT MEAHE] LWvwoH, ) Xk
400 mg/kg AE (UTM. 12T IGHE] &vwo, ) THERAKREL,
M EEHERIC O W TR SN,
2% M AEFEYENREFR) ST A —F TR 1TITRINTWD,
[val-14C]BVI @ Cmax & O Ty 1Z[phe-14CIBVI (2 b _EVMEZSZRD S L7,

(ZHE 2)
£1 2MRUVMBHEYSEZH/ NS A—42
EEIEN [phe-1“C]BVI [val-1“C]BVI
#EE (mgkg (KE) 5 400 5 400
ER K it i it HE i K i
Trmas(hr) 34 | 92 | 95 | 96 | 54 | 68 | 12.0 | 12.0
% | Coaxluglg) 0.32 | 0.42 | 6.55 | 7.18 | 0.56 | 0.50 | 26.2 | 20.6
P, 5(hr) 15.1 | 349 | 104 | 35.7 | 312 | 363 | 259 | 214
AUCo+(pg - hrlg) | 4.52 | 10.7 | 107 | 126 | 32.8 | 29.9 | 2,000 | 1,410
Trmas(hr) 20 | 44 | 105 | 104 | 6.0 | 60 | 136 | 9.6
i | Cmax(nglg) 0.53 | 0.55 | 7.50 | 8.06 | 0.68 | 0.65 | 34.7 | 25.7
5 | Tya(hr) 16.3 | 20.6 | 152 | 14.4 | 149 | 127 | 103 | 109
AUCo«(pg - hr/g) | 6.86 | 12.7 | 140 | 190 | 27.2 | 24.0 | 1,830 | 1,170

@ YR
ARV EEERBR (1. (4) @] L 0 & S 7= ke it RE R =R 2 & | FE P PRl =R &
O —VEETHABEORIHELXZH U CEH SN CRINEIIEKHAERHT
88.7~97.2%. B HERET 41.1~53.6% ChH -7z, (BH2)

12




(2) 2
@ HEEEE
Fischer 7 v b (—#EtfHESR 12 PT) (Z[phe-14C]BVI # L < i%[val-14C]BVI
ZIRAEXIEHE CTHERROKS L, KRS mERBRD FEh S iz,
FE g &k OFHRR IC 1T 2B AU BRIR IR 2 IR STV 5,
WL OFEREEIZ W) CH AR P AU RB I TE T L g OV fig 2
G ek c&R S 168 B #2121, [val-14CIBVI O &/ O & OV & A &7

DMEREIZI1T B T — T A% FRE 1%TAR Z# 2 2 fHk 1T 720> 72,

x2 FERBEROHEMICE T SEE R

(2 2)

BERE (ug/g)

b & [EAE PRI Tmax {31 V B 5 168 BEfE
EM(8.43), N (6.45), M | K (0.14), & Dfh(0.1 &)
(3.46), ¥ T HMA(1.76), AL
e B(1.34), HURR(1.18), I
(1.11), U > %Hi(1.10), KB
Ak (1.08) . M5 M5(0.97) . % hisk
[p};;;;m (0.95). =D (0.7 i)
MBAE (3.22), FF(2.78). WEME | JHFHE(0.11), & D fh(0.10 Ai)
(2.27), U > fHi(2.25), BT
e | wR(1.69), MENG(1.40), FIF
(1.22) . ¥ i (1.12) . IF B
(1.00), ZOfh(1.0 #ili)

5 AEAE(7.19), BEbE(4.51), fFls | fFhg(0.34), KEIR(0.22), &
mg/kg (3.99) . MM (1.64) . H AR | B8k (0.20) . @I (0.16), Lk
(LN (1.42), AIE(1.30), V380 | (0.15) . H IR AR (0.14) . Jifi

Qa7 . B bk (114 . M8 MG | (0.14) . i NZAR(0.12) . BB
(1.06), =ofth (1.0 i) (0.12) . R JE (01D . <&
(0.11). 1% (0.11), & D1t (0.1
[val-14C] i)
BVI MEAE(4.99), U > /3Hi(4.12), | &(0.35), JFHE(0.29). MHA
JFN(3.21), BEh®(1.82), NEAL | (0.15) . & Bk (0.14) . &I &
(1.56) . T = (1.54) . FI'%&|0.12). K&HRO.10). & Ol
e | (1.38), JPHL(1.38). HIRMR | (0.1 A)

(1.24), ®hEQ1.12). @R

(1.09), "—#—IR(1.04), K

#R(1.00), & DOf (0.9 LLF)

400 | et BERE(330), ARAF(176), U > 8 | TN (3.24) . fifi (2.62) . Ll
mg/kg BVI | #i(103) . JHFHK(91.0) . EIE | (2.561). Z DOAh(0.9 i)
(LN (81.1), K#NR(80.5), HIKIR

LR - B2 v Wil L2 h—h 2y (UTRUT, ) .

13




(68.2). MEM5(57.7). &Il 3L
(55.2), =Dt (45.0 Aiifi)

WEME(158), U o/ Hi(142). 5
16(129), B4 (122), Bk T Elk
(112), IThi#(92.6). FIE(91.5).,
B tafiENi(90.2), KEIR(83.9),
HHE(64.5), JPHL(63.3), HIK
H(54.3), WEhE(51.2), Z DAl
(50 i)

fFhig(4.21), = Df(2.3 i)

JEEpE(282), VU >/ Hi(159), AR
E(154), JFiE(109), 4 F I
(88.2), HIRMR(79.9) . FEIE
(77.5), WEN(69.7) . il 37 M
(66.4), K#EIK(B3.9 . FEM

A (18.6), Th(18.1), "Bk
(12.5), Rl (11.4), KEHIR
(9.87) . L i (9.61) . 5 B
(8.70), fii(8.19), Z Dfth(8 K
i)

(50.6), F D (45 i)
HAAE(158), M T HE{R(144), 1B
BE(125), U > 3Hi(123), Tl
(100), A& (85.1), K#ER
(82.9), WEl&(71.4). tBEIEN;
(70.0) . 59 3 (67.5) . & fifi
(65.8), H R (53.9) . 5
(53.3), "—F—R(52.1), %
DAt (50 i)

FFlE(15.7), M4 (12.7), "Bk
(10.3). K#RG.51), FlIE
(7.64), BERE6.50), Z Dfh(6
i)

[val-14C]
BVI

1 : 5 mg/kg (KEHGAFITHR G- 6 Btk . 400 mg/kg KB GREII 8RS 8 BrfE]%,

@ RER®RE

Fischer 7 v N (—REMEES 4 PT) (2[val-4CIBVI #{EHET 7 XX 14 H
MK ERGRE O S L, SN O AR A ERE S -, sEHIR&EH&ES 1, 3,
7RO 14 BRI S L,

AR R DT A RE O EIZE 3 IR & TV D,

T HERGHEOKRGEKRE 1 A& THEMTICIIMEZN TN 1.9 KT 3.3%TAR
DEERSENPRO bz, 14 HEGHORKES 1 H% T, Mk IR
ZNEI 1.0 KO 2.4%TAR OFRENBEN RO Hivl-, AHMkPNEE ETREIX
BEERE S & HICHED L, 14 BRERHO®R S 14 B #% CHME L &1 %8 K O
WRABREMA 0.1%TAR LLF & 72 o 70, MHRRPNERE AU RBIL. WL ORI
BT HHEIZHE L THEIZEWMEM 2580 b7,

PR BE R REIR BE 1T I e~ CEVWMER 2R L2, W T NOREHIZE W TG
MEE S BB IR DB WVIBENED LN, 14 BREHROKKRE 14 B
IZiE, HETIEAN— L — IR E VDR A B T IR (0.934 pnglg) LLFTH
V., HETITETOMBICB O TIMEFIRE (0.575 pglg) LT THY . FFlTHK

14



HEEDKRE T HHEMBIT e nbDEEZ LT,

®3 MHBAIMEUVEEBEHRITRE

(%M 95)

HE (ng/g)

iia

VA3

i

7 HH
B

B&HEE 1 A

%

BE(7.97)., Ei5(5.84), 5
(3.68), AFhi#&(3.13), R
(3.01), #EpB(2.61), FZfE
(2.58), +_fEH0.74), T
&(1.63), BHE(1.61), D
(1.5 R3%)

E5(15.3), BAE(14.7), G
(6.72). 2=205(5.82). ATHE(3.65).
+ —#5R5(8.13), fBE(2.55), H
WHR(1.53), ~— & —fR(1.01),
Z DAt (1.0 i)

14 AR
e 58

B 1 B

%

ER5(18.6). BM5(12.3), Z=EH5
(7.55), B%E(5.22), ATl
(5.11), #505(4.93), + 1515
(4.92), ~"—HX—JR(2.66), T
MIR(2.54), BhE(2.43), FIR
fR(2.13), BHE(2.12), Z=Dfth
(2.0 K4i#)

BEH5(7.94), EIRE(7.37). &5
(4.60) Tl (4.30) . A (4.24) .
BH(2.57). 2285(2.19), +_F51%
(1.69), TEMQ.67), HRE
(1.28), =D (1.2 F3)

B&HEG 7 A

%

FFI&(1.58), /~— & —fR(1.24),
g (1.17), Oig(1.13), FIR
BR(1.12), EIB1.07). Bk
(1.06), Mmi%(0.96), MElE
(0.96). #HPI(0.96), < Dl
(0.96 i)

FFiEi(1.38), Bk (0.78), H kAR
0.77), ™—X—#(0.76), IHE
(0.72). L:i(0.70). 1fi%(0.65).
Z D (0.6 i)

&G 14

B #&

Dig(1.04), /~— 2 —}1(0.96)
Mm% (0.93), #HA(0.88), Afhik
(0.81), FfE(0.78), ik
(0.78). #AK(0.78). EfE
(0.68), ZETHR(0.68), Hhii
(0.66), HIAR(0.65), + 45
15(0.61). # D (0.6 i)

Mz (0.58), LMi&(0.57), /N—%
—2(0.53), AF#&(0.53), B h&

(0.51), fEp&(0.47). + 1515

(0.44). #779(0.40). /INA%(0.40).
SHTHR(0.39), HIRER(0.39), &
DAh(0.35 i)

(3) K&#
O EHE@EEs
RBEO#EPHMRER 1. (4 Ol THELNTZREOE, B HEEER (1. (4)

@] THELNTIR, EROMENIE AR SRR 1. (2) O] THF 5 - M,

A b OV ik & 5k & L TR

#EE - EBRBRD ER S 7,

JRENBIIREBACDORFTNRY DNVT A Y T a VIt Engd, FEMN
#E LT M-15, M-18 KO M-19 2, &E5#% 72 BfICEN 1 0.4~
1.2%TAR, 0.1~0.7%TAR X T* 0.6~1.2%TAR #H =17,

B 5% 120 ReICE R O 13 IRAER CIIRELOX U FTANY ANT A
V7 a BN 0.3~2.2%TAR, EERHW L LT M-15 28 21.1~31.56%TAR,
ERHEETIIREILORFTRY LT A Y T A RNELL DEEE 5D,
12.1~22.2%TAR i & vz,
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MAEF, FlEF LR OERF N SIE, REMCORXF TR IVT A Y Ty
NDIED, FEARBHE L TM-15 LU M-18 BB D bz,

FEH P2 BIEREAC DR F TR VT A Y Fa e vidkbshnd, T
R E L TM-16D 7 V7 b U BIAEIRTH S BI1 MR S iz, £ DIEd,
R M-3, M-15 XU < OMERFFYRRO Hiv,

RFTNY HINVT A YT v EOEBERBERBE X, EAREKOKEL LD
ZTOEAETHY, T FEEOHALGE DN, XUF TN INAVLTA IS
BEVIZAREF Y RREGEER T/ VEF A aE a2 T RE s D LHfEE
ENnz, ESRERBYOINEFF L ABERIIV AT A=A T VA
TAREERERTAND T = VEBRIAE R ER I, SDICALVDE S
Y — VR IETF A — VRIS, IRV TAF VANV T ¢ RERTAFILAL
RUACEBLENSD LD EHESNT, (BH2)

@ REH#SICETIREYORE - B
v hERWERERE[. Q@] cEbn-miE, REVEEFEE LT
MIFEE - EERBSEmL S iz,
MAEFRBEY O SHIIMED T OS5I TE o To, RFPICITDEORFHY
M-15, M-18 K O* M-19 R 7z, HEHRERBRE B2 5R#@ME LT,
PRI M-19 ORMER EEZ 2 N2 BBO N, (B 95)

Q@ Sy rHSIIZEITHREEE

[phe-14CIBVI X i%[val-14CIBVI % 7.1~7.6 umol/g protein T » AT S9
iR (%9 2 mg protein/mL 2 &H) [ZIRIML, XU FTARYINTA YT
TV DAREHEE ORIE K OEY D[R E RBR 2N FE e S 77z,

NUFTRYINT A YT m EOVITREFIIZREAD U EEFRIX 1.8~1.9
SCHoTm, TENABMI I NZ F L U REEK NN S F T — VAR KR
fb&nizM-15 L RIEINT-,

FEMRHREEIL N2 TF A AAEGE R ORI M-156 ~DE#RTHH L E 2
bz, (M 3)

(4) Bkttt
@ REUEAHHR
Fischer 7 v b (—FEMERES 5 P8) (Z[phe-14CIBVI X iX[val-14CIBVI % &/
24 LIEEHETHRERAOKREG LT, REOEFPPEMFER N FEHE I,
#5-1% 168 B D JR e O ZE PR =R IR 4 (TR TV D,
PEMRR IR e O IC BN T, HEKR UIEREOZEIL <, WToER5H# T
b EEDHEHT R < | B E1% 48 Kffi] T 7T2%TAR UL ED RS iz, (R
2)
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x4 BRER 168 FHEORKRUVEDHMIE (YTAR)

PR A [phe-1“C]BVI [val-1*C]BVI
B5& 5 mg/kg 400 mg/kg 5 mg/kg 400 mg/kg
PR Jiia i3 Jii3 i3 i3 i3 i3 i3
17 14.3 24.9 8.41 13.1 9.0 22.3 7.1 11.5
£ 81.8 67.3 79.0 78.0 79.2 62.7 83.1 80.6
r— U BEEIR 2.7 4.2 1.6 2.1 2.3 5.0 2.7 2.5
=R 0.1 0.7 0.01 0.1 0.02 1.2 0.2 0.2
=5 A 0.1 0.03 0.2 0.4 1.5 0.8 1.5 1.1
ki 1.5 0.4 0.2 0.2 1.4 0.7 0.5 0.3
N EIEES 100 97.5 89.4 93.8 93.4 92.7 95.0 96.3

