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2N

BTV REHERITH D R F 47 K] (CAS No. 183675-82-3) (22T,
K AE AR R 2 & A O O R R B2 B AN 2 S0 L 7=,

B, AEPREMREERR (T ) . REHEERER (7Y MR~ T R) B9
P (U —7 VX A, &) SERH-Icib &,

FHIIZ AW BREGRE 1. BiANEm (F > ) | EWENERS (7 Ny, b
FEOR YY) | B, SMEEE (T ) o AtkEE (Z > b)) | iR
MM (T b, ~TARKROS X) | WAMEREE (T ), BYEEE (T b
KA X) | BB (T REO~TR) | 2HREBIE (T v b)) | REMREE
(7> ) | BEFEE (Ty NEOUYY) | BIEEEORBREETH D,
BHEEERBRE RO, RXUTFAE T REGIC L 228X EEIE, T OhEES
OPERFRIE IR, EEMINAE) | Mk (Bims%) KOERAR (FRAERA I B iE AR
KE) IZRO BT, ~ 7 A tERRic BV T, FURICHR 28R BURFEARED
KTFNBD NN, T v MIBWTIRERIEITRO L h - 7o, FEEEmmE .
BIHARIC AT DB, AR R OVEMRICB W CRIE & 722 2 BREEIERD S /en
>77,

TN AMERERICEBWNT, 7 v N THIRIRATEHIERRIE, ~ 7 X TR RIE O34
BEEE DOBIMMFRD BT, AP ITEEFEEA =X LETBEIHN LD,
ARFNOFMIC Y » BEEZRET D LI THDI EEZ LN,

HRBROMEMERED O B/ MEIR, A X & Az 1 EREMEFEMERERO 8.10 mg/kg
HRE/ATHSTOT, TAEBILE LT, 2455 100 TH L 72 0.081 mg/kg (AH/
H%Z—HEIGFAE (ADD) & EL,



© 0 a0 U W b

DN DN DN DNDDNDNDNIDN R H e e
W 3 O O b W DN HFHEH O WOW-=O ULk W= O

29
30

31

2012/4/18 FE 2 MRRBZEMFERHRER NUFFES FHBEE 2R () -4

I. M REFEOHE
1. A%
A

2. AYES DA
g XUFFET R
#4, . penthiopyrad

3. 24
IUPAC
4 (RO-N[2-(1,3-V AF VT FN)-3-F = N]-1- A FL-3-(h ) 74 n
AFI)1HE T —)b-4-F)VRFH I R
54 (RS-N-[2-(1,3-dimethylbutyl)-3-thienyl]-1-methyl-3-(trifluoromethyl)
-1 H-pyrazole-4-carboxamide
CAS (183675-82-3)
i N[2-(1L,3-T AF LT FN)3-F =] 1-AFN-3-(FY ZvFnr AF
JV)-1HE 5 —)L-4-F LR FH I R
B4, N[2-(1,3-dimethylbutyD)-3-thienyl]-1-methyl-3-(trifluoromethyl)-
1 H-pyrazole-4-carboxamide

4. H5FK
C16H20F3N30S

5. 7 F=
359.42
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I ZeHICETIHBROBE
EIRPDER (2007 4F) | BANRHERE (M RBR G & OMEY) 7% B el B il ig 25)
b CICEMICET A2 AR R AR L., (BR 1~85)

KFEMABRIL 1~411F, RUFFET RO TV —/LEBO 5 LD RHES 14C
TEFHRLZHD (LIF Mpyr-4ClXoF 4T K] Lo, ) KOTFA 7 = VRO
ANLDRFEE UC T L= (LT Tthi-UClRUFAE T R 0o, ) &
W TEM S, BT REIREE K ORI IR BE I RR T 0 D37 WA IR T4
7 RITHSRE U=, W10 i S W S O A SIS PRI 1 R OY 2 1R &E
TW5,

1. BERAEGRER
(1) YR
@ MnmREHD
Wistar (Hannover GALAS) 7 v b (—#EMERER 4 IT) (Z[pyr-14Cl_ v T4
EZ REO[thi-“Cl_>FA4ETZ & 10 mgkg (KE (LLF [1.] icB8WT MK
M Lo, ) FHLLIF 100 mgkg RE (LT [1.] I2B8WT IEH&E] &W
9, ) THEHR O &5 X [pyr-14Cl <> F 4 F K% Wistar (Hannover GALAS)
Z v b (CREMERESS 38 ITIRHE T4 LT 7 BRIER O &S L, 3EmE)
ReslBR ) S5 S vz,
AP ENE T A —Z (TR 1 IR TW5D,
MAEFIZBWN T, EHELAPNEHE CRBERITIR G R L, —FEEDH
wERsLle, £, ERMEABEOMEITRO b oo, MR iS5 &
B D I A FR R BE D 3ot v o 1,

&1 MBEREVBEFN/NS A4

PR A [pyr-4Cl_>F 47 R [thi-14C]<F AT K
& ha 10 mg/kg A& 100 mg/kg A 10 mg/kg K& 100 mg/kg A
el i3 i3 It i3 I i3 I i3
Tmax(hr) 0.4 0.4 1.1 1.3 0.5 0.4 1.0 1.3
Cmax(ng/g) 1.6 3.3 15.2 28.4 1.5 3.4 14.3 31.9
Ty2(hr) 15.0 13.6 16.1 16.8 20.0 14.1 21.4 17.7
AUCo.,
21.9 27.8 229 322 21.4 27.4 225 324
(hr - ug/g)
@ WmRILE

AR BEMGRBR[1.(D @] DFE Fos b R H S =GR 1T, R &# 57T 83.9~
86.6%. EHELRGHET 86.3~91.9%Th b LHEEINT.
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(2) kRS
Wistar (Hannover GALAS) 7 > b (—#EMERES 3 PT) (Z[pyr-14Cl_> T4
B FEOQthi-4Cl_rF4 87 REERHAES L IR HE CHER A& UL
[pyr-14Cl_>F 4 7 K% Wistar (Hannover GALAS) 7 v b (—#EffEER 3
o) IERAET4E LT 7 HEERA RS L, (KNSR 350 S vz,
FEHHRRIC I 1T D IR BRI 3R 2 K OMR 3 IR STV 5,
HEHRERBRICB N TIL, WINoORGHICEN TS, FREBETRERE LT~
TOMKBETEE 1 FERZ ISR EIRE & 720 | DIRIE A M OV ER 2 Br\ ) Tl s
IZHE Lo, 85 72 BRI ITITIE & A & ORLRE T B8 78 fn S vh i B & [R45 %
NLATF &7 ole, ZOH The bIRED SRR I Mgk T d - 72,
YRR S FARFRNLE DE T Ko T MR O FE U BR IR 0% O - I BE 2
RATRO NIRRT,
FAEFG-3BRIZ BN TIE, £ < OfERk T OFEE U RENR BE 25 LBl 5 1 0 87>
N, TR Uz, ER OFREIATaEIX, 7 A &R 5HEO &

5 72 B2 I8 bz o 7=,

(=M 2. 80)

K2 FEMBORBRHREE (EREKES. ng/s)

i
M

i
[

B dr e

(63
il

b1 BpfHR

B 5 72 W%

[pyr-14C]
T
bl w4

iz

W (54.8) WENZEW) (27.7) . H (22.9) .
fF(10.7) N (5.54) . HINEM (4.31) .
R (2.60) . U > /¥R (3.50) | & (1.98) .
i (1.16)

1fEk (0.24) T (0.23) | 4x1fn. (0.13) .
A% (0.06)

e (32.8) N (17.2) T (15.5) |
H (13.3) . JIEN (5.83) . U > /¥ (5.51) .

B (4.27) | B (3.52) . &= (3.32) .
PREE (3.23) | ¥ (3.14) | FERE (2.84) |

mA4E (2.80)

mEk (0.25) | 41 (0.15) | i (0.14) |
ENEY) (0.06) . JIEL (0.06) .
A (0.05) . 0> (0.05) . M4 (0.05)

o 3H ot

H (544) | IFE (290) . HINEW (280) |
N7 (265) | T (139) | fERG (127) |
[EEMt (82.2) . U >/ Nk (68.8) | 4 (32.6) |
AR (24.8) . % (19.7) . BIIF (18.3) .
g (13.6)

MmER (2.67) . AF (1.43) | 4= (1.42) |
m#E (0.70)

i3

B (409) . JIEN (255) | IENZEW (251) |
U SR (173) | BEE (167) (I (141) |
BIIRE (66.7) (I (62.9) . HNEY) (54.7) .
YEL (53.7) . 1= (44.5) . & (40.6) .
MmAE (29.7)

1ER (3.44) | 4=ifn. (1.82) | AT (1.13) .
4% (0.63)

[thi-14C]
RUF
FET

B 38 B8

i

& (51.3)  BNAEY) (42.1) . 'H (30.0) |
T (15.4) (JBERE (12.6) . HNEY (8.54) .

R (6.10) . U 3R (2.98) | BN

(2.23) . M4k (1.39)

i (0.32) . MfEK (0.24) . 41 (0.14) |
' (0.09) . BN (0.08) | i
(0.06) . ‘B (0.05) . # (0.05) .
I5E (0.05) | &I (0.05) . 'H (0.05) .
FURER (0.05) . U 23R (0.04) |

10
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i[> (0.04) | JERBE (0.04) . M4E (0.04)

N (42.1)  W7E (35.5) LT (21.6) |
H (13.7) . bt (9.55) . & (6.48) .
Ui (4.60) . BAEY (4.50) |

mERk (0.30) . i (0.29) . BHNE
¥ (0.17) .41 (0.17) . IPEA (0.11) .
X (0.11) . Jif (0.09) . B4 (0.08) .

e |NENG (3.88) . IMAE (3.04) AR (0.07) | BB (0.07) .
(0.07) . > (0.06) . ‘B (0.06) .
H (0.05) . U o8 (0.05) . i
4% (0.05)
H (555) | & (339) | lEINAW (238) | |IF (3.62) . IEK (3.01) | 4xifi. (1.83) |
i HNEW) (217) | AT (142) . 6l (61.2) . | (1.00) . IAE (0.79)

U 2o3Bik(44.3) (B3 (32.2) VB (25.7) |
R (14.2) | g (11.7)

1k (3.58) . fiT (2.82) . 4=ifi. (1.68) .
B (1.02) | fiti (0.82) . H (0.68) .
L (0.66) . FIFE (0.65) . M4 (0.64)

B (755) . BNEY (284) . HAR
¥ (259) . WFE (244) . T (165) |
e |V SR (97.8) | JEG (80.0) | EIFF
(63.9) . B (61.7) . I (53.6) .
e (44.5) | mA4E (36.5)

o 3 3t

®3 FEMBORBRHIREE (REEXES. ng/s)

Ak 5 H Ak 8 H Bk 10 H
(4 HE¥ 5 24 FriE14) (7 HE# 5 24 FriE14) (7 HS¥ 5 72 FriE1%)

JiF(1.68) . 1 EK(1.04). % [#F(2.91), mEk(1.48), 4ifn | (1.13), MmER(1.12), 4=
(0.862), 4:1f(0.810), M#E|(1.22), B(1.09). 1f4%(0.565) [(0.812). & (0.373). ii(0.237)
(0.514)

i 3

1MER(1.10), AF(0.939), 4xifn
(0.675). B(0.364). /ili(0.246)

JiF(3.00). %(0,837), I ERK
(0.786)., 4:1f.(0.736), M
(0.536)

fif(2.26), MER(1.27), 41
(1.04). B(0.575). i1i(0.548).
1f.4%(0.545)

(3) KHEMERE - EE
@ HEES

[pyr-14Cl X > F 4 v 7 K&K Q[thi-4Cl X F 4 7 K& 72 et i 5k

[1. (4) D] THE B 7= Wistar (Hannover GALAS) T v kDO #5-4% 24 FE# D
R OB G-1% 48 B D, [pyr-14Cl=>F 47 R L < IX[thi-14Cl=> F %
v 7 K& HOW-iai-gEaER [1. (4) @] T 5117 Wistar (Hannover GALAS)
7 v FO¥5% 24 B OMEH, [pyr-14Cl<>F 4T KL O[thi-14Cl_> F 4
v REHWIIRNOAmRER [1. (2)] TH 51172 Wistar (Hannover GALAS)
7 v FOIMmER, ML OWFEZREIE LT, XUF 48T ROREWFRE - &
aBR 2N SEhE S T,

HEREGICB T DR, EL O ICBIT 23T ER 4 ITmENTW 5D,

JRFZENT, BULEMITIZE A ERE ST, (EmE LT, ©7 Y
—NERERFD A2, A-3, A4, A5 FEN[pyr-UCIRUFAHET REGHETA LR
7o, WTLH 10%TAR Kiiii Th o 7o, MAERAEEG-REICR T 2 @Y
ELTAB, A7, ABEDRHLNTEDN, INLHLMETHH- T,

11
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o FEAA
JEHFTIE B-3 D7 V7 a U Aa RN EEAHEM TH 7=, 2 O B-3 13
BEPHEE S L. B-3 A IEON 2.1~9.9%TAR, @78 2.7~8.5%TAR it X1

7’»
—o

A e LT A6 KD A-8 75 2.3~13.0%TAR fi i S iz,

mER, A& Ol ik, # - JRPCA LN EERB M ST,

Z v MBI A2 HEERHREIT. XU F 4T FOF 47 = VEROBRL (A-12,
A-13 DAERL) . T A7 = VERESROBRILED 3R L 7 I FiEE OIMMAKiE (A-2,
A-3. A4, A5 DAERL) | T4 T = VEBRIBHT L VDO T ) — L ER A
FOIEOMEE (A-6. A-7. A-8, A-9, A-10, A-11. A-14 D4ARR) & FHilEi<
AR E 2 B,

(ZH 2)

F4 BEBRSICEITAHR. ERUVEFICET SR8 GTAR)

PR A FehE | MERI| BB | X TFAET R R #w
A-5(2.1). A-9+A-10(1.1). A-2(0.95).
7 0.01 A-3(0.9). A-8(0.7),A-6(0.4), A-7(0.2),
Z DA 2 (1.04)
1t A-8(9.8).A-6(8.4) . A-3(6.6) . A-9+A-10
* 8.06 (5.7).B-2(3.31) . A-11(3.0). A-5(2.5).
' A-2(2.2),A-14(2.1), A-13(1.7),
10 mg/kg A-4(1.3),B-3(1.1), = Dfth ¥ (7.9)
NS A-9+A-10(3.1). A-8(2.5). A-6(2.4). A-5(2.2).
® <0005 | A-5(1.5), A-2(1.9). A-70.9). Z DAt ) (3.9)
A-6(12.5). A-7(9.0).B-3(7.1),
i A-3(4.9). A-9+A-10(3.9). A-8(3.6).
£ 3.11 A-11(2.2). A-14(2.0).B-2(1.6).
A-13(1.5). A-5(0.8). A-2(0.2).
[pyr-14C]- A-4(0.2), Z DAt ¥ (5.5)
RUFF A-5(1.8).A-2(1.5). A-3(1.2) . A-9+A-10
=7 bR <0.005 (1.2), A-4(0.5), A-8(0.4), A-6(0.3), = D
fih 1 (1.3)
" A-6(6.7).A-9+A-10(5.9). A-3(5.7).
A-11(5.4),A-8(5.1). B-2(4.5),
# 20.7 A-14(3.1). A-13(1.9).A-7(1.5).
A-5(0.7).A-4 (0.5). A-2(0.4), % D1t ?
100 mg/kg (7.5)
G A-9+A-10(3.2). A-8(2.5). A-3(1.7). A6
7 <0.005 (1.1).A-5(0.8). A-2(0.7). A-7(0.4) . = D
fth 2 (3.5)
it A-6(8.4),A-3(6.2).A-7(5.8). B-3(4.7).
- 12.3 A-5(4.2) A-11(4.1) . A-14(3.3) . A-8
o ' (2.3).A-13(2.0).B-2(1.6). A-9+A-10
(1.6).A-2(0.1), Z DAfth ¥ (5.3)
1-14 - - - - - -
Eih;%cj]_ 10 malkg | K | R <0.005 %.i;fx%lg({i?;)égé;(zi)\zx 6(1.3).A-7

12
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=N

R

7.55

A-6(13.0).A-8(13.0). A-9+A-10(8.1).
A-14(3.6).B-3(3.3). A-11(3.0).
A-13(2.9).B-2(2.7).A-7(1.3). = DAy »
(9.6)

i3

PR

<0.005

A-8(3.5).A-6(3.0). A-9+A-10(2.4). A-7(0.3).
Z DAV (4.0)

4.07

A-8(12.7).A-6(12.6). B-3(6.0).
A-9+A-10(4.0).B-2(3.7). A-11(2.5).
A-14(2.0). A-13(1.8). = DAt ¥ (10.2)

100 mg/kg
(LNGE

iz

PR

<0.005

A-9+A-10(1.7).A-8(0.7). A-7(0.4) . A-6
(0.4), = Dfh v (1.6)

30.4

A-6(7.4).A-11(5.9) . A-9+A-10(5.8).
A-8(4.8) . A-14(3.6) . A-13(2.7). B-2
(1.6).A-7(0.1), Z DA ¥ (10.5)

R

<0.005

A-9+A-10(4.0). A-8(3.2). A-6(1.6) . A-7
(0.6). % Dfh ¥ (4.2)

15.8

A-6(7.9).A-11(7.0). A-8(6.4).
A-9+A-10(5.8). B-3(4.2) . A-14(4.0).
A-13(1.8).B-2(1.1), = D1l 2 (8.7)

[pyr-14C]-
RUTFH
s

10 mg/kg
(NG

AEYT

0.17

B34 26.2).B5(6.6).B4(6.3).B-3#
A2 2(.2),A74.2), A-11(4.1),A-9+A-10
(3.8).A-6(2.1). A-8(1.5). A-3(0.4) . A-2
(0.3).A-14(0.2).A-5(0.1). A-13(0.1).

