el

I/ ETS7xTY

(%6 3 hi)

i
oo O

W=

W

m

> m

BH7—2




B

O BRI . 3
O BRERERBEEE A . 5
O BRRARESEEEMNAEREMEERE ... ... ... 5
O R o 1
. B R D B . 8
3 TR = 3 8
2 BRI D= BB . e 8
B BB 8
R 2% W 8
B T . i 8
B . BT 8
7. BROBE. .. S e 8
I. BRI R AR RO E . 10
1. BRI S . 10
(1) ST BT T D e e 10

(2) YT/ ES 7 VRURBYB OHEBXBIRE .............. T 18

2 ARSI R . . . 20
(1) BB A o e, 20

(2 ) TR 21

(8 LYB T 22

3. REBE R . 23
(1) BRI EIERIEA R .. 23

(2) R RS R . ... . e 23

(8) B BRI B ... 24

4. KRR IR . . . e 24
(1) MAKSESAER ... . P 24

(2) KPRSEIAE (FEEK) AP 24

(3) KR SBRE (BT 25

5. R R BB B . 26
6. TEE R R R, 26
(1) ERBBRER ... . ., R 26

(2) MBI R . . . . 26

7. B B 27
8. AR B . . ... 27



9. B RECHITIREERVEEBRMEESRR. ... 28

10. BAMENRE. . 28
(1) O EMEBEANENRE (Sy k) 28

(2) 0 BERERMEMERT (1 X) 29

(3) 21 HFEEAMZRESEMER (Sy M) 30
11, BUSEERBREURSARER. ... 30
(1) 1ERBESIHEE (4 R) 30

(2) 2 MBS/ BNAEHEEE (Sy b)) 31

(3) 1I8AMHMREMNAMRE (FUR) 34
12, EMREBERB. ... 35
(1) 2RISR (T ) o e 35
(2) BEEHFE (SY R 36

(3) BAESHEE (5 36
18, BEEMER . 37
14, TOMORR-5v bOFEICESTHEESHCETIET................ 38
. BB .. ... 4
- A B/ AR R . 45
B 2 BB . . 46
- R S R R R R . . 47
- RUSE A MEEEMRE . .. i, 50
B 51



<EROEH>

— & 1 IR —

20074 2 A 23R BHKES»LEAFEHE ~BEPRBIEIELLOELE
BREEE (FH PAES, VAZT, 21L%)

20074 3 H 5B FEEFBKE»LEGEEREICE > RMEBREEIMIZ
DWTER (BEFBHERELE 0305002 5F)

20074 3 H 6H BHREHO#ES (M 1~56)

20074 3 A 8H F IBLEARSKELEZEER (EFEFHHY)

20074 58 18 B & 11 MREEMBHEIREAIE M=

20074 8 A 23 FH BmMERIZE (&8 57)

20074 11 A 90 F 17TREREEMARESKRETME =

20074 12 0 50 # 32mEEEMARAELSRES

20074 12 A 13 0 F 219 FEAEELERS (BE)

20074 128 13 H 2520084 1A 11 A EEPLOMUER - FHROBEE

20085 1H 15H BEHMAHEESEENIOALEEEASEAE~HE

200846 1H 17H 222 MANMELEEES (H4%)
(RBfHTEAFBRE~FEMD (B 58)

2008 4F 11 A 27 A ZERBEIEENEER (ZH 59)

— % 2 FREAHR —

2000 TH 27H BHAKEAPOELAFHE ~BEEHERECRIERLK
O RMEERERE CERER: %27¥ V0, £EE)

20004 8 H 4H EAFHRENOCEREEEREZHRI>EBHEREZETH
IZoWTER (EEVBERER 0804H 5 %) | BIGRE
HoES (5 60~62)

2009F 8H 6H F2THAEMETEZES (EEEHEHA)

20104 1H 148 316 [ARTERZES (FB)
(R B fFHTEETBXE~@BH) (ZMH66)

20104 12 A 13 A BRYBIHEEREETR (ZH67)

— % 3 R —

201048 9 A 290 BEWRKEENOELETEE~BIEBRGRFBIFEIEERK
DEMEEREKRE GERER . —=r, &9 5 ) EUR
R&EL)

20104F 11 H 108 BAFBRKEMNCEEAERTEIR B REEEETEM
WWOWTHERE (BETBERRET 111058 4 5) | BEEE
FEoHES (B 68~70)

20104 11 H 18 H H3s6mBEMELEEES (EREFHEMHA)



20114 7H 210 #3911 EEREELEESLS (FH)
(A B At i B4 558 R B ~i@ %)



<BRETRELERSEZREZM>

(20096 H30 HEC) (20114 1A6 A%T) (201141 A 7R H»H)
RE B (FEEE) INNRETF (FER) INRET (BER)
INREF (ZEREAREY) RE B (ZFEEMHEY Ry # (ZFEEMREY)

ER W kB 2 1
B f—1E B R —1E PP A —IE
ML MEIT AT yURIR S
JEG U T B B R T LR b
ARRE— AR MHEAR
*: 20074 2H 1 B2b *: 20097 H 9 A6 *1 20114 1B 13 B G
200748 1 Hdb
<ERREERXREEMPAEEMEREAE>
(2007 £ 3 H 31 HET)
A+ (BRE) =RRIE= RFRE
BEE A (B E) e x KHF w R
R LR AL AR FiE
A R EHAME iy N A
®ROEN FEAT BEA AN ETE
LT B HER ¥ AE 7
FE— B E MR
L B H R L1y 75 52
KEHR RE#HZ FL=E
X R PER— BRI
RE 1E MEZE A HH
/NEIEE R — B Eoy S
/NIRRT AhSREE
(20084 3 H 31 HET)
AL (ER) =KIR= 7 1 BREE**
o B (ERAEY) ern KA ey
7R ML HE T {CH B - RERE
T H Rkt mAEM FiE R
REN EHME N
LR B EA FJIEIE
- g EEG R A =)
L B HHEFESE IR
KERF LR

L1y 7 B2



K HEIE
KE
INEIEE
PR F

(2010 £ 3 A 31 B £ T)
AL (EE)

H B (ERAE)
L s

7% L B e

R

ROES
SHERD
i p

FIHa—

K F

RE &

INBIEE

JIERF

NIRRT
EH"I‘E‘E***

ERE
HEE—
WERE A

R — e

2 KRG

REEET

EARE D
EHAE
ER NN
HHES
e
ERHZ
HiEE—*
XHE E
MEIEA
[icpllksSEs
MYES
IREAE
RAEHE

FkE
SRRV
I S
HR A
*: 20074 4 A 11 BH b
** 2007 % 4 F 25 BAB
#2007 6 A S0 HET

EEC200TETH 1 BEMD

g W
AR A
A ER
YA R
MATE =
AR IE 58
L BIR Y
LI 5 7 52
WEXLE
B REVRTE
IR LE
HH R

—
B A

*:20094F 1 H19B%T
**: 200044 H 10 B2 b
RE 2009 4 A 28 U D



Z N

B —VREBERE (A=A THBI/¥TF 7= (CAS No. 560121-
52-0) i2oWT, ERABHBELZHAVWTCALBELZETIMEEK L -, 7.
SRERIE—<r, E9 5V RUERAEL DERERERRDFCEBH I N,

MR BRERE L, BiENEs (v 8 | EMENEG (B A,
RTROCWE D) | EMERE., HAMESE (T v PERUI X) | BESEE (71 X) .
BiEFEFERAMEFES (Z v F) BHRAM (w0 X)) | 2 REW (v ) |
BEESE (Zy PRUODYTS) | BaEERBRETH B,

FZREERBRERLD, Yz /5720 BEICIBEET. g CNEDD
PHATREE RS ., Bl (BERERMEBCEAREES) . 752 (FENEGAE
) RUWEE (IREKBIEZER) WClBdbhi, EEFERVCEEESITED S
nighnoi, .