@ BBt

JEE ) = =2 — L %A L7z Fischer 7 v b (—FEEMES 3 IT) |2 [phe-14C]BVI
XiZlval-14CIBVI # R HER L < IdEmAE CTHER O &5 L T, e
BRI EH S T,

512 A8 IO REIT . RE O FEPHEMRIIR 5 IS N TV D,

5.1 48 B OB FEEI T, HEMTHL A RESRD L, KHE
B TIE 63.6~90.4%TAR 28, mHERE TIX 27.8~40.3%TAR 23 gk <7,
7 v MERNIZEBW T, &5 SRR AERE CIIET 20 L CEPICEITHEM
SN EHERECIIRN SN TEZER I SN bonEBInL 7, (&

& 2)
F5 ‘5% ABEHREIOBET. RERUERHME (YTAR)
PR AR [phe-1“CIBVI [val-1*C]BVI
BEE 5 mg/kg 400 mg/kg 5 mg/kg 400 mg/kg
PR Jii3 i3 Jii3 i3 i3 i3 Jii2 i3
PR 5.96 4.2 10.3 2.1 9.3 19.1 13.1 3.8
£ 1.1 1.9 32.2 60.9 1.5 3.8 42.2 54.0
— VPR IR 1.1 1.6 2.4 0.3 0.9 3.9 4.5 2.3
g— VRRTE NS 0.2 0.01 0.01 0.01 ND 0.04 2.1
RE{+ 86.6 90.4 37.4 40.3 78.1 63.6 27.8 30.7
=T A 2.28 1.0 3.4 3.8 2.1 2.1 3.8 4.3
FaE] N 2 97.1 99.3 85.8 107 91.8 92.5 91.5 97.2

NS : 3Bt/ L, ND : Mt
2. HEMERNERRR

(1) Fhivl &
E L x (5LFE : Wilja) OFEEDORE 15 H %I [phe-14CIBVI X (%
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[val-14CIBVI % 100 g ai/ha ® & T, TEEICHUAA L (LEAERERX) 90 H
BRI LR O E AR, IEFEOR R, 7 BFFE CEXEIC 6 (1
Bfi L (EERBRX) BEEAND 14 BBICHA L-BEROEE LRI L
T, MR IEM R E S 7z,

IR X CiX, XEH T 0.0411~0.0781 mg/kg., #X T 0.0009~
0.0010 mg/kg OFEFHFEENRE Sz, ZEIHLTIL, RELELORF TN
DANT AT a e 10.2~10.9%TRR, #Hm & LT, REENRHD 1.
2, 3RV 6 B S, D5 BLRKIZEREERHTY 1 D 29.5%TRR TH -
7o, XIENFREBRX ClL, XEEH T 4.57~5.86 mg/kg, H3 T 0.0026~0.0145
mg/kg ODFEEHSREN R Sz, XEH TIX, RELORFTRY H T
AV 7a ) 87.8~90.3%TRR, RE#H & L TREIERHY 1. 2 K6 H
BHSRZN, Wb 3.2%TRR LT CTh o7z, 2D OB EK
THY.,. 77V a EyEREEREYD 1 BT TRV INVT A Y Fa e n
DRUTFT = )VERIZKBBENEANINTALEN TEDOMNEDNFEI N T
N O, REERBY 2N TF TR INT A TR TF T —
VRO 5 ALIZKEBENBEAINT O, REER#Y 6 N FTNY LT
AT ENDORTFT =)V 6D T v ENBEEL .. Z OME I KERE
BASNTEZLDOTHDL EHESNTZ, XUFTRYBLT A Y Fa )LD
BRI SN0 T2, (B 4)

(2) F=F

h~ bk (LfE : Ailsa Craig) (Z[phe-14CIBVI %4 100 g ai/ha D H& T, 3
FR, T~14 AR TE 6 EHUN L. S~&0H 14 A%, 28 A%, 35 A%,
42 A%, 49 B KL 56 BRI L REROCERZBAEL L, EHEN
EMPER S EM ST,

REICB T LRGBS RIEE L, &8 14 H#% T 0.0181~0.0212
mg/kg. 56 H% T 0.0067~0.0072 mg/kg TH-o7=, 14 HEOREFORE
Mix., REALDXFTRU AT A Y71 in 88.8%TRR., KRIEEN#H
D &N 8.2%TRR TH Y | REENRBWILARZ KT 4.2%TRR i S v7z, 56
BEZEOREFOEREWIL, REALOXFT NI ANVT A Y T v LR
54.7%TRR. REENH P OEN 40.9%TRR TH Y . REENHHDIIHR KT
9.4%TRR #HH =7,

EH OGN BERIE L 56 AL OREBHZ W ToOAITOI T Y, RIEY
O REIR 1 2.33 mglkg TH Y, EEHREME L TRELORFTRY &
T A7 R 95.1%TRR & 57~

NRUFTRYBALTA T E b~ MBWTTEEAERBETENT. R
BACDORFTNRYINVT A TN b~ MIBITADEEEREEY TH -
7=, (&M 5)
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(3) P FYIE

b~ ol (R . A7 v —) (Zlphe-14CIBVI X|Z[val-14CIBVI %, @O
KB IZ 0.443~0.553 ug/mL O & TEHRM L7ZRERIGRER, ©0.177~1.6
pg/mL O &ET b~ NE OERFHEAZ ORI - B17 - 2882 LK
BRNEM ST,

RUFTRYANT A Y70 EJTKRBHED D IESCMITRIN S, AL 7 EI
%IZEEERRIC 34.3~39.1%TAR 73, REIZ 9.2~15.0%TAR /i L7z, %
FOFEREMIREAADRXRFTRYINT A TaELTHY 89.5~
90.6%TRR # 5 7/-, @MW L LT M-11 KO M-15 M EHRE Shi-, BT
DEFFREMIRTF TR INTA Y T THY, 73.8~87.3%TRR %
H O A & L CM-3 2 11.0%TRR.M-11 %X O M-15 B EMRH S iz,

EERSAT 7 Bh. LB D 93.6~99.T%TAR NEULE L, 1T EAERR
TACDRFTNRYIALTA Y T THY , REmE LT M-11 B MER
HEhic, tOFTM~OBITIIISMETH- T,

M~ NOEICBIT D ETDEREDIREACDONRFTNRNY VT A Y TR
ELTHY ., T0%TRR L L& 5Dz, R@HWIIPET, MEREINIZDOR
ThoT-,

[phe-14CIBVI Z %N L 7o K BHLER OARE O EEAH W 1L M-3 fasiE (X)
T. M-3 &£ LT0.26 mgkg (11.0%TRR) #H &7z, [val-1“CIBVI ALFE Tl
R#EH M-11 KON M-15 b Bt sz,

RUFTNRYINNTA Y Ta g, b~ MhEICRIREND & FEITN Y
FT VIV F )L B ST A JVERRL D K 5y iR SEER ki L 0 M-3 [ &
Nz, A 7a e NVFEOKBLIZEY M-11, XUV F 7V —)VER 5 LD KEE
fBlz kv M-15 (JBEMERE LTHE) REEhiz, Znof#@wix, 7o
— A, EAn—REOHWWERBESICRVAENS O LHEINT-, (R
7)

(4) RES

5 E 9 (5FE : Reichensteiner) DX EE|Z[phe-14CIBVI X iZ[val-14C]BVI
4 100 g ai/ha D HE T, 7~14 B[R TEF 6 B L., K&tk 17 H LA
NICERE L 7= REROEHZRIKE L, RN EGRBRNER I,

BEFICBIT LRI S EEEEIT 0.241~0.327 mg/kg Tho7-, FEEY
IIRBAVORFTNY VT A Y7 LN 95.8~96.5%TRR. K[E &
MoOHREN 1.5~2.0%TRR THY ., mbEZr o KRR ERHHIL 0.7~
1.0%TRR T - 7=,

HEEN T D IR FR G O REIE R 1T 14.0~28.1 mg/kg Th »7-, HEWIIREL
DRUFTNRY BT A Y F LD 94.0~94.6%TRR, REENHHYOKRE
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7N 0.9~1.0%TRR TH V., &bEZ o= RKEERHWIIL 0.3~0.5%TRR TH
ST, EEHIHIE DB XU FT R BT A YT a O IEF RIS X
Lo T,

RUFTNRYINVTA Y TS E I ITBWVWTIZEAERBI I NT, R
TR FTRYDLTA T EANSEICRBIT D EEEEYM TH -
=, (=R 6)

(5) [E< &Ly

T77A4 MR UVNTHEE SIS &0 (B 28 H3%) 12, [phe-14CIBVI
% 225 g ai/ha OH&E TEM 756 H#&IZ 1 EIEAA L. SE&E 21 XY 56 HT#&
IZHNEE S ONFEERE 2 5B L C ., AE IR N IE 3R S S S v 7z,

FEERER ] O EED & B BRI B I XIZIERE TH Y | FEERERIC 73%., F4E
\Z 27% D ST RENFAE LT,

IE< SWVHBFEEDK 90%TRR IZREDRXFTNRNY N T A Y Ta L
NTHo T, (R M-14, M-15 X O M-11 B’ Shizn, ZL<HMETH-
oo ZDIEH, W M-3 ORISR, EHY M-11 LIS D8 U ARIEH 0O 7K g
e O FER AR D ERH ST,

RUFTNRYIINTAY T eud, —E5nN 0 IO KB L & = 1 U
PR (K& M-3 OARK) LEREGZZIT5000, KEDIEIREILO R
FTNRYVINLTA I Tae e LTHEETDLIEEZONZ, (B 96)

3. TIEPERER
(1) FRWLEPEGFREBRDO

[phe-14CIBVI % % [E DY - OHEEE 112 | [val-14CIBVI % & E O EE 112
FNEI 2 mglkg OIRETIHMNE ., FKAIEMLET . 20COREFT T 120 X1 365
HfE (365 HRENIIWEL+OAR) £ o FaX—2 3 LT, HEDEMREBRNE
i <7z,

Wi+ 365 HRBRIZE T D HH S BEEITRREAIZHE) L. [phe-14C]IBVI
SLEEX (120 B 34.9%TAR, 365 A% 13.6%TAR) X ¥ [val-14C]BVI ZL# X

(120 H % 5.0%TAR. 365 A 4.0%TAR) TEHESLMIZHEA Lz, 120 BB

TiE., S EEIL 120 B ICWE T 61.9%TAR, #HEE + T 23.7~
33.2%TAR T®H - 7=,

EREDE IXREICHEM L, [val-“CIBVI £LH X Tt 120 H#IZ
44.8%TAR. 365 A2 54.0%TAR IZiE L 72, UCO2 DREEBNE N2 &
b, HMCO RN A M I 72 120 H Faﬁ@iﬁbﬂ%iﬁ%ﬁ’ﬁ:ﬁof:k =5, 120
A% D 14CO. DIHEEN 53% TH Y, FLORBETIX COL T EITHETE T
W o 2t D EEZ BTz, [phe-14CIBVI X TiL, WHEHICOE L 72
365 HD#ER T, 365 H1% 20.1% TAR @ 14COg Z [EIL L 7=,

20



FhH 7R T RE &L, [val-14CIBVI ALFRIX 0 365 HIERTIE 59 A#IC
41.2%TAR £ THIN L. 365 H#% Tl 26.5%TAR £ TIXF L 7=, [phe-1¢CIBVI
RLEEDX CiE, HIHZRE AR TR 4 2N L, 365 HIZIZ 61.6%TAR IZiZE L
2o 120 HRIRER T3, W LR UHEE L CIXEh £ 22.5% TAR X1 45.5
~58.2% TAR IZZE L 7=,

[val-14CIBVI M LS SN RE{LORFT NN B NT A VT
v ELIE, 30 HZIZ 28.3%TAR. 365 H%IZIX 1%TAR L FTHh -7z,
[phe-14CIBVI KX TiX, RE(LDORXFTNY BT A Y7 a e ln 120
HE#BR T 1.3~2.4%TAR., 365 H#ER T 0.3%TAR Th -7z, TELEDIT
M-1, M-3, M-4 KO*M-5 ThH Vv, R REIZTTEOREEIZ LV ZDELR L)
TN EY) M-1 25 9.8~27.T%TAR, 5fiE#y M-3 73 2.2~12.3%TAR. 4
fiEM) M-4 73 7.6~9.8%TAR, Y M-5 8 12.1~26.8%TAR TH - 7=,

RUFTNRYINNTA Y Ta o ER TORE LT 10.6~19.1 H
Tholo, EESHEY M-5 OHEE FLRINT 17.4~40.4 H TH o7z,

RUFTRYUINVT A YT a o EERTOSRERKIT, OXTF7T Y —
WO T 2 G OIKGHRZ X 5 558 M-5 DA, @Y M-5 Ot
7 I AGIZ L D0 M-4 DR, @Y M-4 O R U DBITTIZ L D
SR M-3 DAL, @XBiC, =& ) — VIO KSR X 5 55 M-1
DERTHD EEZ BN, (BIRS)

(2) FRWLTEPEGRHKERD

[phe-14CIBVI 848+ (FK3%) K OMEE L (FRh) O FEPRRE LI E I
0.75 mg/kg DIRE THlMN%L, FK[BISGH T, 30COREHT T 56 A A > F 2
—3 g LT, HEqEmRBR S ER S 7,

FEWE TIETIE. RO FTRY VT A Y 7 a B TRERIZ D
L. 56 HiZIZ 0.8~3.8%TAR, FEH4HMY L LT M-1, M-3, M-4 XU M-5
N, Wb 7T~28 BRRICR K E o 72%ICB L, 56 AIIER L Z -7z
iR M-5 T 6.0%TAR TH - 7-, 14CO2 D BFEFRAEIT 6.1~17.5%TAR T
Hol,

RUFTNYINNTA YT a )L OHEEERMIT 3.1~7.2 B, 2" M-5
DOHEEF AL 16~29 H TH -7, (=B 9)