Z Ofth 2(21.9)

i3

R

0.10

B35k D289, B3aAk @278,
B4@29)., A'112.6), A-824), A7@2.3),
A-6Q2.1), AHA-10(1.9). B5(1.4). A2
0.3). A-3002. A-14(02. A502). A-13
0.1, =t (28.2)

100 mg/kg
(LNGE

i

R

0.16

AHA10(74), A-8(G2). B4@B5). B3
AR O 2@3)., A7@.1), B3 faiik@?2
@7, B5@1). A-11(1.9. A6(1.0). A3
02. A50.1. A-130.D. A20.1). A-14
0.1, A-40.04), ZDfh2(39.2)

AR

0.19

B3 25k @ 2(6.4). B3 a5k O26.0),
A-64.8. A-8B.7). B4(26). A9+A-10
(2.0, A-11(1.9)., B515)., A-7(1.0)., A3
02). A-130.D, A50.1), A20.1. A-14
0.1, A-4(0.0.3), ZDfh 1(32.9)

[thi-14C]-
AT
v7 K

10 mg/kg
(LN

iz

BV

0.02

A116.8., B340 262, A-86.0),
B4(4.7), B3 134D 24.2), A9+A10
(39, B5@25), A6(20. A711), A13
02, A-140.2), ZDfth » 27.5)

AR

0.16

B3k 0299, B3aaik©2@85),
A-11(40), B5B2). AHA1027). A8
(2. B4(22). A7(10). A-13(0.9). A-14
0.3), A60.D, o> (36D

13
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A-HA-10(7.1), B5G69. B46G.1)., A6
4.3, A7G7. B3fAR® 234, A1l

e | Mt 005 |09 A8GH. B3HAKD 2@1). A3
100 mg/kg 0.2, A-140.1), =0t 1 (35.7)
KE B384k D2 44), B34k @24.3),
e | pgt 0.13 A9HA-104.3), B-4(29). A-1128), A8

2.8, A626), B514), A7(14)., A13
0.04). A-14(0.04). =DM (26.0)

1R R OFE R TI T~9 ROy O Gt AR BB G RERED BRI FHECEL Tl 15~26 jROT O AT,
ECHH e 5 BEME D BRI FRRRBHTIE 10~82 Sy O Bt 8 e G RERE O BB FRREFTI 16~
25 PRy DEFE, R G RO AR FhRE T 15~28 Ay D& F

2) : B30/ v A

@ REERS

[pyr-14Cl<X v F A4 7 N &2 HWiKERGHEIERE [1. D] °Honk
Wistar (Hannover GALAS) 7 v &V /= 7 HEES5HBRIZB T 58k 2. 5
KO8 B (ke 24 BEf#2) ICERES LR, R OUMSEZ 508 LT, 2
YFAET RORBEMEE - E'ERBREf I 7,

RGBT DR EOERDORB#DITIE S ITRENTWVD,

PR B OFEH ORI T RIS & R% TH - 72, BULEMITIRF TIIEH b
T EPUZ 0.85~9.12%TAR 58D b7, MAEHFIZIT A-5 B S vie o7z
23, ORI HEE G35 & Rk Th o 7o,

RAEB GBI 2 HEEHRRKIL, HE&ERG LR Tho7z, (ZH80)

x5 REBSICETDIR. BEITET 58 WTAR)

WS
PRSI BRE | BREL | X TFAET R R

5 1

2 A ND A-5(3.07). A-3(2.82). A2(1.23), A9(1.20), A-8(0.57)
A-6(0.24), A-7(0.22). = DOH (1.77)
A-3(3.40). A-2(2.58). A-4(1.59). A-9 (1.41).

R | 5H ND A-5(0.99). A-8(0.87). A-6(0.27). A-7(0.26), =D

fi(3.31) V

. ND A-3(8.51), A-2(1.94). A-9(1.63). A-8(0.87) .

A-5(0.48), A-7(0.44). A-6(0.37). % Dfth(2.48)

A-9+A-10(8.52). A3(6.92). A-6(4.80). A-8(4.50).
2 H 2.23 A-5(8.44) . A-11(8.01) . A7(2.38) . A-2(2.14) .
A-4(1.32), +DHhi(6.34)V

A-9+A-10(9.54), A-6(7.50). A-3(6.23). A-8(5.62).
# | 5 H 9.12 A11(4.29), PTU+A-14(2.45). A-5(2.29). A-7(2.19).
A-13(1.20). = Dih(4.66) D

A9+A10(9.22). A-3(7.34). A-6(6.27). A-8(6.24). A-11(4.38),
8 H 5.15 A-52.87). A-7(2.05). PTU+A-14(1.54). A13(0.93). D
fth9.14)v

14
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i3

2 H ND

A-3(2.93) .

A-8(2.90) .

A-2(2.63) . A-6(2.13) .

A-9(1.78). A-4(1.04). A-5(0.64). A-7(0.29). =D

fth(5.08) V

& 5 H ND

A-3(4.07) .

A-2(2.75) .

A-8(2.63) . A-9(2.21) .

A-6(1.94), A-4(1.71). A-7(0.26). FDfth(6.11)V

8 H ND

A-3(3.90) .

A-8(2.80) .

A-9(2.39) . A2(2.19) .

A-6(2.00), A-5(1.55), A-7(0.21). ZDfth(7.37)

2 H 0.85

A-7(4.71). A-6(4.54), A-8(3.71). A-9+A-10(2.91).
A-11(1.23). A-3(0.99). A-5(0.72). A-4(0.36). %+

DAth(4.81)

# | 5H 476

A-6(9.61). A-7(6.46). A-8(5.92). A9+A-10(5.25).
A-11(2.08). A-3(2.05), A-5(1.81), PTU+A14(1.52).
Z DOh(8.61) 1

8 H 1.54

A-6(12.6), A-8(7.28). A-7(7.04). A-9+A-10(6.65).
A-3(4.40). A-11(2.65). A-5(1.65). A-4(1.00), *

D (10.5)

D SRR TIE 2~6 iy DA RE, BEHREY TIE 3~4 i O EFH 2R T,

Q MBEAHRKHHYDOEE
BEH =2 — L &4 A L7 Wistar (Hannover GALAS) 7 v b (—#£HE 2 L)
(Z[thi-14C] > F 4 ¥ F K% 100 mg/kg (KE CHEEHRE Q&5 L. I HRED O

R AT LT,

P b1 0~6 IR D AR O RS RE R

HIZ DN TR BRI TV D,

JEYF FR A~ ORI S PR E T, & 5% 6 RFILANIZ 58.56%TAR, 12 I
W% TIZ 75.8%TAR 234k S 7=,
Be b5 0~6 B O Fic b 7e< &b 67T OMREH N BHE SN, 2 b0
R DOIEE A EITEEOREFFLBRRCFAET RICEAINTZT2DI24 T
TREERMR, HAIVNIV T AT L A~—Thd L EZ LN, &bSZED GSH
HRAEHIZA- 121D AT A -7 2 I VR ER (18.1%TAR) K OMA-12]
DI ATA FER (9.1%) TH VM T NV Z T4 HEROFREERN 19 [EF1E
L. Z2HOBERMERE & HICHFELR,
WEBE D130 72 < 0.8%TAR 8D b, JEHFOBILAEWIL 0.1%TAR T

Hot-, (BHT9)

F6 0~6FREAHAMPOBEFNKHY (WTAR)

RS O I 8 SN FEGET
GSH-F-DO 0.8
t Fe % - GSH-F-DO 0.1 39
vt Fr%2-GSH-F-DO 1.8 '
7 b Fr-GSH-F-DO 0.5
Cys-Glu-F-DO 13.1 196
t Fe % - Cys-Glu-F-DO 4.4

15
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Cys-Gly-F-DO 1.1
7 & Fr- Cys-Gly-F-DO 0.8
7t K -Gly-N-7 & F/1-Cys-F-DO 0.2
Cys-F-DO 9.1
7 kb K- Cys-F-DO 0.5
b Fr - Cys-F-DO 2.7
DM- Cys-F-DO 1.4 15.7
b Fe %2 -DM- Cys-F-DO 0.3
N-7 & F/L- Cys-F-DO 1.1
b Fu ¥ -N-7 & F - Cys-F-DO 0.6
GSH-T-DO 3.1 35
bt Ko -Cys-T-DO 0.4 '
DM-t K -MTF-7563 7 /v 7 v A K 1.0 93
t ReXx 3 -MTF-753 7V 7 vt A R 1.3 )
DM-A-COOH 0.5 0.8
753-A-COOH 0.3 '
753-A-OH <<0.2
753-F-DO <<0.1 -
NUFFET R 0.1 0.1
— YL
(4) HEt

@ RRUESHR

Wistar (Hannover GALAS) 7 v & (—HEMERES 4 JT) (12 [pyr-14Cl<> T2
EZ & L <IE[thi-4Cl 2> F 4 v 7 R & X m A &R R 0BG 0T
Wistar (Hannover GALAS) 7 v ~ (—#EMERES 3 PT) (Z[pyr-14Cl_v F 4 ¥
7 REHET 7 HEKERO#RE L, HEERER N L <7,

A H-1% 96 REE O # K QR PRI 133 710, )KAE &R 538k 11 B 0E KO
PRPPEIR I 8 ITREN TV 5,

HERGREICBW T, KRR GEE TR, #51% 96 KFfH T 91.5~93.2%TAR
PDNHEPR FPIZHEE S du7m, 5 96 BE O B IS & WA IZFRITT 5 i el
FNEN0.1%TAR LT TH- 7=,

Fo. BHERGHTIEL, &5% 96 K T 91.1~94.7%TAR 23 %R HH 2 R
ST, BH 96 KM% OB BE & NEW P IFRTFT D ETEIXENZE 0.1%
TAR DL FCThH o7z,

AR O FERECHB VT, 90.9%TAR LI EAEER 11 B (7 HRE#&5& 5% 96
RFfE)  DOFEFR IR ST,

TRTOBEGHICB W TEGHINEORINEIT 91% L ETHY R FAE T

ROHEITHS)Th o 70, FEPRRKIZEF TH Y | 55, &K O
NLEDFEWNIC LD HE Y — U DOEIFTRO /e hoTz, (B 2, 80)
16
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F1 %5%ICEFFEORRUVEHRHMIE (%TAR)
- [pyr-14Cl > F A5 [thi-H4Cl R FFHEF R
10 mg/kg K 100 mg/kg K 10 mg/kg A& 100 mg/kg K
el It i3 i3 i3 I i3 Jii3 i3

OB 3R | % IR | )R | JR | R | E | R | E | R | E R

B51%

96 B 77.1114.5169.6|23.6|82.0(12.7|73.7|120.9|79.0/13.3|72.0|19.6|84.3| 9.0 |72.3|18.8
ST IR

© 00 IO

10
11
12
13
14
15
16
17
18
19

20
21

X RO — DR & 5 e,

&8 HER 1 BORRUEPHME (%TAR)

&5 & [pyr-14Cl > FA4E T K

PER Ji3 i

AR E3 JR D # JR D
Mk 11 H 71.8 19.4 65.0 25.9

1) : JROMBEIZr — %k Z &

@ REtHEM

& B = 2 — L &4 A L7- Wistar (Hannover GALAS) 7 v b (—FEMEES
4 JC) |Z[pyr-14Cl > FAETZ RFE L 1Z[thi-“Cl_r T4 7 REEHE XX
EHECHERE OB U, JE-PEGER 23 35t S iz,

Hale 542 72 e O, IR R OFEFHEERITR 9 IS TW5, 5%
72 FEREITCORA-HEIE, (KA EREREOBET 66.6~70.9%TAR, i T 65.7~
74.3%TAR., mHERSGHOHET 74.6~81.1%TAR, MT 62.8~65.7%TAR T
HY . WTHOMERAE R O GRICB W THEERMEETRD LT, XF 4
BT RIFEE L0 &SWES TR S Hu, EICEA 2R H L TEeIT R ~HE
MExnsEEZIGNEZ, (B 2)

x9 BRERT2EEOBRT. RRUERHRE (hTAR)

[pyr-14Cl<>F AT R [thi-H4Cl R FHEF R
b 10 mg/kg & | 100 mg/kg & | 10 mg/kg /& | 100 mg/kg &
g E #H Ef

PER Jii3 i3 i3 s i3 i3 HE i3
AR 66.6 | 65.7 | 74.6 | 65.7 | 70.9 | 74.3 | 81.1 | 62.8
JR D 16.0 | 20.2 | 169 | 21.3 | 14.8 | 11.1 | 7.3 | 22.8
# 12.2 | 133 | 9.7 | 129 | 83 | 102 | 80 | 11.2
J—J A1 | 1.20 | 0.22 | 0.35 | 0.84 | 0.82 | 0.61 | 0.52 | 0.73

D r— ViR e at,

1R - e 2 B0 BrnWc ik Z b2 — A LS (BLTFRIL) &
17
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2. EHHEREmHER
(1) Tk

O 00 =1 O U W N R

DO DO DD DO DD DD DN M o
1 O Ot i W N H O W W0 U W = O

28
29
30
31
32
33
34
35

[pyr-14Cl > T4 F KO [thi-4C]_X>F 4 EF K% 400 g ai/ha D HET,
7 R (fnfE : Thompson Seedless) DOHEMIERIZHAT L. WA EMRER N
Fhe S, REHT., Bufi 30 B LUV 60 HRRICHREA L-RFE, B, ZLURE
BEL L7,

RERFE 2 207 V—7 (1, 1D 1Z531F, 7V —7 TIIR#HTrT 7 A /L%
WD DIZ A2 =k (1/3) Ik DREPFRICHHZT 72, 7 —7 10
A RV 2 — A BER EOMTIERIZ R T 2RI O T OIS — ¥
G DT DI, RIEPEEZETITHIH AT o 72, #1030 A& Y60 H 1% DO
2B DRI 10 IR SN TV 5,

REIZBT 2 EEENIHILAY TH -T2, BREFORF AT ROEFE
I, #Ai 30 H % TRIERRIUNEE (TRR) @ 20.6% (0.042 mg/kg) . 60 Hi% T
4.8%TRR (0.004 mg/kg) Th v, HWmMEORMOREE & HITHED Lz, Rt
IR T AT RRGENRN T2 e, XUTFAHET Nix7 N RKEA2%
L2V, IR ESCHTERE L 2ot Ex bl TERHEHE L
T A11 fBEED 20.1~28.9%TRR (0.024~0.041mg/kg) . A-3 7 8.8~
13.3%TRR (0.011~0.018 mg/kg) i <7z,

HEIZBWTHBULAEN EER S TH Y, BT 30 H#%IZ 16.8%TRR (0.858
mg/kg) . 60 H#IZ 5.0%TRR (0.169 mg/kg) 7fF L7=, FEAHWE LT A-3
2% 11.7~14.1%TRR (0.473~0.599 mg/kg) . A-5 7% 6.4~10.8%TRR (0.327
~0.363 mg/kg) . A-11 #AED 6.1~10.4%TRR (0.314~0.349 mg/kg) it
ST, 7o, mtMER S 2 K S FRIZ AT LToRE R, A-2, A-14 Y PTU
23 0.1~0.9%TRR ¥ XA 7223, PTU [3AN/K i fE < A-11 ORI L 0 ARk
LlzéBZBzxbhlz, (BH3)

F10 530 BREV 60 BROFHIZE TS HREBMAIEE (ng/ke)

5t A 30 A % A 60 H %
B2y BEER 235 HRAH B2 TEE 235 R HS
I 0.20 5.11 0.17 0.01 0.08 3.35 0.13 0.02
11 0.24 0.21
/L AR
(2) k< F

[pyr-14Cl< F4 T FEUlthi-Cl< > F4 £S5 K4 300 g aitha (1T H#
#ilX) & 181,500 g ai/ha (5 fFRHEAIX) OIRT R~ b (fff : ACE 55VF)
ORI L, WK ERRNEIE ST, EHT, i 14 BRI
VU7 IREE, 21 AARICHGA L 72 R 32, 25, R OMRZ BRI L 7=,

BERBEZ 2070 —7 1, 1) 150, ZA—7F TR 7e 7 A L%

18
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23
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/DD AL ) —nK (718) \[ZXHFREEFRICHH EZITo72, 70— 11
VN T A RSB ERIC B T AR SOV COEBT — X 255 7= 012, FiElk
HaE I 217 - 7o, IEITEBR XL O 5 5 B X ORI I 1T D5k
ETREIZ R 11 IR &N TV 5,

REFOFHEEFITBULEMTH Y . Hf 21 B OBULEYM O FEIT 22.7
~38.4%TRR (0.005~0.108 mg/kg) TH 7=, Rl E LTA-3, A5, A-11,
A-12 . A-13 K OYA- 11 AR SN =N . \WIivh 10%TRR Kifi TH - 72,

(21 4)