EBRAMRBRICBWNT, Zy NCTERBOREEENSEM L7203, BEEF
T EEEEA N =L LB L, FMEICH -V BEEEZRET S Z LIXAEET
HHEEZLNT,

ZRBTCEONEEFEHEED S BIEEIZ. 7 v b2 RAWE 2 FEREBMEEERER
AMERERBRENY X2 HAWERAFERRIZBIT S 5.1 KT 5 mg/kg (KE/
ATHolri b, ZhbEBIME LT, B/METHD 5 mgkg (FE/R 2%
21%% 100 TR L 72 0.05 mg/kg A E/H 2 — HERHFAE (ADID) L& L7,



I. FENRREORE
1. Rig |
FemAl By =Fl)

2. FUMEHO—EL
o4 v o2 T7T =y
¥4 : cyenopyrafen (ISO 4)

3. %4
IUPAC
o . (B)-2-(d-tert-7FN 7 = =)-2-27 /-1-(1,3,4- F U A F
VS =5 = =22-V A F LT A —
¥4 : (E)-2-(4- tert-butylphenyl)-2-cyano-1-(1,3,4-trimethyl-
pyrazol-5-yl)vinyl 2,2-dimethylpropionate

CAS (No. 560121-52-0)
g WB)-2->7 /-2 [4-(L1-Y AFNeFN)T = =1]-1-(1,3,4- F U A
FN-1HE T — -5 A N)eT =2 jb=22-VAFNT 127 —
I-\
¥4 : (1E)-2-cyano-2-[4-(1,1-dimethylethylphenyl]-1-(1,3,4-trimethyl
-1H-pyrazol-5-yDethenyl 2,2-dimethylpropanoate

4. 3FRK
C24Hs1Ns502
5. 9Fik
393.52
6. MHEX
H,c\/ cf”’
" \O\ /C’r::H,
ol
eyt
cl:H, ° u Ha
7. REOEE

YR ETT7xiE, 1998 FICHEMAFLERASHICI VB S LY
7Y RBEA (RS =H) THDH, EMERIEFORS =H LR,
AEFNTREICIVAERT AT )T T2 OMASTHEMMEI bar R



TETREREAFELICERL. andBIrba ¥4 L5Q ~DETOIN
FIERTMICEETAZ LICE D, A" oEHOMBAMNEREZRBILTE LS
ZbTWV5S,

SE. BECMELERASH LIV EEREEICE S BREHRE (BAEXK
P, E9 30 RUBHAEL) BAIh T35,



I REEICHRLIRBROBME

FREMARIL. 1~4113, T /7720 ORUBUROKREE UC T
E#LEBD (BLT Mben4Clirm 572y W05, )\ B¥S— LB
ORFER UC TEBLEDO (BT Mpyr-4Clrm /E¥Z 7=y 05, )
BOREY B (ZFRMEE) oORVEVROREL 14C TH—ICEZE L0 (B
T Tben-1“CIB] &5, ) ZHAWTEBRINE, KHRBRERCREDERE
ITERICBr D AW B SIS = VS T 2 VITHBRE U, S S R R O
EERHENNK LI RO 2ICRINTNS,

1. MYEREGRER

(1) YT/ES2zY

® &

a. M MEHRE
Wistar 7 v b (—FMMES 12 L) Zpyr-4Clir = /) ¥5 7 = Xik
[ben-14Clo =/ €57 =0 % FNFH 10 mgrkg (KE (DL T JieBWTMHE
HE] w5, ) T 1,000 mgkg (& (UUFM.]lcknWT IERE] &
J. ) THEEHROES L, P BEEEIC DWW TR ENT:,
MR 2 PEPEEER NG A —FEZFR 1LIZREINTV D,
MEPICEOC, EABMECIIER S 1~4 FFE %2 Crax (1.00~1.14 png/g)
WIEL . Tipld 3.1~5 2R Tho. B A EH TIIHEE 3~6 BFE#IZ Cmax
(11.9~20.5 pg/g) IZiEL, Tieix 5.8~9.9 M ThHo7z, —JF. £MF T
IEEHER L 2~4 KH%E SR EE L 1~6 HFE % T Cmax(0.58~0.70 nug/g
BU6.72~10.7 nglg) ICE L7z, T O ZHHHEREISLFORE X
Dbh@Ehot, ERMEROME LD ERBOLNEPoT, (BHE2)
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£1 WBERVCENPEVYBEFH/NT LA —4

BERE |, | . [pyr-uClic / B5 7 = [ben-uClc / E5 7 x
(mg/kg ﬁlj *}l' Trax Cmax The AUC Tmax Cmax Tire AUC
A E) (hr) | (ug/g) | () | (hre-pg/e) | () | (ug/g) | (hy) | (hrepg/g)
g,; 2 1.05 3.1 6.69 1 1.14 4.4 7.44
B
i 2 0.58 4.0 3.98 2 0.70 11.4* 6.75
10
aﬁg 4 1.07 5.2% 9.37 2 1.00 4.7 7.89
i3
i 4 0.60 5.0 5.06 2 0.65 19.2* 8.40
ﬂﬁg 4 11.9 9.9 208 3 16.0 5.9* 156
i3
i 3 6.72 8.4 127 3 8.62 4.9*% 82.4
1,000 L
e 6 13.5 - 183 6 20.5 5.8 299
i3
i 1 7.63 8.7* 130 6 10.7 - 122

* L ABOBERT— 0 b oIk D BEYBHEBETOTF —FUBTERE LIS EHEE
BITEES LTV,
- . %IEHZ:E‘TD

b. B4R = .
ARFF P BEiERER [1. (1) @c. 11T 1T 2 M R O R o Pk 3R 3 O BRI & OY
=B APPSR ED DR SN RICRIT, EABHOHET 65.9%, T
56.4%. mAERBOBET 9.2%, HT10.2%Th-o7, (BHK2)

@ &4

Wistar 7 » b (—BMiHES 6 L) Zlpyr-#Clir= /¥ 7= {KHE
NirEARCHEERHROBRE L, RO ARBRISER S,

FEMABIC BT ABRERERBRERE 2 CRIATVLS,

EFAEBED Tomax FHETIE, MIE X D BV E 2533 SIS, TN,
ROBBOAThH 70, B 24 BREIHIC B EEREIMNE LR, Mk
. IFIE. B, MEEE. b — b KRR OVE RO A R 23R D o T,

B BB 0D Ty 7135 G, MAE X 0 3 VIR % R S0 1 08 B OV TG
DHThotr, 5 24 BEBIHIC IR AR E SRR L3, M.
RER R O — 7 2T oD R RE R EE 3 B v o 7 |

BT OBFERER. WThoREERUOMINICEBNTS, NEWES
oMb EERE, HBRAELEDI -7, EERIER N L 52 EAD B
Nighot, (2K 2)

1 A BBREIPRMVBWERBOLLEZI—HRE WS (BLTFTRL) &
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x2 FTEMBICHTLSEREBERMERE (ug/e)

B’EE (3

HEE®0. 7). ATIE(11.8). M |HLE((B.19). ATEEO0.70). B h#0.14).
M |8%(1.18) JE 5 (0.09), FAHREO.06), B —H A

(0.05), #E E{£(0.03), Mm#k(0.03)

10 I (108). H(T.54). B [T IL & (3.60). IFHEQ.57. 7 —7 X
ME B (0.61), 1 #E(0.50) (0.08). B (0.07). B §(0.06). f5EH(0.08),
RERE(0.03), 1 #8(0.02)
i ML (8,480). MTME(70.4). |HALF(236). ATIE(15.8). BiH(3.39). .
1000 . 5%(15.5) JE15(3.05), Mm3%(1.46)
: it A& (10,300), BFE%(O4.4). | 1L & (498), AFIHE(Q9.5), #—F &
i 4%(17.1) ©|(5.99), Bi#(5.08), i iE(2.35)