(3) HERYMOLIFESBERRAER
RS M-1, M-3 XY M-4 {2 oW\ CHEE L I E %2 v CiF RS
TR 2 EEPEMRBRSER I N, HEE RISy M-1 122501
% 4~13 H. 5 fFEY M-3 1% 2~7 B, 7Y M-4 13 0.06~0.18 H Th o7,
(2R 10~12)
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(4) TIRBERR
4 FEOENTE QEEORRY - BEROKM, Skt #H. ke
fKH A« B8 ) 2 AW T RSB ERERD E s,
Freundlich ®W#%4%% Kads |3 0.90~10.8, AHRFBEAHRICLIVMELE
W BRI Koo 13 219~470 TH o7, (BMH 13)

4. KPEMmFER
(1) mxkofEHE

[phe-14CIBVI # pH5 (7 = T MU 7 A) pHT (FURA~LA VR
N DL) EKOpH9 (WATVEET N U L) OFFREWRIC 4 mg/L ORI/
HE 2L, 25°C+0.5°CT 30 BfA > F 23—k L, JIAKDfRFRBR )N FE
i <7z,

ARG T CIRBEE R DR ITERD SR o 1o, BE DR [FE 5y i 03
HEh, EESEDIIRFEES#HEY 1 THY ., £AREIF 1.1%TAR (pH5, 21
H) Tholo, BMHLITRD N oT-, DN EE TH-T-T2D, EHER
HEFRERMIIEHTE o, (B 14)

(2) KepxoEHAR

NRUTFTNYANTA YT IV EREE LTEAEKEOCBARK () 122
pug/mL OEEIZ/R5 X HICHML, 24.8°CT 14 Bt/ B E (300~
800 nm D #iH T 400 W/m?2 : KEGIEHAE K 80 H) L. KA/ sl 23 £
i,

FRREXIZBIT A2WEINZIE., ZEKIZBWT 93.5%, BARKIZEBWT
97.1%TH Y, XUFTNRY BT AT aiddxt /) U RBEICL Y SR
Sz <, DEEIImD TR ThH o717, KESGICHE U 7= H#EE 25
X, RE/KTT740 H, BRKT1,700 H TH-7-., (M 15)

5. TIRREHE

KWK £« B 1 (R0 | &Rkt - L (FR) K OWREL - B (RE)
ERAWT, XUFTRYADNVTA Y Ta e, HfEY) (M-1, M-3, M-4 KO
M-5) ROVEARIEEY) (S-L: XUFTNYUINVTA Y Ta /Lo RMEKR) 250
WRSeEamE L BEERERR (BHENEES) NEBI N,

FERIIEL 6 ITRSNLTWS, (B 16)
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®6 TIREBEHERAE EEFRES)

HEE R (B)
ey - .
E i i segT sy | ST
Vava=a %
1 ' + R
PRITER (3 7.2 22
RasWNikBt | 0.75 mg/k
e TERK - hEE A 3.1 6.6
LK - BBHE - 26 28
T 1 A
A - L 15 16
225 g ai/ha
o KK - g+ 41.1 112
(IR 2 - —
TR - B 19.3 105

1) BasPFRER TIrIplsh . (T RER IR AKFAl (156%) @ 2,000 {H4 ik &2 A=,
SR BACEY - BREWRBR L NIFSRR 2 (5O M-1. M-3. M-4, M-5 X8 S-L)
FGRE 1 (Y M-3 KO S-L)

6. EPREBEHER

By BEEEANT, XRUFTARY LT A YT a e, FERED SL &
OMRE M-8 & o irst b & & U EM iR B akBa N ks S v,

E N TORBRGERIZAK 3, S TORBRERIZHK 4 ITREN TV D,

ENTORCFTNRYDNT A YT 0O REZMEIL, K&EM 1 BHEIC
IWHEL7=AnA (RE) @217 mglkg THoT-, WBINTORFTNRY BT
AV 7 EVORKRIEEMEIT. Z&BA 1 BRICELZE 2oL () o
24.9 mglkg Th 7=, JFIRIEEY S-L & R#E M-3 IXEERF LK. M S
NTHLRVFTARYUBIALT A TN EERTOETH-T-, (B 17~19,
97~100, 102~104, 109, 110, 114~116, 120, 121)

FROERNICBT HEMERERRICESE . XRUTFT ANV AIVLT A Y T a e
RGBS Em E LIZBICREAF LV ERSNIHERBRENE 7 IR
INTW5, (s 2R vk, AMEEBREOCREEIL, B8 I TS XX
R INTERHTENLRCF TN VT A Y T a LN ROKBEZRT
FEREET, 2@ ToO#EAEDICHER I, T - FHRIC L 2 EEBEEOEBNE
K7W EDIRED FIT T 72,

x1 BRBPIYEREINEIAVFTNIALTAYV TOELOHEERE

H R IR (1~6 %) AT bt mnE (65 mLl k)
(fRHE:55.1 kg) (fKH:16.5 kg) (fK#:58.5 kg) (fKH:56.1 kg)
B
(gl M) 45.2 27.2 50.9 53.9
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7. —RRSETEEER
T AR Y X5 AW RN E G SN, fEERITE 8T

RINLTWD, (M 20)
=8 —HvEmBEHER
" ®BE5& BRREER | o =
RBmoMmE | BE %ggf‘ (mgke () | & (mefke fk ﬁ;fi% e
(B 54855) ) &
D 0. 200, 600,
TREREE S| M5 | 2,000 2,000 - L
7 (%)
th — 0. 200, 600,
X E%@% ;gi 8 | 2,000 2,000 — B L
N (&%)
S 2,000 mg/kg
% ICR 0. 200. 600, (KERGRET
AR EH R . e 8 | 2,000 600 2,000 SRIEM R R
() OO 2378
H BT,
O | s 0. 200. 600.
7 gm%m‘ ;?k i# 6 | 2000 2,000 - AL
& ()
= <D 0. 200. 600.
f DA 5., . | H 6 |2000 2,000 - L
% 7 (%)
2,000 mg/kg
B RE, RHF D 0. 200. 600, (RERGHET
B | EAREL PR T, | ME 6 | 2,000 600 2,000 | RIZEED -
e | BBIE 7 @#%0) BRI
77
i 1X106 g/mL
o | e JW 1X10% g/mL Y B s
{;5: = m e A & 4 6 1 X 10% g/l 1X10% g/mL BT
- (in vitro)

TR T y MIZOWTERCF TR VT A Y 7 u e VE{Kk%E CMC « Na KB
(0.5%wW/VIZIEE L= b O & ik & L CHBIRHIFE N &5 L,
- — R/MERRIIRETE T,

8. REEMHE
(1) SEESHEER
RUFTRY AT A 7 TFua Lo EmERBNEmR I,

EWRIIEFIITRENTV D,
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&9

AsEHABRREREE (RK)

1 5 B LD,;E” (mg/kg ““ﬁf B SR
. Wistar 7 » SEYR. LW L
&N il >5,000 >5,000
. ICR ~ 7 % k. BT L
&0 ok 5 I >5,000 >5,000
o Wistar 5 v | RIEFERIE . MR S
rH b 3 >2,000 | g L
. Wistar 7 v k SEAR . FETTHIZ L
- .

854 W 5 I >2.000 >2.000

LCs0 (mg/L) REOR R, e B R EBIK
o A SD 7 v b . BEWEME. REWE

MERER- 5 T >4.6 >4.6 5%
FET-f : 4.6 mg/L

* o RRIRAE OIR(ER 2 U8 LRk 2 i,

R#H M-1, M-3, M-4, M-5 X O M-15 it N2 BEIREEY S-L, I-1 (R) .
I-1 (S) | T4, I-12 E OV I-13 O AR B N £ < -,
ERIIEF 10ITTRENTWA,

x®10 SHBROSHARERNE (REDRUVERKEEY)
. LDso (mg/kg {AH)
BRI pm m”
R M-1 545 467
R M-3 >2,000 >2,000
R M-4 >2,000 >2,000
R M-5 605 545
R M-15 >2,000 >2,000
JFAIRTEY) S-L >2,000 >2,000
JRAIRED I-1 (R) >2,000 >2,000
JFARIRTEY 1-1 (S) >2,000 >2,000
JFARIRTEY 1-4 >2,000 >2,000
JFARIRAEY) 1-12 1,200 840
JFARIRTEY 1-13 >2,000 >2,000

(2) S ESHESR
SD 7 v b (—REMEMES 5 P8) 2 W= fRn (B : 2,000 mg/kg (REH.,
B - 0.5% T L ARF U AF L r—R) P LD AMEEBREMNRERN E

7=,

FELHNI 2o Tz, —RAIRRED AL K OFEM 2 E R BRI N FOB X TUH
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FEHENEICBNT, BREICLOIEEBITRZ DN o T,

PR BEAR R 7RO MR & T %5@$1m AR EE DO IR, o> 1 Bl A E
PR ARAEZSME TR B AU, M 5 Bl 1 B AL B 18 e OVBE B 1R O f R AR HE A
RO NN, BMARZETHY | hOBREIZB W TEENBD L0
ZENDL, RFOBHERETIIRNEBZ DI,

AR T D EmEMEE L, MR - L ARBRORSHE 2,000 mg/kg KE T
boHLEEZONT, BHEEREEEIROON -7, (B 91)

9. IR+ RRICHT HRBER VR EBREERER
NZW 7 3¢ & 72 AR — YRR AR e OY R i — ORI 38R 23 32 i < vz,
BRKGAE IS U IR ME R M2 L, ERIEIEIIR O bniknotz, (B
32, 33)
Dunkin-Hartley E/VE v F & W2 R ERAEMERER 2N FE M S 4172, Buehler
ETIIREMECTH > 7273, Maximization £ TIZGHETH -7, (=8 34, 35)

10. EREERR
(1) 90 BEMESESHEER (Tv F)
Fischer 7 v bk (—EEMERES 10 SUIE 20 PT) % FW7=iREE (JE{K : 0. 50,
200, 5,000 % T* 20,000 ppm : FEHRAEBREITER 11 288) B51285 90
A AR s S vz,

z11 OBEEZESESHE (Sv ) OEHKEKERE

5B 50 ppm 200 ppm | 5,000 ppm 20,000

ppm

RIS Y g iy i 3.5 14.1 353 1,440
(mg/kg {RE/H) i 3.9 15.3 379 1,550

HREHTRO ONTEEFRIIER 12 17TV

ARERIZIB VT, 5,000 ppm LA EF& 58E O MERE T % & OV E 230,
GGT DOEMENFEO LD T, EEMERIIMELME L & 200 ppm (B @ 14.1
mg/kg (KE/H ., M : 15.3 mg/kg KE/H) THDHEEX BN, (S8 36)

F12 90 BEERMEFEHAR (Sv k) TROONLFBUEMR

B 5RE 1k il
20,000 ppm - RBC B/, PLT 80 - Alb ¥
- %Ff Chol, PL &Y Alb #3/n « TP KOV vy KN
- FFAIRRAE R IR N
- B OVKE BR b E RN - Ltk E AN
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5,000 ppm UL E - Ht X O Hb g

+ T.Chol %O GGT H#4hn

C TP ROV LT BB

© R ORI B o K ONEE E & 28 0

- Ht O Hb B

+ PLT. T.Chol, #ii#§ff Chol, PL
KON GGT H#4n

- A/G HeED

o SR R OV B B R K OVRIE
st B EHE AN

200 ppm LA T =IEFT R 72 L

mIEPT R L

(2) 90 EMBEZMFERR (1 X)

E— 7R (—BEMEES 4 ) AWk FeAkn (R 0. 40, 200
%N 1,000 mg/kg (AE/B) #5112 XL 25 90 B AN F RS FE S iz,

EHREHTRO MBI RIIR 13 IS TWD,

40 ppm P B GEOME TR EERD VPR O NN, TRT —F Ol
FENTHY ., KIROFREAMFZHT R CIIABNEHEER LEAETH DT,

BEICLDHEBELITEZ NI T,

AFBRIZHB VT, 1,000 me/kg K/ B &S5 HE O K O 200 mg/kg AE/H LA
EREFOMT Alb OB ENED N0 T, EEEEIIHET 200 mg/kg
(KRE/H., MT40 mg/kg AE/H THHLEEZ BN, (& 37)

& 13 0 HEERMEMEHAE (/X)) TREOoNFERR

EREeR it i3 i3
1,000 mg/kg {& | + RBC, Hb, Ht, MCHC LU# /L RBC., Hb, Ht, MCHC } '
%/H PR U EN
- PLT. MCV. #RARMER=R, TP & PLT. MCV. #d4R 7R i Bk =
O Alb > ALP, T.Bil U GGT 0
ALP, T.Bil T GGT #4/n JHF e st B G N
i A H HTHRE AR R K O 7 78—l fed
et Mo OF b B S HE BRI
JHAE R R R & O 7 23—l
RILAE
. W A/G g
HALE T HEE & H
40 mg/kg K/ mEAT R L
H LT

(3) 28 HMEAMESHEHER (S Y )

Fischer 7 v b (—REMERES 5 DT) & VW72 1REE (JE{K : 0. 50, 500, 7,000,

20,000 K& T 50,000 ppm : FE i AE R EILER

: fELERALERL VD (UITRLC, ) .
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TR E i S T,

F14 28 HEERMSERER (Sv b)) OFHREKERE

e £ 50 ppm 500 ppm | 7,000 ppm | 20,000 ppm | 50,000 ppm
SR R T i 4.5 45.1 621 1,870 4,920
(mg/kg {KE/H) | M 4.6 47.8 656 1,860 4,890
BEEGEHTRO LNZFEERIIR 15 ITRINTNS
REERIZIBWVT, 7,000 ppm DL B ERBEOMEHE T PLT INERRB DO iz

DT, HWEMEEIIMLE L H 500 ppm (K : 45.1 mg/kg (KE/H | M : 47.8 mg/kg

AHE/H) ThoHrLBEADNI,

(2R 40, 80)

& 15 28 HEERMEMEHER (Sv b)) TROONEEEFRR

b1 I i

50,000 ppm FET (1 41) Ht } O Hb 384
PR N (Bl 1 WEIRE O 4 FEDR M 2 et e e 2 e
Fe 55 HfH) R fl ek KON HL EE BN
T.Chol, =LV AT m—/)L= AT )L
S OV PL B8N
FE DR S 25 it e e 72 e

20,000 ppm L L | - Hb. MCV. MCH &KX MCHC % | - MCV /b
e TP. GGT. ##Hf Chol, T.Chol X
W7 Chol 0 OV PL 80
NFE DRI AE IS, T e B FFECE BN, /N IE O PERT A

