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o PEAFRIIAE . EEHINAE) | ik (s )&Uﬁ%%(@%%%%i&ﬁ%
AEREE) (2RO LT, FEMRENE, BRI T 228, BarE OV ERICE
WTCRIRE & 72 5 iE st E@EMﬁﬁoto

FENAEREBRIZBNT, 7 v N THRRANEHIEIRE, ~ 7 2 CHHIEIREDO R4
SR OEEINAFRD HILTeny, AT ITELEEEA D=L L FTBEZHE N L b,
AANOFMIZ S 7=V EREEARET DI LILARETHL B2 b,

~ U 2% EEMERIRIC B W T, FURICRT 2 Fr B PUAREABE DI T 235580 AL 7223,
7w MZBWTIIREREEITRO bR o T,

KRB OMEERED - Di/IMEIEL, A X & Hvis 1ERIBEZFEMERER O 8.10 mg/kg
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H%—HEIGFAE (ADD) L& ELL,
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IUPAC
4 (RO-N[2-(1,3- Y AFNTFN)3-F 2= )L]-1- A F-3-(h U 74
AF V) 1HET ) =) -4-H VR FH IR
Hody : (RS)-N-[2-(1,3-dimethylbutyl)-3-thienyl]-1-methyl-3-(trifluoromethyl)
-1 H-pyrazole-4-carboxamide
CAS (183675-82-3)
g N[2-(1L,3- Y AF LT FN)3-F =] 1-AFN-3-(hU ZFm AF
IV 1H YT —-4- T VR FH I R
B4y« N-[2-(1,3-dimethylbutyl)-3-thienyl]-1-methyl-3-(trifluoromethyl)-
1 H-pyrazole-4-carboxamide
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Do WIVKRUET =V RR(LEME Y — RbEME L TIERDERE AT N T Ak
(TR DA ER ORI L Y, 1995 FICRHE SN, RAIOEREEL,
a2y RU TEAMERESE 1T OREERIC LD MR R — 2 150,
ATP &R EBLET L H D EEZ LTV D,

T ETIE, 2008 4F 7 A ICHE IR ST,
ARl = b7 7 a R st L0 BRERERHEIC S < ERIERHFE GERSERL

AR REE) BRI TWb,



I Z2HICETIABROME
EEPPERE (2007 5F) | BINEHER (MR EGE & OMEY 7R Bl B pE )
Bt LICEMICET A BRI AEE L, (B3 1~85)

FKAEEMABR[IL. 1~4]1X, XU F AT ROET V) —)LEOD 5N DRFED 14C
THEFHLZHD (LLF lpyr-UCloF4ET K] Lo, ) KOTFAT7 = VBB
ANLDRFZE UC TEMLIZHD (LT Tthi-4Cl_rFA4 7 K &), ) &
FWTEM S, HOTREIREE K OB IR BE X RR T 0 D372 WA IR T4
7 NICHSRE U=, B0 i S L OB SRR 1 RO 2 IR &
TW5,

1. BERNERRER
(1) B
@ mARE#R
Wistar (Hannover GALAS) 7 >  (—#EMERES 4 PT) (Z[pyr-14Cl_ v F A
v'7 REO[thi-4Cl_R>F 4T % 10 mgkg KE (LT [1.] 2B\ T HE
MR Lo, ) FHLLIT 100 mgkg (AE (LLF [1.] IZ8WT IEHE] &0
9, ) THERR O &5 X [pyr-14Cl <> F 4 v K% Wistar (Hannover GALAS)
T b (—HEHERES 3 P0) IEHE T4 E LT 7 AMRER D&KL L, HEyH)
RERABR 2N it S 7z,
MAER IR ENRE )N T A —HF IR LIRS TN D,
MAERIZEBNTIE, BHELANEHE CERBESEIIRG &AL, —FHEMEDO
RhamLic, £lo, ERMEAWROMEITRD beno T, ML T 5 &
HED A FIREE D TR0 m - T2,

K1 MBEHEVBEFN/S A4

PERR A [pyr-14Cl<>F 4T K [thi-“C]<>FFE T R
b 10 mg/kg K 100 mg/kg A H 10 mg/kg K 100 mg/kg A H
PRI Jii3 i3 Jii3 il Ji3 il Ji3 i
Tmax(hr) 0.4 0.4 1.1 1.3 0.5 0.4 1.0 1.3
Crmax(ug/g) 1.6 3.3 15.2 28.4 1.5 3.4 14.3 31.9
Tis(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 - pglg)
@ MULE

REH-HEIERER [1.(D @] DO R S B H S =R L, (R &% 5-8£ T 83.9~
86.6%. EHEHR G T 86.3~91.9%Th D LHTE ST,




(2) AT

Wistar (Hannover GALAS) 7 > kb (—#ElERES 3 U8) (2 [pyr-14Cl_ T %
v 7 REO[thi-4Cl T4 7 FEEHER L < IXmAE THERR DG XX
[pyr-14Cl<>F 4 v F K% Wistar (Hannover GALAS) 7 v b (—REMEMES 3
JB) ITEAHETAELIL T BMREROES L, RN i S vz,

TESERRIC I 1T DR I REIREE 1R 2 MO 3 ITRS TV D,

Hi[E# 53RICB W T, WINoORGEIZEN TS, RRERRIREE LT~
TOMERCTEE 1 BRI RERE & 720 | LIRIT 2 & OV ER & BR ) TR0
I LT, 85 72 BRI IZITIT & A E O/ IR DS A TR R A & R4 2
NWULT Epolz, ZOH T b IREDS &I CmERkTh - 7=,

PR S IAEFRALE DM K o T ARk O IR B IR 0% O R B 3
RIS B o Tz,

RAE#5RBRIZ BV TR, 2 < OFEREF OF% S G RE IR EE 23 Hila # 5. L 0 f# )
IZHIN L, 5 THRBUD Lz, mBEFR OB HEGTREIL. 7 B &GO KKK
572 FER#ZIZITBO b oz, (R 2, 80)

®2 FEMABORBRAEREE (EEEKES. ng/g)

R
ki 5. P 1 R % ¥ 5. 72 BifE%
il
(LS &
W (54.8) WENZEY) (27.7) . H (22.9) | | 1EK (0.24) | T (0.23) . 42if (0.13) |
- ¥ (10.7) Ji5H (5.54) . HNAEY (4.31) | | E (0.06)
JBERE (2.60) . U >3 (8.50) | & (1.98) .
{159 M4 (1.16)
H W& (82.8) BN (17.2) T (15.5) | | EK (0.25) | 41 (0.15) | I (0.14) .
& H (13.3) HEH; (5.83) . U »/NIR (5.51) . | I (0.06) . JHEL (0.06) .
M| (4.27) | B (3.52) . 5 (3.32) . | (0.05) . > (0.05) . IfifE (0.05)
[pyr-14C] JREL (3.23) | M (3.14) | JEE (2.84) |
_%?% i (2.80)
S H (544) | JHE (290) . HNZAW (280) | | MEK (2.67) | T (1.43) | 4xifn. (1.42) |
e RENZEY (265) | T (139) | iERA (127) | | Mg (0.70)
HE | EE(82.2) . U L3t (68.8) L [ (32.6) .
- AIZAR (24.8) | B (19.7) | B (18.3) |
E imiE (13.6)
= H (409) | i5H (255) BN (251) | | MEK (3.44) | 421 (1.82) | T (1.13) |
- VLo (173) | B (167) L BF (141) | | f#E (0.63)
M| IR (66.7) 14 (62.9) . BNEY (54.7) |
PNEL (53.7) . 7= (44.5) | & (40.6) .
M4 (29.7)
[thi-14C] 7 (51.3) A (42.1) L F (30.0) . | /1T (0.32) | Bk (0.24) | 4xif (0.14)
T {159 AT (15.4) ik (12.6) . A (8.54) | (0.09) | AN (0.08) | fif
Fbs | | &EE (6.10) . U 3R (2.98) | fBAS| (0.06) | ‘B (0.05) . & (0.05) .
ke & (2.23) . 1m#E (1.39) W& (0.05) | &I (0.05) . 'H (0.05) .
FURIR (0.05) . U iR (0.04) |
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£ (0.04) | BEDE (0.04) | 14 (0.04)

BN (42.1) & (35.5) JiT (21.6) |
H (13.7) . BEBE (9.55) . & (6.48) .
Uy (4.60) . HARY (4.50) |
B (3.88) . iffE (3.04)

mEk (0.30) . JH (0.29) . BAE
¥ (0.17) . 41 (0.17) | BPEA (0.11) .
R (0.11) | Jifi (0.09) | 544 (0.08) .
AR (0.07) . EIF (0.07) .
0.07) . 0> (0.08) . B (0.06) .
H (0.05) . V3R (0.05) . i
4% (0.05)

H (555) | I (339) . A (238) |
HAW (217) T (142) | JIEN] (61.2) |
U 273 (44.3) (D (32.2) VB (25.7)
AR (14.2) | g 11.7)

i (3.62) . 1Bk (3.01) . 41f (1.83) .
B (1.00) | 1 (0.79)

i 8 I

it

B (755) . WBNAY (284) . AR
¥ (259) . WHE (244) | AT (165) |

(63.9) . B (61.7) . I (53.6) .
g (44.5) | ImAE (36.5)

Vs (97.8) |« BENG (80.0) | A

¥k (3.58) . JIT (2.82) . 4xifi. (1.68) .
B (1.02) | fifi (0.82) . ¥ (0.68) .
> (0.66) . FIFE (0.65) . IAE (0.64)

®3 FEMBORBHRMREE (REKES. ng/g)

(63
il

AR5 H
(4 HH#E 24 B5lE14)

R 8 H

(7 HIH# 5 24 FFlE14)

AR 10 H
(7 HIE#E 72 BFiE14)

JF(1.68) . I Bk (1.04) . %
(0.862), 4=1f1(0.810), I
(0.514)

i3

iF(2.91), MER(1.48), 41
(1.22). ¥(1.09). 1f4%(0.565)

fF(1.13), MER(1.12), 4
(0.812). #¥+(0.373). Jifi(0.237)

JiF(3.00), %%(0,837). I ER

i (0.786)., 4:1.(0.736), A

iF(2.26), MER(1.27), 41
(1.04). =(0.575). Jili(0.548).

MmER(1.10), AF(0.939), 4xifn
(0.675). (0.364). ifi(0.246)

(0.536) f4£(0.545)

(3) REWARE - EE
@ HEES

[pyr-14Cl = > F 4 7 K EOQ[thi-¥Cl X F 4T K& H v 7= P il R
[1. ) D] TH 7~ Wistar (Hannover GALAS) 7 v F O 54 24 FrfE D
RO 5% 48 el D #E, [pyr-14Cl<>F AT N L <IX[thi-“Cl_v FF
BT REHWZEA PR (1. 4) Q] T 517z Wistar (Hannover
GALAS) 7 v F D514 24 K OREM | [pyr-14ClI_> F A4 7 KL O[thi-14C]
RUTFAET ReHWERNS AR [1. (2)] TH 67 Wistar (Hannover
GALAS) 7 v FoOMmER, ML AL E LT, XUF 37 RO
[FE - &R ol S 47z,

HEEGIZB T 2R, EXOEHICBT2REIEE 4 STV 5,

JRAIZEBNT, BUbEMITIZE A ER SN o7, RE@mE LT, ©7 Y
—IVEREFFO A2, A-3. A4, A5 FEN[pyr-UCIRUFA4AE T REGIETA LI
2, WIS 10%TAR K T o 7o, MEaA R GRS 2 @ o A3
ELTAG6, A7, A-8FENRHLLNTEDN, ZTRHHMETH T,
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b oD AR,

H L LT A6 KLTNA-8 )Y 2.3~13.0%TAR it & #u7=,

EFRCIE B-3 D7 V7 a U BiE RN EEREHY Ch - 7=, 2 FlED B-3 #
BEPHEE S, B-3 A RO 2.1~9.9%TAR. @7 2.7~8.5%TAR K:H &

77*4
—o

ek, ML OVHFlES T, 3 - JRPTHA LN FEERB DB ST,

7 v MBI 2 HEEMRBHRKIL. X T4 T ROT 47 = VEOBRL (A-12,
A 13 DAERR) . T A7 = VERHERDBEED 3R & 7 2 NiEA ORI iE (A-2,
A-3, A4, A5 DERR) | T4 T = VERMEIBET VX VDR Y T Y — LER A
FIIEOMEE (A-6, A-7T. A-8, A-9, A-10, A-11, A-14 D4RL) & Zicki<
AR #E 2 67,

(%08 2)

x4 BEBSICEITAHR. ERVEFICEITH5KEY GTAR)

PR B MR BB [ RUTAET R MR
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 DAt 0 (1.04)
1 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), = DAl 1 (7.9)
RE A-9+A-10(3.1), A-8(2.5), A-6(2.4) A-5(2.2),
® <0005 | A3(1.5), A2(1.9). A-7(0.9). Zfh ) (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), = Dfth ¥ (5.5)
ANUFF A-5(1.8).A-2(1.5).A-3(1.2). A-9+A-10
v R bR <0.005 (1.2), A-4(0.5), A-8(0.4). A-6(0.3), = D
fth, 0 (1.3)
e 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), % Dft »
100 mg/kg (7.5)
G A-9+A-10(3.2). A-8(2.5). A-3(1.7). A-6
PR <0.005 (1.1).A-5(0.8). A-2(0.7). A-7(0.4), = D
fih ¥ (3.5)
i 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
- : (2.3).A-13(2.0).B-2(1.6) . A-9+A-10
(1.6).A-2(0.1), Z DO ¥ (5.3)
1-14 - - - - - -
Et\ohzl/%g 10 mglkg | K |7 <0.005 é) .i;%%lg({i?;)zﬁgé;(zi)\A 6(1.3).A-7

12




v K

(LNEES

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), Z DAt
(9.6)

il

<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
(LN

iz

<0.005

A-9+A-10(1.7). A-8(0.7) . A-7(0.4) . A-6
(0.4), % DAl Y (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)

<0.005

A-9+A-10(4.0), A-8(3.2) . A-6(1.6) . A-7
(0.6). % Dfh v (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). = DA © (8.7)

[pyr-14C]-
T
|7

10 mg/kg
(LN

ii3

iERe

0.17

B-3185D2(6.2).B5(6.6).B4(.3). B3
A2 (62, A 74.2),A114.1,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 DAt 2(21.9)

i3

iERe

0.10

B3 Ak D289, B3Eaik®2 (7.9,
B-4(29)., A-112.6), A-824), A-723),
A-6(2.1), AHA-10(1.9)., B5(14). A2
0.9. A-3002. A'1402). A502. A13
0.1, Zoft;? (282)

100 mg/kg
(LN

iz

iERe

0.16

A-9H+A-10(7.4), A-8(2)., B4(35). B3 41
AR D 2@3). A73.1). B3 Ak ©@?2
@7, B5@.1. A-11(1.9. A6(1.0)., A3
02. A50.1. A-130.1), A20.1). A-14
0.1, A-40.04), ZDfh2(39.2)

iReY

0.19

B3 faAik @ 2(64), B3 Atk ©26.0),
A-6(4.8, A8@B.7). B426), AHA10
(2.0, A-11(1.9)., B515)., A-7(1.0)., A3
0.2, A-13(0.D, A50.D, A20.D, A14
0.1, A-4(0.0.3), ZDfth 1(32.3)

[thi-14C]-
AU F G
[N

10 mg/kg
(LN

iz

iERe

0.02

A116.9. B3 A2 262, A-86.0).
B-44.7), B3 1346 D2@.2), A-9+A-10
(9. B525). A6(20. A-7(1.1). A13
0.2, A-140.2), ZDfth » 27.5)

iEReY

0.16

B3 135K D299, B34k @2(85),
A-11(40), B5(32). A9HA-10Q2.7). A8
22). B422. A-71.0). A130.39. A-14
0.3, A-60.1), Zfth? (36.1)
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A-9+A-10(7.1). B5(9). B4(.1). A6
4.3, A 7@, B3aAR® 2B4). A1l

He 005 |09, ABES. B3HAKD 2@1. A13
100 mg/kg 0.2, A-14(0.1), Zoih ? (35.7)
(N5 B3 Ak @ 24.4), B3Huak@24.3),
i |yt 0.13 AOHA1043), B4(29), A1128), A8

2.8, A-626), B5(1.4, A-7(14), A13
0.04), A-14(0.04), ZDfth 0 (26.0)

1) R L OFE PR Tl 7T~9 By DA FH AR B4 G REEO R a0k CIX 15~26 )y DA,
B B3 B REE O JEH TR T 10~32 sl DA 5E, M &R G REMEO IBH TPEEH T 16~
25 (k5T DERE. B G EEE O BRI 15~28 iy o A d

2) : B-3n /vy a  ERAR

@ REHEE

[pyr-14CI <> F 47 REHW I EER SRR [1. D] THELTz
Wistar (Hannover GALAS) 7 v & Hu/= 7 B GERERIZBIT 5388 2. 5
KO8 H (Fe#kde s 24 W) 1T SN2 IR, A OMAEZFELE LT,
YFAET FONRBWIRE - & &R FEh STz,

KA 5B DR L PEFORFMITER 5 IR TWD,

RE O #EF OMRBITHEI G- L RZETH - T-, BULEWITIRF TIZRD L
T, FEHPIZ 0.85~9.12%TAR 588 Hitl-, MIEFIZIL A5 BRH S eho 7z
23, ORI L AR G & AR ThH o7,

RABB G 2 HEERHRRK X, BHERG LR TH-o2, (=M 80)

x5 REEBESICETIR. BEICET5KEY (WTAR)

okt
PERI | R | BRER | XU FAET R Rt

fieg 1

.- 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), Zofh (1.77)V
A-3(3.40) . A-2(2.58). A-4(1.59). A-9 (1.41).