RAEBETE, BORE2IGME, TRE 4RRER. SHERTHE, BETHRE 4H
#®, #ETRE 6 FHE.
) HEEZAEmESD,

® K#

a. REUKDKYD
CREOESHEMRERN. (1D@a. RV b. 10658051 24 BEOR
RO 5% 48 BERI O #E % AV =R BN Eiig = iz,

REOFEFREMIIR SIZREINTWD,

R EHRIEEEwIRH R, TERHYIZT E THY, 0.1~
2.3%TAR THol, TOMIZF, G RV R P 0.6%TAR LT THREE &Ehi,
HHNHX, EBARHTIXALELED 24.7~38.1%TAR i H & h, TERH
i3 R (42.9~44.7T%TAR) . P (17.4~20.6%TAR) . O (12.0~12.2%TAR)
BOT(9.5~12.9%TAR) Th o7, GHEMTIZ. T LA EXFHILEM (85.0
~91.6%TAR) ThH v . BAE TR SNEAHWD 6.0%TAR LIF THh
HE i, ‘

RECGERE LI, R0 7 A VIZOCTHhORAETHLEICEE L
TEY, BEEBEDLLE» -, (BH2)
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®I RRUEDKHN GTAR)

it ®EE &R | vz .
BEE | mgngtr®) | 3 | 8 | wyT=s feae
173 E(0.6). R(0.6). G(0.4). &3, 1)
i3 " 4.7 R(42.9). T(12.9). E(2.4). F(0.8).
) G(0.8). FEn{H#(3.4)
1
0 R ND ]{ij%(;}?%%\(lfz()o.zl)\ G(0.3). F(0.2), =i
[pyr-14C] ik:3 \ -
iy 1| s8¢ [RULD.TE5.E10.F0.8).GOS).
Ay © [RmkE®0.1)
" I ND E(0.1). R(0.2). kz{#H4#(0.3)
L 000 # 88.6 R(5.0). E(1.4), REn{H%0.5)
’ m R ND E(0.6), R(0.3), Fin{t#m (0.2
# 91.6 R(6.0). FREnf#HH (0.4
I ND E(0.9). G(0.5). F(0.4). sk&nfLatm(2.1)
i3 2 29 5 P(20.6), 0(12.2). B(4.8). G{4.1). £
" 1o ' F{EH (16.3)
R ND E(1.9). G(0.3). F(0.2). Rm#w(1.2)
[ben-14C] i3 5 28 1 P(17.4). 0(12.0). G4.0). E(.0), ®
= " |A#Em(9.0)
77z w |7 ND |E(0.2). G(0.1). F&nRE#(0.4)
| 000 ’ 3 90.2 P(2.0). O(1.6), FKEn{t3i#(2.0)
’ ” 7 ND E0.7), G(0.1). Kzn{t#0.5)
: # 85.0 P(2.9). 0(2.5), #in{k#H4(0.6)
ND : R,
b. Bt %

TEH T HEERER [1. (1) @c. 1 TH B8 5% 48 BRI 0 0 2 FIV 72 AR
RN EmEINE, £, FRHIZONWT, BEREAE B-I Ny n=F —P
CANT P E—E) ITLBE
HEH R EH IR 4IRS TN D,
AR FORED 07 7 A VT THOHAETHLEMICEE LB, #
{EEWIEREENT, BEFRD N1 o i,
EREFHICBTH>EENB#HDITR S 5 (11.0~20.0%TAR) KUHm 11
(14.9~18.6%TAR) TH Y., N HIFEE IBE+HLEFRILEIZ L - T,
B4 BIEERAEE (V) . KO 11X CHASEK (U) ¢ LTRESRE, #
Oz B, F. G RU'R B 4.3%TAR LT TR &7, BAERIIEBITS
FEMRMDITES 11 (4.2~5.0%TAR) KU 5 (1.5~2.2%TAR) TH
b, ZOMIZE RV G2 08%TAR LT TRt S hiz, (B 2)
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x4 BETHEHY (WTAR)

it B5E " [mE] =/ ,
irﬁ&ﬁg (mgfkg 'ﬁsﬁ) EIIJ &&E EO§7I:/ ’ftﬁ*%
" i ND  |V{(20.0). U(18.6). G(4.8). E(1.2). F(0.4)
- =) ND E(26.5), C(18.4), G(4.9). F(4.7). R(2.0)
10 = ND U(14.9). V(11.0). G(4.3), E(2.9), R(0.9).
A F{0.4)
[pyr-14Cl # ND |E(17.2). C(11.8). F(3.8). G(3.5). R(3.2)
EZI/, ® | ND |U4.2. V2.2, G0.6), EO0.2)
Ehid B np  |[C@D. UL, ELE. V0.9, GO.2.
1000 F(0.2). RO.1)
’ i ND  |U(.0). V(1.5). G(0.8), E(0.2)
i U.2), V{1.7). C0.7). E0.8). G(0.5).
&l ND F{0.2), R(0.1)
ND : BH ¥,

c. FFik B U migch 8%

FERSFHRBEL. (DQITE T B Tmax fHF O TR O MLEE 2 H O 72 R
SRS Ehf S iz,

JRE B OV AE R EfE F 5 IR E TV B,

g, Mg & bz, R 7 7 A VR THOAETHBHICHE
PLTEY, HILGWIRH IR T, HERED N2, o,

g ¢, BAEBICBT A2 EERHMWILIR THY ., 55.6~72.1%TRR
THhol, Oz C (8.4~175%TRR) . E (8.7~14.7%TRR) . F. T
EOG (O Thb 4.3%TRR BLF) B ah, mAEFNICRT S FER
H#1 R(16.6~49.4%TRR) . C(17.5~54.9%TRR) R ' E(9.8~23.1%TRR)
THhol, :

MR ¢k, (EFEFIZBT 2 FERBMYIT C (61.3~744%TRR) Th
D, ZOMIZE (6.5~11.9%TRR) . F, G KU'R (W§ihd 3.7%TRR LA
T) A ah, BRERIIBIT 2 FERHMIX C (79.8~82.6%TRR)
ThHhh, MiZEBBRHEINTE,

VI )T 72Dy MEARBTIRMERKE LTOZ AT ALOM
KR (CDER) . @RV E LB tert- 7 FALEOKE (EDOERK) .
SV —NVEBIMAFAEOKEL (FDER) | tert 7 FNLHE AFALED
i DAKEEL (G DER) . QWEREFBORAZ (O, P, RKEU'T AR |
@I Ny u @Al (UERRVOAR) BREZ LN, (BE2)
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%5 FRERUCMEECEY FFRXILmEFRSaEIcHT 252, 4TRR)

o BERE | e ] o=/ ” -
P AEN (mglke ) PRI | B ESoay B (Tmax I V) .
R(72.1). E{8.7). C(8.4). T(4.3). F(0.5).
i R ND  fei0.). scanfealitn(4.3)
. el ND C(61.3). E11.9). FB.7). G(1.4), R(1.4).
10 KRB (5.4)
R(55.6), C(17.5), E(14.7), T(1.9). F(0.7).
—— g [T NP kst 0.0
) f| ND |C(74.9). E@®.5)
S5 7l R(49.4), C(17.5). E(9.8). T(2.4). &%
g |TH| NDgmas)
iR ND |[C(79.8). E(7.1)
1,000 | np  |CGLY). BG3 D, RAGE). T@D, F(5),
i i (1.9)
i 5 ND |C(82.6). E(5.6)