&1 BEICH T HBIXEBHETEE (mg/ke)
e | At ff' % _ fk;%ﬁ 21 H f;i _
R RIS HEH 2H B
. BT & 0.01 0.02 0.65 0.25 0.01
5 i & 0.46 0.28 4.84 1.17 0.05
I BT & 0.02 0.02
5 i & 0.29 0.10

/7 URHR IR

(3) FrAY

[pyr-14Cl_> T4 7 KL [thi-14Cl_>F 4 F K% 200 g ai/ha ([E1THHK
FilX) T 1,000 g ai/ha (5 fE&#AAX) OHETX ¥ (§fE : Dutch Round
cabbage) (ZHif L, fEMIANEMRER2N M S -, slEhE, B 21 BRI
#1350 M OMRER A B H L 7=,

TEAT B X KON B S EHUG X DS EIC 1T DR U REIEEE 12 IR &
TW5,

Xy XY O B TOFEEEZITHLEH THY . 20.4~34.0%TRR (0.10~
0.88mg/kg) i & 7=, TEMAFHM L LT A-11#A1ED 11.0~14.1%TRR (0.07
~0.28 mg/kg) . A-3 7 10.4~10.7%TRR (0.05~0.27 mg/kg) . A-5 " 4.6~
9.9%TRR (0.05 ~0.12 mg/kg) M 7z, W TIEX, BULEYORFEIT
10%TRR R TH v, FEMHHE LT A5 2N 26.3~30.0%TRR (0.01~
0.04mg/kg) . A-11 #AE1E) 4.2~10.5%TRR (0.002 ~0.005 mg/kg) i &

nic, (=B 5)
z 12 BEIZH T HHFEEEE (ng/ke)
BT B HU X 5 &\ X
i EERx | AREESR | REERED R | M ERx | SNEEES | RS ERED FRES
0.48 1.41 0.05 0.02 2.58 7.93 0.16 0.12

AN AR R o R F A Y T NRREIRE

19
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TEWZEB T DX FAE T FOEERBREILINCFTAET ROMAET Lx
NWEEDOREE (A-11 AR  Eiske flafb, 747 = VEBROBEE (A-12, A 13
DAERL) KOT A7 = VERBROBREED G E T X RiEGOMAS R (A-
A5, A2 D4R BNEZLNTZ, (3. 4, 5)

3. TIRPEMHAR
(1) BRI EDERHAER

[pyr-14Cl > T4 7 KLU [thi-¥Cl_XF4E T &, fEL (s K
B) 12 1.49 mg/kg ¥zt (RRARNAM S T & 1500 g ai/ha FHY &) 725 X9
IR L., 25°CoofEIEZRN (B5AT) C 196 B A > % = _X— M9 B AR i
I BRSNS hE S A7z,

RUFT AT RITHFRHMEME T CHERE ISR S v, HEE R
130~139 H Coh o7z, THGMEDIL A-3, A-4, A-12 LN A-13 THHo7-, g
(VIR FEDMLFE% 196 H T 15.7~19.2%TAR 4k L7z, = DIz 10%TAR ##8 x
HACHITEELS | A4 NIRRT 7.16%TAR (LHE 140 H1%) IZE L2, T 0%
B L7,

NRUTFHAET ROFXHTEICE T 2 EEGMREK E LT, T4 7 = VRO
it (A-12. A13 DAERR) \ F4 7 = VERHROBEHBEDO S E 7 2 Risa o
m%%(As_A5@$ﬁ>\t7/—wﬁ@f%w%@%%(A4®ém)\
BRI AL IR B DR T I Z R DR N B 2 bz, (2R 6)

(2) TER|MEHAR
A FEEHOEN L (W ERAL Bk, BR7 4 BEROKRN, KA1
MAR) 2 F T B a5 3R 23 Fe ki S vz,
NRUFFET RO +HHEIZEIT D Freundlich OWeE4%% Kads (X 2.56~20.5. A
BEREH A RIT KV HIE Lo WERE Koe 1% 371~522 Tho7-, (B T)

4. KeEMGER

(1) ks RS ER
NUFAET RE pH4 (FERREENR . pH 7 (U o BREENR) KO pH9 Ok
U BAKRTETIR) DEFREIRIC 25 mg/L £ 72D KX 914 7=%. 50+0.5°CT 5 HIH
A U F a2 _X— |~ L CTHIK oy sl 3 Ikt S iz,
RUFFAET RO 5 HEDOMKDIRIE 10% R TH Y REMRBRESRM
(25°C) TOYHNT 1L EIC72 % EHEE STz, XU TFAE T RIIARSEMT
TRELEZOLNTZ, (BRS)

(2) Ko EHAR EEHERUVEARK
RUFFHET Na pH 7 OWE Y VEEEETRIC 2.02 mg/L 7225 X H2ZT-
#.25°C T 15 HREIS & / ¢ MRE GHIE R & : 300~400 nm., YE98E : 19.3 W/m?2)
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AT, KB O BRSNSl S iz, Fiz, XU T AT REREEHKR
KGRI - #&R) 12 50mg/L & 725 X5z, 25°CT 14 HifF &/
SRR (HEFRE : 300~400 nm, JE58E : 38.4 W/m2) Z#1T\, BHIAKH DN
oy iRk b e S v,

pH 7 OEFER T K OEARKFTONT BN TEH, XU T4 8T RoyHE
END OEITRD R o T, XU F 4T RITEEER T & O E SRR TZ
ETHY ., EOMIEITRD bNRhoTz, (BRI, 10)

. TIERBEEER
KUK - B (RIR) KO - Fﬁi(ﬁﬂ)%%wf NRUFAET
R RO R A-4 Z ot b G & LT iR RB I 1T £ TR R (A3

KOVESS) 2N Eh ST,
FERITIR 1B IR SNTWD, HEEEEMIL, X F4E 7 FELT6~85 H,
NUFFET RESEMOEEE LTIE, 6~190 H Tho7-, (M 11)

F 13 TEREBSABRRE GEEFEH)

B V-FE +-35 NRUOFFET R | RUOFFET R+
) JLR 1+ -+ 85 190 H
FEEER | 1.5 mo/k
AHARR MRS e 1 - i - 14 A 60 A
) R e 63 H 74 0
BB | 1.4 ke ai/h
i gavha I L 6 6 H

X W NRER Tl 5 RER TR 2 ]

6. FYMERBHER

FRLORELZHNT, XFFET R, @ A-3. A5 KN A-11 & Hrxt
GUbE & LT EMR R i S iz,

#%i%%S:féhTw

AR 5~/%ﬁt7kwmkﬁmﬁi BB 1 BRIZINEL T2 Y —
7V&x(%%)@q&Sm%gf%otoTﬁﬂ_%ﬁé%ﬁ%%@%kﬁgﬁ
%, A-3 Tl &R 14 B DB 9 &5 (RE) @ 0.05 mgkg, A-5 TILHEMARK
fi1l4 B DX v XY D 0.11 mgkg, A-11 Tl 21 BEO 7 R (B%E)
® 0.11 mg/kg TH-o7-, (M 12, 81)

BIE 3 DIEYITRRIRBRIC LS E | U FAET B BULAMOR) % BT
REAL M L LI R h & OHEEBIRRA R 1410 R Sh TV 5 (B4 B 1R),
e, AMEETUROBEL, BRICHES < HRHEN DU FAE T FRRAD
PR AR T AT, TR T oMM S, T - AR X B R
DRSS 72 & DITED FIeAT -7,

K14 BRPLYERSNEINVFFES FOETEERE
21
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[E B /N LaR/C FinE 65l
({k# : 53.3kg) | (KHE : 15.8 kg) (fAF : 55.6 kg) (fAFE : 54.2 kg)
(ug/ /) 149 82.6 128 137
7. —REEFER

YU AKORT v b TR RS R S 7o, RERITE 15 1R an T

W5, (ZH13)
Fx 15 —REEHRHE
B 5
. B Ek HEME | (FH&E
AEBROTEEE | B RE . | (mgkg{KH) it R DAL
VC/RE (B 5 ey (mg/kg A | (mglkg {KH)
0. 200 o> 2000 mglkg
—RERIE | - I 3 60(‘) 0 060 HE 2000 | M — | (RECEEIL
(Trwin 1) M 3 (,%\%m) i : 600 | i : 2000 |Fb, A TAFKL
ORI M.
2000 mg/kg {AE
g 0. 200, CHRRREORE
R (%E%%A v b | K5 | 600, 2000 600 2000 |HIEF, BB
ik JEs— (% 1) PR KOV
B TR MEH)
0. 200,
FRsEEE | 7 b | MES | 600. 2000 2000 — B R DL
(#H)
0. 200,
Ry |~ 2| KES | 600, 2000 2000 — B R DL
(#H)
po— 0. 200,
ﬂﬁf HUE, LK 7 1| 5| 600, 2000 | 600 2000 2020:;1;/1;;/@
(#1)
- JRE R 0. 200,
. | ERRE. |Zv | HES5 | 600, 2000 2000 — P L BRAL
" | REBIE (% 1)
- 0. 200,
mfz m{ﬁ% S I 5 | 600, 2000 2000 — BT LB
H P ifn. ]
(% r)

WL LT 0.5%CMC (WA RF T AT —R) KEKE AWz,
— EHENRETE 20,

22
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8. RMEFMHR
(1) RHEEHR

NRUFFET RFEIEROT v b2 RAWERO, BRE &R O AR5 X520
IAH ) K OVEARIBIEEY DT~ b & W= O &5 X 5885
ENTz, FERIZFR 16 KO 1TITRENTWD

AR

(2 14~24)

=16 AHEHHABRHE (RHK)
B By (kg ) B S U
I It
ﬁgg;ﬁw\ %1 >2000 >2000 | JESR L OBET {672 L
ﬁ;ﬁg ; E/ b R >2000 >2000 | FER K OFET 72 L
. = . LCs0 (me/L) HIEEME T, ML, #2
istar 7 7 T LR EH, B (KA
eSS 5 DL >5.67 >5.67 | 5E (- fi 7 L
=17 AHSHHABRESE (KBEYRUVEKEED)
(v IE7)a6) ax LDso
IR BfE | &5 (mglkg (K7E) B I NTIER
_ _ RN T, dEEk, R
A ° S]jt7/ " B | 300< LDso=2000 | MLk, JEREA, AR
(&) [£3 Pt 2000 mg/kg A & T A HI5E
A4 SD 5 k ‘
% TR NAE T 7 L
() e (e s! >2000 JEAR K OFE 1= 1) 722
A-5 SD 7 b - . . 2
o) b3 o B’ >2000 FESR R OFE il 72 L
A-11 SD 5+ k ‘
% FEMR L OBE T il 72 L
() e o] >2000 JEAR K OFE 1) 722
. SDIvh| FREBNE T, ML, BB
JFINE2 e (e gn| 300< LDs0=2000 2000 me/ke (A% G4 E -
\E, SIFEAN ERii i
JRNEES) e e qu| >2000 ey
JFNEED S%Zéh (! >2000 JER K OB 72 L
\E, SDTvbh| | ERii i
JRNEE5) s e qu| >2000 -l L

(2) atmEsEEER (S k)

H R 28 S i

SD 7 v b (—BEMERES 10 PB) Z W zssfilei o (JR4A - 0. 125, 500 &R

2,000 mg/kg (KH) H5IT & 5 AMEREET
2,000 mg/kg (RHE I G-I IV TR T INENH] 237

23

BRSNS S ATz,
WD B AVTZ A,

MRt R 72 A
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BEIX o7,

Ny R TERBIEIC BV T, 2,000 me/kg R E R G- K& O 500 me/kg (A
UL b5 5 e L AR @Eéﬁﬁw J OB AN R 2 SO T3R8 8 Bz,

F =77 4=V FNBLERIZEB W T, 2,000 mgkg A E & GREE K& O 500
mg/kg ARE DL G REMEZ T @E”* 500 mg/kg (RELL b 4% G-HEMEMEIZ 3507
2,000 mg/kg REE B G-HEME I SRR & OWEMEITENAY, 2,000 mg/kg (R E ¢ 5 HE1EC
FRIRMER NF8 O BTz,

AR 1 HHOBBEMRAEIZI VT, 500 mg/kg KL E# G BEMERMEZ AR T 23
P B AVTZIED 500 mg/kg REE DL B GREHE 2 35 HBE BNE O A B 72 803 | [k
B CHEAME A 3R BT,

500 mg/kg IR ELL F# 5 RERE K 18 2,000 mg/kg (A EE 3% 5-EME (2 HE0T K O
SRR B EER SN, 2,000 mg/kg (REMEICRIT & B USIT5 5 ROSHR T 2338
O HIT,

500 mg/kg (KELL B 5REOMERECH B 70 B %I a@hi@ﬂfw RO BT,
AFRERIZ BT 500 mg/kg RELL 8 GREREREZ P86 AR T K& OV F1E
FRK FENRD SN0 T, EEEEIIME S b 125 mg/kg KETHD L H %

bz, (B B7)

. BB - BEICHT 2RISR UK EREERR

NZW 743 () 2 w7 AR R K OB il ?ﬁ%ﬁﬁéﬁ’rﬁéhko i

(ZkE U CHREE DRI 35RO B AT, G ITRT D HIIHEILRE O Hiieino 7,

Hartley €/VE > ~ () % H\ 7o BB RAEME SR (Maxnmzation ) MENE

iz, RERIEMEIIEETH -T2, (B 25~27)

10. ERMHSEHER
(1) 90 BREREEEEER (Sv )

Wistar 7 v b (—#MEES 10 PG, *FEHEE & fom HE &R BRI —BRERES: 20
) ZFu=iEEE (JFUA : 0. 40, 100, 250 K& 1K 625 mg/kg (KHE/H : S RA
EREIIFR 18 ) KEIZ LD 90 B HIHL 2 EEERER 2 Ehi S 7z,

if_ BH 13 R c 2@ 2 5t5 L LT, Irwin screen test MZE3EIC K 0 #

AR A IR DS I ST, PR O s I B 5RO —BEIERER 10 PRI
Ob\“(@i\ 90 H #5114 BEORIEI 2% T 72,

£18 Sv k90 BMEARSEHRROFHRIERE

# 5.8 (me/kg (REH/H) 40 100 250 625
SRR AR TR B g VA2 39.8 99.9 248 660
(mg/kg IAHE/H) i3 39.7 99.8 250 663

FREGHETHO DNZEEFT RIIR 19 1R S TWS

24



0 3 O U b~ W N+

10
11
12
13
14
15

2012/4/18 E Q2 RIREZMRESHFEE NUFFES FFHMEEE 2R (F) ==&

625 mg/kg IR/ H & 5RO METIX, BBRIIR 2 18 U RSB ININH] 2374 5 4,
ABR 91 BT 1 BINFET Uiz, ZETC L7ZBEICIZBE TS o8 RANC IR aER) . 55 ik
D BB L OYMRBEAR R 338 BT,

AFRERIZIBV T, 100 mg/kg R/ H LA BB GREOMEMEIZ T L B &80, JHHE
JANEREENRD SN =0T, BEMEIIME S $ 40 mgkg KE/H (I : 39.8

mg/kg (KE/H ., M : 39.7 mg/kg (KE/H) THDHEEZ LN,

(& 28)

£19 v 0 HEERESERBRTRD oNEEEMAR

B 5 HE Jii3 i
625 < BB 1B (BEHRET %) - BREE AT
mg/kg IKE/H | -+ #RKME - MCH & O MCHC i
- (REEEEHIENEI - GGT. TG KO} ALP H#4/n
- Hb X O*MCH /), PTIiER o PR K OV B HE
« T.Chol, GGT KON ALP #8/n o [ M OV B )
- JHHE T B B 0 « 5o b4 B LR )
- JlHE k) EE B - FFRRZEE . 27w oS — g sl
o ST Jibd B bE3Ye b
< BFLORSEL. KB BRLLEEHIM
- IR CR ) BE L, R AR 22
P, 7w X —H s
250 - Hb J#/>. APTT iEf
mg/kg K/ H - T.Chol }x OV U  g/&H4MN
LI E o It B S e 0
- AR CR IR RE 1L
- AREB AT - JIFHeEE BN
100 - MCHC />, APTT L& - SRR AR R
mg/kg (KE/H | - U U ARE N
Pk - JIF e EE BN
- R AE K
40 AT R e L w2 L
mg/kg KH/H

(2) W BMBEAMEEAER (YTVR)

ICR v 2 (—REMERES 10 ) A HW-IREE (5K : 0. 30, 100, 300 X
1,000 mg/kg A/ H : EHRMAEREILER 20 2R) 510K 5 90 A FHEAM

TP ERIR 23 58k S A7,
720 ORI HEEZHESEHHAERD FHRAKERSE
P58 (mg/kg (KE/H) 30 100 300 1,000
PR | K 29.5 100 299 997
(mg/kg IKE/H) | Mt 30.7 102 306 1,030

: (fHLEEELILERELVD (UITFRL) .
3OMMEEECH LI ERE M ER WS (LIFRLD)
25
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FREGRETHO D@ RITE 21 IR STV 5,

100 mg/kg AH/H UL B GRIZIBWN T, HEDOFEHRED G5B 208 U TR
<. BRI GCBIE S 2 TREMEDVRIR S T2, RERFFERIA R ZEITRE O bR )»