MR AT T A 2 A5 48 0 Je O

HER e B e S 5 T e

JHF A Aol 2 A b Gy LG
B K OV B LE H &R N B LE R N
7,000 ppm LAk PLT #4/m PLT H5/n
TP #0 I L AT a—Lx AT L
JHERE R K O B N WERERE N s>
500 ppm LLF f&lifﬁﬁfoﬁ L WA L

(4) 28 BEHIERHESHHEER (THRX)

B6C3F1 ~ 7 A (
20,000 & T* 50,000ppm :

SRR N E i S 7,

x16 28 HEEZRMEE

—REMERES 5 C) & V72 IRER (5K : 0, 50, 500, 7,000,
SRR RIEREILE 16 2R) REICX D 28 HEH

HEER (YOR) OFEYRFERE

e R i

50 ppm | 500 ppm

7,000 ppm

20,000 ppm | 50,000 ppm

FEm A ERE

| # | 107 105

1,410

3,970 9,470
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| (mg/kg {K=E/H) | i3 |

127 | 120 |

1,610

| 438 | 10,800 |

HREHET

WO LN EMERF RIIE 1TITRENLTWD,

AFRERIZ BT, 500 ppm LL - F 5B oo i e C A A e B M AR BE SE 5 838 0 &
IO T EEME S IHERE & b 50 ppm (H:10.7 mg/kg A/ B Hff:12.7 mg/kg

AE/A) THDLLEEZADNIZ,

(=M 39, 80)

x17T 2 MEIMSHERR (¥OX) TROon-EEHRR

BGAE

i3

i

50,000 ppm

AT B K VR E G (8
5158 DL o 2 F% 5 1A R)

MCV }. O MCH 4

Rl B e ek B Of B HE B AN

il Pkt sk R O bk B il /)

I P R /A e K

AR &)

RBC. Hb., MCV. MCH kK O}
MCHC 4

PLT 80

) S L R e

i i ZE A
20,000 ppm B MCH b Ht b
JF el K OF bb B s N B B Skf K N b B i)
Rtk B ON e L i I 0 a0 73 284G 88 00 K OV i e %
Bk
7,000 ppm 2L | PLT 0 JT € Ko O L B 0
/INEE DM R IR R e O i i /INEE RO ME IR R I K B OV i i
=¥l Ze ik
ATH ALk ATH A LT
haais 0
500 ppm LA I P A LR G 2 5, A B g FF S M L e 82 E
FE. JTFA A 2 R fb Ko OV Al e 43 24
gyEm
50 ppm mIEAT R L mIEAT R L

(5) 28 HHEREMERMERR (Sv H)
SD 7 v b (—REMERES 10 IT) % AV 7=iREE (R : 0. 200, 2,000 KO}
20,000 ppm : FHRAEEREITIER 18 2R) &REIC LD 28 B RHEAMTEE

MR N E S 7,
18 28 HMERMAESHHE (Sy b OESEKRERE
w5 200 ppm | 2,000 ppm | 20,000 ppm
SR RS B i3 17.7 174 1,850
(mg/kg AE/RH) i 19.3 186 1,850

AREER T T, 20,000 ppm HEBEOMETHEREHRMINE (5 0~1 # KL
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0~4 ) FOEBEENROIETNRD HN-D T, EEMEEITHET 2,000 ppm
(174 mg/kg KE/H) . MET 20,000 ppm (1,850 mg/kg KE/H) THDH L&
b, EaEmREEEIIERO bR oTt, (ZH 38)

(6) 28 HEEA/MERSHEHE (v )

SD 7 v b (—HEMERES 10 PB) & AW 7=fRE#&S5 (& : 0. 100, 300 &
¥ 1,000 mg/kg RE/ B | & PiA A K) 1Tk D 28 B R #E AR R
BRNEME ST,

300 % " 1,000 mg/kg (AE/B & EHOMET, &HREH 3 HIELO 1 fi
MNFRD 51, 100 mg/kg ﬁ@/ﬁ&ﬁﬁilﬂzﬁﬁﬁf BT R A3 1 BIIRE
Teid, RV & OEBAIXRO b o Tz,

SR EREOMIECREOEREWNIZY T e T U R OEREZ2 £ ) 8 E
D LRGBS 2 DAV T2 23 RETRY 72 4012 X 2 B BRI Rt 3 5 RO
ThirEEZ LN,

AR 2 EEMEEIT, Mg LARRBRO R
ACThsbLEZONEZ, (B 92)

W IE
LNVl

&M & 1,000 mg/kg {KH/

1. BESHERRRUENAERER
(1) 1 E£HEYHSHEER (F1X)
E— VR (—BEMERES 4 J8) AW Feakn RR 0. 4. 40 &
O 400 mg/kg RE/B) #5I2 XD 1 EMEBHEEERBRNERL I N,
WTNOFREFHICBWTHEEFTRIIRD NN 2 b, KRR
BiFAEEEER, HHEE LARBRORSAE 400 mg/kg (KE/HTHH & &
Zbilz, (&R 41)

(2) 2 MBS/ BNAMGHEEE (Y )
Fischer 7 v F (B! iﬁ%ﬁﬂi —REMEES 30 (26, 52 KON 78 i IZ Tl
BEA 10 B9 ORFEF) VT, A AMEREREE . — B 50 IT) % AW 7-REH
(JF& : 0, 50, 200 }% T 5,000 K TF 10,000 ppm : B IAIBEIREILE 19 &
M) #EIZ XD 2 ERNBMEZM/FE N AMERFERBR N FE S iz,

R 19 2FREBUESE/EVARGHEGHEER (S ) OTFHREFERE

5B 50 ppm 200 ppm | 5,000 ppm 13;)020
S 14 e (AR B i3 2.5 9.9 250 518
(mg/kg KE/H) i 3.2 12.5 318 649
EHREHTROONT-FET R GEEEERZE) 3% 20 12, FigLkO+E
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(ZBU DR DOFEMEITER 21 ITRSN TV D,

JEBEMIRZA & L Cid. 10,000 ppm 58O CHFMERIE, 5,000 ppm LA
EREFEOM T+ EIREOF B R EMARD b,

ARERIZIB W T, 5,000 ppm LL EFEREOMEME TR, & & OEIE 3 & Ot
HEENENRO N0 T, EEEEITHRE S S 200 ppm (7 : 9.9 mg/kg
{KE#E/H., M : 12.6 mg/kg AE/R) ThHLH LB b, (B 42, 81)

®20 2FMEEBESE/EVAREHEERE (Sy ) TREOONE-EEFRR

CEESZERE)
KGRt Ji: i3
10,000 ppm AR T By OV 2 8 e BTN AART R OVE AT BN
Ht % O Hb B RS

A 2=

B oNEKIRE, BT RRAL,
B RRAEAL K O RAT L BGR T R
— R R

B U oS ERIR M B OV S PR A

.
Ef

5,000 ppm LA |

AR SN

MCV kO MCH /. PLT #0
TP & O GGT ¥4

T T8 KONGRS e xR OF BE T 4
i

FERaE e, TR, FriE
AP ZS M K OV 22 S50 e B
REREA, ARPERFIE ., PR PLGR M
OV i - T 28 1

FPR I 2 = B2 e it T2

RBC. Ht. Hb. MCV O MCH
PLT. v A, T.Chol. ifFEE
Chol. PL. TP } O GGT #ghn
JE. B S OVEI B ok e OVE HE B4
m

JHE AR R HE A JH R B B O S OV
~ 7 a7y — Y NaIRMBREE
SREREEEL, EREA. B ERM
FER OV B Lt R IR

IR AR A B B At 2 ik

N— K — R ELE

TR L

200 ppm LA F mIEFT R L

=21 HFEBEVFEICEITSI2EEEHEREDKLEHEE

Jii3 i

52 0 | 50 | 200 |5,000|10,000| 0 | 50 | 200 | 5,000 | 10,000
AT R A Eh 4Kk 70 | 70 | 70 | 70 70 70 | 70 | 70 | 70 70
JH i e i e 1 2 2 2 8% 4 0 2 2
JHF i e i g 0 2 0 0 2 0 0 0 0
T MR e 1 0 2 0
= e 3 3 4 13* 12%

Fisher O EEHEFBE, * : p=0.05
AR, FEH AMERBREE S OB Vet s (52 |

(3) 2 FMBEHSAERER (TVR)
B6C3F1 ~ 7 A (GE03 AMERBREE « —RFMEMES 50 UL, 2R | —HMEES
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20 PE (52 KON 78 #IZ CHERES 10 I OFER%) & HW-IREE (JFIK : 0,
20, 100, 2,500 % T 5,000 ppm : EHBRAEBEREIIFR 22 ) K521 5 2
RN APERBR D EfE STz,

x22 2ERMENAERER (TOR) OFHRAERE

B 5B 20 ppm 100 ppm | 2,500 ppm | 5,000 ppm
YRR R B & i3 2.7 13.7 358 731
(mg/kg KE/H) i3 3.7 18.6 459 928

EHEGRTRD N EEAT R GEEEMERE) 13% 23 12, FRBEE O
JBRIZB T 2 EBMERE DOREME TR 24 ITRINL TS,

fEBMIRZ & L Cik, 5,000 ppm % 5-Ff 0 i ¢ LR AR A B Al o iR IE A3 | 2,500
ppm LU bR EREOMERE CATMARARRE S, HECRFSEMIRIE X O iR oA &
7REEINMNFR BT,

AFRERITIB T, 2,500 ppm LU EEGBEOMERE CHMBIERE DR bl
DT, WmEMEEITMELE L S 100 ppm (K : 13.7 mg/kg (KE/H | M : 18.6 mg/kg

FHE/H) ThoHrLBADNI,

x23 2FEMENAVMERER (TORX) T

(PR 43)

mHon-5%MR GEEREBERE)

iacyitd

i3

i3

5,000 ppm

FE I GRERE T IRE)

HIE, LB A AR ORI (8
579 ¥ LAKE)

WX DR 22 R A VR K OV £

T HIaRZ RANARRIPE, iF~ 27 1>
7= VR TFRIEEA LR,
FFT 400 e B PR 3 E K OVl e Bl e
:20a

EEV% 9 S
2,500 ppm L4 (A SR B 0401 ) PLT 5/
BEHFEOMKT JHFfE et R ON LG B e B 0

PLT J OV i B AZ ERBE N

ATE G, AiE U o BRI O
> b Bt TR

JIT e OVRI T e B OF FL 7R RN
JIF/NBE o ] 47 T R R A, A
RO, ZESEATHIA R T i A5 4k
R, PR EL /N RIE . T2 1%
JIERIAR, IR SRR SE . I
B, f~rn7y—V%
W P IIEMEMB I, /NP3
JEL, JPFRARAERRAE AR BB SN
i, OVE AMERFHIBNR DAL i K
O R AT H S8 0

FFOPR R 2 et 1 5% B T8 2 Ml s fed s
ik

B B e B O Lb T D

JF/INE P AT T AR AL i
PR R OVAE ST i B

PR A B ik o K OF 2 Jid i e it
ik

R B I R S8 7 1K
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BOLVE AR B RE R R M
AEL R /3t 2 B B O Rl B B A S /ey
T Rk
100 ppm DL F | wMEAT AR L =MHEIT A2 L

x24 BRBRRUFRBICETIEEHREORLERE

T i3

# 58 (ppm) 0 | 20 | 100 | 2,500 | 5,000 | 0 | 20 | 100 | 2,500 | 5,000
FriRmeEEYE 70| 70 | 70 | 70 70 | 70 | 70 | 70 | 70 70
R ARAARE | 0 | 1 0 4 9% 0 0 1 2 2
T 408 F i R 21| 9% | 17 | 51** | 64*%* | 5 3 4 | 27%* | 29%*

I 24 740 e PR 0| 0 | 0 |12 ] 11** | 0 | 0 | O 0 0

JHF 0 e e 12| 13 | 12 | 36%* | 43** | 3 3 3 7 6

Fisher O EEMEMRE. *: p=0.05, **: p=0.01

12. SEREBEHSR

(1) 2 #HAKBEHER (59 )

SD 7 v b+ (—REMEMES 25 IT) % BW/=iEEE (JB{K : 0. 100, 1,000 XX
10,000 ppm : “EHMRAEEE LR 256 Z2IR) 5T KD 2 HREREEER 2 L
-,

26 2HREIBEHAER (Sv ) OFHKRAERSE

X 10,000

®58 100 ppm 1,000 ppm ppm

. T 6.9 68.5 702

AR R E PR i 7.7 76.0 771

/k /

(mg/kg (KE/H) Py gt e 10.0 99.7 1,060
i3 9.9 106 1,110

B EWY) Tl 10,000 ppm - 5FEDOMEME TR X L EEREM (P, F) |
RHfmRAE R (P, Fp) 75‘5 1,000 ppm & 58 O T K OL E &I (P) |
ERD %;mio IRE#) TlZ 10,000 ppm & 5-EEOMEMET

FFFmfEAE X (P,
FRftaxt e OV EE S (Fy.
BT, ﬁ@a%f 1% 1,000 ppm % 5-B DO #EK 8 10,000 ppm % 5-Ff

AFABR I
oD I C A e AT

6.9 mg/kg (A&E/H . F1:10.0 mg/kg (K&E/H) .