D BT, TS 2%, BTRE 4 FME, mREEMH TR, BTRE A&,
M TR E 6 R .
ND : a9,

@ i
a. REUKSH# (ERL)
Wistar 7 » b (—BEMHES 4 L) Klpyr-“Clvr= / ¥I3 72 XX
[ben-14Clev =/ ¥F3 7 = & BAECHEMGEER DHE L, REATCEP M

ABARREEI N,
BL1#% 24, 48 R TP 120 b5 (RABRE THS) OREUEPHEMRIIER 61
mRERTWED,

B OB PR RE O KE /2 138 5% 48 BrflicHit s, FEPEMR BT
ERTHole, BREAERCHENCLDZEZEDONEM -7,

x6 RERUERG#E (REEICHIT HEE. ITAR)

LN [pyr-14Clv = /S 7 = v [ben-14C]v= /5 7 c v
P BI] Vi3 3 B i
51 24 B 2.6 63.5 4.3 60.8 4.0 81.1 3.5 80.4
5 48 BRI 3.1 89.4 5.0 86.4 4.3 93.3 4.2 94.1
#FE1% 120 B 3.2 92.1 5.1 89.6 4.5 93.8 4.4 94.8

Fi, BE 120 BB OBEBOMIIR TICRINTVWD, BEEHHEEX
0.02~0.11%TAR LT & {&EL . BIZRLEZEBUA TR TRBERERETHL -

Tw
—o

(ZM 2)
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x1 FTEHRBOBREMSRER (85 120 BRE. /o)

HALE(0.011), F5HA(0.010), L8(0.006). ATE#(0.005).

. yr O B o 0,002
VSR TTE Y e e 0.019). TRE0.012). TE{LE(0.011)
' " fiThg0.031). B(0.027). E/E0.014), fER5(0.011), B
[ben-14C] (0.009), ¥B1LE(0.005), MLER(0.005). <1 (0.002)
R b b Y " 1 Ek(0.149), 21 (0.055). AFIE(0.047). /& (0.023). 5
#5(0.013), BA#(0.011). HALE (0.008), HEhE(0.004)
&) BIEEIRES 5T,

b. REUMrh#il (AR

Wistar 7 v b (—B ML 4 L) [Z[pyr-1tClv =/ ¥ Z 7 = XX
[ben-14Clo =/ ¥ 5 7 = & @A E THEEERER N &5 L, JREOCE PP

BRSNS T,

5% 24, 48 KU 120 Bfa] (RS THF) ORRUEDPIHERITIE 81T

RENTWD,

RECERBHED KBS 38 5% 48 FRCHRl Sh, ZESRMERIZ

Wi o e, FTHMLER OHEREC £ 5 BB D b an o7,

x8 WRRUESDHME (YTAR)

A kA [pyr-uClyr= /) ¥3 7= [ben-14Cl3 = ) V57 =
PRl I3 il HE i
ok R # 7 # R # I #
B 240H | 06 | 87.0 1.1 90.1 0.8 | 83.8 1.4 69.2
W5 488FW | 0.8 | 96.7 1.3 98.7 1.1 | 97.1 | 21 91.8
#54% 1208/ | 0.8 | 98.5 1.3 99 .2 1.2 | 989 | 2.2 | 935

iz, #E 120 BEZOMKELMITR 9 KRS TN, BEEER
0.07%TAR BATF L& < . RITR LML CIRERBBARB CH o, (B

e 2)
9 FEHBORBMGTEEREE (120 65/ &, pe/g)
[pyr-14Cl H |2 TEERBRRE
VT /)EZ 7z | M [&2TERBRER
[ben-14C] e (BE.57). FFI%(0.625), IH/LE(0.308). 7 —# 2 (0.255)
Y VT 7ol | M |FFEE(S.18). B JE (2.40), {ELE (0.159)

E) EEBEIRNEE ST,
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c. Bt dh ik it
JEE S = a— L E2BALE Wistar 7 » b (—BEMERES 4 L) 12 [pyr-14C]
VIS 72 EEHENIIEHE CRERAREO®ES L, Y PR
BRPEHEI N,
5.7 48 BEfRI O AT, JRE CEPHPEHEIIR 10 2RI N TV S,
mAERRICET ARt IR L DICEAER LI VKL, FIZEF
R S, (BB 2)

®10 BERBEHEOBRT, REVEDRHME (%TAR)

5B 10 mg/kg & & 1,000 mg/kg 4 H
PEFI HE i3 #E i3
AR 64.1 51.6 8.4 9.2

7 1.8 4.7 0.6 0.9
#E 33.5 41.7 87.0 89.8

® BIFER

Fw MIBT B FEY EMREREH TH oz, BITFRERABRNEE X
Nic. BE =2 — L EFALRE Wistar 7 v b (2 L) iz[pyr-14Cl
S 7z EEAETHAEOES L . BS5% 6 IMIzHI S N0 &,
JBE ma—VEFHALE Wistar 7 v b (B3 L) o+ _fBNZEHLE
AR 1gFEALTEHBRNZRETLE,

e 5.1% 24 BERR OPEM R R O 24 BB OBREREE 11 IRERTY
D, BEE 24 B E COEA FIZ 25.2%TAR ikt =, RECEDIZX
ZNENT.1 R 26.4%TAR A HEE X307 BEH B OR FF BRI FFIg & O —
AAPEREOEF LY, HIEELP O Opyr-14Clr= /) ¥ 5 7 = OBERINZE
X 35.9%TAR ¢ A I i,

R BERUBHOFRERVES 24 BRBROZREE (WTAR)
AR ik R £ B | WHALE | A2 R
PRl R I mEE | 25.2 7.1 264 | 06 39.6 3.0

JEH. REOWHALEICBIT A REWIIER 12 TFREhTW5, HRIED
At il EaNZREWIXF,. U, GEUBVTHY, o )T T2 #
HEZOEN LIZEREETH T, RPPLHILE, G RUR, HIEENDLIX C,
G. R. T, URUVHB@mHah, '

Fy MIBROBEEINT- 2 /)T 7 2 i RINEBREZZ., it
Fio U BBV (EbizZ s BRGHE) & UTHRINES, 2080
36% N LE LV BRI S /-, FOEETPizEEi s e, BRIEE
O FRHEYIEIER = /¥ 7o BE%ORHT PREH EEE LT
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WER, C LD bREBEAE L E2 bNEHS (B, G%) oLEREM
LTWwWi, (&HE3)

F12 A, RERVCELEEPICETHH8H (WTAR)

fH
Eow YT )T T2 7 HILE
ryni B UL R
R V(11.9). U®B.9). |Vv(12.2). G(.8). |R(4.8), G(0.8). | V(15.6), U(11.3). R(6.2).
G(4.9), FQ.0) U{3.2). F(0.8) E(.4) G(5.4). C(0.6). T(0.6)

E) R 3 ILDEHME, HALE AR 1 IEOE

(2) T/ E3 7z RUKEY B OLEABMKE

Wistar 7 v b (— 8l 2~3 L)

iZ[ben-14Clr= /) ¥5 7 = Xix

[ben-14CIB Z{EME THEMGR AL S L, @iENEMARIEES L,

@ B
a. MARREHRS :
M IEMEN R AR N T A — F IR 1B IZREIN TN B,
[ben-14Clo= ) 5 7 = G TIE, 5 1 FHEEIZ Cuax (1.3 pgle) 2
EL, Tiplix 3.1 FETHo7, [ben-11CIB 5 TiL, 5 3 BEHTEIZ Cmax

(0.72 pglg) &720, TinlL34KRTH >,

13 MBFPERYBEFH/AS A4

(ZH 4)