JR | 5H ND A-5(0.99). A-8(0.87). A-6(0.27). A-7(0.26). # D

fit(3.31) V

8 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). Z=Dh(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(3.44) . A-11(3.01) . A7(2.38) . A-2(2.14) .
A-4(1.32). = D1fh(6.34)V

i

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). ZDfh(4.66)V

A9+A10(9.22), A-3(7.34). A-6(6.27). A-8(6.24) . A-11(4.39).
8 H 5.15 A-5(2.87). A-7(2.05). PTU+A-14(1.54). A13(0.93). #D
fth(9.149)»
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i3

A-3(2.93) . A-8(2.90) . A-2(2.63) . A-6(2.13) .
2 H ND A-9(1.78). A-4(1.04). A-5(0.64). A-7(0.29). *D
fih(5.08) V

E e 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). ZDfih(6.11)V

A-3(3.90) . A-8(2.80) . A-9(2.39) . A2(2.19) .

8 H ND A-6(2.00). A-5(1.55). A-7(0.21). ZD(7.37)D

A-7(4.71). A-6(4.54). A-8(3.71). A-9+A-10(2.91).
2 H 0.85 A-11(1.23). A-3(0.99). A-5(0.72). A-4(0.36). *
Dih(4.81) v

A-6(9.61). A-7(6.46). A-8(5.92). A9+A-10(5.25).
# | 5H 476 A-11(2.08). A-3(2.05). A-5(1.81). PTU+A14(1.52).
Z D(8.61)

A-6(12.6). A-8(7.28). A-7(7.04). A-9+A-10(6.65).
8 H 1.54 A-3(4.40). A-11(2.65). A-5(1.65). A-4(1.00). *
D (10.5) v

D JRPRETIE 2~6 iy O AR ETREW T 3~4 O D AR ZRT,

@ MBEitthKEYDREE

JBE T = 2 — L &3 A L7~ Wistar (Hannover GALAS) 7 v ~ (—&£HE 2 L)
IZ[thi-4Cl > F 4 T K% 100 mg/kg RE CHEIFR O #5- L, B RO
Rl E DM T O,

e 5-4% 0~6 IR D REYHEUEF R OREE RN I OV TR B IR SN TV D,

AR R~ O T T B PR T, B 5% 6 FFRILINIC 58.6%TAR, 12 I
W £ Tl 75.8%TAR 23Rt &7z,

BeH# 0~6 RO fH- Iz b 7e < & b 6T ORI M S iz, 2 b D
R DOIEE A EITEEOREFROLRRCFAET RICEAINZTZDICAET
TSGRV, HOWVIIY T AT LI~ —ThdH L EZ2 b, Bb%&ED GSH
HRHIZIA- 121D AT A -7 2 2 UK EIR (18.1%TAR) K OMA-12]
DY AT A HEE (9.1%) Th Y IZ 7 & F 4 kDA EN 19 [E1E1E
L. ZEOMERMERE & HICHFEEL,

WEBEDH T 72 < 0.8%TAR B S, T OBILEWIT 0.1%TAR T
Hol=, (BHT9)

F&6 0~6 KA P OEERAKEY (WTAR)

SRR D)5 8 BNEIRGE FEAE
GSH-F-DO 0.8
t Fe % -GSH-F-DO 0.1 39
vt Ka¥ - GSH-F-DO 1.8 '
7 b Fr- GSH-F-DO 0.5
Cys-Glu-F-DO 13.1 19.6
t Fe % - Cys-Glu-F-DO 4.4
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Cys-Gly-F-DO 1.1
7 & Rr- Cys-Gly-F-DO 0.8
7 & Ru-Gly-N-7 & F/L-Cys-F-DO 0.2
Cys-F-DO 9.1
7 & K- Cys-F-DO 0.5
t Fe % - Cys-F-DO 2.7
DM- Cys-F-DO 1.4 15.7
t N 2 -DM- Cys-F-DO 0.3
N-7%&F /- Cys-F-DO 1.1
t Ne X% -N-7&F/1- Cys-F-DO 0.6
GSH-T-DO 3.1 a5
bt Ko -Cys-T-DO 0.4 '
DM-t Ko % -MTF-753 7 /v 7 ) A R 1.0 9.3
b N ¥ -MTF-753 /v a) A K 1.3 '
DM-A-COOH 0.5 0.8
753-A-COOH 0.3 '
753-A-OH <<0.2
753-F-DO <<0.1 B
NFFET R 0.1 0.1
— RN L
(4) Bt

D RRUEHH#

Wistar (Hannover GALAS) 7 > b (—#HERES 4 VT) (Z[pyr-14Cl~<> T4
v 7 F#E L <IZ[thi-UCl_> F4 T NE2KH &S S A 'R 0BG X
Wistar (Hannover GALAS) 7 v & (—#EMERES 3 PC) (Z[pyr-14Cl R F 4 ¥
7 FEEHET 7 BREKER DG L, HElEkBR o 6 S vz,

H[a|$ 514 96 KEfH O #E L VR Rt =133 7 10 E#& 53R 11 B 0L
PRPPEIRIZFE 8 ITREN TV 5,

WA EREZBW T, KHER ST, & 5% 96 FEl T 91.5~93.2%TAR
PRI HEI X7z, BE5 96 R O B IGE & WA PR 5 el
ZTNFN 0.1%TAR LLF ThH o 7=,

Fio, mHERGHTIL, &51% 96 FFH T 91.1~94.7%TAR 73 # R FIZHE
ST, 5 96 KM% OB IBE & NEMHICEAET D eEIXE £ 0.1%
TAR UL FThH-oTz,

RAER & GRICHB W T, 90.9%TAR DL EAEER 11 B (7 HREEG#& 5% 96
REfE) ORI PR S T,

T RTOEGHICEBWDTESGBHEDOHINERIT 91% L L THY  NoFAE 7
R OHEITEHSC)CTh o 70, EEHRIREKIZEF TH Y | &558, MR O
ALIE DB L DM N2 — o DZEITRO biLe o7, (2, 80)
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K1 BE5%6BEORRUVEDHME (%TAR)

[pyr-4Cl_>F 47 K

[thi-4Cl 2> F 4T K

BRI 10 me/kg (A 100 mg/kg A 10 mg/kg (K 100 mg/kg (A
TR JAiE I Ji il 1k i3 Ik ki3
BB | | R | BB R | E R | BE| R | KR | E R E| R | E R
Bt 145]69.6]23.6]82.0]12.7]73.7/20.9]79.0 | 13.3| 72.0| 19.6| 84.3| 9.0 |72.3| 18.8
96 g
% RO — DY E T,
%8 HER11BORRUESHEME (%TAR)
B hH5 [pyr-4Cl_X>F 4T K
PER i i3
Faw st 3 JR D 3 SRV
HER 11 H 71.8 19.4 65.0 25.9

@

1) ROEIZ 7 — Dk & &t

RB it chE it

R H = 2 — L 24 A L7 Wistar (Hannover GALAS) 7 v b (—BEMEES
4 JC) (Zlpyr-4Cl_>FA4 T RE L I1Z[thi-¥Cl_r T4 7 REEHE T
I HECHBERRE OBS U, JE PR ERER 23 5506 S vz,
Halfe 4% 72 R O, IR L OFEHHEERITER 9 IR SNTWD, &5%
72 BEREICOMEA-HEIT, (KA EREREOBET 66.6~70.9%TAR, T 65.7~
74.3%TAR., EHEREGHOMET 74.6~81.1%TAR, MT 62.8~65.7%TAR T
HY . WTHOMERA R O GEICBOTHEERMEE TR T, XF 4

BT NIZHEE £ 0 @m0ElE TR S, BT 2l L TECDISERIA~HE

s tBZBxohl, (BH2)
9 BE5ZRI2EFEOET. RERUEDHMIE (BTAR)
[pyr-14Cl<>F AT R [thi-“C] <> FF T K
&5 & 10 mg/kg & | 100 mg/kg & | 10 mg/kg & | 100 mg/kg &
Ei Ei & &

el Jii3 i3 JAi3 i3 Ji3 i3 Ji3 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 | 148 | 11.1 | 7.3 | 22.8
# 12.2 | 133 | 9.7 | 129 | 83 | 102 | 80 | 11.2
Jp—H AT | 1.20 | 0.22 | 0.35 | 0.84 | 0.82 | 0.61 | 0.52 | 0.73

D r— i e e,

LA - R B BRI D LA — AR LS BLFRL)
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2. {EYMEREREER
(1) TE9

[pyr-14Cl_>F 47 RO [thi-4C]_>F 4T K% 400 g ai/ha D HE T,
7 K7 ({FE : Thompson Seedless) DREMERIZHAG L. HEW AN E B2
FEhi S, RN, Bfi 30 BB L UN60 BB LI RE, #E, XL OIR%E
BHL 72,

BEREEZ 2507 v—7 (1, 1) &, ZA—71Iak#7n 77 A L%
FAHTDITAZ =K (T113) I[ZXAREEHFRICHE E2IT-72, 7 v—7 11
TV A R0V 2 — 2GR EONMTIRERICE T 2HMIC O W T ORHET — 4
EAGD 72T, REEEEZETITHIM 21T o 72, #UF 30 H & &N 60 HZ DK
2B DRFRR A BEIXFR 10 ITREN TV 5,

BREIZBIT D FEEDIIBULEM CH o T, REFORTFTAHET FOKGF=
%, B 30 A% TR UHEE (TRR) @ 20.6% (0.042 mg/kg) . 60 Hi% T
4.8%TRR (0.004 mg/kg) ToHh Y, WAZORH ORI & & HITHEA Lo, Rt
IR THET RINGENRDoT2Z b, RUTFAHET N3 7 Ry RS
LRV, IR ECHTERE L b0t Ex b, FERHWE L
T A-11 JAEKHR 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 iz,

BEIZBWTHBULE N EERR S TH Y, B 30 H#%IZ 16.8%TRR (0.858
mg/kg) . 60 H#IZ 5.0%TRR (0.169 mg/kg) #EfFE L7, FEMNH M E LT A-3
2N 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 {35162 6.1~10.4%TRR (0.314~0.349 mg/kg) i
STz, . EMERSY B K G FRIZIZ M LIRS, A2, A-14 O PTU
25 0.1~0.9%TRR # HH & 7228 PTU 13K /3 s e € A-11 OfiKIC K 0 Apk
Liz&EExbNhz, (BR3)

F 10 #M 30 BEREUV 60 BROFEIZH T HHREBMAIEE (ng/ke)

s i 30 A % Wt 60 A 1%
R | fEE | e | MR | BT | SR | M | e
1 0.20 5.11 0.17 0.01 0.08 3.35 0.13 0.02
11 0.24 0.21

RS

(2) b= F

[pyr-14Cl > F A4 EZ KL [thi-4C]_>F 4T K% 300 g ai/ha (IBfT&EHK
AilX) K 1,500 g aitha (5 fE&fMX) OMH&ET R~ (WfE : ACE 55VF)
DOFEY)ERICHAT L, IENEm B EE S vz, 3UEHE, B 14 Bi&IC
FREV U732, 21 HERICHREV L7 32, 1, ERUMRZ I L=,

REABZ 207 0—7 A, 1D 1250, ZA—71TIFH7e 77 A Vv %
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BHTDIT AL 7=k (713) [Tk AR mEEHFZICHE 2ITo72, 7 v—7 11
N T L BRI BT A REHIC O N T OIS T — X 2185 7= 0\2 . B
AT 217 o 72, 1EITEEUE KL O 5 3B HU K ORI BIT D5k
ETREIZ R 11 IR EN TV 5,

REFOFHERRFITBULEYH TH Y | B 21 B OBULEW ORI &I 22.7
~38.4%TRR (0.005~0.108 mg/kg) TH 7=, il E LTA-3, A5, A-11,
A-12. A-13 XOVA- 1L A ERBRBE SN 0T 10%TRR Kl ThH - 7=,

(ZH4)

F 11 BEIZH T DRRDRSTEE (mg/kg)
e | RIE 1%l iiEl % _ f_ii%ﬁ 21 H fé _
RIEHD RIEHD AR E 4 il
I EAT & 0.01 0.02 0.65 0.25 0.01
5 & 0.46 0.28 4.84 1.17 0.05
I 1B1T & 0.02 0.02
55 &E 0.29 0.10

/BRI T

(3) ¥Ry

[pyr-14Cl_>F 4 7 KL [thi-14Cl_X>F 4T K% 200 g ai/ha (1BfTEH
FilX) KO 1,000 g ai/ha (5 {5 &HAIX) OHETH v~ (5FE : Dutch Round
cabbage) (ZH#fi L, HEMIRPWNEMBRERAFME Sz, #EHET, 8 21 HRZIC
it F3E S OB A Bl L 72,

TEAT EHAG X KON b (BRI X OB I DB REILER 12 IR Eh
TW5,

X ¥ XY O EETOEERIIBUEEH TH Y . 20.4~34.0%TRR (0.10~
0.88mg/kg) it S 7-, FEARFH E L TA-11 FAEED 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 iz, MEATIX. BULEWOEGFEIX
10%TRR RimTHv ., FTERFHHWE LT A5 2 26.3~30.0%TRR (0.01~
0.04mg/kg) . A-11 #A1A) 4.2~10.5%TRR (0.002 ~0.005 mg/kg) i S

iz, (=M 5)
R12 BEIZHITHFEEHMETEE (ng/ke)
1BAT & X 5 [ B X
Hi ERRx | ANEEED | ASERED FRAED M BERx | AREERED | REERER FRAEH
0.48 1.41 0.05 0.02 2.58 7.93 0.16 0.12

o AER A RS E B ST o N F AT MARRE

19



FEIZRT B TFAET ROEEFREITX o TFAE T FOMAEHT V¥
»%@&M@xnoxmm\%m_m<@é%;%ﬁ7;/%®&muxm\A13
DERK) KOT A7 = VEREROERBED DR E T I NESOIKG#E (A-3,
A5, A2 DARR) BNEZLNTZ, (M3, 4. 5)

3. TiRPEmHER
(1) ¥R EDERHAR

[pyr-14Cl_>F 47 KEW[thi-¥Cl_XF4E T &, fHELE (.
) 12 1.49 mg/kg ¥t G RA S T & 1,500 gai/ha fHY &) &b L9

IR L., 25°COMEIRZRN (BFAT) T 196 H A o % = _— b4 B aF5AR) i
ﬁﬁﬁ%ﬁ%méMto

RUTFAE T RIS T TIPS iR S du, HEE P
130~139 H CTH -7z, TEHMEMIT A-3. A4, A-12 XV A-13 THo7T=, g
{LRFEDLFEE 196 H T 15.7~19.2%TAR ik L7-, % DAl 10%TAR %8 %
HAHITEEL | A4 BNERRT 7.16%TAR (JLHE 140 H%) IZE L=, D%
W Uiz,