Fi) 7

R

Fo) 7

Dlh y) Eﬂf;o

b 5, REMTIX 10,000 ppm & 5-F O MEE T ATHE
iﬂ“&(ﬁﬂ:ﬁ%%ﬂﬂﬁ)m ?5?) LNT=DT, EEEEIIREYORET 100 ppm (P :

-G 1,000 ppm (P : 76.0 mg/kg

{RE/H . F1:106 mg/kg K&/ H) | REM OMERE T 1,000 ppm (P 7 : 68.5 mg/kg
{AE/H P M 76.0 mg/kg KE/H F11£:99.7 mg/kg {AHE/H , F1 i : 106 mg/kg
KE/H) THDHEEZOLNT, BHEICHTL2EZEEIRO NN, (B

33



R 44)

(2) REBHRR (Svy kR O
SD 7 v b (—#EME 25 JC) OMEHE 7~19 BIZHEHIRE D (FIK : 0, 10, 100
K 1% 1,000 mg/kg K/ H . 0.5%CMC-Na KIFHRICBE) &5 LT, $4HM
ARBR S E R X A7,
BEIY TIL 1,000 mglkg A E/ A #% 55 T R O E BB 100
mg/kg {REE/H LB 58 CRIE Mot & OV EE S8 NS AFIE R 3589 B i
776

frli T i*ﬁi{zli&fr LEBIIBO SN0 T,
AFRBRIZ ‘éﬁif&i X, BB T 10 mg/kg (KE/H | ﬁb%fzkﬁﬁ%ﬁ@%

A= 1,000 mg/kg KE/HTHD EEZ LN, BEREIIRD N0 -
7. (=H 45)

(3) RESHER (SvF) O

RN G JF 5 DEFEICESEIERE 5 AL OREICLDMIKOZE L HER
T 572, SD 7 v b (—FEME 22 I8) OEAE 5~19 BIZsESHEO RIE @ 0,
10, 100 & " 1,000 mg/kg AE/H . 1%Tween80 & A 0.5%CMC + Na /KIFK
IZHRE) 5 LT, BAEBURBRIER I,

FE# @ 1,000 mg/kg (RE/H # 5-8 CHEEEZOF B 2B MMN, 100 mg/kg
FRE/ABRSHETRBOMY R OCHEEOREREMPB O bz, RIEICE
WTIE, WTNORGEHICBW THUREREOEEITF DO LN o T,

ARRBRIZEB T 2 EFEMEEIL, B T 10 mg/ke (KE/BH . B TARER D &K
A E 1,000 mg/kg (AE/H ThHDH EEZX N, BHFEEITFED LR
e, (&M 93)

(4) HRESHRER (VY¥)

NZW 74 (—&EE 22 I8) O 6~28 BIZHERER O (& : 0. 10, 20
T O 40 mg/kg RE/H . 0.5%CMC-Na KIEEIZEE) #5 L C, BEFER
BR N EHE S T,

FEM) CTlL, 40 mg/kg FRE/BEGETHRE (26) . FIERXEKWNFHEE
DOEINRFRD iz, 1 BOFEIITRBF O®% BICEBERA LT, BED
FEREELMCERLEZVDOEEZ DN,

FeVR DR, NIEE VBT RAICITBREIC X 2 EBIIR O b Lo,

ARRBRICB T D MEMEEIL, lﬁ%fzmmﬁgWEm fie VB CAREER D £y
EHAE 40 mgkg KE/H ThDH EE XL LI, BHEEEITRO LN -T2,

(=R 46)
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13. EnBEEER

RUFTNYINTA YT )VOMEZHWTCERERERRAR, 7 v b
oz Miia 2 -V 7z in vitro UDS &BR, ~ o A U o JEESEMAE 2 v
e T ERERRER, Fyv A =— A LA X —ffidskfla (CHL) % fAv/iz
R EFERBR, B M) USEREA WXy FRBE, T o MIFMRAE BV
in vivo /in vitro UDS &g, ~ U AFIRICI 1T (LW DNA #EERR., 7 v
Nl - =k 5 REr) DNA #EI5RER, ~ v 258z 2z A7/ ik
BENN T AV 2=y 7w U ADOEE AW BE TR RKBRNITD
iz, fERITR 26 (TRINTND, MEZHWTZEIRERERREBR DO TAIS
FRIZBW T SOFEE T CT500~1,000 pg/ 7" — N O HE TXRD 3~4.8FD1E
RER o =—HOEBMARD NN, TOMORBRITETRETH-T-,

TA98 D S9 F#AE T CHIMED &H 5 GRS NRBO Lo s, @Y 1-12
72 EOFREIREV OIRERZ KB L2 FETIIRETH 722 & BEEMRIC
BUWTIT DNA HEHSER FRALZROFEMEITIR N7 L in
vivo COFHIIZB W T~ 7 AR NT v hOFIRE 2T 2 E2LE) DNA BEM4
DRl b, +oEAEEcRHEBEINEZT v NFMREZ Az
UDS RBREOIFEEZEN L Lo b T o AV 2=y 7~ 25 AN Ein 28
RERRERD in vivoiRBR CEMETH 722 &, I HICRAKRETOFHRIMEIC
B L CiX invitro. invivo & HITFEDO NN Linb | EERIZE > TREICH
LD X RBEFERTRVWEOLEEZ OGN, (B8 47~51, 53~58,
94)

F& 260 HEIFEHARBEE (RN

AR PIE- e B - QUPRYR it
Salmonella 1EIR : 8~5,000 pg/7 V=F | pppe
typhimurium (+/-S9) TA9S

(TA98. TA100, 2 [E1H : 32~5,000 pg/7 V- ( )
mesge | TA1535, TA1537 #) | b (+/-S9) +59
7 157"3@(3‘]-\. E
RRRAARAR FEscherichia coli 1[EH :15.8~5,000 pg/7 v
(WP2uvrA ) -} (+/-89) * Pk
2EH :8.19~5,000 ug/7 v |
-b (+/-89) *
- — S o AR FEER 1 - 5
in vitro UDS 3tE 7 v MiFAha EB 1 : 5~50 pg/mL o

%8 2 : 15.6~500 pg/mL

1] > Q ‘,(: ~ _
WE AL R ~ AU oRfERFRM | 3.75~120 pg/mL (+/-S9)

¥ ot
PR (L5178Y)
; o Fy A =—ANLHAH | 955~3,820 pg/mL (+/-S9) | .
h a N
REERERR | s emmmie (CHL) =i
R v b oSER 62.2~173 pg/mL (-S9) ot

173~800 pg/mL (+S9)
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AR P Be b8 - LERRE it R
in vivo/ . Fischer 7 v h(FF#EA2) | 1,000, 2,000 mg/kg (A& R
o UDS ## (—B¥HE 4 IC) (B[EIHE 1 4% 5) Atk
in vitro
B6C3F1 = 7 % 100, 500 ppm (JREE#%5)
R (FFIR) by o
P M : 26.1, 1,200 mg/kg &
i
Fischer 7 v k 200. 10,000 ppm (JREEH%
fe{tr) DNA 85 | (—FMEES 5 0) 5) o
=B (FFhR) M 17.4, 798 mglkg K& |
in vivo W : 17.1, 915 mg/kg (K=&
K5/1 9 DNA H15 Fzs_clgll;kﬁ 718/£) .zﬁ))o\ 10,000 ppm (REEH#% -
e (& - +3) =
11.6. 576 mg/kg (K&
s ICR ~ 7 A (BHBEHIAR) | 2,000 mg/kg (K& o
R (—BEHE 8 IT) (1 H 2 [FE N 5) At
e . N LAY 2=y 7~ |1,000. 2,000 mg/ke (K&
DALY N
@{f‘gﬁg‘ﬂi %2 (Muta™ Mouse) | (1 B 115 BEEAEE) | K

(fFher)  (—BERE 5 PE)

+-89 : RETEMEALRIAE T R OFEFAET
* o FRIRAE OTRME R 2 U LRk & i

R i M-1 (FI2 B3 k)

. M-3 (EiCEY, Y EROLEEER) |

M-4 (FIZEHHHE¥R) | M-5 (EICEHRFR) KO M-15 (EICE R OHEY
Hk) W ONCJRARIRTEY S-L RO 1-12 OHIE 2 AV 7218 I1R 28R BB N E
M STz, FERITER 2T ITRENTWA, RE/0EY M-4 KO 1-12 75 TA98
BRIZEB VT S9 mix FE T CTE A2 XD 6 /% (1,250 pg/7'L— 1) KON 7.8 %
(820 ng/7'L— 1) OHEMPRBOHHIL, BETH-oTZ, ZOMITETRET
HoT,
REF R M-4 1T B R R, B HEE LRI R & v 5 D
THEFf O Z L, £, RIFEED 112 1X 0.5% L TORWEEETH S
TEEBEZXDHE, INLOLONRE MIUBEHRELZ VLT LIIBXE T,
(208 59~65)

x21 EGEMRBRYME (KBPEYRVREKEEY)
RS AR PIE BHE - AR (RS
S. typhimurium 156~5,000 pg/mL
e b o (TA98. TA100, (-89)
) e s L= . N
M- RFIERFIR | 1A1535. TA153THE) | 78.1~5.000 pg/mL | =00
E.coli (WP2uvrA #£) (+S9)
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RN E

ER

BEE - LHEBEE

M-3

S. typhimurium
(TA98, TA100,

TA1535. TA1537 )

E. coli (WP2uvrA #£)

78.1~5,000 pg/mL
(+/-S9)

S. typhimurium
(TA98, TA100,

TA1535. TA1537 k)

E. coli (WP2uvrA ¥)

156~5,000 pg/mL
(-S9)
78.1~5,000 pg/mL
(+S9)

F5 1t
TA98
(+S9)

S. typhimurium
(TA98. TA100,
TA1535, TA1537 £k)
E coli (WP2uvrA £)

78.1~5,000 pg/mL
(+/-S9)

M-15

S. typhimurium
(TA98, TA100.

TA1535. TA1537 )

E. coli (WP2uvrA ¥£)

156~5,000 pg/mL
(+/-S9)

S-L

S. typhimurium
(TA98, TA100,
TA1535, TA1537 £k)
E coli (WP2uvrA £8)

156~5,000 pg/mL
(+/-S9)

[-12

Tl

S. typhimurium
(TA98, TA100,

TA1535, TA1537 #)

E. coli (WP2uvrA ¥§)

ARk

0.625~320 pg/mL
(-S9)

10.0~1,280 pg/mL
(+S9)

BN

0.625~160 pg/mL
(-S9)

R
TA98
(+S9)

+-S9 : RFHEVEALRAFAAE F RO T

14. TOHOEHHER
(1) FEED A H =X LRER

D5y b2RAWERF2BREENRAM =V I—Y a3 VK
Fischer 7 v b (—#i 12 J8) 2 AW /-HEERE O (JFK : 2,000 mg/kg KE)
BEIZED 10 BEIOENAA = 2— 3 VikBR (f =Y o — X — xR
WE : DEN, Yu2¥—%—:PB) BNEHmINT,
GST-P GHEMREOE R CEELIEEL Lol 2 A, REFEILEMEMIDE
O OEHEICB W TRER R L ORINZZN 72 <. DEN & 58 & k7

% L RERT R

BREREZR L,

RREBREET TR, XU FTRY AT A 7 7T a CVEFRIC T 5505 A

A =vx—va MERIFTZRWEEZ BV,
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@5y FERAV:F2BRERXNATOE— a3 VER

Fischer 7 v b (—#tHE 12 IT) #H\W/=iBEE (JF{K : 10,000 ppm ; 587~
634 mg/kg (KE/HIZFY) HE5ICXK2 SHEMEBENATrE— 3 VR (1
=3yx—4%—:DEN, 7uEt—%—[GHEdRYWE : PB) 2NEE I,
DEN+XRVFTNRY B LT AV Fa e AEERRE N DEN+PB B CAH 4D E
Gy, 7=, GST-P BMEMAaE OBk CNmAENS#EIN LTz,
ﬁ%%%#?fi NUFTNRYINTA Y FaZDEN 24 =3 = —
g—b LGB ARIcTee—ra U ERERTEEZ LN, (BB 6T)

QTR EAW-ENRHBRFTRER VA hErE 2R

B6C3F1 ~ 7 A (—#EMEMER S PE) # A 7= 1 B 118 7 A RMI5EHIE O (R :
10 % O* 1,000 mg/kg R E/H) #5512 X 5 R HEE 3 555 K OV HIAQ B S e
FORRER N FESE X Tz,

1,000 mg/kg KRB 5 58 O MERE CTHFHMEXT K QL EE O, # P450 ED1H
n. P450 > +FEO#EM (Cyplal (1a2) . Cyp2bl (2b2) KO Cyp3all) K&
ORI AR AR K, HE CHFARAQEESE 23588 B 17z, BrdU ik e o OFZ3 R X
BEREL MR CTHOL O RETRD SN T,

RUFTNRYBNT AT a5 L)~y 2ORICEM L CYP
DRI, PB BEICXDERFE Y — L LW, o, ek
EEICRT 22 BIIBO THRWEEZ LN, (B 68)

@y FERW-EYPRHBRFBER U EREMERERER

Fischer 7 v b (—REHEMER S ) 2 HW/= 1 B 1B 7 BHE&ESZE D (R
10 % 1X 1,000 mg/kg A8/ H) %512 & 2 HY 1T EE 3555 8 K O #0 A 4 JiFi e
RRBR D E e ST,

1,000 mg/kg REE5F OMEME CHFMESS X OHEEOHEM, CYP 41
(CYP2B1 (2B2) . CYP3A2) o#gfn, T CYP1A1l (1A2) KNk CYP &
DOEEMRFED BTz, BrdU Sk de ORI TR G L RETHEER
ZIIRO LN 0Tz, (B 69)

®< o R % F L - B #l R b 5 14 A 5
B6C3F1 v 7 X OfFH UDP-GT {&M:. iFH TSH. Ts L O T4 DRIFE[14. (2)
D] THELNIZ~ T ZADOIFEEE % AV T PCNA Gk bF a2 E i S
iz,
PCNA E#HRICHFEREZ IR O Loz, (2 70)

®7 v FPRUTIRIZEITHFIEEARLERE
Fischer 7 v b (—BMELES 5 L) KU B6C3F1 v 7 A (—#FHERES 5 L)
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ZRAWTT BHEREE (v b @ JBIK : 0, 50 %1% 10,000 ppm ; 4 : 0, 3.6 &
753, M : 0, 3.7 XN 729 mg/kg RE/HIZHEY, ~ 7 A JF A 0, 100 &
5,000 ppm ; % : 0, 19.4 XV 1,070, I : 0, 21.4 % 1,370 mg/kg K/
RICHEY) &5 L, BBLEEELZEAE Ilmg Y470V OF AL e Y — L
fli (TBAffi) & LCHEMHTHZ &Ik FHEEBEBILEDORIENTHOIL,

Z v F® 10,000 ppm & 5-# O MEE CHFMEXT & L EEEMN . % T TBA
A~ 7 2 D 5,000 ppm % 5-#f O MM T & OV L E &80 & ' TBA
N2 ZRD iz,

FFARE BB LREDRREIX, ~VAES>~ DU ZME - T v MNETH Y | B{LR k
VADRBENY VA CTRORETHY , ~ VAL T v MEZFRRBRE ThH -
7=, (&M 80)

@5y RV XAFREIZE 1T 2 HRa 8 6EE i 85E

7 v MO~ X 28 HRER D &ERER [10. Q) LWr10. D] . Zv b
90 HM#EAMEFERE [10. (1)] ¥ ic~ 2 90 AR ESMEFEERRE (=7
2FEBAMERER [11. Q)] OTFHEHABR) 76145 6N RIFEFEGE 2 v T
Il 31T 2 PCNA k=R O HIE M THhi T,