ﬁﬁg Trmax (a#ﬁfﬁ) Cinax (ug/g) T (B#Fﬁﬁ)
[ben-14Clorm ) 5 7 = 1.0 1.3 3.1
[ben-14CIB 3.0 0.72 3.4

b. B iR =
B Hr B RAER (1. (2) @b. 1123847 2 R B UNSR H Bk it 3= 3 ONE T fige e OF

H—Hh AR HEHRHENOEHSAFEWINEX, > /57722 T53.2%., 1%
@i B T 32.9% TH o7,

@ %
&G 2GHEOETERBRICBT DEERAEREIIR 4IZRENTND,

MifRE L bRk G 72 RFRRRICET 5 SEROBHE LV ~UE < R

RHEREMEIIRED Lo,

(M 4)

18
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x4 BENNEHROTEEAGBICS T HREBRGEERE (us/o)

[ben- 4Gl /) VT 7 =

[ben-14CIB

T 1%€0.08), BERE(0.06), FHK(0.02), fuidiE & RA AR

B i#(0.02), il E BRF AR

®@ KM
5% 24 FHORETCEPREWITIR 5 IS Tn 5,
RPOFTERHDIIFRELELICE Thotz, ZEROEERSIET. MHRE
ELIZHIEM (2 ST ROB) Thote, EVOEERBMIL,
[ben-14Cle =/ ¥5 7 = VG T E (20.0%TAR) TP (14.0%TAR) .
[ben-14C]IB # 5 TiX E (12.9%TAR) Th o7, [ben-UCly =/ EF 7 =
EUlben-14CIB # E# OEROCRFRB#BYO T2 7 74 A4, BHHIEEL
T, (B 4)

®15 BEERUBRORRUERLHY (UTAR

[ben-4Cl =/ EF 7= [ben-14CIB
7 # R #*

E{1.8). G(0.2), |>=/ ¥Z7 7 =(24.0), |E0.8. [B65.7). E(12.9), C@G.1),
F{0.1) E(20.0). P(14.0), 0(6.9). [G(0.1D |P(1.1), G(1.0). 0(0.3),
C(6.3). G(4.8). F(3.3) F(0.2)

@ i

a. REU DB
B 48 BN 72 BFE DR B OV P HE R IIR 16 ITSRE LTV B,
TFEHEREEITE DICEPTHY, [ben-4Clv = /BT 72 FERD

[ben-14CIB 5 DM T 12 7 7 A VTR ELZEWITFED b hginro T,
R 4)

(&

%16 REZSEUTVEBEROREVEDEME (YTAR)

wE [ben-14C]im /57 2 [ben-14C]B

Xt i -3 bR #
51k 48 BRI 3.1 93.4 1.8 97.1
BE% T2 RFE 3.2 94.6 1.9 97.7

b. BEi+ e
JHE D =—a— L&A LKL Wistar 7 v b (2 G) I2BIT5ET. RE
C#E et R N ENBRFRITIR 1T ISRS TS,
[ben-14CIB # 5.#% 48 FERI D A HENEsRT, [ben-14Clvr= /) V5 7 =
IR TER D - 7o, BERSE, WEE s HIZEA T TR U RV VYV, £#R T

BEERTREBITHEELEY =/ VT 7=2RUB) ThoT,

19
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4)

17T BERBHEOBRT. RRUEPHRESCITERETE (%TAR)

2

Py LN , B J7S # fTigE | k% | A—F 2
[ben-14Clr= / ¥S 7 = 49.7 3.4 46.7 <0.1 1.7 <0.1
[ben-14C]B 31.0 1.9 66.5 <0.1 2.5 <0.1
® F&oH

PEORENS, Ty MBI AVz /)5 720 RUBORH T 7
AN, BINEOENIHEHDOD, RHOBEVWERDONT, = AT LH
BBRMAZBINTC ERY, Z20%, KB ZFLE LERMEST
HlifEant, (BH4)

HERER RS

(1) &#hA

A (GBFE FEEEMN) ORFEEVIEIZ, [ben-MCly=/E¥T 720X
iXlpyr-14Clvr = /5 722812 30% 7 1 7 7 ABAZ K THKR L T150
ppm ZLELHE (1,050 gai/ha [ZHHY) & LA=b 0% 1 EEMA L, AUEIERE, 7.
14 %0 28 B ([pyr-“Clirx/ ¥F 7 = ALK 28 HEDR) I2
BERENEREERVCELZRAB L LIEDENEMRBRNERINLE, 2B,
—HORERVEIZONWTIL, BRI =— B CHBERE L, FENLIR
¥h& L,

JLERTE %} O 28 HE (W) O Zd AREIFIZRT 5 BSES AT R
IBIZREINTWVWDS, RENOEEHRFRIIREBICEREL, RAF» Sk
SRR SR o T,

F18 MEEZRUV2BEZOADAEBPIZE ITLRHEST (YRR

s RE e

" zm | RE KM
ifina e=t7 o e | P éﬂﬂ)%ﬁﬁ EN

)T T AE 100 100

mmpe | 190 | gga | 16 | 109 | 987 | 13

[ben-14C] (0.289) (18.3)

28 A& |(0.164) 61.3 | 38.7 (14.9) 76.7 | 234

xS 7| 28 A% | (0.394)

[pyr-14C] AL 100 100

87.1 12.9 (19.1) 90.6 94

D O WIREERHAERE (mg/kg) .

[ben-4Clv = /EF 7z VB E#ZOREPIZBNT, #{LEWIX
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98.5%TRR % (5 &, M 28 H#%!21% 68.6%TRR A L7z, MBEH% 7~28
AORIZRH B &K 4.4%TRR Bz, D KO I 248 0.4~
1.6%TRR B &, W 28 HEDEENLIZV (E OERAE) RUW
(P OBERAE) BEAZTN 6.9 KO 0.2%TRR B Shiz, MBIz RIT
LHR#YOBERFW NICHIELEYETCRHEYOGFES S, RELEEULTY
7

[pyr-4Clerc /) ¥F 7 = 502 28 AORERVETE, BILE&HR%
NENH 90%TRR 25 &, REWIZB. D RV I RNEHTENLER 4.0 LT
4. 1%TRR i & iz,

MBI B ENT-RERVEN DL, BFRIIBRHE I N2k,

VEJET TR, SRS X B RMLIZEY BEZ, BOR{LIZED D
., BTSN NI &< BMERAIC LD I 24 LT, BIORE
e LT HBIEEwXIEIB 0= XA F LOMASRIZ LD CEERH) 2T,
KB KEBILZNTZEZ#ER L, EOBEEIZEY VEERKRLE, £, E

OMBEDOREGHIPHKRL TP &220, P OBRAMKIZEIY W AR LK,
(B2 5)

(2) &¥
ANLEAMEFTF v o A—NTEHE LERT (B Moneymaker) Ofi
W4, [ben-4Clor=z 2 ¥5 7 = o Xidlpyr-4Cly = /) ¥5 7 = 2 &
30%7 7 TNREI L KTHER LT 150 ppm & L 0% EERGEEH
WA (B : 300 g avvha) L. @CfAEE, 7RO 14 BRIZERE R
RERCEZRB L LN EMRBRAERI N, 2B, —HoR
EIZOWTIE, BAIC Y= — VS CHBREE L. JEREREB & L,
BATEZEC14 B O TRETIZBIT 2 RPESHITR19ICRENT
W3,

K19 HAEERV MBROGIHABPIIEIT HHGT8ESH (RTRR)

ok RE

g M
AT 2D i R\ RA
[ben-14C] BAAE%  |10000.053)] 942 | 24 | 3.5
Y57l | B 14 H# | 100(0.065)| 75.2 |16.9] 8.0
[pyr-14C] BAAE% | 10000.050)| 94.3 | 2.2 | 3.5
L )T 7= | #A 14 B 1100(0.085) | 47.7 |23.8(28.5

D O REREEAERE (ngkg) .