RUTFHET ROFKHHEICBIT 5 EEG#REKE LT, T4 7 = VRO
fefl (A-12, A13 OAERR) . T4 7 = VERBEDBREE DS L 7 2 & oM
mA%(AS.A5®$m)\t7/~»ﬁ®%%»%®%%(A4@$m)\
FOEHITIX I L R B DR IR T DR N EB 2 bivlz, (B 6)

(2) TERERER
4 OENTE (W ERAL Jl, B L BEROKIK, IKEAKH T
WiA) % PV C 3 5 5B S S it S Az,
RUFFET RO LEIZ351F % Freundlich W #4235 Kads |3 2.56~20.5, &
IR BB AT LD MIE L7 At 2 Koe 13 371~522 Th o7z, (B T)

4. KPEGHR

(1) mKsEHER
NUFAET o pH 4 (BeleszEik) . pH7 (U UfeffEik) KO pH9 (K
U FRAEETR) DOBFEENRIC 25 mg/L L7325 X H ISz =%. 50+0.5°CT 5 HIH
A U F 2=~ L CTHIK G i ailif /3 Ikt S iz,
NUFAET RO 5 BHEOIMAKSIEIT 10% K0 TH D . AERA 72 BR B 4t
(25°C) TONWIIL 1 LA EIC7e D EHEE STz, RUTFTAE T RIIARSEMHT
TREEEZEZbNT-, (&M 8)

(2) KhAtoBRHAER BHEERUBERK)
NRUTFAET Na pH 7 OWE VU U EEEHRIC 2.02 mg/L & 725 X 512z 7z
#%.25°C T 15 HH &/ VS GIEN K : 300~400 nm, JE58E : 19.3 W/m?2)
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ATV, KB O BNl S iz, Fiz, XU T AT REREE K
A GEJIZK - f&@) 2 50 mg/L & 7254 X 51271, 25°CT 14 Hifl¥%& / »
JeHaE (HIER K : 300~400 nm, Y38 : 38.4 W/m2) Z1T\, HAKF DN
oy iRk b e S i,

pH 7 OREEHER T K OBERKFONT BN TEH, RUTFA4E T RoYHR
FE S O mhzsbf‘ohfotbw oo NUFAE T NITREERR T K OERKF TL
ETHY ., IR N oT-, (B9, 10)

5. TIRZBEHER
KPR L - i ORI RO L - L () 2T, XU F4e7
R K OV R A-4 Z 5t 8 b &9 & Lo iR BB I 1 2 TR AR (BN
K OVEYG) 2350 S v,
FEFITIR 1B IR T WD, #HEE I, <~ FAET7 K& L T6~85H,
RUFFHET NENEMOEEE LTIE, 6~190 HThH-o7-, (B 11)

® 13 TEREBHBRKE EEFRH)

HER TR +-1 NRUFFET R | RUFAET R+
B LR |- B T 85 A 190 H
N RE | 1.5 me/k
= B MEEE sk 1 - a1 14 A 60 H
. KUK - - #4E + 63 H 74 H
EHp 1.4 kg ai/h -
RiA=ER gavha o L 6 H 6 H

X B NRER Titin 5 RER TKRIA 2 ]

6. 1FM&EEHER

R OREEZHNT, XUFAET7 K, RE A-3. A5 KON A-11 %58t
GUbE & LT EMR R Sl S vz,

AERITAK S I RSN TV D

AIRERIC iém/%ﬁt7k®mk%mﬁi RASHAM 1 BIZIZIHE L2 U —
TLA A (XEEE) @ 18.8 mgkg ThoTo, AIREICIIT 2 KW O KRR E
1%, A-3 TR 14 B0 S &9 (RFE) @ 0.05 mgkg, A-5 TILHMARK
i 1l4d HEDO X v XY D 0.11 mg/kg, A-11 TIIE&EA 21 HEO 7 o (B%E)
® 0.11 mg/kg TH-o7-, (B 12, 81)

B 8 DIEMFRRERBRSARIC K S, XU FAE T N BULEMDH) % FiEqT
xS &8 & LIz a0 & OREERBIE D 14 (RSN TW D (BIlRk4 &),
B, AHEEBREOEEIL, BHEINTWAD IIHFIN-FHFEN S F
ZLI:"? R RO 2" TSR, T X CoBAEDICER S, T - 5

IR DR BEEOEBNEL W E DEED T T 7,
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x14 BRPLYERINIAUFFES FOHTEERE

e /N 4T b g 65l
(fKHE : 53.3kg) | ({KHE : 15.8kg) | (KHE : 55.6 kg) (K : 54.2 kg)
B
(wgl A F) 149 82.6 128 137
7. — iR

YU ARORT v b O Te RN R i S e, RERITER 15 1REh T

Wb, (R 13)
#15 — MBS BREE
‘ e b
. ELY/Ex mIEHRE | FHE
REBOMEE | @ | (mgkg REH) il B O A
DT/ (b b (mg/kg 45 | (mgkg (A5
0. 200 10> 2,000 mgkg
— iR RE - 1 3 60(; 20‘00 HE 2,000 | BE: — | (RECREZIL
(brwin 15) i 3 (ﬁ:ggﬁ) HE : 600 | M : 2000 | b, AT
YR PG,
2,000 mg/kg {AEE
g 0. 200, CHERIRREIE
HAX (%%QEA Zv b| MBS | 600, 2,000 600 2,000 | FHKT, BEhtD
TR Jus—— (&) R DR OV
k3 TR M)
0. 200,
H¥SEENE | 7 >~ | HES | 600, 2,000 2,000 — SN2 AP
(o)
0. 200,
e |~ 2| HES5 | 600, 2,000 2,000 — R e 7 D
(&)
. 0. 200,
ﬁff ME, O 7~ b | HES | 600, 2,000 600 2,000 2’009mg{lfgfﬁ
R , QIiE e
(&)
- JRE, JRH 0. 200,
. | BE. | 7> M| HES | 600, 2,000 | 2,000 — BT LB
| REBIT (% 01)
N - 0. 200,
miﬁz m{ﬁ%‘ 7> b| #5 | 600, 2,000 | 2,000 — LB
A Ta i )
(#&11)

R L LT 0.5%CMC (IR F A F b rm—R) KA AV,
— AEHERHRETE R,
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8. AMEMHHER

(1) SHSERR
RUTFFET REEROZ v b ERWTEO, RO AR GIC X 5okt
ARER, WM B OFIRIBTE O T~ b &2 AW R 08512 L 5 2k m et
BRNEME S NT-, fERITIFE 16 KR 1TITRENTWS, (B 14~24)

x16 [ESHHBREE (RE)

B B 15 LD;; (kg i ﬁ) B S R
Evﬁgg ; V_E/ i @& >2.000 >2,000 | FER L OFE 7 L
Evﬁgg : ILE/ ) 57 >2.000 >2.000 | JER R OFET il L
- O (marL) AT B . I,
s 22w e TR TN R
A >5.67 >5.67 T 72 L
=17 AHSHHABHE (KBEYRUEKEED)
R R O o LDs e
e EG 2% é f: :
FikRy | PR | BGRE (mg/kg (K TE) B S IER
) = HREEME T, IRk,
é ° . D7V e | 300< LDw=2,000 | Ko, L, HEN
(@) i3 L 2,000 mg/kg (KT TRFIFEL
A-4 SD 7 i 0 T o 2
() e (e gn| >2.000 JEAR K OFE A 72 L
( {J%;f%) Sﬁé ;; e qn| >2.000 JEAR M OBE A7 L
( {i;;@) Sﬁé ;; @0 >2.000 SR R OB T 72 L
N SESE R T, L. .
JFINEE2 s o 300< LD50=2,000 9,000 mefkg A CRBIIE L
- SDTw | A 3 RN |
JFINEES b5 B >2,000 ey
RELAD Sﬁé ;; e +9,000 KEAR B OE L 72 L
- SDIvk| ) REBIE
JFINEES ks o >2.000 A7 L

(2) SEaAESEHEER (v F)
SD T v b (—REMERES 10 PL) A2 W -gsfRn (J54A : 0. 125, 500 KX
2,000 mg/kg IKE) 52 X 2 2rEmREaBR s e S -,
2,000 mg/kg RE KGRIV TIREE T 235580 BT, e e
23



BEIT o7,

Ny R TERBIEIC BV T 2,000 melkg AR E R 5 REME K ) 500 mg/kg (A E
UL b 5 ME L AR 5 BRBR AR T S OB M )T 5 RO T 235890 b v 7,

F =77 =)V FNBIEIZEB W T, 2,000 mgkg AREEGHME LY 500
mg/kg RELL % GREMEC T O B5 . 500 mg/kg RE DL E R G- REMERELC RS0,
2,000 mg/kg R PG REMEZHRER K OVEMEATEN S, 2,000 mg/kg (RKE B H-REHEIC
FRARME 23380 BT,

ABR 1 HHOMEERAEIZI VT, 500 mg/kg RELL F G EEMEREZ ARG T 23
P HALTZIEN 500 mg/kg R EE LA $e G- REHE (2 5 H B REE O & B e B8NS | [RIRE
B CHE B ) 3 FR D BT,

500 mg/kg R ELL E ¥ 5RE1E M 12,000 mg/kg A B G- REME 2 BT M U2t i
SR D IS, 2,000 mg/kg REMEIZJRIE S BSOS 3ET D BOCME T 23558
OB,

500 mg/kg (RELL EIGREOMEME CHE 2 AR EHEOK TR O b,

AFRBR 23T 500 mg/kg (REE DL B P G-REMEREIZ P50 ANIEAR T L OVE F 5
HEEKTENRBO SN0 T EEEETMELS b 125 mgkg KETH D &2
bivle, (B BT)

9. R - REITxT 2 RIBMER UK EREIEHEAER
NZW 79 () 2 72 IR ME SR M VR S i e s 23 340 < vz, R
2% U CHREE ORITEMED T D HAVTZS . KEITxET 2 RIMEITER D b o 7z,
Hartley E/VE > & (M) ZHWoEEREEERE (Maximization 1£) 723 %
Sz, REEETRETh T, (B 25~27)

10. BREHERR
(1) 0 AHESEEERAER (v k)
Wistar 7 > b (—HEHERES 10 DT, xREHE & G H & 58T — BEERESS 20
L) & FH7iEeR (5UA @ 0, 40, 100, 250 XU 625 me/kg (RH/H : FEJRRIA
EEEITFR 18 ) HKHIZ LD 90 H RETH S i RER 23 52t S A7,
F7-. &5 13 BHEF I8 A %4 & LT, Irwin screen test OZVEIC L 0
BB O IR N I S vfz, XERRRE K O/ H &35 58 O —BEMERES 10 PLIZ
DWTIE, 90 H #5114 B o RIE B 20 72,

x18 Sv k90 BHEERESEHEBRDO T HRAERE

# 58 (mg/kg AR/ H) 40 100 250 625
SRR AR B & 1 39.8 99.9 248 660
(mg/kg RE/H) i3 39.7 99.8 250 663

FREGEE TR O AIIER 19 IR STV 5,
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625 mg/kg PR/ B B G REOIETIL, FRABRIAR 2 18 U CTRERINMHIN 2 5 H,
ABR 91 HIC 1 BINFELE L7z, FETC L-HEICIZFE T 36 AT IR aRESE) . 55 /0
FEE . BB L OMREER BB b,

ARERIZIBW T, 100 merkg R/ H DL B G-HEOMEREIZ T L B m2t8 0, A
JAREREEN RO b= T, BEMEEIIMIEL B 40 meke KE/H (I : 39.8

mg/kg RE/H, M : 39.7 mg/kg (KE/H) ThDH LB LT,

(ZPH 28)

£19 Sv k90 BEESMEMERRTRD SNEEMRR

& 57 Ji3 it
625 SR 1] (BHET ) - B EE R T
mg/kg (KE/H | - #KIE - MCH } Ot MCHC 4
- (REE IS « GGT. TG KOt ALP #n
- Hb %X O* MCH 84>, PT #tf - JHBAHEE K ON L RN
- T.Chol. GGT KU ALP #4/I o el B VL EE B
o JF et EE RN o of I B B PR
o ket HE D - FFRARZEE, 7 o o — RS
o ST ik B EE 3
< B ORERE. RSB LR E BN
- AR CR I IR L, RRE 22
P, 7 vl
250 - Hb 80, APTT #LF
mg/kg RE/H - T.Chol }x "V fr'&H N
ULk - JF et B RN
- JFRmAR OB BRI L
100 - A EEEKT - JF L BN
mg/kg {AE/H | - MCHC 84>, APTT L& - AR AR K
Lk - U U RE M
- e EHTN
- IR AR K
40 BT R L IR R L
mg/kg {AH/H

(2) 0 HEMEARMKESHERAR (YTHR)

ICR ~ 7 A (—FEMERES 10 PT) 2 W= 1868 (E{A : 0. 30. 100, 300 ¥
1,000 mg/kg RE/H : SEHBAEREITHR 20 20) &E5I12X 5 90 AMHAM
TR BR N e < iz,

F20 ¥R 0 HEERESEHBROTFHRAERE

BERE (mg/kg KE/RH) 30 100 300 1,000
IR AE R | HE 29.5 100 299 997
(mg/kg (KE/H) | M 30.7 102 306 1,030

: KEHEEAERE VD CLFRL) .

3MEBICH L EEEMMEL L WS (IFFELE)
25



B GHETRD DIV EEITAIER 21 ITRS ATV D,

100 mg/kg KRE/ALLEEHRHICRB W T, BEOEHRE N 5310 28 U T
<. BEE 5 ICBE S 2 AlReME A RIE SN2 A3, MEEHEIA E TR e
ST EMBHEEFNEROS DB L IIEZ LN o T,

MR FRIRA IV T, 1,000 mg/kg (R A #% 58O KT RBC, 1T RBC &
O Hb OFERBADRA B, Z OB M RITHREERGEICERT 228 EE 26
iz,

MEAALFHIRAIZ ISV T, 300 mgkg (RE/H UL EHRGREOHET, JRFEZER
DFE BB S h . HEMBEMESR LT, BRI IRFEFRIEINO R
& BRI SN DAL N IR SN2 o122 En D ZHUTERATR &% 2
BT, 1,000 mg/kg RE/HHBGREOMETIX, Alb J#i2 & Glob IO A 23 7
Hiv, AIG WO BERICZIKT Lz, ZoZBITHEFRERBRD 300 XY 1,000
mg/kg WRE/HEGRECHEINT-MFETEAOEN EEUT -0, Rikks
WZERT A2 b EEBZ LT,

ARERIZIBV T, 300 mg/kg RE/H DL LG HEOMERE T b B &N A358
S=DT, MEEMEIIMME S B 100 mg/keg (AE/H (M : 100 mg/kg AHE/H .
M : 102 mg/kg (AE/H) THHEEZXOLNTZ, (B 29)

#21 ORI HEESHSESHRERTROoN-FERR
B hEE Vi3 i3

1,000 - RBC /b - RBC }x 0" Hb 38>
mg/kg (AE/H | « A/G KT - FOIR BRI e b Rz A A AR

o FORR Bk M OV EE N - ONE MR AR R

- PR BRI e b R AR AR

- DNEPERFAR AR R
300 - T E BN - R SR
mg/kg AH/H
LAk
100 AT R L AT LS L
mg/kg AH/H
LR

(3) 90 HREAESHHAR (1 X)

B — 7 VR (—REMERES 4 DT) A W2 1RAE (JFA - 0. 300, 3,000 K& TX 30,000
ppm : FHRBAEREITER 22 2R) #5125 % 90 H B iatt gl RN £ <
iz,

x22 4 X990 BHEER[ESEHBROTFHRAEERE

5 300 ppm 3,000 ppm 30,000 ppm
PRI E R | M 8.01 76.7 811
(mg/kg IKE/H) | M 8.18 80.9 864
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KGR TRRO GBI IR 28 IR TW5D,

MEFHIRAEIZ BT, &5 7 @IFIZ 30,000 ppm #&EGHEOMEME K Y 3,000
ppm FGEEOMET APTT OERENA v, MIEEGITENT 22 TH 5 "l
PENE 2 HIVTZS, — I APTT EHEO b OmMEFHERIIAATL D, £,
Be b 7 KON 18 HEFIZ 30,000 ppm % 5EEOMET MCHC O F 233 57223,
Ht., Hb, RBC ITIFZ(LRALNT, BHEFHERIT/NIVWEEZ I LN,