ST PO BHEFINEROH LB L IIEZEZ NS T,

MEFAIRRAIZ IV T, 1,000 mg/kg (K5 H & 5FEO1E T RBC, # T RBC &
O Hb OFERBDVRALI, ZORMAT RITREKEGICERTL2ZEbEE LD

iz,

MK LRI IC BV T, 300 me/kg KE/HU EREREOHET, REESR
DOEBRIEMABIE ), HEMBERAZ LT, BIIZIRBLEFZEHMO R
& B2 SN DR FIBAL D A D NI o T2 2 LD
b7z, 1,000 mg/kg RE/H B GHEORETIE, Alb B & Glob HEMOAE 75 A
Hiv, AIG WD FEEICIKT Lz, 2o bixAEFKERKRO 300 KT 1,000
mg/kg RE/HBEGHCHBEZINTMFETEROZ(LEHELUT 720, RikES

CERT LB EZ DN,

ARFERIZEB VT, 300 mg/kg (AEE/H DL E# 58 O MEREIZ AT B BN 3R
Si=D T, R EIIMME S b 100 me/kg AE/H (I : 100 mg/kg KEH/H .
I : 102 mg/kg (KH/H) THDHEBZ BT,

(ZH 29)

CZHUTBREATR LB X

#21 ORI BEEZESHRBRTROONE-EHMR
B 58f Jii3 il

1,000 - RBC b - RBC %O Hb
mg/kg AE/H | + A/IG IR T o FLPRARIE I _E B AR AE K

o FRLIR A oE M OV e B B N - ONEMEATAR AR R

o FRIRARIE R b BRI AR K

OB AR E K
300 - FFECEE BN - JFELEE AN
mg/kg (KH/H
LIk
100 BT R L BT RS L
mg/kg KH/H
LU

(3) 90 BRMEAMEMEHAR (1 X)

E— VR (—HEMERES 4 D8) & VW72 iRER (A 2 0, 300, 3,000 &% T 30,000
ppm : IR E TR 22 Z2]) K52 X5 90 R RTHU G MR Y FEH &

iz,

F22 4 X0 BREESMFSEREROFYRKERE

B hGRE

300 ppm

3,000 ppm

30,000 ppm

TR | i

8.01

76.7

811

26
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| (mgkgfEm/a) | e[ 818 | 80.9 | 84 |

BEGRETRD DB RIER 23 IR TV D

MR FHIRRAIZIBW T, &5 7 HFFIC 30,000 ppm &5%@%&%&0“ 3,000
ppm #HGHEOMET APTT OREHEN A DAL, MIEEGIZEK T 52 Th 5 Al HE
PERE 2 SR, —iRIC APTT SfE0 b O mEFMNERIIAHTH D, T,
e 557 38} OY 13 B FELZ 30,000 ppm B G-EEOIET MCHC DX F23 A 5307203,
Ht. Hb, RBC (/IR A LT, BEFHERIT/NIVWEZ 2 b7,

Lﬁl{ﬁzéﬂﬁ%ﬁ’ﬁ’\ﬁ 2BV, 30,000 ppm 5 EEDOMERET T.Bil & O ALP O f
B 72BN, T.Chol O¥ENMEM, X HIZiETIE TG OHMER ., METiX TG KW
GGT O ELEMMAZED b, RIEECTIIAEL - ttﬁiﬁﬂbn&r}mxréﬂﬁﬂi
FERPHER SN TND Z END, 25 OMRATE R O CITITHERERE & [k
LTWALDEEZ BN, EHIC A/G KT (M I &) %wfﬁé 5 Alb
B B BT,

ARBRIZIB VT, 30,000 ppm £ 5-REDHERE CRAFEX - LB EBINENFRD
N-DT, BEFMEEIIMMES B 3,000 ppm (K : 76.7 mg/kg (AHE/H ., HE 80.9
mg/kg KE/H) THHLEEZ BN, (SR 30)

F23 AX0 BRESMFSEHRBRCROoN-FIEME

e 5RE Ji3 il
30000 ppm - (REEHINE], A S - IREHINNE], FEAE
- T.Bil &% ALP #4401 - T.Bil. ALP, TG K% Ot GGT 4/
- Alb JB0 . A/G HHKT - Alb 3
o [t M ONEE EE S B 0 o it o OV B S HE N
- ONEMERFAIIAE R, AHFER o FRLIR A o) K O R B4 N
- B R AR K - ONEMEFAEAE K, AREESE
3000 ppm LA F | #MEATRZ L AT R L

(4) 28 HEHBAMEEHE (KEMA-LS Sy )
Wistar 7 v b (—HEfERER 5 PC) & W7 dmfilfg 0 (R4 0, 100, 300 &
01,000 mg/kg (AHE/H) #5112 X 5 28 B R M AM:m MR BR324 S iz,
ZORER, WO G v%%#ﬁx&ff@ﬂﬁiﬁk%z6:&5%@)@%
RO S 2D T, AR D EEEL, MEE b, ARBROK
HETHD 1,000 mgkg (KE/H B2 Bz, (B 64)

(5) 0 BRESMEEHREER (KEMA-4. Sy )
Wistar 7 » b (—#EMERES 10 IT) & W 72iREE (J5UA : 0, 1,000, 4,000 K&
0 16,000 ppm : “FERAERRILIE 24 BI) #5125 5 90 H Ak HIER
BN FEhiE Xz,
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£24 Sv k90 BMEAREHRROTORKERE

e 57 ppm) 1,000 4,000 16,000
R AR TR & Ik 66.4 258 1,040
(mg/kg A FH/H) i 76.9 306 1,200

B GHETRO DB AIE&R 26 RSN TV D

mft%ﬁ IZEBWV T, 16,000 ppm & 5-REOHECAREHEININHIZE DS, M CriEE
K TFZERRD BN T-0T, Mgt ElX, MFEE 1 4,000 ppm (K : 258 mg/kg 1K
H/H, M 306 mg/kg (KE/H) Ex bz, (&M 65)

£25 Sk AMESMEERBRTRD SNBMRR

HHRE i3 M

16,000 ppm - (REHINPHI - B DK R

- EETRK RS - Ht KX F

- Ht, #@RARMER, o meks, U
VSEREL, IR IRER S, BAERE K
ORI FE YR ER D

« ALP K OV AST #40

< RE T IEHINN

4,000 ppm MR L w2 L
LA

§  MEHERAE AT OIREERGORELEZ 2 bNI,

(6) 0 HEESMMHESHEEER (Tv M)
SD 7 v b (—#EtfRE 10 PT) 2 HW72REE (FIK . 0, 10, 40, 160 K& OF 640
mg/kg ARE/H : FHRBRAEBREILE 26 2R) 52 L5 90 H MM AR
PERRER 23 S X A7z,

%£26 S k90 AREAHBESHRBROFHRAERE

5 (mg/kg AH/H) 10 40 160 640
SRR AR TR B & i3 11.0 43.8 177 712
(mg/kg IKE/H) ki3 10.7 42.5 170 686

640 mg/kg KT/ H & 5-FEHETH B RIS, 160 mg/kg (KH/H UL E#
G CAREHINMHIEm 235580 b vz,

ARRERIZIB VT, 640 mg/kg IRE/ H #5581 & O 160 mg/kg R/ H & 5-HEIC
(REHSININHI 23386 V7= 0 T, MEFEMERIIET 160 mg/kg (KHE/H (177 mg/kg
KE/H) | MET 40 mg/kg KH/H (42.5 mg/kg (A&H/H) ThHbHEEZ LN,
A ME R EEIIRO b o7z, (B 58)
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1. BESERRRUESAMSR
(1) 1 FREEMESEHAR (S )

Wistar 7 » b (—#EMERES- 30 VC) &2 W =IREF (5K : 0. 6.25. 25, 100
KON 400 mg/kg KE/H : PR EREITER 27 20) K512 L 5 1 FR1EME
MR FE i SN T-, £ 27 T v b 1 EMEMEEMERER O SR A B

P 51 (mg/kg K/ H) 6.25 25 100 400
R R AR R R & 1 6.21 24.9 98.8 397
(mg/kg IKHE/H) i 6.26 24.9 100 401

KB GHE TR &b%m‘_ PEAT RLIZ R 28 IR EN TV D

FETCRITITRE R 51 L BT b v o T,

400 mg/kg IAH/H &%ﬂf@fﬁ@ﬁ o EREBINNE] L OFEXHE R &40 N3
OBV, R LI J:é%%éﬂ%f\@%;ﬁiﬂ RO LT, Z OMESHERTE O
IMIAEEBENEOHDEZK LG O EEZ bz, MIRFEHHRAE TIX, 400
mg/kg RE/ A & G-HEOMEZ AR EREUL VRO A B 72 MDA AL To D3,
WBC K OEMERE S ~DEEN o= 2 D, 2 b OEiTEM 3

|IZZLWEEZBNT,

ﬂxéﬁsﬁc:m\f . 100 mg/kg AT/ H DL B 5 OMEREIC AT B S0 033
HDONTEDT, MEEEMEEITMERE S & 25 mg/kg AE/H  (24.9 mg/kg M@/E) KS

borEEZLNZ, (B 31)
=28 Sv bkl EHEESERBRTEHONI-FHMR
5 Ji3 il
400 - RE N - APTT. PT L&
mg/kg (KEE/H | « FEXHEAT R0 - MCV. MCH /b
« APTT £, PT #E5(26 ##) - AIG KT
- PT 48452 #), Retic J8i/ - GGT #5hn. Gle B
- Hb, MCV, MCH, MCHC J8/ | - Bl ON& R AR A
- T.Chol, UV »UJEE. ALP /N o /NEE ROV A A AE R
- GGT #9h1. Gle B - DB R A R
- JHH T EE A 0
- FF IR BE 4 A A B AR G 22 R
R, B AR A
- FRBRONE MR A R AR K
100 - JFLL B BN - HDW #4741
mg/kg (KEE/H | -+ Bl OSBRI AT IE K - T.Chol, V “lEEHLN
Lk - TP, Glob #4/
« JFiffex - L EE RN
- BB RE (o) el Z2Raqb
- FRBRONE MR A B2 AR K
25 BT R L BT R L

4+ FRRHE AR R (g/kg) = R A (g) /A EL (@)} X 1000

29
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mg/kg RE/H
IR

(2) 1 FHEESHERER (4 X)
v — 7 VR (—REMERES 4 VT) &2 AW T2IREE (JFUA - 0, 310, 2,150 K TF 15,000
ppm : EERAEEREIIFR 29 M) BE5ICX D 1 EMIEEREMRER25EE S v
7=,

£29 4 X1 EHBESEAROTHREKERE

5B 310 ppm 2,150 ppm 15,000 ppm
SEX AR IR VA3 7.91 54.4 461
(mg/kg (AE/H) ki3 8.10 56.6 445

BHRGRETRD %ﬂf_f&@)ﬁﬁﬁ 137 30 I RSN TWVD

WO THIRTHNTRO bR o7,

15,000 ppm #5-HEOMETIL, AEHEIIHNHNE R L OWTFHExt - HeE o
M ASFRD BTz,

ARBRIZIB T, 15,000 ppm $&5-FEORETREIEINIHIEL . 2,150 ppm LA
FREGEEOMET ALP OBINDERD 572D T, MEMERIIMET 2,150 ppm (54.4
mg/kg KE/H) | T 310 ppm (8.10 mg/kg (AHE/H) THH L EZ HNTZ, (B
7 32)

£330 (A X1FRBUESEARTRDON-FEFR

Be5-RE Jii2 il
15,000 ppm - PRE AN - ALP, GGT #5n
- RBC. Hb, MCHC < ALT #8n (1 1)
- PLT #4401 - Alb B0, Glob #51
- ALP. GGT. T.Chol, TG #4451 | - A/G AKX T
- ALT #8n (1 1) - B L B RN
« Alb 350, Glob #5/1n « ONEME TR A AR K
- A/G AR T - Il R AR AR R
- F. BIEHoxt - R EE RN - NHFERERE b RZ i Tk
- gk (2 1) - JHEEL (1 1)
- ONEMEAFHIAE AR
- B R A AR
- PREEKLIR Rk (3 1)
- JHFELK (1 1)
2,150 ppm AT R L - ALP #8500 (1 1)
310 ppm mMEFT R L

(3) 2 EMENAERE (Sv k)
Wistar 7 v b (—BEMEES 50 V8) % FW7=REE (5K : 0, 9. 27. 83 k¥

30



= W DN =

© 00 3 O Ot

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28

29
30

2012/4/18 E Q2 RIREZMRESHFEE NUFFES FFHMEEE 2R (F) ==&

250 mg/kg IR/ H : EHRAEEIEIZE 31 M) K512 K D 2 FERIFEN AR
BRosFEhE S vz,

&3 vk 2ERENAMHBROEYRFIERE

¥e5RE (mg/kg (KHE/H) 9 27 83 250

SRR B (2 9.06 27.0 83.4 252
(mg/kg (AE/H) i3 9.11 27.4 83.2 253

B GHECRO LT m T A GEBEEMERZ) 1X3FR 32, HIRFRIE M0 i i
e K OV el B e D F8 AR 1356 333 IR STV D

FRARH 512 X DT OEMTERO b o7,

9 KT 250 mg/kg RE/H G HEOREIZI T, BIERE DR AEMENFEIC
MU 72, 18MEBYE L B# O B B & L C. IR AR FE b BV PERRMEE |
B F I SUTRERIBIELIE DS BB G HEOREICFE O bR, 2 b6 T X TORED
%Eéﬁﬁf A BRI B T=DlE 250 mglkg RE/HEGHOHL TH - T,

SIS & L CL 250 mg/kg IR/ H B 5-RE O Bk AR B O REIZ I\ T

FF DR FB D08 e s e R 0D S8 A R B 3 AT B AN L 7= RIRE D S EENMIZ 31T B 38 E
HEE (18.4%) |2 ﬁﬁ#i&EMﬁ‘w#hﬁ£®ﬁw%ﬁﬁéﬂﬁﬁot#
Hed Wistar 7 > FOWm7 —4% (el iiiE © 0~14.3%. JEAAIRE
6%) # LEl->Tky, EORELEZ LN, ﬁﬁi@t&ﬂiﬂﬂt%?@%bn&
AR R NFE D B v, EWGEHEER OFEN R I N, L7en-> T, 250
mg/kg RE/H &GO REZFRD &7z FUIR IR AR R IE OB %, UDPGT
ﬁ%%éﬂﬂ4ﬂﬂ R AR LE L DME T L2 SIS T 2320 T 4 77—
a7t TR L Z 2 b, AEBRICEBW T, 83 ma/kg (AH/
H L)L&“Efﬁiwﬁﬁ Z PR JE PR T AR RE RG2S PE DS | HEL AR B INHNH 2338 8 H A
7T, MRV ITMERE S ¢ 27 mg/kg RE/H (K - 27.0 mg/kg RE/H | M -
27.4 mg/kg KHE/H) THDH L& 2 LIV, ARKITHEZ » M2V T 250 mg/kg
RE/H O & CTHIRIMERMEREO R AEME L ENSE L L E2 N, (&
8 33)

x32 v 2FRENAVERBRTEOON-FMRRE GEERMERE)

e h5RE i3 e

250 mg/kg K&/ H « JFLb E BN o JIFHaSE K ONEE B BN

s FNEGRIARE, AN ETLOMERTIE | - B IRRYEIENI L
JER s /NBERLODPERTRIIBAE S, AERGE
» B EHE « Jifi R B PE SR AE

83 mg/kg RE/HLLE | - FOARE BRAVEATARARAG G 21 * PREHE NI

27 mg/kg RE/B LT | FEATR AL TR L

& 33 HURREREMIEIRIER VR MiREDREHEE
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el Mk i3
B 58 mgkg(AFH) | 0 9 27 83 250 0 9 27 83 | 250
=
L mEEME | 37 | 41 | 37 | 34 | 34 | 38 | 35 | 39 | 43 | 37
AE| dERAmR RS |3 1 5 2 9* 3 1 2 0 0
[E]
| e R 2 1 0 0 3 0 0 1 0 1
)
" ISR e+ o 5 2 5 2 10 3 1 3 0 1
A B 50 50 48 49 49 50 50 49 50 48
A | JERAaRE |3 1 6 2 9 3 1 2 0 0
)
by | TERER 2 1 0 0 3 0 0 1 0 1
J e+ e 5 2 6 2 10 3 1 3 0 1

Fisher O EEMERFHFIE, * : p<0.05

(4) 18 MAMELSAMERER (TVX)

ICR v % (—HEMERES 50 PL) Z HW-1REE (5K : 0. 20. 60, 200 &K O®
600 mg/kg IKE/H : FHRAEIREIIE 34 200) KEICXK D 18 AN A

PERRBR 2N FehtE S Tz,

&34 IO MARENAMRBROFENRAERE

5.8 (mg/kg AH/H) 20 60 200 600
SRR AR TR A i 19.9 59.8 200 602
(mg/kg KE/H) i3 20.0 60.3 201 604

KRG TR N EmET R GEEEMERZ) 133R 35, MR E & OV
FRRaIE OFEAESEE 1LFE 36 IT/RS LTV D,
FRABRH 512 X DT OEINTERD bz o7,
JESMERA & LT, 200 mg/kg (RE/H LU B SREOREZ T, FF 0o AR
DFEABEFE BN L 7=,
ARERIZIBUV T, 200 mglkg RE/H DL EREGREOERE T HR RIS I R
JERZEDFRD 7D T, M VE S I TR & ¢ 60 mg/kg (KE/H (7 : 59.8 mg/kg
{KE/H, M : 60.3 mg/kg (AEH/H) THDEEX LN, ARKIIHE~ Y ATE
T 200 mg/kg RE/H UL EO A& THIBICK T2 BB AMEET LD LEE X

bl

&3 YIORIBMARMENAMBBRTEOONE-EUHRE GEESERE)