B 14 BRORFEIZBNT, BibEdWiElben-1Clir =/ EZ 7= E D
[pyr-4Clor= ) ¥5 7 = VLBR TZNFN 76.4%TRR (0.050 mg/ke) &

21



U 52.1%TRR (0.044 mg/kg) =&, RE#HE B, C. D RV I AHEK
2%TRR il s, Bz WTh, B 14 BE DK T0%TRR BELEW
THO, BRELFCREMDARL ENE,

A TR 14 BEORE., RARCEOCHNEOAKEERS I HIE, K
10~20%TRR OEEHHEIRHENTE, T b0 RE, RARUVEDOKE
PEE Sy DEER R O BEMA DM » L ik, P& (1~6%TRR) OHE{LAB o,
WE (<1.5%TRR) Oft#im B, CRUIEBEENE, Bt R TR
SOREMIINEEL LTEEL TWAEO TR, MRS HEL T
EEZbNE, BB, TNHORNEMIZIEEOENEROSITHEICINE X
iz,

AR L TBWAEREI L IE, B 14 H%1Z 0.003~0.010 mg/kg
OEEHGTRENAKREHIN, B ROCRBEYOBITHERE S 2ok,

I YT T = KRS IRIZ L B C DAERLSMC, BEREERE LD R
I > TB (BHARE) . D (BbRE) RO (BRIL/FRRMEME) 24
K%, SEOBERBEHICRHEINDI EEZONE, (BE6)

(38) LW

BRENTHELENED (G S bod) ORERVCEIZ, [ben-14C]
ST )T 7y EET 0% T 2T T AME ZKTHERLT 150 ppm & L
f- ALERHE (450 g ai/ha YY) #8AA L. AEE%, 1, 7RO 14 AZIZER
ENFRIBWCICABEEZELRT 14 BREIZERINEELZRE & LD
WEMBRBRPIER S NE, 2B, —HOREIZOWTIE, LBEFFZE=—L
WCHEBREL., FAEREE LT,

BEOBEHEGEREIIEAMAYHE 2.62 mgke, FD 97.7%TRR NEHE
RSP ICER S A, RERIC 23%TRR Bofi L. 2BREHRHAED S B,
98.5%TRR W LAMTH o7/, A 14 B, RELEND 2.84 mgkg D
BEBRAEI R SN REEHRPIC 93.1%TRR 25, FEFIZ 6.9%TRR
DA Lz, R EREEED 55 95.1%TRR 2 #{L&H ¢ R#me LT B,
C. D. ERUVINEK 1.7%TRR. A% 3%TRR BH &7,

WIZBIT HEERS I, ABERIZH 80.7 mgkg THH, £FDIEF
2ENEHFRFIZEIR SN, £, 98.8%TRR BH{LEW ThHoT-, WLH
14 A#121% 38.0 mg/kg ORZEFEHAEEIBRH X, 96.8%TRR B {LE&H
Thot, Rt LTB. D. EEWRI XA 2%TRR L F et S hi-,

v T T =ik, B (B4R Bk (D OLERK) | s F
MICH S LRI T 0AR) . = AT AVOMAKSE (CDER) KO tert-
TFNEOKEEE (EDOAR) XV REXNDEB2ORE, (BET)
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3.
(1

TiEPESEER
) BRI EDEGHR
[ben-4Clr= /) ¥ 7 = Xidlpyr-4Clor— /¥ 7 = 2R+ (%
) 12 1.0 mg/kg (1,050 g ai/ha FY) L7423 L DI ML, 2522°COKE
FMHTTI89 AlA v FaX—FL, FROLEPEGEBRIEL I N,
HROTEICBT 2 HBHESAROSEHIIER 20 1RSI T3,
VI VT 7 =2 ORI BT AHE I 128~154 B (F¥) 138
H) . DTeo i 409~511 H (E# 460 A) ThH o7,
YEJET T2, T AT AMAKBHIZED CAEHIh, CiXxHiC
OLVRIZEBRIN, RIT—BRAFAIZLY S~EEBINTE, T b
DRI & biz UCO ~EH#kIhi=, (BIRS8)

F20 FIHLEICEITEIRIRESTRUSMBEY (ATAR)

[ben- U4l =/ ¥TF 7= [pyr-4Clor=/¥I5 7=y
WM ) 14C0, | oY Tz ) 1G04 i 7
RBHE | 77z BiE| C | O |[EFT7x BE| S | R | C |®REEY
0 H 96.5 — | 0.2 |<0.1|<0.1] 96.3 — ] 0.2 [<0.1|<0.1|<0.1] <0.1
189 H 40.8 26.0 |25.3]1 2.1 [3.0| 332 12,9 {19.3(83 (13 [03| 19.3
D AEBEORBENBYNE 1.8~86%TAR THRHLRE,
— g,
(2) TEFREAIBRER

[ben-14Clor= / ¥ T 7 = o Xidlpyr-“Clyr =/ ¥ 5 72 &2 H 7 AJE
BRIz AN-EEE L (%) 2 1.0 mg/kg (1,050 gai/ha f8Y) &3 XL51C
WML, 25E2CTHE/ 77 LA 300 Wm2, #E : 300~800 nm)
7 10 HREIMRE 35 LERE LSRN B sz,

AMEI10 BROI = /T 7= v ORFREIXERIX T63.2~TL8%TAR,
FEITIX T 87.0~93.3%TAR Th o7z, XBHXDOLMH L LT B, C. O,
R B QR 14CO, (FNFh, HKT 5.3, 1.4, 1.6, 1.0 B 3.4%TAR) 2’k
Hahi, XTI B.C.RECUCO BB EN =N, Wiy I%TAR
PEZAHZ Lo T,

VEJES 7 2 OMEERM RO DTy it. XEHFXTENFR 234 &
V' 77.7 B, iR TENRFN 912 K R303 ATH -,

V)V 7 T EERE TS EZIT, FO—FREMELL, BA
A Lice YT /I T2 BR B RZATVOMAKSREIZELED C~EE
iz, CRELIO RV R ~EEBRENT, ThbOGMmMIImERE b
2 1MC0: ~ER L S, (BE9) -
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(3) TRBwHER

4 FEOTLE [Bt (BGE)  BEL CkE . YA FEHE (BE) &
bt (RE) ] 2AWT, TEREARBIEB I N,

Freundlich MW 1A%k Kads i3 84.6~462, A RFEFRIZLIVHEL
7= R Koce 1 4,730~16,900 ThHote, Vo /¥ T 7 = TN NVEHE
LHTEEBEIETH > 23, ZOMO LRTTRFEBBELZTLE, (&
fd 10)

4. KhEBHER
(1) mksaEHE
[ben-14Cle =/ ¥5 7 = v Riklpyr-¥Clvy =/ ©5 7 = % pH 4 (BEil:
ER) . pH 7 (U VEEEEER) KO pH 9 (BRYUEBHRER) OFBEIEIZ
0.05mg/L LD X IIZIRMLZ%, IEERHT.25CT 30 HFE A % =X~
Mg BNk SRR E X i,
ML 30 BHEOBBERTICBIT 2 5EWEER 21ITRENTNS,
VEJET T 2 DMK IEEIZpH O ERH E L BT, HEEY
Bt pH 4, 7 RO 9 ORBEIK TENRZN 166, 25.7 K11 0.9 B Th o7,
10%TAR BL ERH SR =0 WIE. WTFNOBEKRICEBY TS C OHTH
D, pH9 ZBRWTIIAE 30 HRIZR KR E R -7, filZ, [ben-14Clor=/ ¥
F7xrTHQ, [pyr“Clyr= /) EZ 72 TR BBHENE, TOMO
SEYIINTRY 1L.6%UTAR L FThH o 1,
BETRPIZBWT, T AFNVOMAKSRICE VAR Lz C REE245EY
Thotlr, CIILBRNEETHo7=N, el L., —ERESORZICHE
WQ KGR MERLE, (BE1D

%21 WME30AROEBERDITH T ZHHY HTAR)
[ben-14C]r ) BT 7 v [pyr-14Cl = /)5 7 x
pH | ool | atemc | smmq | 257 | Hmc | s R
4 86.4 11.1 0.2 89.7 10.6 0.4
7 42.0 53.8 1.9 41.8 56.9 2.3
9 0.1 93.9*% 6.2 <0.1 93.7%* 5.1

* o BRI 101%TAR (A8 5 B#%) .
** . T 98.9%TAR (ALFE 14 &) .