MIRAALFHIRA IV T, 30,000 ppm % 5-FEOMfEHET T.Bil 2O ALP O
B 78N, T.Chol OEIMER., & HICHETIZ TG O#IMER., T TG KO
GGT DA EREEMMAFRD LTz, [RIFECIEAR R - HoE EHN & OSOEPE AT
JEIER PRSI TWD Z D, ZTiuh OMRAETE H O bIZIHFEERE S & S
LTWAHHDEEZ BN, EHIC AG KT (M TIZIKRTEA) 295 Alb
B LR BT,

ARERIZBUV T, 30,000 ppm 5 REDMERE TR - BRI NEZ D 5
Nz, HEEMEITMRE S © 3,000 ppm (F : 76.7 mg/kg IKE/H ., M : 80.9
mg/kg (RE/H) ThrEEx bz, (& 30)

F23 AX0 BRMBESIMSEEHARTROON-FIEME

P 51 Ji3 i3
30,000 ppm - (REH NI, EATERED - (REINENG], EAE R
- T.Bil & O} ALP 40 - T.Bil, ALP. TG ) GGT 3/
- Alb B, A/G EHIRTE - Alb b
o JFF#EcE R OV L EE B o JFF#ERE R OV L ER B
- ONEVEAFAAE R, IHFESR - FOPRARAE F K OV ER BN
- B B R - ONEMEATMIIE R, RSN
3,000 ppm LA N | #MEFT R L AT AL L

(4) 28 HRIESMSHSER (KEWADL Sy )
Wistar 7~ b (—BEMERES 5 P8) Z v i=sillie o (R4 : 0. 100, 300 &
V1,000 mg/kg KE/H) 52X 5 28 H ML AM M RER N E i S 7z,
ZOREFR, WTNOEGHICTB W THREEGORE L Z 2 Hivd mMEIT X
RO LIRS 2D T, AR 2 WagtE X, ML b, ABRoks
H&THh D 1,000 mgkg (KiE/H &2 b7, (R 64)

(5) 90 EMESMERERE (RBMA-4. S )
Wistar 7 v b (—BEMERES 10 P8) & HIV 72860 5K 0, 1,000, 4,000 &%
816,000 ppm : “FHM AR REITE 24 B2H) #5125 5 90 H M AMEREMER
T YINESY RS g W
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x24 Sv k90 BEEIESERROTHRAERE

e 57 ppm) 1,000 4,000 16,000
PR AR B i 66.4 258 1,040
(mg/kg IKE/H) i3 76.9 306 1,200

BB GRECTRD b tEar I3k 256 IS T\ 5,

AFRERIZIBU T, 16,000 ppm $5&5-HE O Ik TR EHE INPNH] 25 A3
K TENRBOONIoDT, BErEEiT, MM S 4,000 ppm (H : 258 mg/kg 1K
(2 65)

H/H, Hf : 306 mg/kg KE/H) & LT,

W TRTEAE /)

F25 Sv b0 BRBSMSHARTEOONE-EERR

e s

I

it

16,000 ppm

* PR E S
- AR TS

< JRE R EEEN

- Ht, #RORILER, oA meRE, U
SEREL, APHRALEREL. HEREC
ORI IR 4 BB D

- ALP KUY AST #8)0

- R R
- Ht X

4,000 ppm
IR

mIEFT R L

TR L

§  MEMFA BRI LRV AREERE D

AT
O

LEZBNIZ,

(6) 0 HEESMAESHEHE (Sv )
SD T v ~ (—REMERE 10 PT) Z AW 7-IREE (J5A : 0. 10, 40, 160 %1640
mg/kg KE/H : FERIRERETER 26 2IR) &EI12X 5 90 H B AR
PEERBR 2N i S iz,

£26 Sk ANBARBREMHHROTYHRKERE

58 (mg/kg A/ H) 10 40 160 640
SRR R I & Y2 11.0 43.8 177 712
(mg/kg A/ H) il 10.7 42.5 170 686

640 mg/kg KE/ A HG-HEMECHE KRB INANE], 160 mg/kg K&/ H L E#

G R R B INBNHIE A 25580 ST,

AFRBRIZIBVN T, 640 mg/kg (RH/ H 5 5-8E1E & Y 160 mg/kg (R E/ H & G-REIZ
(REFEININEIASZR O S 7= T, MBI T 160 mg/kg AKE/H (177 mg/kg
{KE/H) . MET 40 mg/kg KE/H (425 mg/kg AF/H) ThoHEEZ NI,

APErRE IR S o T,
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1. BESERRRUENAERR

(1) 1 FHERMESEHAR (S )

Wistar 7 v b (—RFEMERES- 30 PC) 2 W= IREE (5K : 0. 6.25. 25, 100
KON 400 mg/kg IRE/H : FHIMAEIEILE 27 20R) BE5ICXK 5 1 FHENS
PEERBR DN F i S 7=,

x21 Sv b1 EHEESEHROTHREERE

#e 5t (mg/kg A/ H) 6.25 25 100 400
SRR AR B HE 6.21 24.9 98.8 397
(mg/kg A/ H) il 6.26 24.9 100 401
%&5%&(%&5%2}%7‘_ PEFTRIZE 28 I REN TV

ﬁ; 4EI3

FCRIZITMRAEE G L2 BIIRBD oo Tz,
MOmMQWEM%ﬁﬁwﬁwﬁ_\%E%mm%&UWﬁT@gww%Mx
RO LTz, BRIEKGIZ L DEBEE~OZEIIED LT, Z OB E O
NI ERMEDOR D 2K L= 0 L&z bz, MIKRFEORA TiX, 400
mg/kg AR/ H 5B O MEIZ iR ERE K OV EREL DA B 72 BN 2 BT 23
wmc&oamwﬁ THEANDEEIN 2o T2 T E DL T D O RIZEMEREY
BlZZLWEEZ LN,
ﬁﬁﬁ ZBWT, 100 mg/kg REE/H DL #5800 MM T LL B S NS
@%ﬂt@f\ﬁiigi%%k%2&mﬂgW@H(Mﬂm%@%%ﬂ)
boEEZLNT, (B3

ﬂ‘b

x28 Sv b1 FREHSEARTEDON-EEFRR

B 58t JAi3 i3
400 - R H NP - APTT, PT &
mg/kg RE/H | - FEXIEREEHE N - MCV. MCH 4
- APTT #Ef, PT #E5(26 #) - A/IG HARTF
- PT 4547 (52 i), Retic J&k/ - GGT #/1, Gle B
- Hb, MCV, MCH, MCHC J8/ | « B ONEMEERIRHAEK
* T.Chol, U ARE. ALP N o /NEEHUMAE TR AR AR K
- GGT #m, Glc 8 - GNIL R AR AR K
- et B RN
< ¥ IR BRI A A AR AR A 22 A
JEOS, HAH A
« BEURARONE MBI - RAE R
100 - L E BN - HDW #4n
mg/kg KE/H | -+ B OV MR IR K - T.Chol, U »Jlg&HMN
Lk - TP. Glob 4
- fFHser « FLEE RN
- BB RE CGRIREY) BEiZERadk

4 FHxHEEE i (g/kg) = B AE £ (g)/IR H (g)} X 1000
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- FURBRONE Mg AR R
25 mPEAT 72 L BT R L
mg/kg AH/H
T

(2) 1 FHEHSHERAER (4 X)
B — 7 VR (—REMEIES 4 V8) &2 W 2IREE (B4 : 0, 310, 2,150 K& O 15,000
ppm : FERRARIEEE TR 29 20) K5I KD 1 FEREMEREIERER N EiE S
77,

£29 4 X1 EHBESEARROTHREERE

e 58t 310 ppm 2,150 ppm 15,000 ppm
SRR AR B i 7.91 54.4 461
(mg/kg (AE/H) i3 8.10 56.6 445

B G TRD bz rﬁaﬁﬁﬁ 3 30 I RINTND

WTHILORETHIECHNIGRD DR Do T2,

15,000 ppm % G-HEOMETIE, (REHDININHNE R K OGS - HhE & o
2358 BTz,

AFRERIZIB T, 15,000 ppm B 5-FE D B CARERINMNHISE 23, 2,150 ppm LI
EEGHEOMET ALP OINDGRD b= D T, EEth &I T 2 150 ppm (54.4

mg/kg AAE/H) | 1T 310 ppm (8.10 mg/kg (AH/H) THHEEZ L=, (B
HE 32)

&30 (A X1 FREUESEARTEDON-FERR

B 8% JA;3 it
15,000 ppm | * AR HEHIENHS] - ALP. GGT #4hn
- RBC. Hb., MCHC 4 - ALT #8hn (1 1)
- PLT #8/m - Alb 8/, Glob N
- ALP. GGT. T.Chol, TG ¥4/l | - A/G AKX T
- ALT #8n (1 %) o BT LE EE BN
- Alb 380, Glob #3/m « ONEVERF AR AR K
- A/G IR T - BIIRE R2 R R A K
- . BB « PR EE S - FREERGA E R Ak
- gk (2 1) - JHEEZ (1 f1)
« ONEMERT AT K
-”lﬁf‘& ZEN PN
- REERGREE E R AL (3 1)
- HEER (A1)
2,150 ppm AT R L - ALP #81 (1 1)
310 ppm wmIEAT R L
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(3) 2EMENAERR (Ty b)

Wistar 7 v b (—BEMERES- 50 PC) Z HW=IREE (J5A : 0. 9. 27. 83 KX
250 mg/kg IKE/H : EHRAEREILE 31 B2) &5 LD 2 FHFENAMER
BR S 0t S iz,

&3 Ty bk 2EREESAMEHBROENREKIERE

#E5/E (mg/kg (KE/H) 9 27 83 250
SRR AR TR B il 9.06 27.0 83.4 252
(mg/kg (AE/H) i3 9.11 27.4 83.2 253

BREHTRO O EmEIT A GEEEMERZ) 13k 32, BURRIE M
e e ONIE MM fs O 8 AR BR L 133 33 IR STV D

RIS 512 X B3R EDEIITFR O e m -1z,

9 KX 250 mglkg ARH/HEGREOREICIWN T, 1BHEBIEDRAMHENAEIC
BN U7z, B MEBE & BIED B DI & U C, RN A AL, TV MERRAHEE |
B H R NTARERMAIE DN B GREOREIZFR O b, Zh o6 T X TOIRED
FAEME ICABRBEMN A LN T-01F 250 mg/kg (KRE/HFR GO TH 7=,

ﬂ@%@a%‘ﬁfz{k L T.250 mg/kg A5/ B #5-5EO A& GBI O HEIC BV T
FF PR R i e R O 8 AR AR S N B 28N L 7=, RIBED R IEBWIZ 35 1) B 34
BEFE (18.4%) I[ZITAEEITA LT BN ATRE DM BIEE S5 12D,
HeED Wistar 7 v FOET —4% (JBIAIOIRIE : 0~14.3%. JEIHMAE : 0~
6%) & ERl->TEY, BEOZELEZ O, FEEOECIIFLEEENL
ORI AR R 3580 B, HMEEERZ OB EN B Sz, LR -> T, 250
mg/kg RE/H &G REOREIZFRD &7z B IRIE AR RIE OB Mm%, UDPGT
ﬁ%ﬁéﬂn4ﬂﬂ HURIR R LB R T L2 ST 2R AT 477 4 —
AP 27AN TR L EZ bivle, ARBRICE W T, 83 mglkg IR/
H L)L&“%ﬂf@ﬁ& Z PR JE B AT AR E A ZEPE DS . L AR BRI N 2358 80 B
7eDT, MM EITMEE S & 27 mg/kg RE/H (K : 27.0 mg/kg RE/H | M -
27.4 mglkg (KE/H) ThHH L& 2 biVo, ARIKIZHEZ » MZBWT 250 mg/kg
IR/ H o HETHRIRRERARIREO R AEMEZ NI ES 52 ol (&
8 33)

£32 52 EMEPSARBTRD DN BEFR GHERLAD)

5B Jid i3
250 mg/kg R E/H - JIF bk R N o JIFHEoRE K ON L BB HE N
- F/NEGRBRR, NEERLOLERTRRE | - BIRIRAMERERSE
fIE K - NEEFULMERFRIEIER, B E
- BRI - Jifi VB R E
83 mg/kg RE/H LA E | - PUNRIE FEE T RIBRAR 25 M - (REHE NN
27 mg/kg (RE/HLLT | #MEATR 2 L AT L
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& 33 HRREREMIERER CERMREDEERE

PR Jii2 i
2 51 mghkg (A5/H) | 0 9 27 83 250 0 9 27 83 | 250
:;'z A B 37 41 37 34 34 38 35 39 43 37
BF | RS E | 3 1 5 2 9* 3 1 2 0 0
[E]
| UE AR AR 2 1 0 0 3 0 0 1 0 1
)
W IS e+ e 5 2 5 2 10 3 1 3 0 1
A E I EL 50 50 48 49 49 50 50 49 50 48
& | JEhEaRE | 3 1 6 2 9 3 1 2 0 0
)]
by | IENHE R 2 1 0 0 3 0 0 1 0 1
R + 98 5 2 6 2 10 3 1 3 0 1

Fisher o B #2fE 3R L, * 1 p<0.05

(4) 18HhAMRENAKLRER (TOX)

ICR ~ v & (—REMERES 50 PB) Z W= 1REE (F{A : 0. 20, 60, 200 KX
600 mg/kg IRE/H : PRI IUEITER 34 208) BHIZKD 18 AR NA

PERBR 2N Sl S vz,

&34 IOX 18 M ARENAMHRDFEHRAERE

K5 (mg/kg K/ H) 20 60 200 600
SRR R R & Jii2 19.9 59.8 200 602
(mg/kg KE/H) i3 20.0 60.3 201 604

B GEECRO b m AT A GEEMRZS) 135R 35, AR IRE K& OV
FEEE OIS ESEFEITFR 36 IS TV 5,
FRAREE 512 X DT OBEIMITERD Siie o7z,
RS PEIRZS & L C, 200 mg/kg {AEE/H UL E&GREOHEIZIV T, TR ARIE
DFEABEFE BN L 7=,
ARERIZIB VT, 200 mg/kg RE/H DL EE:G-RE O MEHEC HIR ERIE D R A
AEREDGRO 7o O T, MR IR & & 60 mg/kg KH/H (:59.8 mg/kg
(KEE/H, M : 60.3 mglkg (AHE/H) THDHEEZ LT, RRKIIHE~ T 2128
VT 200 mg/kg IR/ H LA EOHECTHIBICHT 2B AMEEZAT 5D EE X

bl

(=04 34)
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F35 YORIBMARMENAMRRTEOoONE-EUHR CEESIERE)

Be 51t JAiE i
600  IREE I INBNH  RE I INPNH]
mg/kg RE/H |« BRI - FLE SN - JIT B B S 0
- FUIRARTEN bR RAE RIS | - ARG - E R
s HRAR v RN, TR B R
(TR W
o S e PN LA e £ 7
200 « JFfasH - bbEEEREN o FRIRIRIE R bR A R
mg/kg RE/H | - FRRRIEN ERAIIAE R, oo
VL E K2k
60
mg/kg IKE/H | FMEATRZA L AT R L
UT
5 36 FFiRERRER VR HREDRESEE
PRI Vi3 i
B 5 mgkg (K | 0 20 60 200 | 600 0 20 60 | 200 | 600
B | @ | 36 | 32 | 34 | 31 42 | 42 | 41 | 40 | 42
2 | AR AR 5 8 7 11* | 12*% 4 2 2 4 2
LI S 1 1 1 4 0 0 0 0 0
*
B pEm | 6 | 9 | 8 | 18¢ 4 | 2 | 2| 4 | 2
7
WA B 52 52 52 52 52 52 52 52 52
;; FFFH A i e 7 13 10 13 4 2 2 4 2
) i B Jes 2 1 1 5 0 0 0 0 0
R+ 9 9 14 11 15 4 2 2 4 2

Fisher O E =G EE, * : p=0.05

12. £EHEEHHER

(1) 2#HARESRER (Sv )