(2 34)

|5 |

|
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600 « PRE I N4 - PREHE NN
mg/kg KT/ H o FRIR ARG « L BN - FFEL BN
< FURIRIERS B RE A B b AE | - HRRERHE XS - LLEE SN
s FURAR = v o RZEME, V8RB R A
SRR W
o JI L P e A A LA 7
200 - TP - FE AR PR MR L R AE K
mg/kg KT/ H - HUR RIS _E R AR, 2 e A
YLk N2
60
mg/kg (RE/H | BT R L FHERT 72 L
IR
%= 36 FFHRERRIER CRMREDORESEE
P51 Ik i3
Be5HE mghkg (AH/H) | 0 20 60 200 | 600 0 20 60 | 200 | 600
I LU 36 32 34 31 34 42 42 41 40 42
E.l. JF i B i ek 5 8 7 11* 12* 4 2 2 4 2
L S o 1 1 1 4 9 0 0 0 0 0
7)&L
B i+ 6 9 8 | 13* | 13* | 4 2 2 4 2
L7
ML 52 52 52 52 52 52 52 52 52 52
g JF i B i ek 7 13 10 13 15% 4 2 2 4 2
W) JHE M 2 1 1 5 6 0 0 0 0 0
NN + e 9 14 11 15 19* 4 2 2 4 2
Fisher O EBMERGEE, * : p=0.05
12, AEHEASHHER
(1) 2H#HREESHER (S k)
Wistar 7 v b (—#EHERES- 24 P8) &2 W 2IREF (IR : 0. 200, 1,000 & °
5,000 ppm : FHMREEEREITE 37 =) K5I KD 2 HACEGEER 3 i X
T,
=31 v FNEEHEBROFHOBRAKERSE
G- 200 ppm 1,000 ppm 5,000 ppm
FR AR TR H p e 11.0 54.0 278
(mg/kg K E/ ki3 18.1 90.5 439
H) F. e 12.8 64.2 340
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i

19.0

95.6

480

FHREGH TR b5
BEN T, 1,000 ppm LA GHE O MERE AR TG NHME] . T2 ORI O J5 2
Mk 2 5 RN b7z, 5,000 ppm #5251 O MERE TR
(CLRZ Bl X OVEEBA 1) 58T Rl DAL 7 B AL, Fr HED TR Sy BESS T O A

ﬁl\ ﬁ%%ﬁ)mu&bgﬂfuo LZ)XL l/\'é—j/b@l‘

TOREIZETA BN,
HIEARE L B ICBE L TWA Z AR IS T,
IR B Tlx. 5,000 ppm EHGHECIHBWTHE 0 B (HZERE) L5 (K 135 A
BEDE & [FIRET & - 7= 78,
H 1% 14 A LIBEO FIARIZA E ISR - 7,
ARBRIZH T, BB TIE 1,000 ppm LI F45 5 RE O BERE L (R 8 I

PERCENSE T H s DAL 1T

FPEATRIEER 88 ILRENTWVWD

TRV T ORI TE
Z OREOBRGPIIRRFICE

U 75 400 P o O AR EEH N B S EE & 6 (TR L

Tutlflif

HE 4

23, JREWTIE 5,000 ppm FGHEOHEREICARKRE D ZRD 2D T, HEt i

B EM OMERET 200 ppm (P £ : 11.0 mg/kg (AHE/H . P M : 18.1 mg/kg (KHE
/H. Fi1lft : 12.8 mg/kg K&E/H, F1iff : 19.0 mg/kg (KE/H) | REMYORERET

1,000 ppm (P % : 54.0 mg/kg {KE/H, P : 90.5 mg/kg (KE/H . F1 1 : 64.2
mg/kg {ZIKE/EI F1 i : 95.6 mg/kg (KE/H) Th D EEB X O, BIEREIZKRT
%)%2%53 Fts D Eﬂiﬁ N>o 710 (7}‘3% 35)
#38 Tv i 2HREBEARTRDOON-EERR
L N I I Bl.Fi, W
il i Hi i i
5,000 < JF. BB, BURAR | - ARG EEIEN | - SR BE BRI | - BF. BRI EE
ppm Mox- LB | - B LR OHRIR | - B, ARt EE B
/NS AL OMPE TR RS Mokt - ThEE BN KN - FORIRAE T - b
fER Jn ST N - RN RN
- B R B RGRE | - /NZE LR FeE EHN < /NEE AL
i A K Fra A A - FRLR RN 1 R AE K
. RN Ol FHAEAER - FOR BRI _E Rz
i) AR AE R A A
" k=gl
K
1,000 - PRE AN - PRE NN - ERE AN - PRE AN
ppm - TSN < F. R EE
Pk HEAN
- B R e
AN
200 ppm | TR L
im | 5,000 ARAEEE 4 B | RAEEE 4 H | - RAEEE 14 B | - KAEEE 14 H
% ppm LK) LK) LK) LK)
m | D00 s L
ppm
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| L F |

(2) RESHER (Sv M)

Wistar 7 » b (—#ff 22 PB) Ok 6~19 HIZHEHIRE D (JFIK : 0, 62.5,
250 &N 1,000 mg/kg RH/H) #5 L CRA s kit S 7,

1,000 mg/kg ARH/ H % 58 T REMWIZEEIR W1 O R E NG L OFEET & 0
A R FEEEORD N, BIRICEREIE - lRIESE T OB, AR Rk

(M) DD DFED BTz,

TR TOREE 5 b\f%f“l*]ﬂ}@ﬁ;@\ Zoa g MG ORABEE NG EIZE
Mol IO OEEITE T — % OfRHNS D2 WITEFEThH Y . HEMEBENME
BN 2 b, WAX&“@&:E'@@ L7=bDOTlER VW EEZbNT,

zlx%ftu%ﬁc:jau\f\ 1,000 mg/kg RE/ H B 5-HE O RFEM AR EIEININHISE . MG
Ed CHERBIE - IR OENINENRD L= T, BEMEEIIREY X OE

L&Y 250 mg/kg (KE/H TH D k%z Bz, BEFMEITERD bivZenoTz,

(éﬁﬁﬁ 36)

(3) RESHER (HYUX)

NZW %X (—#fE 24 J8) OfFIRE 6~28 HizsadfRED (5K : 0. 25, 75
KN 225 mglkg IKHE/H) &5 L CRAEFMERBRN FEiE Sz,

225 mglkg RHE/B & ERET, BEMW 1 Bl EEE 72 BB O K OMKE D
ZoR LTk, MR 26 HIZHEPE L7270 Uha & &SN, BITICIRKRE (T
12.1%J8. HET 7.8%Jk) MNFED BTz,

ARERIZIBVNT, 225 mg/kg WEH/H GO REMICHRESEDS, JEITITARE
BHENFRD Eht@f MM EIIREY R ORIEE S 75 meg/kg (AE/H B 26
Niz, BHHIIRD bNphot=, (B 37)

(4) RERESUHER (Svy k)

SD 7 v b~ (Bt 22 VC) OREMICIIAHEL 6 HEOHE 6 A £ T,
WNZIX 7 Ble~ 5 20 X 21 H fin E Cofifl#E 0 (A0, 100,250 & T500 mg/kg
RE/H) #&5 L, ksl 34 S i,

BB BV CTIE, 250 &Y 500 mg/kg (S EE/ H #5657 CHI Y J& PR O (4/48
QIAREOIBEND D bz, HAE% 4 HH E T, 250 mg/kg RE/H DL L& EGRE
DOIERK T 500 mg/kg R/ H 55 OMEZ RTINSO ST,

FOB #Br BT, 500 mg/kg RE/H &G REOMERE CIREEA 21 Bl KA
BFICERO HALTZ2N, 35 B CIEERd bz hn- 7=, 250 mglkg {Zliﬁ/ﬁuh&“’#
FEDOIER O 500mg/kg BEDOMEIZ 38T H R IEFNRITERE OIS 17 HEIZER
D BTN, FOMOBIERFH TITFRO bivien o7,

Morris 7KK B EER & OV B PR A 31T DR 5 O EITF O b i
otz
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ARBRIZEB W T, 250 mg/kg K/ H DL EEGREORENY) CTEET &K F A3
Hil, 250 mgkg RE/H UL EEGHED] E@b%fﬂiﬁ%ﬂ FHER OVBAVHNFRD 57z

DT, EEHMEITIREM T 500 mg/kg {RE/H ., R8T 100 mg/kg (AHE/H TH
HEB X DIV, FEMREMEITRED Eﬂfm)oto (&M 63)

13. EEEUEHR

NUFFET R (JFIE) OME %V DNA EERER M OE g 225Kk BBk
F ¥ A =— AN AX — it S (CHL) Z N7z in vitro Yuto iR Bl 3R
~ U RAY T~ il E OB T RAERRAR, ~ U X2 AW MERER,
7 v N2 7z in vivo/in vitro R EH] DNA &5 (UDS) #Bk723 50 S 41
7oo ABRAERIZER 39 ITRE LTV D

CHL iz A 7= Ye o i i e ﬁ%“(i REHNEME(LRAFTE T CTHMEORE R 1S
bz, L L., ZOYEREE RO E N 2 B AL 5 IR R GEARHE FEHnH] =R
2 50%LL EDOPREE) TORIEMLTEY , v~ 7 2A0/MMEABRMK T v MR Z H
VW72 UDS BBRDFERDIZIETH 72 Z b, ARICBWTHBEE 25 L5 i

EtEInbn EEZ b,

x39 EFEMHHABREME (RIK)

FRBR PO SLERPR T - e 5 e
In vitro ot B. subtilis 177~22650 ug/7 4 A7 (-89)
DNA 155 H-17,M-45 £k 88.5~11325 pg/7 A A7 =
(ZHE 39)
(+S9)
S. typhimurium 2.34~600 ug/7' L — h
S i 7 L TA98.TA100. (+/-S9) o
N TN T
o E.coli WP2uvrA ¥ | 37.5~1200 pg/7'L— k an
(+/-S9) -
PSRN N T F A=A \DLAK— | 52.4~160 pg/mL (-S9) o,
(B8 40) W S (CHL) | 81.9~250 pg/ml, (+89) Bt
BART- 2% <A U7 —Hllid | 6.18~75.0 ug/mL (-S9)
75 R L5178Y tk 3.7.2C | 4.32~52.5 ng/mL (+S9) =3in
(ZHE 41)
invive/ | NEW DNAAR |SD T v b 1000, 2000 mg/kg {AHE
in vitro | (UDS)#BR (—REME 3~4 PL) GEEYSmE A M
(&P 43) JHE A A
in vivo s BDF; ~ 7 & 500, 1000, 2000
R (—WEHE 5~615) | mg/kg fi it
~ R R Q4 AR C 2 I )
TE) +-S9 : BHETELRAEME [ OFFFE(E |

FARIRIEDO., ®. @K UG., {83 A-3. A-4. A-5, A-11 KL TNA-13 OHiE %

W18 )5
%uﬁgﬁ\ ‘7]77\ U /7j"—“7ui5ﬁ\

36
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N5,

PO ERES i

&)Ezh AR T 22N BRI
(25T DRE R 3FE D BT s /MERERIZ BV \’Cﬁnﬁﬂ‘@ A-3 K DNA-5 T E BIZ

BEYETH o7 &b RIS

BT, 24 RFfilEke LB

ARERIZB W T, U A-3 I ARGEHET %lﬁﬁ#f?‘?f% PE D R AN
ZE R A-3 KD A5

BWTRHBEE 25 X5 miBnmwmtEidanb o LB 2

bz, (B 44~51, 66~78)
F40 EEFUHAREE (KEYERUVREKEEY)
R O - B e mrn |
IR AR PO LBR A - 5= it
In vitro S. 313~5000 pg/7' L —
typhimurium L~ (+/-S9)
IR oesRZE B | TA98, TA100,
R TA1535, Gt
(B 49) TA1537 #k
FE.coli
WP2uvrA £
F ¥ A =— A/ [483~1,931 pg/mL
A-3 DAL —[filk | (+/-S9)
(@) | REERRER | RMEFIetk | 483~1,931 pg/mL .,
% (5869) | (CHLIU#M | (-S9) Ptk
i) 989~1,931 pg/mL
(-S9)
VAT F— 18.77~1,931 pg/mL
B TF2RRE |~ (+/-S9)
Hill (W |L5178Y ¢tk 3.77~1,931 ug/mL 55 b
74) 3.7.2C (-S9)
in vivo BDF:~ 7 A HE : 125, 250, 500
(‘B Bl Am ) mg/kg A HE
(—FEMERER 5 |1 : 250, 500, 1000
A-3 /R ~7 L) mg/kg AE -
(e | (BETS) GBI ) Sk
Q4 RFETEIRE C2 iR
B Bt 24 AL
HER
In vitro S. 313~5000 pg/ 7 L —
typhimurium L (+/-S9)
MImoeskAE % | TA98, TA100,
B TA1535. =3
A4 (B 50) TA1537 #k
() E.coli
WP2uvrA £k
e poan | F XA =—A |450~1,800 pg/mL
g R | s gt | (99 it
oo FMEEEMIORE | 450~1,800 pg/mL
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FEREREEMABTEHESR RUFFES FFHBEE 2R (B) F-=F8

(CHL/IU #m (-S9)
fidd)
L v??;U » 74— |1.76~1,800 pg/mL
e (B | (+1:59) i
73) L5178Y tk*” 1.76~1,800 pg/mL
3.7.2C (-S9)
In vitro S. 156~5000 ug/~7 L —
typhimurium |~ (+/-S9)
HIHZRIRA R | TA98, TA100,
R TA1535, e
(2 44) TA1537 ¥k
FE.coli
WP2uvrA £k
A5 F ¥ A =—Z [500~2,000 pg/mL
DA B =ik | (+-89)
R\ defofhomiat | BEESFAIOEE | 500~2,000 pgmL |
B (B 67) (V79 ff) (+/-89) -
500~2,000 pg/mL
(-89)
S TR V?XU‘/77J‘_‘ 3.79~1,941 pg/mL
watm (s | (+/-89) S
3% I i
72) L5178Y tk 3.79~1,941 pg/mL
3.7.2C (-S9)
in vivo BDFi~ 7 X 500, 1000, 2000
(B Hi5Hm ) mg/kg AEH
A-5 IR (—REME 5~6 | GEhlRns) o
(fR#t) (ZHETT) Jt) QamfEHE C2lER ]
5. B Ph-24 W4
5
in vitro S. 39~1250 },lg/7o Lr—
typhimurium |~ (+/-S9)
WIFZesRZE . | TA98, TA100,
AR TA1535, &
(BW51)  |TAWLSTH |
FE.colr 313~5000 pg/7' L —
WP2uvrA #£ L (+/-S9)
F ¥ A =— AN [50~200 pg/mL
A-11 DAL —fifk | (+/-89)
PATEREN - N B Y S 6.25~200 ng/mL "
WD g s 700 | (CHL#) | (89) A1k
100~200 pg/mL
(+S9)
~UAY T4~ |25~150 ug/mL (-S9)
R T-Ze ks ~Hfa 25~250 pug/mL(-S9)
watEy (mmg  |L6178Y thk” 10~80 ug/mL (-S9) i
3.7.2C 10~250 pg/mL (+S9)

75)
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FEREREEMABTEHESR RUFFES FFHBEE 2R (B) F-=F8

In vitro S. 0.32~1,000 ng/~7
typhimurium |— b (+/-S9)
TA98,.TA100,
TA1535,
TA1537 #
e 15 e E.coli
ggﬁﬁgi WP2uvrA o
s | 81.3~1,000 pg/7L | =
- typhimurium |— F (+/-S9)
TA98,TA100,
A-13 TA1535.
() TA1537 £k
E.coli 156~1,250 pg/~7 L —
WP2uvrA £ ~ (+/-S9)
F ¥ A =—A [10~45 pg/mL (-S9)
REOMSHE | DAL R | 60~90 pg/mL (+59) |,
B (ZRRT1) Ik 2.5~15 ug/mL (-89) | ™=
(CHL i) |20~75 pg/mL (+S9)
o |02V YA [10~T0 ugiml (-S9)
BB (B ~ifi 10~90 pg/mL (+S9) o
76) L5178Y tk*" 5~35 ug/mL (-S9)
3.7.2C 10~100 pg/mlL (+S9)
In vitro S. 10~313 pg/7"L— K
typhimurium (-S9)
. HIFZeskZE i | TA98. TA100, |39~1250 ug/~7' 1L —
URIBREED | TA1535, b (+89) =l
2 (2 45) TA137#% |
E.coli 39~1250 ug/ 7' L —
WP2uvrA £ K (+/-S9)
S, 10~313 g/ 7 L — k
typhimurium (+/-S9)
o EIRIERA R | TA98, TA100,
(FURIRTEY) EEN TA1535. o
) (sm46)  |TASBTH |
FE.coli 313~5000 pg/7' L —
WP2 uvrA £ ~ (+/-S9)
S, 10~313 pg/~ L — k
typhimurium (+/-S9)
TA98.TA100,
(kiR |CRAVER TA1535, ~
@) R TABSTHE | Pk
(B 47) E.coli 313~5000 pg/~ L —
WP2uvrA ¥ K (+/-S9)