Z v k28 AMITIE. 50,000 ppm BEICEAMME 2N 7208, BB TIE AR h
> 77,

7> h 90 HREITIIXtREE L IZIERE CTh o 7o,

~ 7 A 28 HETIiZ. 20,000 % O 50,000 ppm £ T PCNA fZ#E D H B /218
MR BB, @GR IT D MAaEEEEN RO bivT,

~ 7 A 90 HMTIL, 20,000 ppm FEIZEENME M DI ST H3, AR TILR 0
> 77,

b Z & X0, FHRREENFRINT TV RICEHEOX T T YT

NTA Y Tae N ERET B L, FMEOEEEENENT S EEL LN,
(= 71)

<FEH>
FEHAEORVFTRIDALT A a7 vy b RO~ T 20T %
LT CYP T REOEMNNHERFZELRL, 7y hEHWEF 2 BEERA
HBRTIE, A=y —va AMERAEFREDDONT, Vet —Ta MEARRD L
Nic, 2. BOPAABEEHREGE LT v N KO~ ¥ 2 2B W TR SR
AL EDOHEIMAERD bz, 2D b, T v b RO~ 7 228
D ONTAFNC L DI EEFRE AR, ABERFELOEE BRI E D 2 T3
Nhrat—va A fIcksboesEZLONT,

39



(2) PRREBRLE A D =X LEER
D=9 ADFFh UDP-GT ;5. miE TSH, T, RV T, DRIERER
B6C3F1 ~ 7 A (—&E#E 6 JT) & V7= 1REE (JR{A: 0, 100 % T 5,000 ppm ;
0. 17.0 %O 855 mg/kg {AE/BICFEY) HHEICLD 7 KO 14 HREIOFH
UDP-GT i&M., miEH TSH, Ts K& Ty ORIEFERD EM I 7=,
5,000 ppm FERHETH I 7 v vV — AH @ UDP-GT IEHEO M, miFH Ty D
B Ikt R OV EE OB, FFIRK R OO (L3580 b7z, miE
HFTSH RO T \ZIZEERBD N hoTz, (B 72)

@< R ;& TSH Rl E 5 E%

B6C3F1 ~ 7 A (—&£/E 12 L) & W72 BEE (R : 0, 100 & T 5,000 ppm ;
0. 15.7 X1 810 mg/kg (AEH/HIZHHY) &E5ICX 5 16 BE O~ U X MiEH
TSH H| &7 2 6 h S iz,

5,000 ppm = 5-# THLIEF TSH OEINFED Hiviz,

~ U AOFH UDP-GT &M, MmiE+ TSH, Ts KO T ORIERE [14. (2)
D] THZ7 v Yy —L4d0 UDP-GT EEOEIN, MiEH Ty DB HFRH Hi
2 &z, ARBRTIIyEFR TSH BEOHENMBRBO Nl Lnb, X
FTNYBNT A Ta L DFRBIEREOREIL, NaWERLES DT
A4 — KRy 7RGSO BIERT 2R —~HTHD EEZ BN, (B
73)

®@F v FOHS UDP-GT &1, Mmi;Fch TSH, T; RU T, DRIEHRER

Fischer 7 » b (—&EHE 10 JT) &2 AV 7278 EF (K : 0, 200 K& OY 10,000 ppm ;
0. 13.3 %1 661 mg/kg (AE/HICHEY) &5I2X 5 14 HEOF+ UDP-GT
FEME. MyES TSH, Ts MO Ty OB ERER N Ehi S A7z,

10,000 ppm & E-RE CEEAZOHEM, FI 27 v Y —2H 0 UDP-GT i&H4 D
. g Ta O, BT R O EEOEME CFFIRKARO b/, M
EH TSH X8 E Tl W s EIME B 2378 5 v, fiE+ Ts iIEZBiIEEd &
N inolz,

NXUTFTNYAINVTA YT ae)uE7y Mo UDP-GT 235855 2 &
WX MiEF Ty 2D S8, 207 40— Ry ZHMEIC L0 FRARZ R L
= (Al EEMEEER) ¢Ex bz, (R 74)

<FELDH>

NRUFTNRYINVT A TaeniEzT v RO~ U7 2O [FED UDP-GT %
FETHILETMEFR Te 2B S, 207 1 — KNy ZHEEIC L0 BRI
BERENTLE L, ~ U XA THURIRIEZ2Y, 7 v N CHUMRR A R b R Ao 72 Bk S
FRINTLEEZONTZ,

40



(3) FEEBFREEAD=-_XLFAER
DIREFHS v 2RV -FERXHAR
UNEAEH Fischer 7 > & (—#fHfE 6 JT) ZHW/= 1 H 1[0 14 A W O FRA#E
0 (F{& : 0, 10, 100 % T* 1,000 mg/kg AE) %51 L 5 FEERRBRNE
i 7z,
FEEEIIVTNOREH THRERIE L FRE TH Y | WEMAK T HRE
WIZBWTH R FEMBUSMNCFT RIFBE IR o7, T EANEMBEO
BrdU Z#%ZRICH ZITFR O o T,
AREEGETTIE, RFTARAUAIAT AL o LD ERERNEAENT
B OMEEEERITFRED ONT, =X b AERAZRET 5 EITRBO 5
mrnWeEEzoNTE, (R T5)

@7y FORE, FERUFHF7AITZI—EFE. FOIX FAS U REEBERR
ERUMERRILEVEITE

Fischer 7 v b (—#&EiE 10 PT) & 7= 1REF (JF{K: 0, 200 X TF 10,000 ppm ;
0. 11.6 X" 576 mg/kg RE/BIZHY) &EICX D SEMOTERIEEATD
= X LR N EhE S iz,

10,000 ppm # 58 CHlgH OBERE (T r~X—¥, = A N7 U4 —/-2-E
FeXsy I —PRORTANTPF—/b-4-t Ruxd T —8) FHEo#En, T
X & OB EOHEN, O E{ERFED LN, HRENTFEFOT r~ ¥
—BEME, MEFOEEERARLES, 1T-ZA N T VA — L RS S RT
Oy DOWEE, 1A T VA — VTl AT a il NI K OF = O
BEEZ LR N7, (ZHR 56, 76, T7)

<F L H>
AANIFEREKABRCERECTHY, £, MBEOTA b XU EDRLE S
VAR BEEZ RIZS 2ol —F, O 2 ka5 BRE RS O H
EFRERNS, T A MUK OERAEOE W48 FoF v A T V4 —)L
ERDEWN LU H ST RN RE IO T, 2T FEBRENEINL
FERIZRSTEAREE DL B 2 D), BREEEERIT 78 E O RIEEE
WZOWTIEHFF R TIIARATH D & ffm LT,

(4) ZExFERE iR

~ 7 A2 MR R Bk BALB/c 3T3 MifaiZJFA % 10.4~80.0 pg/mL DR E TH
L CEBEEERARNER S, BRIZIBETHTZ, (B 52)
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I. ERREEEE

SRICET &R 2 HANWTCERK IRUF TR LT A YT a )] ORGE
R BRI 2 FERu L=, 72, 5FE., EWEREHEER (A ED) ORREENHT
IZHH Sz,

UC TEBLEXVFTARUIALT AT END Ty s &AW T-EiEnE
ARBRIZ BT, ML 2.0~6.0 B (KAE) . 9.6~13.6 B (&
B) THEEICEL, WINRIIEHET88.7~97.2% T, mAE T 41.1~53.6% &
BH Sz, REREER. BAETERIEICEAZM0 L CEFRICHRSN, &H
BECIIRICEEEPICHRIN D EE 2 BT, BN IR O g <&
3o T2 KBRE PN O S RETR FE 1 C M D L, &5 168 FRRI% X &FRkIC R
WT 1% TAR LT TH o720 REMNBIIREBNDRXFT NN VT AV 7Tar
MIE ST, EEREWIE M-15, M-18 XX M-19 Th o7z, EH1 DI,
EAECTIERENDORFTNRY BT A YT DiEsr, TEREHE LT
M-15 " S, BHECIEREBIDORCF TN DAL T A Ta e nng<
DEEGZ HOTZ, FERFREIZIERGEOKBEEBE EBZ BT,

UC THEFR LI FTRUDALT A Y7 a ELOEBIENEMRERICE VT,
WTNOEIZE N THH 90%TRR BNARLEILORXFTRYBLT A Y T
IWTHoT,

RUFTNRYIINTAY TN FEREEY S-L KOREY M-3 % 5547 Xt
SIbEME LTEMBREHRBR N ER SN, X F TRV BT A T a o
BRERMEIT. BN TIEA»A (BE) © 2.17Tmglkeg . A TIEE I NS L ()
D 24.9 mg/kg T - 72, FREEY S-L RO M-3 12 EERF R, H
HENTHRXCTFTARIDLT ATV E_RTOLETH T,

BREEERBERNL, XUTF TRV VT A Y T a5 X522,
FICHFhE (PR RE) | BRI (AR EEMEEFEAR) KOmE (&) 2
WO BT, MRRENE, BIHRRIC T A RE, BEHRELAOERICE > TRIELE
7 D BILBEERRED LN o T,

7w MTEBWTITHECITMAERIE, M CrERE. ~ 7 RCB W0 TR Ch
HERGL R | C RUIR IR A Rl A R e, =250 e fiEE R ON I el 88 oD 36 A= 88 BE HE 0 7%
TNENRO NN, FEEOREBRFIIBLEEEICLDIOO L ITB XL,
FHEICY - VREEERET A Z EITFETHL EE X BN,

EHEABRERO, BEVMFORETMAGEME L X TF TN VT A VT
n e GBIbEMmDORHR) LERE LR,

FRBICB T 2 EEEES IR 28RN TND,

MEEZER T, ERBTEOLNLEREED Y bR/MEIX, 7 FEAW
7o 2 HACVEFERER D 6.9 mg/kg (KE/H TholzZ &vh, THNERBMLE LT,
Ll 100 ThR L7 0.069 mg/kg A&E/H % — BEEIGFAEE (ADD) L&HEL
720
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FIo.RTF TR AT ALY T EVOBEEROBEEZEIZL VAT D
DI HBEMEHBIIRD N RN, BESRMHAE (ARD) IIRE

BLN72 & LT,

ADI
(ADI &

5 E AR ML )

(Eh k)

()

(& 5-7715)
(&)
(% 2=fR%%)

ARfD

=
<K[E> (2006 &)

cRfD
(cRfD

RERALE B

(k)

(HfH)

(F&GF5iE)
(L&)
(% 2f5%0)

ARfD

<ERIN > (2007 4F)

ADI
(ADI &

REARILE K

(¥ iE)

(HfE)

(&EF5iE)
(EEEE)
(Z2fR%%)

ARfD

0.069 mg/kg A E/H
ZIE R

7 v b

2 AL

REH

6.9 mg/kg A HE/H
100

REDVER L

0.099 mg/kg AE/H
18 LT3 D
7 v b

2

IREH

9.9 mg/kg A &H/H
100

REDVER L

0.1 mg/kg {KE/H
12 PEEE MR
Z v b

2 -

1REH

9.9 mg/kg {AE/H
100

REDNER L
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F28 FHHERICEITHIESHEHEES

e R MR R/NEEE
SR E 1)
g fE A bR (mgfke K/ ) (mg/kag){zlii/ (mg/kélg)ﬁ@/ kS
v k|90 Hf#EEA | 0. 50, 200. 5,000, | & : 14.1 I : 353 B I < Rt et e OF
MEMERER | 20,000 ppm M : 15.3 i - 379 b R
0. 3.5, 14.1. GGT o Ha s
353, 1,440
M- 0, 3.9, 15.3,
379. 1,550
28 H#EA | 0. 50, 500. 7,000. | # : 45.1 HE - 621 MEHE - PLT /0
MEEMERER | 20,000, 50,000 ppm | i : 47.8 I . 656 =3
M0, 4.5, 45.1,
621. 1,870, 4,920
M- 0. 4.6, 47.8.
656. 1,860, 4,890
28 HE#E A | 0,200, 2,000, 20,000 | & : 174 H# : 1,850 T - (R EEHE 4
PErRREME | ppm 1 - 1,850 W — M OREHRD
PR W 0. 17.7. 174. L.
# - 0. 19.3, 186, .
’ bONSY AWASTAY
2 FERIE MR | 0. 50, 200. 5,000, | # : 9.9 H : 250 MERE : P, B RO
PEFEN AME | 10,000 ppm M 12.5 M : 318 Bl B ikt ke OV kR
ANy = K
,ﬁ:,l:lj Di“%ﬁ EE . 0\ 2.5\ 9'9\ 250\ Eii‘gjmf—?
518
M0, 3.2, 12.5,
318. 649
2 H:ACZ5EE | 0,100, 1,000, 10,000 | HEMW BlEny BlaEn
B ppm P : 6.9 P : 68.5 BEEREE < AR AL K
P it : 76.0 P 771 %
173072& +0,6.9, 685, | p e . 10.0 Fy i - 99.7 2B
PHE: 0. 77. 76.0 Filtf : 106 Filf : 1,110 MEHE - BT fE e & O
71 CEy Ty TR IR PRESILY) e EE BN
Pk 0. 10.0. 99.7 P i : 68.5 P f# : 702
110‘%)0' v VO I P - 76.0 P it : 771 (=R R T %t
F’M.O 99 106 Fi2 : 99.7 F. % : 1,060 HEEIIERED S
PR - VNI > | FoiE ;106 F. i : 1,110 VAWANAY)