Wistar 7 » b (—FEHERES 24 P8) Z W2 EE (/K : 0, 200, 1,000 & O}
5,000 ppm : FHMAEIEITE 37 Z2M) KEGICX D 2 REHERABR A Ik =

iz,
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£31 v MNEEHABROFHREERE

B HRE 200 ppm 1,000 ppm 5,000 ppm
11.0 54.0 278
mERE | P
(mefkg (K7E/ W 18.1 90.5 439
) - i 12.8 64.2 340
Lo 19.0 95.6 480
BRGRETRD ONTZEm AT IR 38 ITrnEanTWVn5
ﬁ%%fi\Ummmmuiﬁﬁﬁ®%%L%E%mmﬂ\ﬁ&@@%@%ﬁ

R AI AL A £ O EHEHMAFERD iz, 5,000 ppm £ 5-5E DMEHE <Rk
(GELRZ 5yl K OVEERR 1) 58 T HlmOBEDN A S, FrlED @Ry BfEse T O A
BICABEEDNRDO LN, LL, WTIOMEIZEB W TH RN TE T L7 RER
TORBEIZEITA BT, MERRRGE T HEOIEIEIL, Z OO 5-IFIC I
DARIRE L BHRICEIE LT D Z EAVURIB S Tz,

IREMW Ti%. 5,000 ppm HGRECBWTHTE 0 B (HAER) o5 E TR
HEDME LR CTH -T2, WHEHIRF ORERIMENMRESE L2 L, HE 4
H X% 14 A LEOEEAREITA BITED > T2,

ARRBR BT, HEMW TIX 1,000 ppm DLEF G5 0D M (1A E I ) 45
23, VREI)TIE 5,000 ppm G EEOMEMEIZARE N RO b -0 T, M E
TR BN OMERET 200 ppm (P #E : 11.0 mg/kg {AHE/H . P M : 18.1 mg/kg A

[H. Filft : 12.8 mg/kg (AE/H . Fiitf : 19.0 mg/kg (KE/H) | REMOMERET
1,000 ppm (P % : 54.0 mg/kg K&/ A . P i : 90.5 mg/kg RE/H ., F1k : 64.2
mg/kg {ZIKE/EI F1 M : 95.6 mg/kg (KEH/H) ThHD EEBZ O, BIEREIZHRT

HEBITD ONRroTz,  (HH35)
'.\EE 38 l‘ 2 ﬁfﬁ%ﬁﬁnt%ﬁ(mu &) b;hvf' EFEE
N P, : F1 BoF, R
i i i i fi
5,000 <L RIEL RRMR | - s B RSN CLR GBI H A | - L IR Ao B
ppm M- LEE A | - B RO | - IF. AIRLERE AN
- /NEH YRR AR Haxt - L EE HEIN - FLIRRAfSS - L
AER m CREEL KRR ER N
- FUIRRIE R ERZAm | - /NZEH LR b EE N o 7N R TR
7 FR AR R R AR K - FRIR AR A E Rz AR
), - FOR AR E Rz A AE - FLIR RS E Rz
W A AeL AR K YW
- B R A B A
N
1,000 - IREH NN - IRE N - IRE NN - IREH NN
ppm - JF LR EE AT - IF. BIBHLEE
BL R o
- &I BB R e
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T &

| | ES
200 ppm | mMEFTAR L
5,000 ARAECHEE 4 H ARAEE 4 A | REEME 148 | - IRAEECEE 14 A
ppm LIKE) LIKE) LIKE) LIF%)
1,000
ppm AT L7 L
LR

(2) RESHHEER (Sy M)

Wistar 7 » ~ (—#fHE 22 I8) O 6~19 HiZm@GR O (J5UK . 0, 62.5,
250 & TN 1,000 mg/kg (RE/H) #5 L CTRAERMERBRN it S iz,

1,000 mg/kg R E/ H B 58 T BEMW I CEEIRA ) O R EHINENH] & OHEET &0
A AR R EEORBD N, BRIBICEREBIR - RO, AFR R
(M) DO DD BTz,

T RTOREE G W TN E 2~ 3B W ORAEFEN G EICE
MoT, TIDOHEEIXE RT — ¥ OREAND 5 WITEFETH Y . HEMMEEME
LALNRNSTZ e, REERGICEELZ O TITRWnWEE 2 bz,

AFRERIZFV T, 1,000 mg/kg R/ H B G-REO B AR B ININHEIZES . I
BB RBIR « B IEE S DB RN B -0 ©, ERMEE I REY L O
HEt 250 mgkg KE/H CTH D EEZ BT, fETEHEITRO bvieho T,
(% 36)

(3) RESHHR (D¥F)

NZW U9 (—REME 24 J8) O 6~28 HICHEHIRED (5A : 0. 25, 75
J 225 mglkg (KHE/H) 5 L CRAEFRMERBR i S 7z,

225 mg/kg IAHE/HRGHET, BEMW 1 FIATEE 7 BB OJD & OMKE D
Zor LTz, fHR 26 BICWREE L7=7-00h8 L& Sz, BRIRICITEARE (T
12.1%J8, HET 7.8%8) Midsd Hiviz,

AR T, 2256 mg/kg R/ H &SRO REMWICIREED ., BB IR
HENRD %ﬂt@f MM EIIEY A OMRIEE b 75 mg/kg (AE/H B 26
i, aEMHEIIGERO N oT-,  (BHR 37)

(4) REAEEEEER (v M)

SD 7 v b (—BfE 22 VC) OREMICIZIAHEL 6 HEOHE 6 H £ T, EHE)
Wi 7 B 5 20 X 21 Hfﬁ“i THRARE D (A :0,100,250 K O8500 mg/kg
mim>ﬁﬁb AR TR ME R BR N S S T,

IREMIZ BT, %m&@amm%g%gm&ﬁﬁfﬂﬁﬂl%®5@%
/@f@@@hﬁ W Hie, A% 4 HHE T, 250 mg/kg N/ H UL B E5RE
DORER O 500 mg/kg R EE/ H & 5-FEO AR INMHI 2RO S iz,

HEREBI 2R A A (FOB) (2B T, 500 mg/kg E/H 857 D MEME TR
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23 21 HESOMARFIZFED Hivizn, 35 Bl TIEERoO b2~ 72, 250 mg/kg
{RE/ B UL BB GREOIE K Y 500 mg/kg IR/ H % 5-FEOMEIC 35\ )T B8 EB) &

A DAY 17 B#EBIZERD S, T OMOBER TIIFBO o T-,
Morris 7KK B EER & QR BAAR 2RO A 12 61T 2R G- O 21T D b i
f&ﬁ)/) 77:_0

ARERIZIBV T, 250 mg/kg RE/H UL ERGREO R BN CREETEIK T 25890
Hiv. 250 mg/kg AREH/H UL EFE GO @J%fﬂiﬁﬁﬂ FHE DIENDFRD H T
DT, HEEMEIIREY T 500 mg/kg AE/H ., EEIY T 100 mg/kg (KAEH/H Th
BHEEZ LN, FIEMRIENME mu&’)f\ohﬁﬁ)o 7. (= 63)

1 3. EESERAR
NRUFAET R (RIR) OMEZ - DNA (B1E SR K& OE 7 22982 BB |
T ¥ A =— AN AKX —ffifgHE S (CHL) % H\ 7= in vitro Yeto /R 5 5 505k
~ AV T p—~v TKilR, ~ 7 2 &2 W/, 7 > MNFfilRZ Huz in
vivo/in vitro ~EH] DNA A 5% (UDS) #2550 S v7z, sBAAS B3R 39 1R

IhTWnd,
CHL a2 Fv 7o Qe R SRR Tl ARENEMEALRAFAE T TR PE DR R0
bivlz, LinL. ZOREMEEFITROARENEN 2 B D5 GiaEFEm] ==

23 50%LL EDIREE) TOAEIML TEBY , ~7 AD/NMERER K YT ~ b FHRa 2 FH
W2 UDS BERDFEEDBEIETH -T2 D, ARICBWTHEE A X o E
LEMEIZZWE D EEZ B,

x39 EEFHHBREE (R

B PO SLPRIREE - & 5-& it
in vitro P B. subtilis 177~22,650 png/7 1 27 (-S9)
DNA R | 4 17 M5 1 88.5~11,325 pugl7 1 A7 ik
(%R 39)
(+S9)
S. typhimurium 2.34~600 ug/7'L— k
P TA98. TA100, (+/-S9) e
@(J;;; 5 ; ZERFBR | pA1535. TA1537 B
- E.coli WP2uvrA % | 87.5~1,200 pg/~7" L — b et
(+/-S9) 1
Y fREERER | FrA=—RbAZ— | 52.4~160 pg/mL (-S9) ,
(B 40) Wikt S (CHIL) | 81.9~250 pg/ml, (+S9) otk
BART-2ER <A U7 <Al | 6.18~75.0 ug/mL (-S9)
75 R L5178Y tk” 3.7.2C | 4.32~52.5 pg/mL (+S9) G
(B 41)
invive/ | NEW DNA &R | SD 7 v b 1,000. 2,000 mg/kg 1A
in vitro | (UDS)ikBx (—HEHfE 3~4 JC) (B[R ES) S
(B8 43) JH R A
invivo | /NMERBR BDF: < 7 % 500. 1,000, 2,000 -~
(2 42) (—FREHE 5~6 D) mg/kg {AHE -
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i | cARFRFRC2EROES

1E) +-89 : BHEMEALRAAAE F R OEAAHET

FURIBEY O, @, @K UG. fK#W A-3. A-4, A-5. A-11 X TNA-13 OfiE %
W EIRZHRE IR, T ¢ A =— AL A X — it 2 O 7 Ge o R 5
R, ~v R Y 74—~ TK B, /DR EM Sz, fERIEER 40 1R
EhTna,

Yeta R BRI B WO CL MY A-3 ICCENEMEAL R IETFEAE T TRt D fE AR
DO, B T-ZERE BRERIC BT, 24 B LI L 0 A A-3 KTV A5
IZHF W ESTEDRE DGR BTN IMERBRIC B WO TR A-3 ROVA-5 13 E i
B ChoTmZ b, ARICBWTHELE 725 K 9 eiEs@mEiTenb o EE 2
bilz, (BHR 44~51, 66~78)

&40 EEEUHABREE KEVRVERFEED)

R S Y . B _— = )
ﬁﬁi/ﬁg?{% nﬁﬁﬁ ﬁg% @ﬁ/’ﬁg * &5‘% /\D%
in vitro S. 313~5,000 pg/ 7' L—
typhimurium k~ (+/-S9)
BImsesRA S |'TA98, TA100,
AR TA1535, Gt
(21 49) TA1537 ¥
FE.coli
WP2uvrA £
F A =— A/~ |483~1,931 pg/mL
A-3 LALZ—Rfifk | (+/-S9)

(fea#ty) (YRR | FRHESEIERE | 483~1,931 pg/mL

B (2R 69) | (CHLAIUM | (-S9) btk
Jicd) 989~1,931 pg/mL
(-89)
<A 74— [8.77~1,931 pg/mL
IR T ZERE | ~Hl (+/-S9)
ik (2 |L5178Y tk*” 3.77~1,931 ug/mL 55 b
74) 3.7.2C (-S9)
in vivo BDFi~w & 125, 250, 500
(B RffmA) mg/kg A
(—REMERES 5 | ME - 250, 500, 1,000
A-3 /N RABR ~17 E) mg/kg {KE -
(k) | (BHRT8) GRS 2t
Q4 rAHEIE C2 1R
B EiRS-24 FEAIC
in vitro A-4 IR | S. 313~5,000 pg/ 7 L —
PR typhimurium | & (+/-S9) G

() (ZHR 50) TA98,.TA100,
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TA1535,

TA1537 £
E.coli
WP2uvrA £
F 4 A4 =— A [450~1,800 pg/mL
I poan | DAZ SR | (+/-S9)
g%ﬁiﬁ ﬁ;ﬁ BRAEZFWIAME  |450~1,800 pg/mL ik
R (CHL/TU ## (-89)
Jie)
B T vﬁ;; V74— [1.76~1,800 pg/mL
FatE (5 ~ A _ (+/-S9) o
73) L5178Y tk*  |1.76~1,800 ug/mL
3.7.2C (-S9)
in vitro S. 156~5,000 g/ 7 L —
typhimurium k~ (+/-S9)
HIRTEsRAE R |'TA98. TA100,
R TA1535, Sl
(BHE 44) TA1537 ¥k
E.coli
WP2uvrA £
A5 F ¥ A4 =— 2 [500~2,000 pg/mL
- LAL—Rfidd | (+/-S9)
WD gephsmiat | @iEsrimiot: | 500~2,000 pghml |
B (M 6T) (V79 fifia) (+/-S9) =
500~2,000 pg/mL
(-S9)
—— '\7:72 U 74— |8.79~1,941 pug/mL
B (B ~iie (+/-89) T
= Z 2 +/- Zi
79) L5178Y tk 3.79~1,941 pg/mL
3.7.2C (-S9)
in vivo BDF,~% %  |500.1,000.2,000
(‘B B AmAa) mg/kg 1R
A-5 AN (—REME 5~6 GEesl v mEasA -
(tEmm) | BRI | oanRIRCo Ry =
5. ef&peh-24 FRRRIRIC
In vitro S. 39~1250 ug/~7 L —
typhimurium k (+/-S9)
A-11 ﬁﬁd%%%z@;% TA98.TA100.
iR TA1535, Sk
(1XF) (MR 51) TA1537 Kk
E.coli 313~5,000 pg/7 L —
WP2uvrA £k k (+/-S9)
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F o A =— A

50~200 pg/mL

LAZ—filifk | (+/-S9)
Yett R BLEE |HEIEAE 6.25~200 pg/mL o
R (ZR70) (CHL #fifiz) (-S9) =
100~200 pg/mL
(+89)
<A T g— |25~150 ug/mL (-S9)
MR Toesks | 25~250 pg/mL(-S9)
watEr (zm |LA178Y tk |10~80 pg/mL (-S9) | papg
75) 3.7.2C 10~250 pg/mL (+S9)
in vitro S. 0.32~1,000 ug/~7"
typhimurium |— F (+/-S9)
TA98, TA100,
TA1535,
TA1537 ¥k
e 12 ke FE.coli
%’igk%jﬁﬂ WP2uvrA & e
(51 66) S. 31.3~1,000 pg/ 7' L =
- typhimurium |— & (+/-S9)
TA98.TA100,
A-13 TA1535.
(Fe ) TA1537 £k
E.coli 156~1,250 ug/~7" L —
WP2uvrA £k ~ (+/-S9)
F ¥ A =— A/ [10~45 ug/mL (-S9)
QetafREER | 222 —flifk |60~90 pg/mL (+S9) | .
B (MR T1) | HERaAR 2.5~15 pug/mL (-S9) b
(CHL i) |20~75 ug/mL (+S9)
S S v:yxu > 74— |10~70 pg/mL (-S9)
WL (2 ~fia 10~90 pg/mL (+S9) o
76) L5178Y tk*" 5~35 pug/mL (-S9)
3.7.2C 10~100 pg/mL (+S9)
In vitro S. 10~313 ug/7’L— k
typhimurium (-S9)
; HImekAE 3 | TA98, TA100, |39~1,250 pg/~7' L —
URIKIRAED | oy TA1535. k (+59) n
@) (B 45) TA1537 Kk
E.coli 39~1,250 ug/ 7' L —
WP2uvrA £k ~ (+/-S9)
S. 10~313 pg/ 7L —
typhimurium (+/-S9)
. HIRZEIRAE . | TA98, TA100,
URIIRTED | TA1535, G
®) (B 46) TA1537 £
FE.coli 313~5,000 pg/7' L —
WP2uvrA £ ~ (+/-S9)
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5 10~313 pg/7 L — b
typhimurium (+/-S9)
e | TA98.TAL0D,
. VRN - 7) \E
ki ey | POTRINASE | TA1535, A
@) AR TA1537 K ok
(B 47) E.coli 313~5,000 pg/ 7 L —
WP2uvrA £ F (+/-S9)
S. 156~5,000 ug/~7 L —
typhimurium K (+/-S9)
. 1B IF2esRkE B |'TA98, TA100,
V=]
(RAKIRTED) B TA1535. oo
®©) (£ 48) TA1537 ¥k
FE.coli
WP2uvrA £