39




2012/4/18 E Q2 RIREZMRESHFEE NUFFES FFHMEEE 2R (F) ==&

S. 156~5000 ug/~7' L —
typhimurium | b (+/-S9)

95 Himzeskas i |'TA98, TA100,
(FARIRLEY) ait.%ﬁ TA1535. i
®) (B 48) TA1537 ¥

FE.coli
WP2 uvrA #£

1) +-89 : RENEIELRIFE T R OIFEFE T

14. ZOMDRER
(1) FEMRBBRFTER UHREE-EER

© 00 3 O O b~ W N =

QO O W W W DN DN DNDNDDNDDDIDNDIDNDDNDDNHH BB - =B = = = =
=W N H O © 0000 0t W HOOWOWNO Ut W = O

ARRERIL, X T AT FOEMSRIIFIRTH D 2 ERHERI S -2, K
F D T 4 (3 3R 75 A e K OSHEIGEEFE BE 2 AT 2 H I C3EE S iz,

KD Wistar 7 >~ b (—B£ 18 L) (2 F A4 Z K (FK) % 0, 100, 1,000
J TR 10,000 ppm  CEZRRAEIE : 0. 6.47, 66.7 X1 632 mg/kg (AHE/H) @
IREECHEEHIBA L, 3, 7 X% 14 BRIz > TREHR G- Uiz, BrEEE L
T PB 1,000 ppm }% ¥ CF 3,000 ppm & 52 5% 1), REEOK 52177,

10,000 ppm #%5-#F T, AFLLEE DN, FFlg D IE K & R R L5 %2@710
JFEMEIBER I E Tl WTNOEGEEIC S~V A% 2 Y — ABREFRTENEL
BIZ A B2 2> T2 D5, uumoppmj&ﬁﬁfcPROD,&U\UDPGTaxtﬁ
CYP2B1, CYP3A2 K (O* CYP4Al1 EHE @ﬁM@ 1O ALz, 1,000 ppm %
HEIZBW T, CYP2B1 KO CYP3A2 EHEEITHNMERIZH V. CYP4Al
EEE iﬁﬁu%ﬁbﬁoﬂﬁﬁiﬁiﬁﬁfi\Nﬁ%pmn&ﬁﬁ@&@
7 HZIZBT 5 PCNA BRI U 7=, FFRIRRELERSE BHE & LT, ifgo
BRSO X v v SR EEATH DL ax 7 v 32 (Cx32) DmEY
wa L, Cx32 ARy MIAZFHM LR, *HEEEA O 10,000 ppm & 5D
W CHBEEITRD Loz, WIS A T, 10,000 ppm E5HET
P53, T&Ul4ﬁ%¢*ﬁfE%%émuﬂﬁ%ﬂﬁﬁﬁﬁﬁﬁﬁﬁéh\@ﬁMWU
ROBEANHER I N,

PLEDREFR NS | A/?ﬁt7FiPB_EULKH%%ﬁﬁ%ﬁmﬁﬁT%
HZ &, HET Y MTREEES LI28E ., BEPIHNT I W TR O 8 FEIEM: 2 T
E?é_kﬂTWéﬂtoit\wmmmﬁﬁﬁfiﬁﬁﬁﬁﬁbk%mﬁﬁ%
NRipoloZ &b, XU F AT NOBREFEFE K OB E I X RIE A 7
T 52 ERMERI NI,

(21 52)

(2) RRERGEREIC KT HERARUEDEENRKR (S )

7 v FaEHWTE 2 FERFED AMERRERIZ I THUR IR A I L B2 e B oo 340
PR bl D, N FAE T FORUREERE~ DB 25 L, &G% DR
EPEZOW TGS 5 AR T3 S vz,
Wistar 7 > b (—#FEHE 6 DT, [AI{EHE : —HEE6 L) [T TFAET FE T X
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2012/4/18 % 8 REEMABLRESE <UFAES FHEBE 2R () %4

I% 14 AR, 1BEE (54K : 0. 400, 4,000 & TF 16,000 ppm : FEJRAREREITR
41 ZW) &5 L, FIRBEREIC KT 2 /B K DR AR s it & 47z, [mIfERA
BRICBWTIE, N FAET RS 14 HEERG S, &5/ T % 28 H I OEIEH
[FIDSET AL, EHE G R S D 2 5 2 BTz,

x4 BRBREEICHT I ERVEERRICE T S FIRAERE

B 57 ppm) 400 4,000 16,000
W R AR R e 58 37.5 374 1,450
(mg/kg IKE/H) [EIfi=% 53 38.1 368 1,460

16,000 ppm & 5-BECAH B RREBD 23380 B, BESHMO 18 B £ TFF
LT, £, BET7THBICRBCBWTAERBEEOK TNRD b, A8
HECIHE MEA 2580 BTz,

16,000 ppm #5HEICHBW T, MiEF T4 OFERIKENRO L, RER 7T H
HIZ TSH OFEREMENTED Hiv, R TIIE K TRHIC S SEE A 2580 5
7=, 4,000 ppm HEHEZB W T TSH O SEME A 23580 H 7=, [IERETIX
16,000 ppm % 5-# T TSH 25 &S fEfETR T o 7223 FisHFRICA B 72 221358
2o T,

16,000 ppm 58 CTHAEx & QLB EOIEINA, 4,000 ppm B 5HIZIHB VT
T EE OISO H v,

AR 7 H &V 14 HBIZ, 4,000 ppm ML EEGRECBIT S b7 v A P450 &
B L O UDPGT it ER EANRBO Snl-, Zo EHIEEE Lz,

B 7 HHIZBW T, 4,000 ppm LL FEEREAZ PCNA ER =R OB MR RO &
iz, Ak 14 H B X OEERETIIA B R Z2ITRD v o 72,

TEMRERFRERRICBO T, AR 7 H a ?® 16,000 ppm $&5-#EZ TSH
BB R 1 Prop-1 ORBUTHENR O LTz,

SR BLARAR SF RO AS 12\ Tl 4,000 ppm LA B3RS REICHREE o HUIR R A i _E Rz
FafE-K. 16,000 ppm #&5-FE4 WJ UM AT AE AR K 3588 STz,

T bEAWE 2 FERFES AMERBRICE W TR b FIRIR A i bR IR iE
1L, RUFAET RS Oy RHEEE UDPGT 62 L L, Mg+ T4
DIKTFL, XA T 477 4 — KNy ZHREIZ LD TSH b3 Frfe i it L7
fEd, BRINTELOEEX LN, FRBEASORVE > ~ORBEI X EIE D
RNz, (BH59)

(3) 14 BEFEYAHEBERFER UIFHRISERRR (YY)

~ U A% T 18 22 H 30 AMERBRIZ B W THREICHT A I IE O BN 2338 &
NI DX FAET RO 7 v Y — LR A R 55 S E ) K O
FEIEVE~ DR a5 B THR S,

ICR ~ 7 A (—HEffE 18 L) Z VT, 3. 7 Xix 14 AfH. BeE (5K : 0,
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2012/4/18 E Q2 RIREZMRESHFEE NUFFES FFHMEEE 2R (F) ==&

25, 60, 200 M 600 mg/kg (AH : FEJRAETURITR 42 2]) &5 L, JTH
WA 35 75 5 X OVIT Al I PE S RE e 28 FE i S Tz,

42 FEYRBBRFERVHMRISIERARICE T2 THRGERE

¥ 58 (mg/kg AE/H) 25 60 200 600
SRR B X
(mfkg K/ H) BeGRE 25.1 61.6 197 561
600 mg/kg (AHE/H B GREZIBW T, AFifst L L E EOEINNFED Hivlz,

200 mg/kg R/ H UL EREGREIZIWTC, IFv b7 2 A P450 & &, ECOD &
O PROD #EEIFONZ CYP1A, CYP2B K OF CYP3A & &DOHE 72 HENNTED 5
7o

BrdU #Eik Rz W\, %53 H HIZ 600 mg/kg AR/ H &5 TxREED 2.2
fEL7e0 BIMEMmZ R L7z, BrdU RO —27133 HH T, ZO®%HEHN
WK Lz,

B AR IC BV T 600 melkg REE/ H & 58 C/NEE ORI ARAE
RKOBFBEO O, AR 7T LN 14 H B CIIARLRBEMARD Sz,

NRUFFET NE7 = ) S e — RO EMGHBERHEEZ A L., &5
M B W TR OIS A TTET 5 ¢ E 2 bz, (B 60)

(4) 28 HRERESHEHER (Sv k)

SD 7 v b (—#E#E 10 JT) & AWT, REF (5K : 0, 45, 175 &Y 700 mg/kg
RE/H : FEIRAEREITR 43 2) £ 512X 5 28 HEREEMRER 1 3E
iz,

F43 28 HREIRESMERAER (S h) [SETL5TFHREERE

# 58 (mg/kg AE/H) 45 175 700
SRR B X
(mglkg K/ ) BeGRE 46 178 710

700 mg/kg A/ A HHET 0~4 H BICHEREERFD . 4~8 A BICAERIE
EHINHI2NF8 0 v, BRI 28 U 7= A B 2R R E R INmH 3580 S iz,

700 mg/kg (NEEVR=! 1&5ﬁifﬂ$ﬂﬁ®ﬂ%k75m D HATEDS, TN B Y
REALITRRO Lo T, £, AFkxt M OV B & O HE N ONZ sk & OV
BN BT,

TP PR IZ BV TIX, 700 mg/kg (RE/H B GHECBV T, s aEo
WD D3ZR D BT, ﬁ%’%ﬁ &bl U Tl 3 7= 0 @ PFC 30K OV ig R i %k 106
fEH27-0 PFC #2723 b3, 2 O iligimiadk oD 3l E B T o
BLEZ N,
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2012/4/18 E Q2 RIREZMRESHFEE NUFFES FFHMEEE 2R (F) ==&

ARFBRIZIBW T, 700 mg/kg AE/H S CTHRERADENRBD 57D T,
HERMERT 175 me/kg AE/H (178 mg/kg KE/H) L&z b=, sttt
BN oT-,  (BW61)  (EIEPEE . 268~273 H)

(5) 28 HRRIRESEHE (YO X)
ICR~ 7 A (—REHE10E) 2T, REE (5K : 0, 62.5, 250 &1 1,000
mg/kg KE/H : SEHRBIAEREITE 44 28) H512 X 5 28 H s
ANy TR Wy

& 44 28 HESREFMEGRER (YOR) [CHEITL5TRFERE

A IR R |
(mg/kg EE/H) B 5HE 74.9 301 1,140

ligids AR A\ T, 250 mg/kg RH/H DL B GHEICH W TP EREES O
BRI iz, WIS FEAIMRA ISV T, 1,000 mg/kg R/ H #
BRECHRIBEIC BT DB E OSSO R L OBARE I U o <80 5
R M OBEE 2 E5- L=,

TR FIRAIZ BV TIE, 1,000 mg/kg REE/ H BG5BT, 3 HREE & bhig
LT 72 » @ PFC %% Ot ik 108 #2472 v @ PFC D F B 72l 13
B B, PURICRHT D RERPURDPEAEREDIR THRE 2 bz,

ARFERIZEB VT, 1000 mg/kg KT/ H ¢ 58 CORIEBEIZ 51T 248 O ffish i
DIEHENTD ST 2 &b — kMo 5 E\EMERI1L, 250 mg/kg A/
H (301 mg/kg {A&E/H) TH Y | 1,000 mg/kg AE/H 5.8 T4 7~ » © PFC
BOWDENT O BT LD EEMEICTT 2 Mk EIL 250 mg/kg (RH
/B (301 mg/kg IAE/H) ThiHLEEZOLNT-, (B 62)

S KEEDRBEERT D720, RAKEZILSHE L TGRELE
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2012/4/18 E Q2 RIREZMRESHFEE NUFFES FFHMEEE 2R (F) ==&

. &R e T

SIRICE T TR 2 W TR [RUTF 4 YT R ORGSR 4 St L
7o 723, AEPSEMRENRER (7 v ) | EEERER (T vy RO~ T R) |
TEMRREERBR (V—7 L XA, &%) SRF-iciHsnr,

7 v MZBIT 28RN EMRBRORE R, BRI O & 5% o AP R E TS
0.4~1.3 B4 1Z Crnax (ZEE L. T121X 13.6~21.4 Bl TH o 7=, WIXFRIL 83.9~
91.9% T, EEHEMRREIIIEAFZ N LcEPTH Y, BH% 96 R THEHIZ 69.6
~84.3%TAR M HEM S 70, EEAA OFRE B REIRE X, T X ToOMEcRE
1 RIS R & 720 . DRI ) O ER Z PR CTEEe iz LTz, R
IIEBEEWITE O BT, 10%TAR 2B 2 5@ b b/ oT-, #EFD
FEMAHIT A6 KD A-8 THVY, &E% 24 OB HTIEB-3 DI Vv7 1
AR PNEER#HD LY, H5% 6 FFEOEH T TIEL Cys[A-12] LT
Cys-Glu-[A-12] R F B TH - 7=,

KAER O BEZIC 90.9%TAR DL B3RP X duiz, SR, 3% QU SR
BT R G RE L R C, EEREHIRE LRSS NI,

RN EMRBR O R, ATEWICBIT 2 FEEDITHELEYW TH - 1=,
10%TRR ##B 2 5 THEAHD & LT A 1L TBEER KL A-3 B &z,

NRUFFET R, RE A-3. A-5 KON A-11 250rad@iba & Li-/Eikeg
AR EE S -, OREEEEIZ. XU F AT RT 13.8 mgkg (V—7 L%
Z) | ARE A-3 T 0.06 mg/kg (39 & 9 HF) | A-5 T 0.11 mgkg (Fr ) |
A-11 TO0.11 mgkg (5& 9 8E) Thotm, [ERHEMEEEY

FHEFMERBRERND, XU T AT FEGIC X DA IR ERE NS, JF
CURZEROD T AEAR S, EERMNS) | MR (B KOHRER (FREA
AR REE) (2R BT, FEEMRRENE, BIRAE )T D A L OME AT TEME
EGELORSY (WA IEEY

TR AMERBRIZIWN T, HEZ > b THARRATMIERRIE, -~ ¥ X T iR
DFEBE OYEIMMFTRD LT, BERFITELEFEEA D=L E1TE 2 H#L<
ARG S 7=V BEEZRET 2 Z EITRETH D LB 2 bz,

~ U A EMERERIC BV T, PURIC T 2 FFRPUAEAROIK T 2RO b
. T v MZBWTTIERERMEITRO oo tz, EnmtERRIZB W T, In
vitro COYEREEFHERIZ B W) TRAE K O OB 5% ORE R35 b vz
N, 7T AD/NERBROFERNBEThHST-Z b, ARICBWTRIEE 25 &
) IRE BTV D EE BN,