1,110
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N g R RN EEE
g fE A Bk (mgfke (KE/E) (mg/kElg){Zl-‘E/ (mg/kélg)ﬁ@/ =
wAFMER | 0. 10, 100, 1,000 | FE4 : 10 B#¥ : 100 B BB x
B0 J&IE 1,000 BRI . — K OV E =
A O FFRE K
SR A LY IR
L
(f& B PR
D HAZRN)
FAZMER | 0. 10, 100, 1,000 | &#E# : 10 B#h# . 100 B : BBt
BO f&I2 : 1,000 R« — KON E SN
Fa V2 T AL e
L
(fE FF 1L 58
D HALR)
<~ A | 28 HRE#A | 0. 50, 500, 7,000, | : 10.7 ;105 HEE 2 - FHF 0 A B
MEMRER | 20,000, 50,000 ppm | i : 12.7 - 120 fal B8 5r 2
;0. 10.7. 105,
1,410, 3,970, 9,470
ME 0, 12.7. 120,
1,610. 4,380, 10,800
2EERIFEN A | 0, 20, 100, 2,500, | : 13.7 i : 358 BRI - T A BE R
PR BR 5,000 ppm HE : 18.6 M - 459 3
0. 2,7, 13.7.
358, 731
M0, 3.7, 18.6.
459, 928
7Y | A ZMER |0, 10, 20, 40 E : 20 BE : 40 BEW IFlLEE
5 FEIR @ 40 BRIR - — B hnss
Fa VR BT R 7e
L
(f& & TR
D HIRN)
4 X |90 HffI# A | 0. 40, 200, 1,000 | #f : 200 HE - 1,000 MERE - Alb DD
MR M : 40 M : 200 £
1 5B ME | 0. 4. 40, 400 HERE © 400 HERE - — M - B MR R 7R

PERRBR

L

— R/NEERIIERE TE o T,
D ffE I h B R TR b i RO 2 7R,
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<HURE 1 AR 53 FE ) IR AR TR AL ) W s >

& PR b54

M-1 6-7 /A m-2-8 KX XU FT Y — b

M-3 1-6-7 A u-2-_X S FT Y N)TF T L a—)b

M-4 G-7NA a2 FT V)T )L R

M-5 I-1-(6-7 VA r-2-R_ Y F TSV )2 F LT I

M-11 zWr@7w¢m%&yf%7fuwhﬁﬂ&24yfnﬁ%v
HIVR=LVT I /)-3-AFN-3-t RKuxo7H LTI K
A4V 7 e n(9-1-[1-1-6-7rFu-5t RFax i Xy F7Y

M-15 —JL-2-A JV)-=F IV TV NTE A JL]-2- A F v a BV — N R
— ]\

M-18 N[1-6-7 VAT -5-AFINANT 5 =)L-2-R Y FT L)
FN-2-A4 Y TORFLHVR=ZALT ) -3-AFALTH LT IR
N[1-(6-7 v F1a-5-2AF )N ANLT = )L-2-X_ S FT7 VY )L)x

M-19 FN]2- 4V T RRFTHNVR=)LT 2 ) -3-AF/L-3-& K
VTR T IR

B11 M-15 ® O- 7 V7 a LA

X M-3 O &K
KREER#D 1 | —
REERH#D 2 | —
REERH#D 3 | —
KRIEIERH#D 6 | —
REEDED L | —
JFARIBTEY S-L

R IR
I-1 (R)
JFARIRTEY)
I-1 (S)

JFARIRTEY) 1-4

JFARIETEY 1-12

JFARIRTEY 1-13

—  RFEE
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<RIk 2 A ESF IR >

I s 4
A/G kb TNT I/ TaT ) ok
ai Bk sy & (active ingredient)
Alb TIVT I v
ALP TIVHIERAT 72—+
AUC SEW) e BT b AR T T AR
BrdU 5-7aE-2-TAFTT YV
Chol VAT HE—)b
Cmax B e e
CMC:Na | B/ ARFTAFtwra—AF KU oA
CYP F ~ 7 v— 2 P450
DEN VIFNL=ftrYT I
FOB FERe Bl E i 6 FHm
=T NWVEINVKNT AT 2T —F
GGT [=y—-INEINKT U ARTFHE—F (y-GTP) ]
GST-P MR N BT A S— N T AT 2T —E
Hb ~EF ey (EaFEs)
Ht ~v 7 U v MAE
LCso PHESEIREE
LDso B E
MCH AR M EK I8 57 &
MCHC A 7R T B 1 8, 55 I B
MCV SRR M ER A AR
8-OHdG 8t Ruxv 2-FAX 77 /)
PB 7 x ) N)LE X — )L
PCNA T T M A R AZ B
PHI BEFERANLINEE To K
PL U UREE
PLT LiiIRANY &
RBC 7R I Bk L
T eSSt
Ts N)a—RFr=r
Ty Fux
TAR wefeh (ALER) Hortee
TBA F ALY — LR
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B AR

2 TR

T.Bil R Y

T.Chol WMol AT7rm—)L
Tmax % e e FE B IR

TP R HE
TRR TRER R it eE
TSH B AR A L&
UDP-GT T YUV eV N T AT =T — P

UDS REH DNA &k
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<HURK 3« (e AR AGE (ERN) >

PR (mg/kg)

e R eme s | pEI| YT
Grtribtic) | 35 ey L |y | V7Y T RE S-L ]
e | % | 8 v M-3

RS | AN | e | T

o ﬁiﬂﬁ 3a | 001 | 0.01* | <0.01 | <0.01

(W48 7 F) 2 i 3a | 7a | <0.01 | <0.01 | <0.01 | <0.01 —
20044 i 995WDG 142 | <0.01 | <0.01 | <0.01 | <0.01
FhoLox 7 | <0.005 | <0.005 | <0.005 | <0.005

(%) 2 | 225wpe | 3 | 14 | <0.005 | <0.005 | <0.005 | <0.005 | —
20004 & 21 | 0.006 | 0.005* | <0.005 | <0.005
FhoLox 7 | <0.005 | <0.005 | <0.005 | <0.005

(%) 2 50WpG | 3 | 14 | <0.005 | <0.005 | <0.005 | <0.005 | —
20064 21 | <0.005 | <0.005 | <0.005 | <0.005

E< &N 7 | 0.596 | 0.252 | 0.012 | 0.008* | <0.01
(3 5) 2 | 225wpc | 3 | 14 | 0.063 | 0.034 |<0.005 |<0.005| <0.01
19994 i 21 | 0.007 |0.013* | <0.005 | <0.005 | <0.01
< & 7 | 017 | 0.08 | <0.01 | <0.01
((3E) 2 19~72s8C| 3 14 0.03 0.02 | <0.01 | <0.01 —
20064F 21 | <0.01 | <0.01 | <0.01 | <0.01

X Y 32 | 003 | 0.015 | <0.01 | <0.01
(%) 2 225WDG | 3a | 7a | <0.01 | <0.01 | <0.01 | <0.01 —
20024 i 14 | <0.01 | <0.01 | <0.01 | <0.01
Ty al—

- _ 1 | 038 | 0303

Eig o [T 5 | 5 | 027 | o023 | - — —
20084 i 7 | 0.16 | 0.085

f’(%gf 13995 7 | <0.005 | <0.005 | <0.005 | <0.005 | <0.01
1990k 2 Wha 3 | 14 | <0.005 | <0.005 | <0.005 | <0.005 | <0.01
001 21 | <0.005 | <0.005 | <0.005 | <0.005 | <0.01
FERE 7 | <0.005 | <0.005 | <0.005 | <0.005

(7=3 2 80 SC 3 | 14 | <0.005 | <0.005 | <0.005 | <0.005 | —
20074F 21 | <0.005 | <0.005 | <0.005 | <0.005

nx 3a | 1.04 | 0.688 | <0.02 |<0.015
() 2 | 225wpe | 3 | 72 | 057 | 0.365 | <0.02 |<0.015| —
20024 14 | 0.22 |0.140* | <0.02 |<0.015
7 2T I A 1 | 0.08 | 0065

(%) 2 93;]3%}00 3 | 3| 004 | 003 - - —
20094 i 7 | <0.01 | <0.01

k< R 1 | 0371 | 0.243 | 0.021 | 0.014 | <0.01
(55) 2 | 225wpe | 3 | 3 | 0.356 | 0.241 | 0.020 | 0.013 | <0.01
20004 i 7 | 0.335 | 0.211 | 0.019 | 0.011 | <0.01
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PR (mg/kg)
e BB eme s | par | YT
(WTEBAL) | 1E (e ai/ha) | (D) | (B) T A Y FaE S-L )
F T A I O IR v M-3
sl | EEME | e | CEE
I=h~ K 1 | 072 | 052 | <0.01 | <0.01
(%) 2 | 225wpe | 3 | 7 | 067 | 056 | <0.01 | <0.01 —
20044 [ 14 | 068 | 052 | <0.01 | <0.01
ToR e a2
N 21 1 <0.01 | <0.01
2(()?2?&* 20 |60~725% 3 | 017 | 0105 | <0.01 | <0.01
21 | 0.19 | 0.100 | <0.01 | <0.01
3 1 | 073 | 0.430 | <0.01 | <0.01
(55) 2 | 225wpe | 4 | 3 | 042 | 0.248 | <0.01 | <0.01 —
20024 JE7 7 | 017 | 0.085 | <0.01 | <0.01
X490 188995 1 | 0.151 | 0.101 | 0.008 | 0.006* | <0.01
(%) 2 Who 3 | 3 | 0.080 | 0.055 | <0.005|<0.005| <0.01
20004 i 7 | 0.023 | 0.020 |<0.005 | <0.005 | <0.01
Xp 90 1 | 011 [ 0.072 |<0.005|<0.005
(85) 2 |48~72sc| 3 | 3 | 0.05 | 0.034 |<0.005]|<0.005| —
20074 7 | 0.02 |0.011* | <0.005 | <0.005
MEB % 1= | 012 | 0.075
(55) 2 |75~150wP| 3 | 32 | 0.07 | 0.048 | — — —
20084 [ 7 | 0.06 | 0.038
T 1= | 0.04 | 0.02* | <0.01 | <0.01
() 2 | 225wpe | 5 | 3 | 0.06 | 0.02% | <0.01 | <0.01 —
20024 i 7 | 0.06 | 0.02* | <0.01 | <0.01
T 12 | <0.01 | <0.01
(£5%) o | P10 5 |5 | <001 | <001 | - R -
20084FE i 7 <0.01 | <0.01
ATy 12 | <0.01 | <0.01 | <0.01 | <0.01
(%) 2 | 225wpe | 5 | 3 | <0.01 | <0.01 | <0.01 | <0.01 —
20024F i 7 <0.01 | <0.01 | <0.01 | <0.01
1 | 001 | 0.01*
P 3 | 003 |0.015*
(RA) 2 120s¢ 3 — _ _
20084 FE 7 | 0.03 | 0.019
14 | 0.03 | 0.02
Bk 3 | 201 | 160
€53 2 120 8C 3 : ‘ — — —
20085 Fe 7 1.68 | 1.31
14 | 174 | 1.30
1 0.02 |0.015*
7 | <0.01 | 0.01*
B 158~168 14 | 0.01 | 0.01%
(CRA) 2 sc 3 1 21| 002 |o0o013%| ~ B B
20094 & ’ .
35 | 0.01 | 0.01*
56 | <0.01 | 0.01*
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(BVES

PR (mg/kg)

NXUFTNRY B

- .
Gtk | s | SRR PR S a e S-L _
s | &k | B v M-3
R | FHE | Rl | FE
1 | 174 | 116
7 | 1.8 | 1.12
‘(?;; , |158~168| . | 14 | 150 | 1.05 B B B
20094 K sc 21 | 1.69 | 1.16
35 | 1.59 | 0.898
56 | 1.63 | 0.903
1 | 038 | 0.19
&&‘Z}W , |19~168| | 3 | 025 | 0109 | _ B B
sc 7 | 011 | 0.058
20084
14 | 0.08 | 0.044
P 1 | 024 | 0.24
(552) 1| 1zose | g | 3] OOl
SO0 7 | 0.08 | 0.08
14 | 0.04 | 0.04
T 1 | 016 | 0.16
() 1| w4sse | g | 2| %12 012 - -
SO0 K 7 | 011 | 0.10
14 | 0.07 | 0.07
tj;f&“ 1 0.58 | 0.500
o 1 100ve | 3 | 3 | 040 | 0375 | -— — —
SO0BE 7 | 025 | 0.180
t;,;; 1 0.24 | 0.200
(%% 1 75 WP 3 | 38| 021 |0175 | -— — —
000 7 | 0.15 | 0.110
585 30 | 0.877 | 0.738 | 0.057 | 0.039
(R%E) 2 | 525WpG | 3 | 45 | 0.790 | 0.545 | 0.052 | 0.038 | —
20007F i 60 | 0.630 | 0.346 | 0.031 | 0.024
5285 14s | 0.772 | 0.418 | 0.007 | 0.006*
(R%E) 2 72 50 3 | 212 | 0569 | 0.345 | 0.005 | 0.005% | —
20074 JiE 28 | 0.27 | 0.194 | 0.006 | 0.006*
72 | 035 | 0.31
585 142 | 027 | 0.24
CR3) 1 728C 3 | 28| 0.22 | 0.185 - - -
20094 Jif 42 | 0.23 | 020
56 | 0.17 | 0.17
[AX=RVES
it _ 1 | 036 | 0.325
Ezgg g |1P02000 5 1 5 | 024 | 0195 | - - —
SO0 K 7 | 0.13 | 0.105
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PR (mg/kg)