1E) +-89 : RENEIEALRIF(E T R OIEGFE T

14, ZTOHDHAER

(1) FEDRHBERFZER VMR EEREHER

ARERIL, R FAET FOEMBRIIITIRCTH D 2 ENHERI S =72, K
KD T B 5 55 RE K OSHER B BE 2 M9~ 2 B T3 S iz,

Bk Wistar 7 v b (—#E 18 L) (2 FAEZ K (JFiK) % 0, 100, 1,000
J 1Y 10,000 ppm  CEZARAETE : 0. 6.47, 66.7 X632 mg/kg (K&#E/H) @
RECERHIIBA L, 3. 7 XX 14 BHEIZHT- > TR G Uiz, BiEEE L
C PB 1,000 ppm & O* CF 3,000 ppm # 582 51F, REROKEGE21T-o7-,

10,000 ppm #% 5-8% T, FFLLE E OB, FFIE D IE K K OWEF L 235580 67z,
JFEEMAREHIE R TE Tl WITNOEREREHICH LA 2 Y — ARERTEMEICITZE
{BIEA 72> 7273, 10,000 ppm #5# T PROD &KUY UDPGT @ 5.,
CYP2B1, CYP3A2 KU CYP4A1 FEHFEDOEMNFAED Hivlz, 1,000 ppm #
HEIZBWTH, CYP2B1 KU CYP3A2 EAE &ITMIMERIZH Y . CYP4Al
FEAEEITAEICHEM U2, MIEBEAEHERA TIX, 10,000 ppm & 5HEO & 5-
7 HZIZ81T 5 PCNA FEFER S U T-, FFMpaiE&EAHE & L, flgo
BRSO X v v TR EBA THDHax 7 v 32 (Cx32) DmEYe
BEfE L., Cx32 ARy LA L7-fER, XA LT 10,000 ppm & 58D
M CAHRBZITRO v o7, WEEEFIRA TIZ, 10,000 ppm #% 58T
Peh- 3. 7 N 14 B OB EMW) 26/ N EFHII AR R MBEE S, W/ M
RKOHEENHER STz,

LLEDOFERNS , X FF T Fid PBICER L PSS FH s T h
HZ L, HET Y MOREEER S LI2GE ., BEPIEN W TR O BE5RTEE 4 7T
T2 DRIz, £72. 100 ppm & 5-EE CIIE GBI U722 RN 2 5
Neinol=Z Ehh, XU F AT NOBREFREFE K ORI /E I X RBIE A 7
E£356Z LR,
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(M 52)

(2)$ﬁﬁ%%tﬁ?éﬁm&0%®@ﬁﬁﬂﬁ(svh)

i/k%ﬁnﬁ_zﬁﬁﬁﬁ PEFRER 2 33U THUR R A I B i A oo 18 0
BOLNITD, XTFAE T RORURIBERE ~ DB L TN L, 5% DA

@ WZOWTHRETT 5 BT S v,

Wistar 7 v b (—#E1E 6 DB, [IHERE : —REME6 IT) I F 4T K& T X

1% 14 B, JREE (54A : 0. 400. 4,000 &% TX 16,000 ppm : FEHH AR BT #R

41 W) Fh L, HFIRIEEE IR 2 EH K ORIERER S Fh S 7z, FIER

BRICEBWTIE, RUFAET RS 14 HEEES S, BHR& T % 28 HEOEIE

M2 T B, FIEME IR O b 2 iz,

x4 BRBREEICHT IFERVEERRICE T S FHREERE

$e 57 ppm) 400 4,000 16,000
SRR AR TR B Be 58 37.5 374 1,450
(mg/kg A=E/H) [A118 FE 38.1 368 1,460

16,000 ppm & 5RECABRRERD O b, BHEHM O 1 #8E B £ TFF
LT, £ BE5 7T HBICEBICBWTAEERBHEEDOK T2 b, [BIE
BECITR FEA 8D BTz,

16,000 ppm #F5HHZBWT, MIEF T4 OFEREMENE O S, R 7 A
HIZ TSH OFEZREENFEO AL, [FRETIER G TRIC S BEMER 2580 5
7=, 4,000 ppm KHREZIB W T TSH O S EME A 23580 H 7=, [FIERETIE
16,000 ppm £ 5-#£ T TSH 2@ BRI T - 7253, HFHFHIICA B 21T
IR T,

16,000 ppm & 5-F Tt L ONLEEOH A, 4,000 ppm &EREZIBWT
AFLE B EOHENATRD v,

AR 7 B KON 14 HEIZ, 4,000 ppm DL EFRGRICKIT A 7 v A P450
2 M N UDPGT & EOFER EANEO N, Zo ERIEEE L,

AR 7 HEBEIZBWT, 4,000 ppm DL EHEGEIZ PCNA ZEREOEMNNFEO 5
iz, AR 14 H B X ORERETIIA B R Z2ITED v o 12,

TEAEE T REBLERRIC Mfﬁ\ﬁ%7ﬁﬁ®lmm0Wmﬁﬁﬁ TSH
B R T Prop-1 OFRBLUTEN RO bivlz,

T AR AR F RO AL 5V T 4,000 ppm LA BB G (SR EE O HUR R A L B2
Pl Ak 16mmpmn&5ﬁf/ﬁ ZONEMERF AR R 2358 BTz,

7w MEHAWE 2 FERFED AERERICEB W TR D bz FRIR A e B R R iE
X, XUTF AT RHBFEF OISR UDPGT {GMEZ2 L L, i+ T4
DIRT L, XA 7477 40— Ry ZEEIZ LD TSH 323 Fefe Ao yidE L 7=
fER, BRINTELDEEZ OGN, FRE~DORNVE L ~DO B IR BEMEN
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RN, (B 59)

(3) 14 BREFEYARSHERFERUFHREEERR (TOX)

~ 7 Z & 18 M H FH AMERER I B THEIC AT B IE O BN 2338 &
NSO FFHET ROFFI 7 v Y — AIRY BT 58 1E e OV R fa e
FEVEME~ DB RET 2 BRI CTER S iz,

ICR ~ 7 A (—BtlE 18 IT) ZMHWT, 3, 7 XX 14 AR, REE (FR{K : 0,
25, 60, 200 }2TF 600 mg/kg AHE : FEMRAEIEITR 42 /) &5 L, T3
WA S SR 55 8 N OV B s S RE Rk B 28 Bt < v 7=,

42 FEYRBBRRFERVHMRISERARICE T2 THREERE

B 58 (mg/kg K&/ A) 25 60 200 600
AR \
(mglkg /Ry | PoomE | 251 61.6 197 561

600 mg/kg (REH/H & GHZIB VT, MR O EEOHMNRED b,

200 mg/kg fRE/H UL B GEIZEBWT, JF R 7 12 A P450 & &, ECOD X
O PROD #EMEIFONT CYP1A, CYP2B K OY CYP3A & EDOAEZREEMNZRD 5
77,

BrdU R8T, #5453 H HIZ 600 mg/kg (AE/H &K 5L CTRREED 2.2
ez BIMEN AR L7z, BrdU a0 — 271X 38 HH T, £O®HESH
WK L7,

AR 2 ARMAIC BV T 600 mglkg RE/H F&EREC/NEEHL ORI AE
KB D B, AR 7 LN 14 A B TIIAERBEINBFED bz,

NRUFAET NE7 = ) S E X2 — O HBERFSEZ A L, &5
DN B W TR OIS EZ LT 5 L B 2 bz, (B 60)

(4) 28 BRRESHEHER (Sv k)

SD 7 v k (—REHE 10 JT) % A C. REE (5K : 0. 45, 175 K 0" 700 mg/kg
RE/H . PHIRAEIEITR 43 ) BE5I12XL 5 28 HEGEEMERER EhE
i,

£43 28 HRERESHEHR (Sv b)) ISETLTHRKERE

# 5.8t (mg/kg RE/H) 45 175 700
SRR TR B & X
(mg/kg (KT F) B 5B 46 178 710

700 mg/kg A HE/H# 5T 0~4 H BICHBERAERMAD . 4~8 A HICHERIE
BEHEINIMHINAER D Hiv, BRI 28 C7-A B2 N EHE MG 358D b v,
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700 mglkg fE/ A B GRECHTIROBER DGO DTz, IR R BEAR AR A
TR BITRRD DIV Ao T2, F i, T K O B B o NG O st B OtHE
HEOWDNRD Sz,

TR FRIRAIZ BV TIX, 700 mg/kg (RE/H B GHECBVTC, s iaE o
P IFRD B AT RREE & bhie U C g 7= © @ PFC Hok OVt ia$k 106
fEH2 7= PFC 302241338 S, 2 O Mgt 0B 13 E &S T o
BL2Zz oz,

ARFERIZEB VT, 700 mg/kg K/ H G CRERDERE D 2D T,
HERMEET 175 me/kg (AHE/H (178 mg/kg AE/H) L&z bz, EmMT
RO T-, (B61)  (EEDE . 268~273 H)

(5) 28 HEI®RESEHER (T X)
ICR~7U A (—#f#E 10 L) ZHWT, B (5K @ 0, 62.5, 250 & T 1,000
mg/kg RE/H : FHMAREREITFR 44 2R) ®E5I1CX 5 28 stk
INESY TR gV il

& 44 28 HESREFMEGRER (YORXR) [CHIT5FRKERE

$e - (mg/kg K/ F) 62.5 250 1,000
TR |
(mglkg th@/p) | S| T49 301 1,140

fiias EEMRAIZIB VT, 250 mg/kg RE/H LA ERGRICB W CFMIEEESD
AR 72T O b v, WEHRRR PRI AIZ WV T, 1,000 me/kg A/ H #
BRECRIBEIC BT HEE ORESME I O3 EL K OFhREPE U > #8131 5
TBIINOBEE S E5- LT,

T LHIRAIC BV TIE, 1,000 mg/kg RE/H &GR8N T, RHIREE & bk
L CHHE S 72 © @ PFC %% ORI 108 {524 72 0 @ PFC O A B2 b 3
O LA, PURICKTT DRFRIUADEAEROIK THRB 2 bz,

ARFBRIZEB VT, 1000 mg/kg R/ H 558 CHREEEIZ 31T 2 88 O RS &
DRBVENGED BT Z &b —fkErEiced 5 E\aEMEI1X, 250 mg/kg A5/
H (301 mg/kg {KE/H) TH YV . 1,000 mg/kg K5/ H &5 THE4 7= v © PFC
BOWWADERTED BT Z L SafEm I 2 Rl 250 mg/kg KE
/H (301 mg/kg (KE/H) THHEZEZ LN, (B 62)

S KA BZYERT D720, RMEEZISHE L GRE LE
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I. B&REECEMm

SIRICET 2GR E VTR (XU 48T K OR MR FENANZ 5 L
7o, 7233, Alal, R R (7 v b)) | aEwEERER (7 FE~ T R) |
TEMFERERER (U —7 L X A, aX%) S IciB Eni-,

7 v MIBIT 2EW RN Em AR ORISR, HLERE O & 5% o R R IR S
0.4~1.3 BFIZ Cmax (ZFE L, Tueld 13.6~21.4 BFl] TH - 7=, WILEK(IL 83.9~
91.9%C, FEHEMMRIINEHZ I L2EPTHY | 5% 96 FFH THEHIZ 69.6
~84.3%TAR 3kt S 7z, EERAMT OFE U REIR 1L, T X T oMk T 5
1 REZ ISR IE L 72 0 . DRI 2l N ER & BR D TR0 IR Lz, R
IZIXEIEEWIERD 5T, 10%TAR 22 52 #EW L A bn2hotz, #FEhoO
FEMAHIT A6 KO A-8 THVY, &HZ 24 K OBEHFTIEB3 DI L7y
RGN EERFEY LY, BHE% 6 R OEHF Tix Cys[A-12] O
Cys-Glu-[A-12] R EERFH TH - 7=,

KAEROHEGZIZ 90.9%TAR DL ENF#ERPICHR S 7z, R, #EOUEHR
B, HEIBEGREE FEEC, FERHERE LRKE B LT,

RN E AR ORGSR, Al BEICBIT 2 FERITBLEm TH -7,
10%TRR # B 2 2 FEMHW & LT A 1L FEE LN A-3 S S iz,

RUFFET R, ACE A-3. A5 KN A-11 Z2ortgib e & Li-1EMikE
BRI hE S T, Bem R IR, X T AT R T 138 mglkg (V—7 L& R) |
R A-3 T 0.06 mgkg (395 & HHRHE) . A5 TO0.11 mgkg (F¥~Y) | A-11
TO0.11mgkg (5EHIRFE) TH-oT-,

BHEEMERBAER S, XU T AT NI L2 28T TS REREINmH,
CINZERR O EFFRIAE AR G, EEHINE) | mﬁ(%@%)&v%%%(%%%é%
FRIEAE ) (IZRE D DAV, FIEMRR TN, BIERR IS )T D A OME AT S
TR N o T,

N AMRBRIZIWNT, HEZ » b THARIR A KA IE, HE~ o X TR iR
DFEEBEDOENDFBD LT, BAERTFITBLEMEA V=X L L1 3E 2L,
ARBRAC S 7= BEARET DI EIXFRETH D B b,

~ U 2 EEMERBRIC W T, FURICKHT 2R RUAEARE DI T 2RO b
2. Ty MW TIIEREIRO b o 7o,

B ERBR I\ T, In vitro TOYRAIRE TR I W TRIE L DN—E 1t
BZBIEDFERENE SN, v 7 ZADO/NERBROFE RN TH -T2 &b,
EARIZBWCRIEE 225 L 9 RBamEid b LB b,

BHEABRAE RO, BEYTOZREOIEWE 2 X FAE T K BULEH D
ﬁ)k&ﬁbto

HBRIC I Dt E A R/ N EEEIFR 45 IR TV D
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x45 FHRRICETHESUHERVUK/NENEE

o Beh & T B/t E )
WARL | W ofke R/ B) | (mglkeg (KT R) | (mekg (677 B) i
Z > bk 190 HI#HE |0, 40, 100, 250, | 2 : 39.8 1 - 99.9 WEE - R EE B RN, A
arEErE 625 i 39.7 i - 99.8 HI A
AR 0, 39.8.
99.9. 248, 660
- 0. 39.7.
99.8. 250, 663
90 HIHHE |0, 10, 40, 160, | —f&FEME - — e EEME: — e EEME
SRR {640 M 177 M- 712 MEME - A ER N 2
mERER (M0, 11.0, M : 425 M- 170
43.8,177,711.8 | ffk g PR FENE -
M0, 10.7.  |HE: 712 " —
42.5, 170.4, |M : 686 M —
686.2 RN I IR B
vy
148 |0, 6.25, 25, |HE: 24.9 1 : 98.8 BERE - P LE EE AR N
MFEMERL 1100, 400 i 24.9 i - 100
B HE -0, 6.21,
24.9. 98.8. 397
Mt 2 0. 6.26,
24.9. 100, 401
2 fEMI% |0, 9. 27. 83, |/ : 27.0 M : 83.4 T - PR R T A A
DA 250 M . 27.4 it : 83.2 W22
L e - 0, 9.06, B - REEEE N
27.0. 83.4., 252
Mt - 0, 9.11, (I = R IR A B e i
27.4. 83.2. 253 HEEEE )
2 AL |0, 200, 1,000, |BiE BlEM BLENY) - RE NP
JEFABR 5,000 ppm Pif : 11.0 P It : 54.0 WREW « IRRE
Pk 0, 11.0, |PHE: 18.1 P i : 90.5
54.0, 278 F. i 12.8 F1 1 : 64.2 (BHHREIC XT3 D 5228
Pt 0. 18.1, |F1i : 19.0 F1 1t : 95.6 LR ALY
90.5, 439 IREh IREh
Fi/gt : 0, 12.8, |P 1 : 54.0 P 4 - 278
64.2. 340 P i : 90.5 P iff : 439
Fii : 0. 19.0, |F1 /8 : 64.2 F1 /% : 340
95.6, 480 Fi Mt : 95.6 F1 #f : 480
s4AEENME |0, 62.5, 250, |REEMY 0 250 | REEM - 1000 | BREhY AR EEHGINANH S
kbR 1,000 JEIR - 250 J&IE : 1000 FaUL « & IR - iR e AE
CHIE NS
(EFEHIERD B
720)
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FEEEMRE |0, 100, 250, |[REEN : 100 KE : 250 RE - BRI
#ERER {500 IRE - 100 | @M - 250 | REMW  ILPJEPEOE R
TR EMEITFRD B
PAWAS
G ENE |0, 45, 175, 700 | —f%FefE « 178 | —#xEaMk « 710 | —fkFEME - (AE R %
BV M0, 46, 178, | EME - 710 | mME - —
710 S EM IR b
A%
~ 7 A |90 HI#HL |0, 30, 100, 300, |/ : 100 1 - 299 WEE - L EE RN
2MEEME 1,000 ME ;102 It : 306
Y 1£:0.29.5.100.
299, 997
Mt:0.30.7.102.
306, 1,030
18 7~ A/ |0, 20, 60, 200. | : 59.8 I+ 200 BEIEE - FRR i e b Bk
FENAME 600 i : 60.3 M ;201 Jra A A
R 0. 19.9.
59.8. 200, 602 (HE - JHAm B AR EE )
- 0. 20.0.
60.3. 201, 604
M |0, 62.5. 250, | —fkEEME - 74.9 | —fEEEME 301 | iR AT E SRS
B 1,000 o EEE © 301 | SayE TR 1,140 | SaEEtt - PFRC/MED
#£:0.74.9.301, P
1,140
A4 X |90 HHHE [0, 300, 3,000, | : 76.7 M - 811 BERE - PRk « b EE
ArkdErE 30,000 ppm i - 80.9 i - 864 s
R I : 0, 8.01,
76.7. 811
M - 0, 8.18,
80.9, 864
1 4% |0, 310, 2,150, | : 54.4 M - 461 e - AREERINPNH] 2
MeFEMER 15,000 ppm M - 8.10 it - 56.6 e - ALP 40
B e 0, 7.91,
54.4, 461
- 0, 8.10.
56.6, 461
Y (AT |00 25, 75, 225 | REEMY - 75 REEhY) : 225 BEhY) - JES
R JRIR - 7 JEIR : 225 JeIR  ARRE
({ Tﬂ:/ u:u&bgﬂ
7200)
— R/ EMREIIRECTE o Tn,