KRG R D BEWT O RGBT EWEE X FAE T N (BULEW O
F) ERRIE LT,

KRB BT D MM E N O/ M tE g F 45 IR STV 5,
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2012/4/18 FE 82 MEBEHRMMAESHES RUFAFES FFHMEEE 2R () ==&
=45 BHERICETSEEHERUVUHR/NEHEE
— 58 e /N EElE )
DR PR (ol 5T/ ) | (mafkg (5 F) | (mekg I/ ) 15
Z > k190 A 0,40, 100, 250, | 7 : 39.8 1 - 99.9 W - EE BN, T
7 v b | AR 625 I 39.7 I - 99.8 A Am A
R I - 0, 39.8,
99.9. 248, 660
- 0. 39.7,
99.8. 250. 663
90 AW |0, 10. 40, 160. | —f&HEM: — e — i EEE
2MERRE 1640 HE 177 HE 712 WERE - (A EE B AP
mPERBR |7 0, 11.0, M : 42,5 M ;170
43.8.177.711.8 | #fdE M PRRE R
M0, 107, B 712 e —
42.5, 170.4, |M : 686 e —
686.2 MR ENEIRRD B v
v
1 [ |0, 6.25. 25, |k : 24.9 Mt : 98.8 BERE - L EE A N
MR 100, 400 M - 24.9 Mt - 100
Bk .0, 6.21,
24.9. 98.8. 397
HE - 0. 6.26,
24.9. 100, 401
2 4% |0, 9. 27, 83, |Hf: 27.0 1t - 83.4 HE - FARJE PR AR A A
SAtER 250 M : 27.4 JHE : 83.2 W2
Bk HE - 0, 9.06, M - AREE NP
27.0. 83.4, 252
4t - 0, 9.11, (I = HOPR AR A R i i
27.4. 83.2. 253 HEEE )
2 % |0, 200, 1,000, |EE3Y BEW BLEWY) - RE G INPNH
SRR 5.000 ppm P : 11.0 P I : 54.0 IRE - KIAE
P 0, 11.0, |P i : 18.1 P it : 90.5
54.0, 278 Fi i - 12.8 F1 /1 : 64.2 (BIHBE I3 D R 2
Pt : 0, 18.1, |F.1i : 19.0 F1 it : 95.6 RO BV
90.5, 439 JREILY] JRE LY
Fiff -0, 12.8. |P I : 54.0 P I : 278
64.2. 340 P i : 90.5 P itf : 439
Fii : 0, 19.0, |F1/ : 64.2 F1 % : 340
95.6, 480 F. 1 : 95.6 F1 i : 480
AN |0, 62.5, 250, |REEM : 250 | REENM 0 1000 | REED AR E DN SE
kbR 1,000 JRIR 250 J&IE : 1000 Fald « BRI - BRI AE
B
(AT ILRR D B i
720)
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2012/4/18 FE 82 MEBEHRMMAESHES RUFAFES FFHMEEE 2R () ==&
FEEMFE |0, 100, 250, |RFEM) : 100 BE . 250 By . BRI T
= ERER 500 HE® - 100 REY - 250 EhY) - ALP9JE BH D5
%é*q}l&ifﬂ:r utu &b [5
AWAA
G EEME |0, 45, 175, T00| —fkEatE « 178 | —fkak : 710 | —Mak « REED %%
kbR M0, 46, 178, |mE @M - 710 | o —
710 T MR B
AN
~ 7 A |90 HEH |0, 30, 100, 300, | : 100 1 299 BERfE - LR EE AN
ArkErE 1,000 e ;102 It : 306
R 1#£:0.29.5.100,
299, 997
ME:0.30.7,.102,
306. 1,030
18 22 A |0, 20, 60, 200, | : 59.8 1 : 200 BEREE < FRCR BRIRE I R
BN AME {600 I : 60.3 M ;201 Fra fE K A
B HE -0, 19.9,
59.8. 200, 602 (I - PR A AR AEE S )
0. 20.0,
60.3. 201, 604
T EEME |0, 62.5. 250, | —fkEEME - 74.9 | —fkEEME - 301 | —fEEEME AT E R NG
R 1,000 e FEME 301 | SRRl - 1,140 | St - PRC/UE D
1#£:0.74.9.301, Dl
1,140
A X |90 HHH [0, 300, 3,000, | : 76.7 M ;811 BERE - AT Rt - b EE Y
ApEErE 30,000 ppm I - 80.9 Mt - 864 ek
R HE -0, 8.01,
76.7. 811
e - 0, 8.18,
80.9, 864
1418 |0, 310, 2,150, | : 54.4 M - 461 HE - REE PSS
MM | 15,000 ppm It - 8.10 M : 56.6 i - ALP #3940
Bk 0, 7.91,
54.4, 461
Mt - 0. 8.10.
56.6, 461
YK | FEAENE |0, 25, 75, 225 !@WJ RE - 225 | REEWMYD ;- TRESE
kbR feIR - JRIR : 225 JEVE - KR E
(AT IXRR D B i
720)
— R/ NEERIIRETCE R o T,
1) : BT iHi/J\fE,kl‘i%“C RO LN T-EERT RO E R LT,
B ZeZ B REFEMHES L, FBRoEEEED > bi/MEIZA X2 Hn
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2012/4/18 E Q2 RIREZMRESHFEE NUFFES FFHMEEE 2R (F) ==&

7z VR REETEIERBRO 8.10 mg/kg KH/H TH 7D T, THEMRME LT, &
%% 100 TER L 72 0.081 mg/kg (AE/H 2 — HEIGFAR (ADD) &aE L7z,

ADI
(ADI & ERRALE EL)
(i)
(D)
(F&5-J515)
(e ML)
(L efR5%)

0.081 mg/kg 1K E/H
18 e P AR

A X

1 4]

1REH

8.10 mg/kg {KE/H
100
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FEREREEMABTEHESR RUFFES FFHBEE 2R (B) F-=F8

1 <RI 1 KEY/ S EYERE>

AL s s %4
A-2 DM-PAM | 3-trifluoromethyl-1 H-pyrazole-4-carboxamide
A-3 PAM 1-methyl-3-trifluoromethyl-1 H-pyrazole-4-carboxamide
A-4 DM-PCA |3-trifluoromethyl-1 H-pyrazole-4-carboxylic acid
A-5 PCA 1-methyl-3-trifluoromethyl-1 H-pyrazole-4-carboxylic acid
A6 DM-A- 2-methyl-4-{3-[(3-trifluoromethyl-1 H-pyrazole-4-carbonyl)amino]
COOHa |thiophen-2-ylipentanoic acid
AT 753-A- 2-methyl-4-{3-[(1-methyl-3-trifluoromethyl-1 A-pyrazole-4-carbony
COOHa |Damino]thiophen-2-ylipentanoic acid
A8 DM-A- 2-methyl-4-{3-[(3-trifluoromethyl-1 A-pyrazole-4-carbonyl)amino]t
COOHb |hiophen-2-yljpentanoic acid (A6 DT 7 AT L A~ —)
A9 753-A- 2-methyl-4-{3-[(1-methyl-3-trifluoromethyl-1 A-pyrazole-4-carbony
COOHb |Damino]thiophen-2-ylipentanoic acid (A-7 DT A7 LA ~—)
A10 | DM-A-OH N[2-(3-hydroxy-1,3-dlmethylbutyl)thlophen-S-yl]-3-tr1ﬂuor0meth
yl-1 H-pyrazole-4-carboxamide
N-[2-(3-hydroxy-1,3-dimethylbutyl)thiophen-3-yl]-1-methyl-3-
Al 763-A-OH trifluoro-methyl-1 H-pyrazole-4-carboxamide
A12 753-F-DO N-[5-hydroxy-5-(1,3-dimethylbutyl)-2-oxo0-2,5-dihydrofuran-4-yl]-1
-methyl-3-trifluoromethyl-1 A-pyrazole-4-carboxamide
A13 753-T-DO N-[5-hydroxy-5-(1,3-dimethylbutyl)-2-oxo0-2,5-dihydrothiophen-4-y
1]-1-methyl-3-trifluoromethyl-1 H-pyrazole-4-carboxamide
A4 DM-753 N [2'(1,3-dlmethylbu.tyl)thlophen-3'yl] -3-trifluoromethyl]-1A-
pyrazole-4-carboxamide
B-1 PDA penta-2,4-dienoic acid
B-2 753-A-di | N-[2-(3,4-dihydroxy-1,3-dimethylbutyl)thiophen-3-yl]-1-methyl-3-
OH trifluoromethyl-1 H-pyrazole-4-carboxamide
B3 DM-A- | M[2-(4-hydroxy-1,3-dimethylbutyl)thiophen-3-yl]-3-trifluorometh
OHI yl-1 H-pyrazole-4-carboxamide
B4 753-A- N-[2-(4-hydroxy-1,3-dimethylbutylthiophen-3-yl]-1-methyl-3-
OHI trifluoromethyl-1 H-pyrazole-4-carboxamide
MN[2-(1,3-dimethyl-2-butenyl)thiophen-3-yl]-1-methyl-3-
B-5 753-AUS trifluoromethyl-1 H-pyrazole-4-carboxamide
. N-[2-(3,4-dihydroxy-1-hydroxymethyl-3-methylbutyl)thiophen-3-yl
B6 | DM-AtriOH 1-3-trifluoromethyl-1 AH-pyrazole-4-carboxamide
N-[2-(1,3-dimethyl-1-butenyDthiophen-3-yl]-1-methyl-3-trifuluoro
methyl-1Hpyrazole-4-carboxamide
— PTU R
N-{2-[1-(2-methlpropyl)vinyllthiophen-3-yl}-1-methyl-3-trifuluoro
methyl-1Hpyrazole-4-carboxamide
DIRLED)
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2012/4/18 % 8 REEMABLRESE <UFAES FHEBE 2R () %4

DM-hydroxy
-F-DO

N-[5-hydroxy-5-(1,3-dimethyl-1-hydroxybutyl)-2-oxo-2,5-dihydrofu
ran-4-yl]-3-trifuluoromethyl-1H-pyrazole-4-carboxamide

GSH-F-DO

A-12GSH fu &k

DM-hydroxy
-GSH-F-DO

A-12 HRAE) O GSH fa & ik

DM-Cys-F-
DO

A-12 BRI O cys K

Hydroxy-D
M-cys-F-DO

A-12 BRI O cys HIA K

Dehydro-GS
H-F-DO

A-12 B3R O GSH &k

GSH-T-DO

A-13GSH fa &k

Hydroxy-cys
-T-DO

A-13 BRI O cys FIA K

Hydroxy-cys
-F-DO

A-12 BRI O cys U &K

N-Ac-cys-T-
DO

A-13 HRME D N-7 & F L cys K

Cys-glu-F-
DO

A-12 HRREH O cys-glu I & 1A

Cys-gly-F-
DO

A-12 BRI O cys-gly fu Ak

Cys-F-DO

A-12cys 351K

Dehydro-cys
-F-DO

A-12 BRI O cys U AR

DM-cys-F-
DO

A-12 BRI O cys HIA K

N-Ac-cys-F-
DO

A-12 HERIRE D N7 & F )L cys AR

Dehydro- V-
Ac-cys-gly-F
-DO

A-12 BRAREHY D N-7 & F /L cys-gly T &1k

Dehydro-cys
-gly-F-DO

A-12 R O cys-gly FuAE

Hydroxy-GS
H-F-DO
(Dihydroxy-
GSH-F-DO)

A-12 BRI O GSH fa & 1k

Hydroxy-cys
-glu-F-DO

A-12 BRI O cys-glu FIA &
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- Hydroxy- V-

AC'CYS'F'DO A-12 Hﬂ%'fk%ﬁ#’%@ N-7tEF ) cys ;F"ﬂ/a\{z'g

JRIARTE
YD

JEIARTR:
(X719

JRIARTE
EHS

JEIARTE
EY@

JRIARTR
YO

50




2012/4/18

FEREREEMABTEHESR RUFFES FFHBEE 2R (B) F-=F8

<HI# 2 : REBEFHEH>

g E2%s
A/G tb TINTIUITaT Y
ai BNy &=
Alb TIVT I
ALP TN KRAT 74—
ALT TI=0T I NI AT 2T
(=INEIVBENLEVER N T AT 1) —E (GPT) )
APTT | {EPE(EERSy b v AR T T AT L IRffH]
CF sma7 47 b—h
Cmax e L
CMC TV F T AT HE— A
CYP F K7 a— LA P-450
Cys (cys) | AT A~
ECOD | = hXxv 7~V 0—T VLR
GGT Yy INVEINET AT 2T —E (my=INVZ IV KT AT FHZ—E (y-GTP) )
Glc 73— (i)
Glob VA= Iv4
Glu TNE I R
Gly 7y
GSH TR F I
Hb ~E7r vy (M)
HDW ~E B B R AR
LCso L B
LDso P EIE &
MCH SRR i BR i 4,57
MCHC | ¥R gk ifn 4 58 5 B
MCV SR i BR A
PB T /)N )LEH—)L
PCNA | H5EME M Az B
PFC plaque-forming cell
PHI BAME R GINEE To HHL
PLT /N
PROD | XV XTIV T 4y OTFTTAFT—E (~FTXF7—%)
PT A =3 N= I Ve S |
RBC TRIMEREL
Tie TH 22 el
TAR b () FoHse
T.Bil BeEYy ey
T.Chol |#=zlLATFua—1L
TG NV ZUEU R
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2012/4/18 E Q2 RIREZMRESHFEE NUFFES FFHMEEE 2R (F) ==&

Trmax A e e P B ]

TP Lor=kEY
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2012/4/18

% NRREMHEEHRER

<Al#k 3 : FRBHEBRIE>

RUFAES FEHEEE 2R (R) f<f-E8

= \
g | R |G RN (mg/kg)
s | o @ | g | PHL
Sl = ai/ha) @) (A) NTAET R 1RE A-3 R A-5 R A-11
% Boeie | A | Aol | P | AR | O | BeefiE | TR
1 022 | 0.13 | <0.02 | <0.02 | 0.05 | 0.03* | <0.02 | <0.02
o | 200~ 5 3 0.09 | 0.06 | <0.02 | <0.02 | 0.05 | 0.04* | <0.02 | <0.02
Ty 220 7 0.07 | 0.04 | 0.02 | 0.02* | 0.07 | 0.04* | 0.02 | 0.02*
GER 14 | 0.02 | 0.02* | <0.02 | <0.02 | 0.07 | 0.04* | <0.02 | <0.02
2004-2005 1 0.13 | 0.08 | <0.02 | <0.02 | 0.09 | 0.05* | 0.02 | 0.02*
FERE o | 150~ A 3 0.03 | 0.02* | <0.02 | <0.02 | 0.07 | 0.04 | 002 | 0.02*
200 7 | <0.01| <0.01 | <0.02 | <0.02 | 0.07 | 0.04* | <0.02 | <0.02
14 | <0.01 | <0.01 | <0.02 | <0.02 | 0.11 | 0.06 | <0.02 | <0.02
LA 1 1.46 | 066 | <0.02 | <0.02 | 0.02 | 0.02* | <0.02 | <0.02
L 200~ 3 0.28 | 0.10* | <0.02 | <0.02 | 0.02 | 0.02* | <0.02 | <0.02
%@%B 2 202 3 7 0.05 | 0.03 | <0.02 | <0.02 | 0.02 | 0.02* | <0.02 | <0.02
2004 14 | 020 | 0.10% | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
J—T7 LA 1 13.8 9.74
_ 200 X1 3 787 | 6.32
%‘?@%3 2 | 50~150 | ° 7 1.79 | 1.16
2004 4 14 0.83 0.45
B e 1 128 | 7.19
. 200 X% 3 13.1 | 7.06
(0 f*g;ig 2 | 30~100 | 2 7 | 452 | 251
2006 4 14 | 068 | 0.39
FEnE 1 0.01 | 0.01* | <0.02 | <0.02 | 0.02 | 0.02* | <0.02 | <0.02
~ *
@D o | 200 A 3 | <0.01 | <0.01 | <0.02 | <0.02 | 0.02 0.02* <0.02 | <0.02
" 300 7 | <0.01 | <0.01 | <0.02 | <0.02 | 0.02 | 0.02* | <0.02 | <0.02
2005 4 13-14 | <0.01 | <0.01 | <0.02 | <0.02 | 0.02 | 0.02* | <0.02 | <0.02
2FAET
) 2,000
X MR 1 1.05 | 0.57
& 2 | 3EIANS | 4 3 0.21 0.14
2008 4FE 150~ 7 0.08 | 0.05*
200
A
7;(/\“—7ij 1 0.06 0.04*
GEDED | 2 | 300 4 3 ] <0.01) <0.01
. 7 | <0.01 | <0.01
2007 4FE 14 | <0.01 | <0.01
=k 1 049 | 0.34 | <0.02 | <0.02 | 0.02 | 0.02* | <0.02 | <0.02
e 200~ 3 0.58 | 0.30 | <0.02 | <0.02 | 0.03 | 0.02* | <0.02 | <0.02
%@%3:? 2 295 3 7 0.41 | 0.27 | <0.02 | <0.02 | 0.04 | 0.02* | <0.02 | <0.02
2004 45 14 | 016 | 0.12 | <0.02 | <0.02 | 0.04 | 0.03* | <0.02 | <0.02
[ 150~ 1 1.00 | 0.88 | <0.02 | <0.02 | <0.02 | <0.02 | 0.02 | 0.02%
(DGR | 2 200 5 3 0.78 | 0.61 | <0.02 | <0.02 | <0.02 | <0.02 | 0.02 | 0.02*
2005 4FFE 7 0.42 | 0.33 | <0.02 | <0.02 | <0.02 | <0.02 | 0.02 | 0.02*
TR 902~ 1 0.47 | 0.33 | <0.02 | <0.02 | 0.03 | 0.02* | <0.02 | <0.02
(G | 2 950 3 3 0.43 | 028 | <0.02 | <0.02 | 0.04 | 003 | <0.02 | <0.02
2004 4FFE 7 0.16 | 0.06 | <0.02 | <0.02 | 0.03 | 0.02 | <0.02 | <0.02
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e | P (mg/kg)
s | B 1
(g e on o— 1o - - =
%ﬁg}‘;‘* = al/ha) (IE[) (E|) /\ﬁj—t 7 f\ 'f&ﬁgﬂ'% A-3 'fjﬁﬁgff% A-5 'f&ﬁgﬂ@ A-11
)
* aeiE | A | B | SR | R | P | BeRE | TEAUE
Ew5Y 150~ 1 | 017 | 016 | <0.02 | <0.02 | 0.03 | 0.02* | <0.02 | <0.02
() | 2 995 5 3 0.12 | 0.10 | <0.02 | <0.02 | 0.03 | 0.02* | <0.02 | <0.02
2004 4FFEE 7 0.02 | 0.02 | <0.02 | <0.02 | 0.03 | 0.02* | <0.02 | <0.02
Fu 1 | <0.01| <0.01
.. 200~ 3 0.01 | 0.01*
@@9@%&3 21 300 5 7 | <0.01 | <0.01
2007 4 14 | <0.01 | <0.01
AU 1 | <0.01 | <0.01 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
(L) o | 250~ 5 3 0.01 | 0.01* | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
(LS 300 7 0.01 | 0.01* | <0.02 | <0.02 | 0.02 | 0.02* | <0.02 | <0.02
2004 £ 14 | <0.01 | <0.01 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
Bk 320 s | 017 | oo
(¢ ]t]] 3 500 3 7 0.07 | 0.03
2008 4% 14 | 01 | 0.04
aip 320 5 | 058 | a6
o ~ . .
(i 3‘&2 3 500 3 7 | 807 | 5.28
2008 14 6.95 4.73
WAZ 1 0.64 | 0.60 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
; 3 0.61 | 0.46 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
(“@@E&f 2 600 3 7 0.46 | 0.33 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
2004 4 14 | 029 | 022 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
7oL 1 1.26 | 098 | <0.02 | <0.02 | 0.02 | 0.02* | 0.03 | 0.02*
: 350~ 3 1.24 | 1.09 | <0.02 | <0.02 | 0.02 | 0.02* | 0.04 | 0.03*
(g@@g}f 2 450 3 7 0.87 | 0.77 | <0.02 | <0.02 | 0.03 | 0.02* | 0.04 | 0.03*
2004 A% 13-14 | 050 | 0.32 | <0.02 | <0.02 | 0.03 | 0.02* | 0.06 | 0.04*
L 1 0.04 | 0.02* | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
e e I 5 3 0.05 | 0.02* | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
) . 600 7 0.05 | 0.02 | <0.02 | <0.02 | <0.02 | <0.02 | 0.02 | 0.02*
2005 14 | 0.02 | 0.01* | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
o 1 10.9 | 6.26 | <0.05 | 0.04* | 0.05 | 0.03* | 0.15 | 0.10
. 400~ 3 12.4 | 6.26 | <0.05 | 0.04* | 0.05 | 0.03* | 0.19 | 0.10
(ERC ygj 2 600 3 7 894 | 486 | 005 | 0.04* | 007 | 0.04* | 027 | 0.16
2005 4HE 14 | 369 | 250 | <0.05 | 0.04* | 0.08 | 0.04* | 019 | 0.13
. i 1 094 | 0.85
K72 430~ 3 | 083 | 065
(Ce8) 2 500 3 7 0.48 | 0.45
2007 4FRE 14 0.4 0.28
21 | 015 | 0.13
5515 1 2.20 | 1.60 | 0.03 | 0.02* | <0.02 | <0.02 | 0.06 | 0.05
. 400~ 3 2.19 | 151 | 003 | 0.02* | 003 | 0.02* | 007 | 0.06
(¢ %j) 2 500 3 7 1.63 | 1.40 | 0.03 | 0.02 | 003 | 0.02* | 007 | 0.06
2005 14 | 1.86 | 1.36 | 0.05 | 0.04* | 0.05 | 0.03* | 0.06 | 0.04
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EQ EREEMREIRER NUFFES FFHEESE