TEM 4 ARER - " NUFFAY A
Gtk | s | SRR PR S a e SL .
52 ffi 4 Ji |8 n 3

Il | EAME | e | R

boX 9 72 | 0.01 | 0.01*

(fi%3) 2 100 WDG 3 14 | <0.01 | <0.01 — — —
20094 iz 21 | <0.01 | <0.01

E) - WDG : fEkikFngl SC: 7ua 7 7 a#l WP : KFi#Al

cHICEERARME G T — X OV EHET ALAEIEL, EERMEEZ R L &
LCRtE L, *AAEfF L7,

s — i ONT Lo T,

s SLIKEFERCF TN INVT A Ta NV ERSFETH D,

M3 IERTFTARYDNANTA Y TR ENHBRREFELATH S, AR T TN
TIINT AV Fa N M-3=1/1.9 Th 5,

- IR O B OMFE R (PHID) 238Gk UIHGE S FE» &L Ty
DAL, M CSUT PHI 2 a2 LT,

c BTCOT — X DERRBRAKMOGAITERBRFEO I <& fF L TR Lz,
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<HHk 4 - TEMFRRERABREGE Gdh) >

s, PR (mg/kg)
G | o | gemE || par| 27T
et | 7 | @aima) | G | () | V7T TR E S-L M-3
S AR e L
e | CERIE | oAl | CEE | RamiE | CEAE
1 0.41 0.37 | <0.02 | <0.02 | <0.02 | <0.02
9 3 0.33 0.32 | <0.02 | <0.02 | <0.02 | <0.02
EAMS L 5 0.28 0.25 | <0.02 | <0.02 | <0.02 | <0.02
(it 2% ) 169 WP 7 0.13 0.11 | <0.02 | <0.02 | <0.02 | <0.02
(%) 1 0.53 0.45 | <0.02 | <0.02 | <0.02 | <0.02
20034 5 3 0.36 0.34 | <0.02 | <0.02 | <0.02 | <0.02
5 0.34 0.34 | <0.02 | <0.02 | <0.02 | <0.02
7 0.18 0.15 | <0.02 | <0.02 | <0.02 | <0.02
1 20.1 19.6 | 0.43 | 0.38 | <0.04 | <0.04
5 3 18.8 18.2 0.30 | 0.27 | <0.04 | <0.04
EIOMB L 5 16.8 15.9 | 0.48 | 0.31 0.07 0.06
(i 7% ) 169 WP 7 13.2 11.6 | 0.34 | 0.29 | 0.07 0.07
() 1 24.9 21.8 | 0.62 0.56 | 0.07 0.07
20034 3 3 19.9 19.2 0.57 | 0.48 | 0.07 0.07
5 18.3 17.9 | 0.52 0.46 | 0.07 0.07
7 16.3 154 | 053 | 0.46 | 0.08 | 0.07
EOMBL 1 0.58 0.54 | 0.03 | 0.03 | <0.02 | <0.02
(ﬁ’@j& ) N —— 3 0.47 0.42 | <0.02 | <0.02 | <0.02 | <0.02
(%) 5 0.32 0.30 | <0.02 | <0.02 | <0.02 | <0.02
20034 7 0.26 0.25 | <0.02 | <0.02 | <0.02 | <0.02
EAME L 1 8.00 7.60 | <0.04 | <0.04 | <0.02 | <0.02
(it 7%) ) N 3 7.23 6.64 | <0.04 | <0.04 | <0.02 | <0.02
() 5 6.40 6.03 | <0.04 | <0.04 | <0.02 | <0.02
20034 7 4.42 4.17 | <0.04 | <0.04 | <0.02 | <0.02
4 7 <0.01 <0.01 <0.01 <0.01 <0.01 <0.01
T L b ) S 14 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01
20044F ' . 21 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01
31 <0.01 <0.01 <0.01 <0.01 <0.01 <0.01
) - WDG : JERIKFIA WP : KFnfl

s BTCOT —F HPE RN O HE T ERRFEOFEIC <z L TRidl L7,

53




<Rk 5 HEETEHUE >

[ R INEQA~6 7%) IR i (65 LA 1)
FRHEE | (KT : 55.1kg) ({K & : 16.5kg) ({FH : 58.5kg) (K : 56.1kg)
e (mg/kg) |  ff BHE ff BHE ff B ff B
(g/N18) | (ug/ AR [(@/ ANTB) | (ug/ NTED) | (/ ANTE) [ (ug/ AR [(g/ AR | (ug/ ATH)
TR Lok 0.005 | 38.4 0.19 34 0.17 41.9 0.21 35.1 0.18
< EWN 0.252 | 17.7 4.46 5.1 1.29 16.6 4.18 21.6 5.44
(ERASA
(P2 ) 0.303 5.2 1.58 3.3 1.00 5.5 1.67 5.7 1.73
nE 0.14 9.4 1.32 3.7 0.52 6.8 0.95 10.7 1.50
k< k 0.56 32.1 17.98 19 10.64 32 17.92 36.6 20.50
F = 0.43 12 5.16 2.1 0.90 10 4.30 17.1 7.35
XY 0.101 | 20.7 2.09 9.6 0.97 14.2 1.43 25.6 2.59
SE9 0.738 8.7 6.42 8.2 6.05 20.2 14.91 9 6.64
7 AT A 0.07 1.7 0.12 0.7 0.05 1 0.07 2.5 0.18
INESZES 0.05 9.3 0.47 3.7 0.19 7.9 0.40 13 0.65
ERAYE 0.02 7.6 0.15 5.5 0.11 14.4 0.29 11.3 0.23
i (B 0.02 17.8 0.36 16.4 0.33 0.6 0.01 26.2 0.52
B (Ri) 1.66 0.1 0.17 0.1 0.17 0.1 0.17 0.1 0.17
IpoFm A CGRE) | 0.19 1.3 0.25 0.7 0.13 4.8 0.91 2.1 0.40
ZOMDONAE DM
() 0.24 5.9 1.42 2.7 0.65 2.5 0.60 9.5 2.28
WH 0.50 5.4 2.70 7.8 3.90 5.2 2.60 5.9 2.95
Z O o F 3z 0.33 1.2 0.40 0.4 0.13 0.9 0.30 1.7 0.56
&t 45.2 27.2 50.9 53.9
) - EREEIE. BEE ST L EHRE - B30 9 BERCR DR % & R BR X 0V IR il &

Az (B 3)

Bidl

(g/ NTH)

k36
&g (ug/ A/R)

CTEVF RN LFERE A KTDLoE X O,
5, EEIEOFEIZH W otz

c kT RZOWVWTIE, PRI = b~ b0 O b, BREEORK

7=,

pafi

DK 1T~ 19 FEO AR - BIREFE (2 105) ORFIRICES < RinERE

DR R OVREMEREN G RO I TF TN N T A Y T a e OHEERE

ETERBARBG CHo722 L
b

Wiz b~ hOEEHN

c FOMOREFEIZHONTIE, WHE UL OEZE vz,
s ZOMOMNAE S RE) IOV TE, 7EBEUONETOI L, BREEOKLEWTE

HOMEE R Wz,
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<S>

1

10

11

12

13

14

15

16

17

18

19
20

RBIEWENTF TR INT ALY TFae ) GEEAD 7 I 7 AbF LEKRK

=tk 2005 FWET, —HOaFE

UCHEFR AN T T RNYBINT AT a i RnizT v MERNIZE T 56

#AB (GLP xfit») : Covance Laboratories Lid (&) . 2001 4, RAFE

ROFTNRYINT A Tae DTy MFS-9 KT 2 MFRER (GLP xt

&) 7 T AEFELEMRKESE EVEEFERT. 2001 £, RAFE
ENWL XICBTFEZRCF TR DAL T A Y 7u o #ERR (GLP %t

Jt~) : Covance Laboratories Lid (3£) . 2001 4, RAFE

c~ MZBITDIXF TR INVT A Y7 e ofHE:zRER (GLP %thk)

Covance Laboratories Lid (3&) | 2001 4, RAFR

SENNCBTFERXTF TR INLT A Y T a B OREFRER (GLP %)

Covance Laboratories Lid (3£) . 2001 /£, RAFE

NRUFTNRYINVT AV TrENd b~ NAEIZEIT 2R - BITHERAR
(GLP ®ti&) @ 7 I 7 AMbFTEMKXSHE EVBSEFSERT. 2001 4, R£A

#*=

P HEREMREE (20 1) (GLP %tits) : Covance Laboratories (3%) |

2001 %, RAK

R HIEPEMRER (20 2) (GLP %) 7 S 7 A {bF TS 4

MEFEFITET. 2001 4, RAFE

M-1 OFREHIEICB T 5 5% (GLP %i%) : Covance Laboratories (%) |

2001 &, RA

M-3 DiFRHIHEICB I 5458 (GLP x)ts) : Covance Laboratories (Z&) .

2001 ., RAOFK

M-4 DIFREI T HITH1T 5 5% (GLP %)) : Covance Laboratories (%) |

2002 £, RAEK

T E MRS - 7 I T AP TEKRKSHT AWRLFEMERT. 1999 4, R

NFR

Ak R EMRE (GLP xfi%) : Covance Laboratories Lid (%) | 2000 4E,

KA

KN fREmRAER . 7 I 7 AMMeFLERKXSH EYRIFIFZERT. 1999 4,

RAFE

TR REBRE - 7 I T AMEFLEKRKXSH, 2000 F, KRAK

TEWFERERBRAGE - MEEN B ARESLSTE 22—, ROK

TEMRRE B AE « 7 I T A TEKKEST AR FEHETT, RARK

TEMRE RS - XSttt = 7 e - U —F RAFK

ARERE~DOEEIZ T 523 B BRI 5 3B (GLP %ti%) : Bt

FEN & G BEIE S ZZ el o % —, 2001 £, KA
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21

22

23

24

25

26

27

28

29

30

31

32

33

34

35

36

37

38

39

7y MBI 22RO EFLERE (GLP xtih)  MEEAELEBERLZ S

PRl o % —. 1998 £, KRAR

< ALK SR O EEREE (GLP %tik)  MEEAELBEERLZS

PEEFMf & o % —, 1998 . RAFE

Z v MBI 28R EERR (GLP xtit)  MHEARLEBERLZE

PR & > 2 —. 1998 £, RAK

Z v MBI 52 AR E (GLP x)t) : WIL Research Laboratories,

Inc CKE) . 2000 F, RAoE

KREH M-1 ©7 > MIBITH2MERDEFEERE (GLP xfih) - MEEAE M

JRE I MRl v # —, 2001 4E, RAE

Rt M-3 D7 » MBI 2R O0FERE (GLP xfik)  MEEAEM

BEELLZRMEFEE > % —, 2001 F, KRAR

R M-4 D7 > MZBITAH2MERDFEERE (GLP xfih) - MEEAE M

EER G Z AT o ¥ —. 2001 £, RAK

R M-5 7 » MIBIT 22K 0EERE (GLP xfit)  MEEAEM

BEELZEMEFhE ¥ —. 2000 F, KAE

R M-15 O 7 v MZBIT 22 0HEERE (GLP xfih)  MEEAER

i EE S Z 2RIt o ¥ — 2001 £, RAEK

BTEY S-L ©F7 v MIBIT 288 03H%RER (GLP xS - MEEARS

JREIE G MR 7 —. 2001 £, RAFK

BEM 112 ©F v MBI 28R 0Z5%REE (GLP %) : MEEAE M

JRE IR MRl v # —, 2001 £, RAE

oYX & AW IR MERER (GLP xfit) : Huntingdon Life Limited (3%[F) |

2000 -, KA

7 & T2 R E R MERER (GLP %fits) : Huntingdon Life Limited (3%

E) . 1999 #, KAFE

ENE Y M ERAWEEERESERE (GLP %) : Huntingdon Life Limited
(ZEE) . 2000 £, RAF

FLE Y b ERAWEEERESERE (GLP %) : Huntingdon Life Limited
(FEE) . 2000 E, RAFK

Z7 v b AWEEEHREAKR G 2L D 90 ARIRER DS ELERSE (GLP %t

i) MEEARMEBEELEEEFMME 2 —, 1998 4, KA

E— NV RERAWZD TV REIZLD 90 HREIXER D& 5HEREE (GLP

KS) o MEEARGERERLZEEFME S ¥ —, 1999 F, KRARK

F v hERWEEHEARGIC XD 28 AMXERSMEEERER (GLP xt

Jt~) : Huntingdon Life Limited (F£[E) . 2002 £, RAFE

~ U A AW 4 BERERAREGEEERER ; 7 I 7 b EMEFEE

Fr. 1996 £, K&

[
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40

41

42

43

44

45

46

47

48

49

50

51

52

53

54

55

56

57

Zyv MW 4 BERIERARGEERE ; 7 I 7% EWFRFEME

. 1996 £, RAFE

V=NV REAWEROKREICEL D 1 R E®RSEERR (GLP %ti&)

MEENEMBEELZEMFIE > ¥ —, 2001 F, RAEK

7 v M RWTZEBHE AR 512 L 5 KERR O &5 mHalBR2 0 A EOFE 38R
(GLP %t)&) : MEEANE G EEERLZ MM E % —, 2001 F, RAFK

~ 7 A AW EHREAR 5 L D% N AMERE (GLP X&) : MEEAA

R E R E MRl o # —. 2001 . RAR

7 v e AW B EEEREE (GLP %S  MEEAE L EEEMLE

EMFEE o Z —, 1999 . RAK

7 v MBI AEGEERE (GLP *HS) - MEE A& G R EE L 2R

iz & —., 2000 FF, RAK

TR AR (GLP &%) 0 MEE ARG R E KT

it % —. 2000 £, KRAFE

HE &2 W B IR 2R A ek (GLP %t)%) : Covance Laboratories (3%) |

1999 ., RAFK

Z v MNiFfla 2 B2 in vitro RER DNA A 7%#RBR (GLP xfit~) : Covance

Laboratories (¥£) . 1999 £, RAF

<~ AU UoREME (MLA) ZHWimEmF2ERERRABR (GLP %%)

Covance Laboratories () |, 1999 4. RAF

Fr A =—ZANLA%—@ CHL Mifd % A 7z in vitro (R 2 FH 5% (GLP

xtits) : Covance Laboratories () . 1998 &, RN~

b MU RERE AW E—fd DNA $80)r (SCG: = A v ) #B (GLP

®IS) o MEEANESERERELZ ST ¥ —, 2003 F, RAK

BALB/c 3T3 Mz H\ % 2 BfE T v A7 4 —A—3 a2 VB (GLP %t

J&) o MEEAN RS REELZ ST & — 2001 £, RAE

Z v N & ANz in vivo/in vitro REH] DNA &R (GLP %f/%)

MEENE B EEGZEWFMME o % —, 2001 ., KRAK

~ 7 A% AW FFRICE T 2 ERLR0 DNA EERER - B FE AR EE K,

EMFEEE v ¥ —, 2001 F, KRAFK

7 v b ERWEIRICE T 2E0E0 DNA BERBR - B HE AR5 B EKL

MR o 2 —. 2001 £, RAK

Ty MW EEREA I =X LE R —FEE OF=EF o 8-0OHAG D

E R OREERFRESE - MHEARMEBEELZ MM % —, 2002

F. KRR

~ U A% Wi/ EEER (GLP %t)%) : Covance Laboratories Limited () |

2000 £, RA

pERF

[t

Ay

Ay
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58

59

60

61

62

63

64

65

66

67

68

69

70

71

72

73

74

75

N AYV 2=y v AEHWTEBEFERIEERER (GLP x5 - HH
A S R AT v 2 —, 2000 4, RAK

FR# M-1 OB % V5 @RS RE BB (GLP k%)« MR A 2
K SRR 2 8 . 2001 45, RA%

RE M-3 OME % IV 5 ERERLRRR (GLP 3t)  MEEARHS
M % SRR v 2 —. 2001, KA

fRa M-4 DRE % V5 EIRZENERRB (GLP A5) : BT A& 5
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