D : ﬁ%ﬁdi%d\

P TR bIE
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BN ERESEREMEES L., FRBROERMEED > big/MEIZA X &2
7= 1 RN O 8.10 mg/kg AEH/H THH-7-DT, ZNEMBIWE LT, &
%% 100 TEE L 72 0.081 mg/kg IKHE/H 2 — HEIGFARE (ADD) E&RE LT,

ADI 0.081 mg/kg A H/H
(ADI &% EHRILE ) 18 P i P R
(B FE) A X
€:ili)) 1 Af#]
(& 5-T715) IR
(e 7 ) 8.10 mg/kg A E/H
(&2 %0) 100
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<BUHL 1« AREW 0 R S PR >
AL &R b4
A-2 DM-PAM |3-trifluoromethyl-1H-pyrazole-4-carboxamide
A-3 PAM 1-methyl-3-trifluoromethyl-1 H-pyrazole-4-carboxamide
A-4 DM-PCA |3-trifluoromethyl-1H-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
A7 753-A- | 2-methyl-4-{3-[(1-methyl-3-trifluoromethyl-1 H-pyrazole-4-carbony
COOHa |Daminolthiophen-2-ylipentanoic acid
A8 DM-A- 2-methyl-4-{3-[(3-trifluoromethyl-1 A-pyrazole-4-carbonyl)aminolt
COOHb |hiophen-2-yl}pentanoic acid (A6 DT AT L A4 ~—)
A9 753-A- 2-methyl-4-{3-[(1-methyl-3-trifluoromethyl-1 H-pyrazole-4-carbony
COOHb |Daminolthiophen-2-ylipentanoic acid (A-7 DT AT L 4~ —)
A10 DM-A-OH N[2-(3-hydroxy-1,3-dimethylbutyl)thiophen-3-y1]'3-triﬂuorometh
yl-1 H-pyrazole-4-carboxamide
N-[2-(3-hydroxy-1,3-dimethylbutyDthiophen-3-yl]-1-methyl-3-
A1l 753-A-OH trifluoro-methyl-1 H-pyrazole-4-carboxamide
A-12 753-F-DO N-[5-hydroxy-5-(1,3-dimethylbutyl)-2-oxo0-2,5-dihydrofuran-4-yl]-1
-methyl-3-trifluoromethyl-1 H-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 A-pyrazole-4-carboxamide
A-14 DM-753 N[2-(1,3 d1methylbu.tyl)th10phen 3-yl]-3-trifluoromethyl]
pyrazole-4-carboxamide
B-1 PDA penta-2,4-dienoic acid
B9 753-A-di | N-[2-(8,4-dihydroxy-1,3-dimethylbutyl)thiophen-3-yl]-1-methyl-3-
OH trifluoromethyl-1H-pyrazole-4-carboxamide
B3 DM-A- | M[2-(4-hydroxy-1,3-dimethylbutyl)thiophen-3-yll-3-trifluorometh
OHI yl-1 H-pyrazole-4-carboxamide
B4 753-A- N-[2-(4-hydroxy-1,3-dimethylbutyl)thiophen-3-yll-1-methyl-3-
OHI trifluoromethyl-1 H-pyrazole-4-carboxamide
N-[2-(1,3-dimethyl-2-butenyl)thiophen-3-yl]-1-methyl-3-
B-5 753-A"US trifluoromethyl-1 H-pyrazole-4-carboxamide
) N-[2-(3,4-dihydroxy-1-hydroxymethyl-3-methylbutyl)thiophen-3-yl
B6 | DM-A-triOH 1-3-trifluoromethyl-1 A-pyrazole-4-carboxamide
N-[2-(1,3-dimethyl-1-butenyl)thiophen-3-yl]l-1-methyl-3-trifuluoro
methyl-1H-pyrazole-4-carboxamide
— PTU AT

N-12-[1-(2-methlpropyl)vinyllthiophen-3-yl}-1-methyl-3-trifuluoro
methyl-1H-pyrazole-4-carboxamide
DIRIEY)
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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 HRAGEY O GSH fa &8

DM-Cys-F-
DO

A-12 HERRE D cys FuE IR

Hydroxy-D
M-cys-F-DO

A-12 HERE O cys fu &R

Dehydro-GS
H-F-DO

A-12 BRI O GSH &k

GSH-T-DO

A-13GSH fa& 1k

Hydroxy-cys
-T-DO

A-13 HERE D cys fu &R

Hydroxy-cys
-F-DO

A-12 HERICEM O cys faE 1K

N-Ac-cys-T-
DO

A-13 HERREHM D N-7 TV cys fa &k

Cys-glu-F-
DO

A-12 HERRE O cys-glu BB &K

Cys-gly-F-
DO

A-12 HSEAEHE O cys-gly HuA K

Cys-F-DO

A-12cys fa &K

Dehydro-cys
-F-DO

A-12 BRI D cys U &K

DM-cys-F-
DO

A-12 RGP D cys T &1k

N-Ac-cys-F-
DO

A-12 HRRE D N7 & F )L cys HA K

Dehydro- N
Ac-cys-gly-F
-DO

A-12 HRHE D N-7 & F /L cys-gly HA 14K

Dehydro-cys
-gly-F-DO

A-12 HREM O cys-gly A K

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

A-12 H G O GSH &1k

Hydroxy-cys
-glu-F-DO

A-12 SRR O cys-glu FI A&
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- Hydroxy- V-

Ac-cys-F-DO A-12 HRE O N-7 18 F )L cys &K

JR AT
EHO

JRIARTR
EH2

JR AR
EYO

JRIARTR
EY@

JR AT
[EXZ6)
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<HIHE 2 ARSI >
W& R G
AIGt | T T7 v ra7) sk
ai AN ) =
Alb TIVT IV
ALP TNHVRAT 7 B —F
ALT TI=T ) NIRRT 2T —8 ‘
=N IVBELEVRET AT I —F (GPT) )
APTT | i&MEAEE ) b AR 7T AF IR
CF rwa7 47 L—h
Cmax G e
CMC TIVIRF T A F L E—
CYP F K7 v — A P-450
Cys (cys) | VAT A ¥~
ECOD T XTI O—WT L FALEESR
GGT VINVEIN KT AT 2TF—F (5y - NEIN T ARTFHE—F (y-GTP) )
Gle T a—Z (i)
Glob razy
Glu TIE I PR
Gly TV
GSH TNNEFH
Hb ~NEZnEy (EGFEE)
HDW T T B PR AR R
LCso FEESEIR B
LDso B
MCH SRR i ER 1. 2 3
MCHC | “FH¥RifER f (R
MCV R i ERA FE
PB Tz /) N)LEX— )L
PCNA | HHFE A Az R
PFC plaque-forming cell
PHI BB UEE T B
PLT 1 MR
PROD |V hXU LYV T4y OTTAXT—E (~T X TFF7—F)
PT =30 N = IR el ]
RBC AR i Bk E
T2 EESSR e
TAR e (UER) ke
T.Bil N =
T.Chol |#=lLAXTnmr—L
TG NUZUEY R
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Trmax He i i P I P ]
TP R HE
TRR TR B i R
UDPGT | vV A HuilEsE (DI v/ rsa=) LI A7 = F7—7F)
WBC M i Bk
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<HIHK 3 : TEW IR Rl BR Al >

NI E ) FERME (mg/kg)
B =]
((BUES (g 5% PHI o o 1o - - -
BERE |y | aiha) | o) () | TAEIE | REA3 | REWAS | RE A1
2z}
0 ot | TSN | SR | VRSN | R | TSN | i | TR
1 0.22 | 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
FpLY 220 7 0.07 | 0.04 | 002 | 0.02* | 007 | 0.04* | 0.02 | 0.02*
R 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*
fE , | 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 | 0.66 | <0.02 | <0.02 | 0.02 | 0.02* | <0.02 | <0.02
e 200~ 3 0.28 | 0.10% | <0.02 | <0.02 | 0.02 | 0.02* | <0.02 | <0.02
%@@f 2 202 3 7 0.05 | 0.03 | <0.02 | <0.02 | 0.02 | 0.02* | <0.02 | <0.02
2004 4% 14 | 020 | 0.10% | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
A 200 X% s | o7 | e
/—-g . .
%@@w 2 | 50~150 | 2 7 | 179 | 1.16
2004 FF% 14 | 083 | 045
Y5 28 1 12.8 | 7.19
%@@7’5 o | 20030 | 3 13.1 | 7.06
- 30~100 7 452 | 251
2006 4% 14 | 068 | 0.39
— 1 0.01 | 0.01* | <0.02 | <0.02 | 0.02 | 0.02* | <0.02 | <0.02
P , | 200~ A 3 | <001 | <001 | <0.02 | <0.02 | 0.02 | 0.02% | <0.02 | <0.02
S 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
2B HET
) 2,000
X R ICHETE 1 1.05 0.57
(&S] 2 | 3EEMS | 4 3 0.21 0.14
2008 4 150~ 7 0.08 | 0.05*%
200
A
727 A% s | oot | <001
=) <0. <0.
(ﬁmpx)@:z 2 300 4 - <001 | <001
2007 4 14 | <0.01 | <0.01
b 1 1 0.49 | 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
(ﬁwﬂ@(ﬁﬁ‘%? 2 9295 3 7 041 | 027 | <0.02 | <0.02 | 0.04 | 0.02* | <0.02 | <0.02
2004 4FFE 14 | 016 | 0.12 | <0.02 | <0.02 | 0.04 | 0.03* | <0.02 | <0.02
E—v 150~ 1 1.00 | 0.88 | <0.02 | <0.02 | <0.02 | <0.02 | 0.02 | 0.02*
() | 2 200 5 3 0.78 | 061 | <0.02 | <0.02 | <0.02 | <0.02 | 0.02 | 0.02*
2005 4 7 0.42 0.33 | <0.02 | <0.02 | <0.02 | <0.02 0.02 0.02*
T 909~ 1 0.47 | 0.33 | <0.02 | <0.02 | 0.03 | 0.02* | <0.02 | <0.02
(DR | 2 550 3 3 0.43 | 028 | <0.02 | <0.02 | 0.04 | 0.03 | <0.02 | <0.02
2004 4FTEE 7 0.16 | 0.06 | <0.02 | <0.02 | 0.03 | 0.02 | <0.02 | <0.02
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g | PR | o e (mglkg)
s |l @ | g | P
THEE |y | aiha) | o) (F) | TFAEIR | REA3 | REWAS | @A
2z
- e | A | Basii | M | AeEii | A | BoefiE | TR
=) 150~ 1 017 | 0.16 | <0.02 | <0.02 | 0.03 | 0.02* | <0.02 | <0.02
(R | 2 095 5 3 0.12 | 0.10 | <0.02 | <0.02 | 0.03 | 0.02* | <0.02 | <0.02
2004 £t 7 0.02 | 0.02 | <0.02 | <0.02 | 0.03 | 0.02* | <0.02 | <0.02
41 v 1 | <0.01 | <0.01
. 200~ 3 0.01 | 0.01*
%@(%:? 2 300 5 7 | <0.01 | <0.01
2007 FHEE 14 | <0.01 | <0.01
AuL 1 | <0.01 | <0.01 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
(i (L) o | 250~ 5 3 0.01 | 0.01* | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
CS) 300 7 0.01 | 0.01* | <0.02 | <0.02 | 0.02 | 0.02* | <0.02 | <0.02
2004 4 14 | <0.01 | <0.01 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
B 320 s | 017 | ooe
/—-g ~ . .
(iEHC yf 31 500 3 7 | 007 | 0.03
2008 4HE 14 | 01 | 0.04
A 320 s | oss | 66
S ~ . .
(¢ ygz)& 3 500 3 7 | 807 | 5.28
2008 4HE 14 | 695 | 4.73
e 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
(“@(%3:? 2 600 3 7 0.46 | 0.33 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
2004 4 14 | 029 | 0.22 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
2ol 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*
Q@G'E%? 2 450 3 7 0.87 | 0.77 | <0.02 | <0.02 | 0.03 | 0.02* | 0.04 | 0.03*
2004 475 13-14 | 050 | 0.32 | <0.02 | <0.02 | 0.03 | 0.02* | 0.06 | 0.04*
o 1 0.04 | 0.02* | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
; 400~ 3 0.05 | 0.02* | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
(R0 af 2 600 3 7 0.05 | 0.02 | <0.02 | <0.02 | <0.02 | <0.02 | 0.02 | 0.02*
2005 14 | 002 | 0.01* | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
L 1 10.9 | 6.26 | <0.05 | 0.04* | 0.05 | 0.03* | 0.15 | 0.10
; 400~ 3 124 | 626 | <0.05 | 0.04* | 0.05 | 0.03* | 0.19 | 0.10
(R0 3‘&2 2 600 3 7 894 | 486 | 0.05 | 0.04* | 0.07 | 0.04* | 027 | 0.16
2005 14 | 369 | 250 | <0.05 | 0.04* | 0.08 | 0.04* | 0.19 | 0.13
. i 1 094 | 0.85
7BV 430~ 3 | 083 | 065
C=S 2 500 3 7 0.48 | 0.45
2007 4 14 0.4 0.28
21 | 015 | 0.13
5545 1 220 | 1.60 | 0.03 | 0.02* | <0.02 | <0.02 | 0.06 | 0.05
. 400~ 3 219 | 151 | 0.03 | 0.02* | 0.03 | 0.02* | 0.07 | 0.06
(ﬁm”@(%f 2 500 3 7 1.63 | 1.40 | 0.03 | 0.02 | 003 | 0.02* | 0.07 | 0.06
2005 4 14 1.86 | 1.36 0.05 | 0.04* | 0.05 | 0.03* | 0.06 0.04
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%ﬁ MR | g e (mglkg)
s |l @ | g | P
%’@fﬁfi o ai/ha) (IED (E) T AT R Fﬁﬁgﬂ:@ A-3 1&5%% A-5 {Jﬁﬁﬁﬂ% A-11
% Y Y . .
¥ e | A | Basii | M | AeEii | A | BoefiE | TR
pr= 1 0.90 | 0.79 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02 | <0.02
e 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 45 14 | 031 | 0.20 | 0.02 | 0.02* | <0.02 | <0.02 | <0.02 | <0.02
7R
(it 300~ 7 | 857 | 217 | 003 | 0.02% | 004 | 0.03* | 0.05 | 0.03
CESAENYD) | 2 500 3 14 3.77 | 2.26 | 0.03 | 0.02* | 0.05 | 0.03* | 0.08 0.05
() 21 3.68 | 2.07 | 0.03 | 0.02* | 0.03 | 0.02* | 0.11 | 0.08
2004 4
e s | oms | o5
(G5 2 400 3 : ;
" 7 0.66 | 0.34
2008 4FZ 14 | 052 | 0.29