2R () ==&

=R .
e | PR (mglkg)
s | B 1 ppyp
(g e o o 1e - - -
%@E o al/ha) (E[) (E|) “\ﬂ:j_t7 R 'fJﬁugT&I'% A-3 {kuﬁﬂ@ A-5 'fJﬁuthLl'% A-11
ﬁ g Y Xt .
* BaeiE | P | Ao | PRI | AR | PAE | BeEE | TEAUE
o 1 0.90 | 0.79 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
. 3 0.70 | 0.64 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
(ﬁm”@(%%? 2 200 3 7 0.44 | 0.40 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
2004 5 14 | 031 | 020 | 002 | 0.02% | <0.02 | <0.02 | <0.02 | <0.02
ANV
(it 500~ 7 | 857 | 217 | 003 | 0.02% | 004 | 0.03* | 005 | 0.03
(AT | 2 500 3 14 3.77 | 2.26 | 0.03 | 0.02* | 0.05 | 0.03* | 0.08 0.05
() 21 | 368 | 207 | 003 | 0.02* | 0.03 | 0.02* | 0.11 | 0.08
2004 4FE
e 1 1.21 | 0.64
B0 ) 400 5 3 073 | 05
. 7 0.66 | 0.34
2008 14 | 052 | 029

)« BRI IR FRAl 2 L=,
- I EBERARM E G T — X O EHET A EA R

*HlZ A L7z,

CFRTOT— 2 PR
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2012/4/18 E Q2 RIREZMRESHFEE NUFFES FFHMEEE 2R (F) ==&

<Hl# 4 : HEERE>

© OIJOH Ut

=
)

- SRz /N AR il 65l k)

e i (A% : 53.3kg) | (AHE :15.8kg) | (KHE:55.6kg) | (KHE : 54.2 kg)

(mg/kg) ff IR ff EE ff E ff E

@NB) | WgNB) | @NB) | N | @NB) | gNB) | @NH) | Qg NB)
Ty 0.13 22.8 2.96 9.8 1.27 22.9 2.98 19.9 2.59
LA A 9.74 6.1 59.41 2.5 24.35 6.4 62.34 4.2 40.91
7cFhRE | 0.01 30.3 0.30 18.5 0.19 33.1 0.33 22.6 0.23
E 0.57 11.3 6.44 4.5 2.57 8.2 4.67 13.5 7.70
TARTHA  0.04 0.9 0.04 0.3 0.01 0.4 0.02 0.7 0.03
=~k 0.34 24.3 8.26 16.9 5.75 24.5 8.33 18.9 6.43
v—<2| 0.88 4.4 3.87 2 1.76 1.9 1.67 3.7 3.26
A 0.33 4 1.32 0.9 0.30 3.3 1.09 5.7 1.88
9950 | 0.16 16.3 2.61 8.2 1.31 10.1 1.62 16.6 2.66
FU)» 0.01 0.1 0.00 0.1 0.00 0.1 0.00 0.1 0.00
Aa 8| 0.01 0.4 0.00 0.3 0.00 0.1 0.00 0.3 0.00
AriER) | 0.06 41.6 2.50 35.4 2.12 45.8 2.75 42.6 2.56
AT 0.60 35.3 21.18 36.2 21.72 30 18.00 | 35.6 21.36
AAZRL | 1.09 5.1 5.56 4.4 4.80 5.3 5.78 5.1 5.56
el | 1.09 0.1 0.11 0.1 0.11 0.11 0.11 0.1 0.11
HHEW | 0.02 0.5 0.01 0.7 0.01 4 0.08 0.1 0.00
2749 0.85 0.1 0.09 0.1 0.09 0.1 0.09 0.1 0.09
Bo2L95| 1.60 0.1 0.16 0.1 0.16 0.1 0.16 0.1 0.16
AF= 0.79 0.3 0.24 0.4 0.32 0.1 0.08 0.1 0.08
AN 2.26 5.8 13.11 4.4 9.94 1.6 3.62 3.8 8.59
& 0.64 31.4 20.10 8 5.12 21.5 | 13.76 | 49.6 31.74
KRnAOE | 6.86 0.1 0.69 0.1 0.69 0.1 0.69 0.1 0.69
Gt 149 82.6 128 137

) - FREEE. BESUIHFE SN TW LR - R L5 % B OFHED 5 6|

NFAET FoRKREEZAWE (BROGIK3)

< ff PR 10~12 O ERKFERE (B 57~59) OFEFRIZIE S BEWERE (ugNH)

CAEIUE  RRER VREWIRRE RN DR IZR T A E T FOHEERE (WyNH)

LA RZOWTL, VH A, V=T L XA B TXHED) BEBEORWY —7 L X ADE

AW,

c PFEEEZR LIZOW TR, BARZ LOFEREEZ AV,
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<BE>
1 BEEPEUTAE T R GFEEAD) P 1944 A 3 HEkGET) - bk
ft. 2007 4, —ERAR
2 7 v MERNIZER T 2 ER (GLP xfi&) : Ricerca Biosciences, LLC CK[E) .
2005 -, RAF
3 SENTBTHNHERR (GLP %f%) : PTRL-West, Inc. CKE) . 2005 £, K
INFR
4 b~ MBI HRHRER (GLP %) : PTRL-West, Inc. CK[E) . 2005 4, &
INFR
5 Fr_XVizkiFHREHE (GLP xf/5%) : PTRL-West, Inc. CK[E) | 2006 4,
HRINFE
6 IR EEAGEEER (GLP %l R EIEAFZERT, 2005 45, RARK
7 BEUCEMERER (GLP xf&) 0 (ML BRI oA, 2006 4, RAFER
8 KA EMERER (GLP %) : RCCLtd. (A1 R) | 1999 4E, RAFE
9 kdesfirrEEER BEEE pH 7) (GLP %) : RCCLtd. (A A R) | 1999 4,
HRINFE
10 KRR (k) (GLP xfh5)  : (WO E SEmpF 4oksks . 2006
. RAR
11 HEFRRRBREE « RS, 2004 47, RAZE
12 EWFR R BR kR « = AR S . 2007 45, KA
18 RUFF T NEAROIEIRER (GLP %) Bk S U 2RS4, 2006 4,
AT
14 XUFAET REERO T v MBI 220k 0 3R (GLP xf)%) : RCC Ltd.
(AA RA) | 2000 ., RAFE
15 XRUFAET REERO T v MBI 22 E#ERE (GLP xf)%) : RCC Ltd.
(ZA ) | 20014, RAFE
16 XUF AT REEROT v MBI 22 AT R B (GLP xfi%) : RCC Ltd.
(AA RA) | 2001 £, RAFE
17 @iy (B, fEY) A-5 PCA O 7 v k& AW =20k 0 #rERER (GLP xf
J8) AR UY—F L H— 2005 4, RAE
18 Me-753 @7 v b & AW atkfk 0 #mtEsiR (GLP xfik) - Ay UV —F k¥
—. 2005 4, RAFK
19 PTU ® 7 v F & HWT-AMER O #3ERER (GLP %) Ay U —F ko ¥ —,
2005 -, KA
20 THT © 7 v b &AWzt 0wl (GLP %t&) R U —F ko Z—
2005 -, RFE
21 5753 D7 v F & AW AMER D E3MRER (GLP %HS) Ay Vh—F ' ¥ —,
2005 -, KA
22 iRy (B, FiY) A-3 PAM O v b & HAW-AMER 0 3MRER (GLP
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2012/4/18 % 8 REEMABLRESE <UFAES FHEBE 2R () %4

X)) AR U Y—F X — 2005 . RAK
23 Rty (@, 1) A-4 DM-PCA ©F v + & AW =2MER 035 (GLP
) R VY —F o H— 2005 4F, RKAKE
24 Rt fRY) (B, fEY) A-11 753-A-OH DT v b+ & F - 2dkRk O s a5
(GLP xfits) : AR U —F o ¥ — 20054, KAFK
25 XU FAET RFIED 732 7 R RER (GLP xfi%) - MEE AR
BRI ZEAT, 2001 4F, RN
26 XU FAET FFERO T Y X5 FO 7 IRAEERER (GLP xth&) : MEIEAFRE
EIRIFZERT, 2001 45, RAFE
27 XRUFFET RFIROENLE v b & AW R ERIEMRER (GLP Xt M
NFRRE RIEFSET, 2001 4F, RAE
28 XUF AT FFEKRDT v F &2 HWZIREE#H 512X 5 90 HRKER D& 53t
kB (GLP %Hits) : RCCLtd. (AA R) | 20054, RAFE
29 NUTF AT NEIRDO~ T R %& W REEHR G2 L 5 90 HFIRER D530
Bk (GLP xbi&y) - MAEVE NFREE R3EMFSE T, 2002 4F, RAE
30 NUFAET RFEERDA X & AW 52X 5 90 H IERE O G-l
B (GLP xths) - MEE NFRR RS20, 2001 42, RAR
31 XUF AT REKERDOT v hEHWEIRERGICX D 52 H#FEE MR
(GLP %t/&s) : RCCLtd. (A A &) . 2006 4, RAFK
32 XUTF AT RFERDOA XEZHWZIRERGIZL 5D 52 i H 518 M 75k
(GLP xfis)  : MENE NFRRE B ZEAT, 2006 42, RAR
33 XUF AT RFEEDT » & H W= 104 B3 AMERER (GLP %tits) : RCC
Ltd. (A1 RZ) | 20064, KAFE
34 RUFAET REEDO~ T A2 HWTZIZIBEER G512 L5 78 I AR
(GLP xfis) - MENE NFRREEREEMIEAT, 2006 45, RAR
35 XUTFT AT REERDZ v ~ &AW BhHEERER (GLP xHit) - MEEAEE
ESRBFZERT. 2005 4F, RAFK
36 XUTFAET RFEEDZ v M HWfgEar s (GLP %t)%) : Huntingdon
Life Sciences (Z[E) . 2006 4., RAFE
37T NUTFTAET RFEERO T X 52 Hunicfegar sk (GLP xfii) : Huntingdon
Life Sciences (Z[E) . 2006 &, RAFE
38 NUF A BT RIEEROME &2 W18 IR2 R A BB (GLP %) i EEHK
mZEVERHMEE v Z —. 2000 &, RAFK
39 ~NUF AT REAROME 27— DNA E153E: (GLP %) @ A b ERE
EMERHEE v # —, 2000 4, RAFK
40 XU F AT RNERO CHL #iln 2 AN 7= in vitro Yoo /R By 3Bk (GLP %t -
B REE G Z MM o & —, 2000 4, RAFK
41 XU FFET FEEO~ T A 7+ —<fid % A8 s 722988 Bl
(GLP *t)%) : B EEELZEMHMIE 2 —. 2000 £, KAFK
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42 RUFFHET NEERO~ T 2 & FV T/ MERER (GLP ®Fit) & in SR 224
PEREIE o & —. 2000 4, RAEK
43 RXUFF T REARD T~ MR Z = in vivo/in vitro REH DNA &%
(UDS) &t (GLP xhit) : BdhRERLLZEMEFNE ¥ —, 2000 4, KA
*®
44 @SR (B, KEY) A-5 PCA OMIE % V718 IR JER A S E (GLP %t
) ARV U —F o H— 2005 4E, RAE
45 Me-753 DA 2 F\ 71 IR 22848 Bkl (GLP bt : B — A - =)L 2005
. RAE
46 PTU OMEE 2 W 7218 Im22R 2 Bl (GLP %) @ B— -« = A - =/ 2005
. RAFE
47 THT OMiE 2 AW IR BB (GLP xt)%) @ B— -« = A - =)L 2006
. RAE
48 5753 OMIE % AW - IR EHEHER (GLP #i%) Ay UV —Fk o 72—,
2005 -, RFK
49 Ry (B, fEY) A-3 PAM ORI 2 =18 IR 22k kB (GLP %t
J8) o E— e A )L 2005 4FE, RAFE
50 1\t ity (Ehd. +3) A-4 DM-PCA Ol %2 F\ 71517295828 BakBh (GLP
®E) E— e A - L. 2005 4E. RN
51 TR (EW. Fii¥) A-11753-A-OH Ol & W 71517225828 BB (GLP
K)o E— e A e oL, 2006 F, AT
52 XU F AT RFERD T v b Z 7z AT 35 75 18 K OVHI I 3 5l e Rk BR
(GLP xhit)  : MEVE NFR BT B SEMFSE T, 2002 4F, RAFK
53 B ihREREREREMIZ OV T CFERk 19 4F 5 H 22 BN EAFBERRLSE
0522003 =)
54 A EE SR OFE R OmEIZ OV T CERR 19 4 10 A 4 BfHTFAESE 971
)
55 fih. WP OHKIEME (BF 34 FRAER LR 8370 5) O—E s ET 1
fE (CFAZ 20 4 6 A 30 H 1T Rk 20 AR A4 55 8148 15 7= 5 370 75)
56 BRI EA LT AT R BEAD  CEK 224 7T A 22 BILGET) : =R T S
2 RS, 2010 4, —EHAERTIE
57T XU TFFET REAKDOZ v b EH WA E iR (GLP xti&)
Huntingdon Life Science Ltd. (¥[E) . 2008 £, RAF
58 RUF AT NEAKRD T » F & A= 13 BB ER O & 5t ErER%% (GLP
%tity)  : Huntingdon Life Science Ltd. (J%[F) . 2008 4, KAF
59 N F AT NEED T v kIR GE IS T 5 1FH 3 L OV o [EIE MR
(GLP %bits)  : MEHVE NFRBE B SEMFZERT, 2008 4F, RAFK
60 XU F AT NFERO~ 7 R % V7= 2 08 [ SRS 35 5 15 K ONHR e e i
RERBR (GLP xtity) : ENE NFRE BRI ZEAT, 2009 45, RAEK
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61

62

63

64

65

66

67

68

69

70

71

72

73

74

75

76

NUFAET FFEEDT v a2 HWIZREHRGIC XD 4 BR%ERERER (GLP
%ti) : Huntingdon Life Science Ltd. (F<[E) . 2009 &, RKAF
NRUF AT REEO~ T 2% HWTZIRER5IC X 5 4 B GEEERER (GLP
sthi) : Huntingdon Life Science Ltd. (Z&[E) . 2009 4., RKRAFE
NUTFAET RFEROIERET v 2 AW ssifilfg 0 & 512 L o 3@ fe s tER
B (GLP %f)) : Huntingdon Life Science Ltd. (JZ[E) . 2009 4E, KA
PCA 7 v M &M 28 HIFER D53 ERE (GLP xfi&) : RCC Ltd.
(AA A) | 2008 4, KRAFK
R0 f#Y) DM-PCA © 7 » k& AW IREER 512 X 5 90 H I E#E O B 52
B (GLP %t)&7) : Huntingdon Life Science Ltd. (¥&[E) . 2009 4, ARAF
R R (B, fid., +38) A-13 753-T-DO O % =15 2R 28 Bk
B (GLP %tj&:) : Covance Laboratories Inc. (¥£[E) . 2009 4, KRAF
Ry (B, fi¥) A-5 PCA OF ¥ A =—ANLKALZ—VT9 iz 7=
in vitro Yeto /K B 53 BR (GLP %iis) : RCC Cytotest Cell Research ( K1) |
2008 4F, RAFK
Rt R (B, fi%) A-4 DM-PCA OIFILERE=E M A V72 in vitro Yuth,
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