(2) Kk RER (FEK)

[ben-14Cl = /) ¥5 7 = » Xidlpyr-14Clor =/ 5 7 = U B E L2
BARIZZNZN 0.05meg/L &b X5 CMA-t%, 25+1°CT10 HRE, &
J g BE OERRE 0 300 W2, #HIEEE : 300~800 nm) T 5k
SIRARBRNENE S,
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BWEAEKTICZBNT, Y= /5 7= VIERBEHIZL D ESHIZEE L,
M 4 BEZOERFERX(ben-UClo = /¥ T 7 = VRER T 0.8%TAR,
[pyr-4Cly = /) ¥5 7 = VKT 0.4%TAR Th o7z, BIZkiEL biT,
FEAMME LT, B, J. K. L. M. N RUF69 (J RUK D# iR M)
NENFNERKRT 19.6, 10.1, 249, 286, 17.5, 12.7 B ® 14 6% TAR
HER728, 4EE 10 BEIZIZ2T 4%TAR R THP Lz, ZhbLi4
Z, C, O RV RZELEL ONEMBRKRL I, —F., BAARIZBIT S
I 7 2 OREEREIIERAR R LRETCHD . A 10 A
BIZEALA I T0~90%TAR BRTEL =,

FESEWE LT C MAEK 22.3%TAR S hic, BEKICBITA#EE
WAL O DT tE, ZHF1 0.02 X1 0.06 A (244 T 80.9 %) THY,
FEERR (A& 35° ) OKRBXET CHE LAHEXEMIL 0.05 A (74.0 4)
Thot, (BHE12) '

(3) KAEIBRER (BHRK)

[ben-14Clv =/ ¥5 7 = Wiklpyr-UClr= /¥ 7z 0% BB LR
ARk LRI (B ] IZRNEN 005meg/L &3 Xz, 25
+1CT 10 B, %/ 7 U 7RBHE CEME : 300 Wm2, JEE : 300
~800 nm) ¥ BAKPFHLMHAEBRIENE S,

B BABAKIZEWTIE, BEREZARPT L VESCHICEEL, XBRHFRKICE
BB 1 BEOBELEWMETEIL, [ben-4Clv ) ¥ 5 7 = VX T
0.6%TAR. [pyr-1Cle =) 57 = VAR T 0.1%TAR Th - 7=, Mtk
mEbic, TENEPE LT B LR F24 CRRIESEY) BERTH 17.9
B 22.3%TAR et S vz a8, 43 10 B&IZIZF N F4 0.1%TAR R &
U 19.0%TAR iclid Lic, Zaubiistiz €, J, K. Lo M. N, O, RRW
F69 #5142 Oy RBH I, —JF., BITX T, 4H 10 HEO
HILEWIL 2% TAR UFTHY . FESMWE LT C BHEX 95.0%TAR &
HEnf, BAKIZEIT 2HELBEIE T DT . £ F 0.02 R 0.07
A (31.8 XU 105.8 &) TH Y, FEEFEHRR (Ib# 35° ) O XBNLT CHE
Lz HEE WX 0.07 A (96.54) THoiz,

MR R OKR TSR BEA) B (ORCQInG, vz
77z 3L BEEL B ~ERESN R RORRD 2EBY OHER
CRIEEZ T, 1202 J. KRV F69 ~DE#HE. L ~EH I 5 RIE T,
H5 120 N ~DEBRE, M ~EBRINBZRETHo7z, LERBILHLS
WV S 72 DT ATNAOMAKGRIZE D CB4&ERKL, Zid 0O K&
VR A~EEHBmENT, LSRR OWEKITES | REmZ3EEbE
MR COy ~ERENT, (BH12) |
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5. TIREEE
WA B (B ROUKILK - B (AR 2HAV, v/ ET 7 =
ROV C 2o gibeh e Ui HERERAR (AERUEBRN) H
EfiEshi, BRIIFE22ITFENTWS, (BHE 13)

& 22 TIERBEHBRANE

5 B #HEEFBH (R)

(B8] 4% R 300 g ai/ha kﬁji. _hﬁ@%ﬁii 9 i 4 234
MPRE - HEEL 3 8

RIBZNER 1.0 mg/kg kﬁﬂfi . R 4 5 5

D BERBETI0% 7T 74E, BENREBRCHE2ER,

6. EMEREER
(1) FPBRBER

B, BEROEERAWT, Y2/ )5 7=, G B, C. DEVE
EONTRBIEME LB RERBRAER SN,

R 3 IRERTRY, YT /572 OREEMEIR. B&E&A 7
AICIEEL /=25 (GFZ5) @ 50.5 mgkg TH o705, B0 21 A% 0.2
mg/kg R Uic, RO R&EIE, 8 7 AZCINELEER GRE) |
ﬁﬁécwaﬁmymﬁkotﬁﬁﬁﬂlH%Kﬂﬂwmymmﬁ9bto
(M 14, 61, 69)

(2) ¥EHNE

Bk 3 DIEMBRERBROSHEZHWT, = /) V77 o & REHME
BILEHE LTRESTHOEBRINIHEETRENE 23 ITRENLTWND
(BAE 4) .

B, AMEEREOCBRENR., BB INEERAFENLYZ /T T2y
NEKOKZEBETRTHEASEMH T, SRIPEF N ZY -y, ¥ 5V RUE
HEL2ELT_XTOEAMFEWICER SR, T -ARICI2BEBREDH
BRI BWVWEDEREDD LTk,
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£2 BERPEIVERSIKSIVI/ EST7zVDEEERSE

(mﬁ?kg) IR (1~6 ) ({fg | mmEes @ L)
(EHE : 15.8ke) 55.6ke) (K& : 54.2kg)
HHE : '
el /B 102 64 117 124
7. —REBRR
TGy FEUOA X2 WE—REBRBRAEBEIN, HRIXER 24 I2R7EN
TW5, (&8 15)
F24 —EREBRAREE
| BEE "R | o
B DR & 7l @[ﬁjﬁf (mg/kg A E) | mERR ﬁ’lﬂj”fﬁ% S AR
B 585 |(meke )| ME*E
0.200
iR | —#REE | SD ~200. B LD
W% | (rwin )| 5o b | D 60?%;]’30)00 2,000 T mmaL
R -
REA - R 0.200. ;
mm | LE B0V 3| 600.2,000 | 2,000 — BFic & B
s | DIREL R , BERL
R B #n0)

) FEETE 0.5%MC AESIEA AV bR,
- BMERBEZRETE o,

8. ANEMEER
) ¥s v zy (BE) OAEEMHRBRAER I, HBRIXFR 25 127

EhTW5, (2K 16~18)
* 20 AUSFHIEBRERSNE (7K
ok LDso (mgrkg 14 H) .
R TR pm m BEINTER
SD 7 v k hyEC
EH | g 5,000\ g r-piie L
SD Z > b o .
B | geses 5o | >5:000 | >5,000 [FERROTCHZL L
LCso (mg/L) | (AEREVOKFAE
g | SD7 b W) L EORNEOVER (5
MEMES 5L | >5.01 | >5.01 |f&)
A g