) - B3RSl 2 L,
- I EERBRA R A ST — X O EFHRET 255, EERAEABRH Lz LTEEL,
*E1Z2 A LTz,
T RTOT — X PEERARMOLAILE BB OV <Z A, L CREd L7z,
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<DL 4« HEER U >

— [E R /N U bt g 65l

"y s (A% : 53.3kg) | (KHE :15.8kg) | (KE:55.6kg) | (KHE : 54.2 kg)

(mg/ke) ff B ff B ff B ff B

@GN | @NB) | @NB) | @NB) | GNB) | @gNB) | @NB) | g NH)

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
7eFhE | 0.01 30.3 0.30 18.5 0.19 33.1 0.33 22.6 0.23
HPE 0.57 11.3 6.44 4.5 2.57 8.2 4.67 13.5 7.70
TANTAA 0.04 0.9 0.04 0.3 0.01 0.4 0.02 0.7 0.03
kb 0.34 24.3 8.26 16.9 5.75 24.5 8.33 18.9 6.43
v—=>| 0.88 4.4 3.87 2 1.76 1.9 1.67 3.7 3.26
TA 0.33 4 1.32 0.9 0.30 3.3 1.09 5.7 1.88
w20 | 0.16 16.3 2.61 8.2 1.31 10.1 1.62 16.6 2.66
AR 0.01 0.1 0.00 0.1 0.00 0.1 0.00 0.1 0.00
Aa A5 0.01 0.4 0.00 0.3 0.00 0.1 0.00 0.3 0.00
AAER | 0.06 41.6 2.50 35.4 2.12 45.8 2.75 42.6 2.56
DA 0.60 35.3 21.18 36.2 21.72 30 18.00 | 35.6 21.36
AL | 1.09 5.1 5.56 4.4 4.80 5.3 5.78 5.1 5.56
F7eL | 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
*7%901 0.85 0.1 0.09 0.1 0.09 0.1 0.09 0.1 0.09
F5L95 | 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
7Ry 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
A0 | 6.86 0.1 0.69 0.1 0.69 0.1 0.69 0.1 0.69
=i 149 82.6 128 137

TE) - BRI, BESUIHGE STV DR - AR L D SRR OFED 5 b,

NUFAET FORKEEZRWZ (B8 JIK3) |

- ff : PRk 10~ 12 AE D ERZEEMAE (B 57~59) OfE RIS < EEYERE (ug/NA)

CFEHCE  FRRE N OREMIRE &N O RO IR F AT FOHERERE (WwNH)

s LERTOWTIE, VA,

iz,

V=T VI A T80 LERBEORmNY —7 L X ZDMH

CPEHEEZR LIZHOW TR, BARZ LoFRREZ vz,
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BRI G TF AT B GRERD)  CERC 194 4 A 3 HEGT) - = b5 sas
. 2007 4, —HAE
7 v MEWNIZE T 210G ER (GLP %fits) : Ricerca Biosciences, LLC CK[E) |

2005$ RIATR
SEITRITHRHEE (GLP %1&) : PTRL-West, Inc. CKE) . 2005 4, &<
INFR

r~ MBI 510HFER (GLP %) : PTRL-West, Inc. CK[E) . 2005 4., £

/\43{%

X v 2B A REEER (GLP %)%) : PTRL-West, Inc. CKE) . 2006 4,

RINFR

IR HIEHERER (GLP X))  : FRRE R ZEAT. 2005 4, RAFE

TEEWAEMERER (GLP xt) - (MM E R 7o st . 2006 4, RAFK

A iRt aRER (GLP %Hits) : RCC Ltd. (A A R) | 1999 4£, RAF

AKAesy ferakBh G pH7) (GLP xf)%) : RCCLtd. (AA &) | 1999 4E,

HRINFR

KA fRERER (BSAKYH)  (GLP xfi%) (MWL R ToidE . 2006

GENI 7N 3

TEEFRRE B AGE ¢ MRS, 2004 . RAR

TEFE R RS « — bRttt 2007 47, RAFE

NRUF AT REEROIIRER (GLP xfity) : B SA U RS 4E, 2006 4F,

RINF

RUFFHET NEEO T v MBI 22k 0 3EREBR (GLP %t)&) : RCC Ltd.
(AA R) | 2000 4, RAFE

RUFFHET REKRO T v MBI 2 2R EERER (GLP xt&) : RCC Ltd.
(AA R) | 2001 5, RAF

RUOFFHET NREEO T v MBI 22 AEEREBR (GLP %t)&) : RCC Ltd.
(AA R) . 2001 4E, RAFE

Ry (B, Fi) A-5 PCA D7 v k& W athfk 02l (GLP xf

) AR Y —F o H— 2005 F, RAFE

Me-7563 ® 7 v & AWizadkk 0 stk (GLP xts) Ay UV Hh—Fk'o X

—. 2005 F, RAFK

PTU © 7 v & W e AR D w3k (GLP xts) - Ay U —Fko & —,

2005 F, Rk

THT © 7 v F &AW 2R 0B8Rk (GLP xHS) - Ay U —Fk o & —,

2005 -, Rk

5-753 7 v k& AW 2R 0 3ERE (GLP %H&) - R Vh—Ft o & —,

2005 F, Rk

Rt (B, W) A-3 PAM ©F v k& HWi-2arERk 0 ErERER (GLP
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24
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34

35

36

37

38

39

40

41

$Hi) AR Y —F 2 — 2005, RAFE

Rt (B, +38) A-4 DM-PCA ©F v b Z W= 2VER 0 HEER (GLP

®) AR U —F X — 2005 F, RAFE

Ry (B, W) A-11 753-A-OH © 7 v b & 7o 2bkig 0wt
(GLP %xt)i7) : R VP —F ko Z—_ 2005 F, RAFE

RUTF AT NEEO 7YX 2 72 R R (GLP xHit) - W EE AN

P IRMFSEAT, 2001 45, RAFE

RUFAET RFRO 5% A7 IR RS (GLP kit A NGRS
EREFZEAT. 2001 4F, RAE

RUFAET RFEEROENE Y b E RO EREEREBR (GLP xf%) Wk
N IR TR, 2001 4F, RAFE

RUFAET RFEDO T v M EHWIREERGIZ X5 90 HRIKER D& 55k
#Br (GLP xt&:) : RCCLtd. (AA &) | 20054, RAFK

NFAET FREDO~ T 22 WTRER SIS & D 90 A RISAERE N #5-aiE
Bk (GLP xtity) - MEE NFRR RIEMF9ET, 2002 47, RAE

NUFAET NFEOA X2 AWTCIREHR G2 K 5 90 H SRS 1 £ 555k
B (GLP xti&) - MEIENFRRE BEIEAFZERT, 2001 4, RAR

RUFFAET RFEERDOT v &2 AWIRERGICX S 52 @IS MEEERR
(GLP x#)&) : RCC Ltd. (AA &) . 2006 4, RAFK

NFAET FEEROA X TR G2 KD 52 M [ fO@ 7 MR
(GLP xtis)  : MENE NFRRRREEMITEAT. 2006 4, RAFK

NRUFFET RERDT ~ k%= 104 SR AMERER (GLP %% : RCC
Ltd. (A4 R) | 2006 4, KRAFE

NUFFAET NFEO~ T 2% W2 ICREER 52 L 5 78 HHEFEDS AR
(GLP xt)is) : MENE NFRRRREEMTEAT. 2006 42, RA%K

RUFAET RFKRDZ v b & O BhEFENRER (GLP %t MEE NGRS
EIRBFZERAT, 2005 45, RAFE

RUFAET NFERDO T v b & W@ EHRE (GLP %1it) : Huntingdon
Life Sciences (F[E) . 2006 F. RAFE

NFAE T REEO 7Y F 2 gt (GLP %)) : Huntingdon
Life Sciences (F[E]) | 2006 4, KAFK

NRUFFET NIFEEROME 2 W8 IR 2R A 2R (GLP xfil) - &R ESE
fnZE MR v Z —. 2000 -, KA

RUFFET NEEOMEZ - DNA E1E35 (GLP %Hit) 85 EEE
LAVERHiE o # —. 2000 -, RAFE

RUF AT REARO CHL MR % v 7= in vitro Yo R B w3lBk (GLP %fis)
i EER 22l o Z —, 2000 £, RAE

RUTFFET FFIKO~ T A Y 7 4 —< il % O 728 6 17 2208 Bl
(GLP %It R EIRL 2SI o % —, 2000 4, RAEK
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42 RUFHET NFERO~ T 2% FAWT2/MERBR (GLP %1t &R 2e 4
PEEHE > % —, 2000 -, RAFK
43 RXUTFFET NEERO Z » MR Z AWz in vivo/in vitro ~EH] DNA A A%
(UDS) #Bx (GLP %) : RfhfRERE M Z AR > 2 — 2000 45, R4
*
44 B RY (B, fEY) A-5 PCA OME Z W - 18IR 28R Bk (GLP %t
J) AR Y Y—F ko H— 2005, RAK
45 Me-753 OFME % AV 7218 Im 22 A Bk (GLP xf)%) : B — -« = A« =/ 2005
. RAFE
46 PTU OMIE % H W7 IR 28R BBk (GLP %) : B— -« =4 - =1 2005
. RAEK
47 THT OMME 2 AW -8R 2R A BB (GLP %fI%) : B— -+ = A - =)L 2006
. RAFE
48 5-753 OFME % W B IR AL BAER (GLP xtI%) Ay UV —Fkr ¥ —,
2005 4, RAE
49 ROy (B, fEW) A-3 PAM OMIE % A 78 IR 282 Bkl (GLP %t
JR) B e e L, 2005 4F, RAE
50 et (@, 1+ A-4 DM-PCA O 2 =18 1722828 5385k (GLP
XI5 B— e A - L, 2005 4R, RAE
51 AR (B, fE4)) A-11753-A-OH DM % 218 IR SR AL SR (GLP
X)) 1 B— e A - L 2006 4E, RAFE
52 XU F AT RIFIRD T v b & T2 TR 35 75 18 M OVl i 1 il E 7l BR
(GLP xt)ty)  : EHNENFRRE W TEAT, 2002 42, RAK
53 ARSI oW T CFk 19 4 5 A 22 AfHTREAENBERELS
0522003 5-)
B4 £ S EE B ARG O OB ANT SN T CERR 19 4F 10 A 4 BAEHTFES 971
5)
55 L. WIS O HIMEUE (IEF0 34 E/E4EEER 370 5) O—#axiET 54k
i (AL 20 47 6 H 30 B AT AL 20 AR AL 57848 5 R 5 370 %)
56 I ERA~TF AT K FREAD  (CERK 2247 H 22 RG] - =3 ksT 7
RS, 2010 4, —#HARTE
57T XU F AT REKEDOT v &AWtk EERR (GLP %)
Huntingdon Life Science Ltd. (F&[E) . 2008 £, RKAFE
58 XUF AT NEARDT v F & - 13 BRI IER O & 5 ERER (GLP
%tii) : Huntingdon Life Science Ltd. (Z£[E) . 2008 £, KAF
59 XU TF AT NEED T v kBRI RE I 33 5 EH I L OV o [RIE MR
(GLP xt)&y)  : MEHNENFRERBEWFTERT, 2008 42, RAK
60 X T AT RFIRO~ 7 R % T2 2 38 [T S G 55 5528 M OV fla B8 5
RERER (GLP xtiy) : MENE NFREEIEMFIEAT, 2009 42, RAK
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76

NUFAET NEED T v b & VTR G2 K5 4 BRGEEERR (GLP
%tiin) : Huntingdon Life Science Ltd. (F[E) . 2009 4., KAFE
RUFAET RRIEO~ T 2% HWTZREE R GIZ L 5 4 HH % mExER (GLP
%tii) : Huntingdon Life Science Ltd. (Z&[E) . 2009 £, KRAFE
NRUFFET RFEROIEET v b &2 FAWZimflR o0& 51 X 2 R @Rt Ert
Bt (GLP %iis) : Huntingdon Life Science Ltd. (J:[E) . 2009 £, RAFE
PCA ®7 v b & A= 28 HIIKER O & 535k (GLP &%) : RCC Ltd.
(AA R) | 2008 £, KA
R 17 DM-PCA O F v k% W IREER 512 X 5 90 H I ERR D #% 535
B (GLP %t)&%) : Huntingdon Life Science Ltd. (Z<[E) . 2009 4, HKAF
Ry (@, My, 134 A-13 753-T-DO DM & W 7o B IR SR A B
Bh (GLP %its) : Covance Laboratories Inc. (ZE[E) . 2009 £, A%
AR (B, WD) A-5 PCA DF v A =—ZNLAL—VT9 filfi % 7
in vitro Yt R B E 5Bk (GLP %t)&) : RCC Cytotest Cell Research ( K1) |
2008 &, Rk
Rt g (B, fE¥) A-4 DM-PCA OIEFLEEEL ML 2 N = in vitro Yeth,
REFHE (GLP xf/%) : BfREELLEMERME > #— 2007 4, KAFK
Rty (B, W, 13) A-3 PAM OIFFEEEMILE MW/ in vitro
e R ERER (GLP xf%) - RsnEEEL et o 2 —. 2009 £, K
NF
R (B, HiWD) A-11753-A-OH DF x A =— X2 A5 —Jifi ki
Fk (CHL) #lfa % 72 Qe fR B 50 (GLP %}ity) : Covance Laboratories Ltd.
(BEE) . 2009 4, RAK
RE Y (B, fi, 158 A-13 753-T-DO OF ¥ A =— R/NI A X — i
kMgt (CHL #ifg) Z Muvicge ek R iER (GLP xfi&) : Covance
Laboratories Ltd. (F&[E) . 2009 £, KRAFE
R0y (E. fiY) A-5 PCA DO~ TR > 7 4 —~<flilldz -8 122
REFRABR (GLP %) - BfEEEREL LMt > ¥ —, 2009 4, KRAE
Ry (B9, %) A-4 DM-PCA D~ A 74—~ TK R (MLA)
(GLP %)) : BihREELZ ST v Z —, 2007 4, RAFR
Rty (B, fid, 138) A-3 PAM O~ DR Y 74—~z Az
BARF 2R R (GLP k)« B REKL LSV E o # —., 2009 4,
RN
R iRy (B, W) A-11 753-A-0H O~ 2 ) v 7 5 —-~ L5178Y #ilf
W28 s 2R 2 ikl (MLA)  (GLP %fii) : Covance Laboratories Inc.
(FE) | 2009 F, RAF
Rt g (. WY, +38) A-13753-T-DO O~ AU 7 4 —~ L5178Y
A &2 W T2 B s 722 Bk (MLA)  (GLP xf):) : Covance Laboratories
Inc. (Z£E) . 2009 4, KA
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77 RESEY (E. FEY) A-5 PCA O~ 2 &AW/ MZiRER (GLP %)
BinEEIEMNZ MR & —, 2009 /F, RAF

78 \Ei oY) (B, Y. 138) A-3 PAM O~ v A& HWW=/MERABR (GLP %t
&) B EEIES AR 2 —. 2009 ., RAEK

79 7 v MEHHREEY O E SR (GLP x})t&) : Pacific Biolabs CK[E) . PTRL West
Inc. CK[E) . 2009 4, RKAFE

80 7 v b &AW EEEEH5AHTEER (GLP %fjt) : Ricerca Biosciences LLC (K
E) . 2009 &, KO£

81 XU T AT KOEWMFEEMERBRME : —HbFT 7 akath, 2008 4, &K
INFR

82 B ASMIZ OV T Pk 23 42 6 H 8 HfHTIEA S #E 7 &2 0608 55 8
)

83 [E R OBLIR — Fak 10 FE ROFEM AR L —  fdEE - SRBIHFHRUFIT S, 2000
=

84 [E R OB —Fpk 11 F[E RO ARG K — (- SR IF Rt 2. 2001
.

85 [E R OBLIR —Fpk 12 FE RO AR B — R - B IHFHRAFIC SR, 2002
=
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