& B, C. D. E LU I oG N EERRAER sz, HRITE 26
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WRENTWS, (5K 19~23)

£ 26 SHSHABREREE (KHY)

LDso .
e T S P A B2 S R
fate B S%EE“ 52,500  |BERBOFEEFI L
D59t A&, B, B, B,
REBC | e $2,000 |MPREEE. LB, HEEARCTH
2,000 mg/kg A EE 5EET 3 FIFEL:
- SD 7 vk T 7
34 D i 6 I >2. 500 JER B OVBE T #4 7 L
KBt R Sﬁ@&“ >2,500  [EREOFETHIZ L
ez 7x | OB T A L T e
R 1 e o e >300  |FREOFETHIZ L

RS IO, EDEHOFTHLERPSEO CHETHY . vV A TRMEEMEN
E SN, BRAKEE 2,000 mgkeg FETORREEMTE 2128 ORFEITFER
TERhotr,

9. R-EMIHTHIRNBERVURRNEEEER

NZW o4 X% BRI MERBRE R EHEE RS R S, BE
DORFIHEIENTZ D b=, KEEEEIRD bl od, (2R 24, 25)

Hartley ©AE v & (#f) ZHWAELEREMERER (Maximization %) 28
EEInle, REBEEIBELHET S, (B 26)

CBA/Ca~w v A () ZRAWEREY »/REZ X B EEBAEERR N EIE X
N, BEEBAERIEMEE sk, (BB 27)

10, BERESHEER
(1) O EBMESESEER (v )
Wistar 7 » b (—BEHfEHES 10 [T) % AV /=iREF R : 0. 500, 5,000
K10 20,000 ppm : FHREEREIIE 272K #5255 90 BRIESEHE
 ERERBRAER S,

£27 BHEEIMSESE (Sv ) OFHREERE

k5B 500 ppm | 5,000 ppm | 20,000 ppm
THBREERE i3 39.5 409 1,660
(mg/kg KE/H) ;3 46.2 465 1,820

FEREFTED DN HBMEATRARBER 28 IR ENTV S,
MEA{EFRREICBNT, HOEKREH T Glu 2384 L7228, 500 ppm
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- REREC

HERT

BWTitH %%~ﬁ%?@5%@@1%@&?&0\$ﬁ®$@ﬁ

— ZOYEBEEEHU L TWEZ &b, RiEB5ICL

LRBLITE

ZoNholo, HEOERGFHETAHY '7A®f§11ﬂ75> Do, TRT —

FOHEANTH -2z b, BRETREIZL
R
BB T,

Gz &

7= &biﬁﬁii‘ﬁfﬁ’
Mtz B B

BEERLEEZONRP T,

BWT O£ ERH TR pH 7357{557: L7 2%, 5,000 & U~ 500 ppm
FEEFEHBTHY, IEHABERED N2 DT,

Bk

DEBLRELZLN RN, T, D 20,000 ppm #5HETRE
EREA Lids, & ok s BE Y 5 R0 RS
BEREBLIEZ NP,

ZIVNT, 20,000 ppm B EETERD SN HED L E 2O

BH Lo

%m&wwmw\%%&uﬁﬁﬂﬁgmﬁ&i\w#n%%%WEmﬁw_
TWRHIELEEZ BN,
ﬁﬁﬁ kwf5mmmmutﬁﬁﬁ®%r%&0$&%¢&m¢mﬁ

=R VIR

R T A B A0 4 1) 56 5 R

WO BT, EEEEIIMEL S 500

ppm (HE : 39.5 mg/kg (KE/H . M : 46.2 mg/kg FHE/H) Thd E:ELZ LN
. (B 28)

F*x28 90 EFaElﬁ%'iiﬂTi“:\iEﬁ (Sv k) TROGN-EHMR

5B 1 i3
20,000 ppm | - {4 E AN - HilE
- JBEEEMLS 2HEBET) - BEE BRI
- REFGIEEKT - REFIRKT
» Glu gz, U 8800 » TG R, U i
- R pHIET - R pHIETF
- B EEWEN, BN/ LR NME | - BHEEEN
Heet 2B
- ANFESLLMERTRER AR R
5,000 ppm R HRRER/ EE/NMEECEE | - EEMNIEH
[ BN « Glu, T.Chol A A3r 7 Aigid
- FrEcEEENN
- BRMEBAARE (VE7R2AF
V) E
500 ppm EHERT R L =T R L

(2) W AMBESHEERE (/1X)
B R (—EHES 4 L) ERAWEAEARE (B0, 10, 100
Fr 300 meg/kg (R E/B) 510K % 90 DM EAMEEERABRMNER -,
MERED SR GBI NT, 85 1 @RFICHRERENAR I A B, HTIEER

ZLRO NN,

: FELERZEERL VD (UTRAL) .

29
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EHEFHERTIAWEEZ S, BHEIZBWVL T, 300 mgkg REH/A &5
ﬁ@%fi&%Zﬂﬁifﬁ&@ﬁm WD HALTZAY, 3 B AR PR & [F
LEThotl, LI ->T, 90 HEOEHREEITPONMMEEZ R LIZGOD, 2
DEICBHEENRRIINEEZ DN,

M EHIREE & OiiE £ L 2ERIRE BV T, BN EEED AL RT-IE
BAES LN, AEEE 2N & B5mOBEMNERBLTWAZ L,
XIET—RBEOENTHEZ LI b, REREOEEBTERVWEEZ BN,

300 meg/kg RE/HBREFOM THBOLER M LA, BET 3558
RPN ELRED N -T2, T, HEASZENREIZBW T, 300
EOV100 mg/kg (A HE/ QB 58 O CHlRO AIEBARAASHEIZEM L =253,
Ja iR O M2 R A MEZNETED b N Ehofe, LER-T, Z
bOELICEEFNERIIRVWEEZ N,

ARBRIZBWNT, WTFhORERIIBNTHREATRRRD R0
T, BE4EEITME S LARBROESENE 300 mgkg (KE/A & EZ bhi,
(&M 29)

(3) 2 HMBEEERSERR (Sy M)

SD 7 v b (—BEMERES 6 IE) & FAVZBRZERNAT UFUK : 0. 100, 300 &
1,000 mg/kg KHE/A) 12X 5 21 AMBEAMEREEERBRIERINE,
lﬁ%r@&g@E@E@ﬁ@ﬁf@ﬁﬁ%%ﬂ&ﬁﬁﬁ@%ﬁ?ﬁ%

b, MTHRBRERSICLIAEBIED LN 2o,

i B AR PRI R MT]0%mM@¢§m%§%®ﬁWT&5Wu
DOREIEHE., BAME. REBEREIR @Bhtm‘Hh6®EMiﬂ
MECLRDbR b, BEFEKICERLAZELTHY ., BiFICL
ﬁﬁ’%&i%i%h&motoLtﬁof\ﬁﬁﬁmmﬁgm\ﬁw&%

W& B BETHEERD bR o,

AERIZ kwf10wmwg¢Em&%ﬁ®%f¢E%mMﬂ£b
Hil, METIIRAERSICLIEENRDLNLRP DT, EE &gi%f
%Omﬂgﬁﬁm\%TKﬁ@@%%%%LMOm%@W@MT%%&%
zbhie, (& 30)

1. RESEEBRRURNAERR
(1) 1 FHRESHERR (1 X)
E— 7R (—HMES 4 L) AW 24RO (RS 0. 2. 20,
200 & U 400 mg/kg KB/ B) B EIZ L D 1 EREEEERBRAERL S L,
BEGHETROONEBERRIER 29 2R3 TN,
MiE AL FHBEEIZRB VT, 200 megke FE/B U EREBHOBET Glu @
AN T.Chol ®#A, 400 mg/kg AR/ BB GHOM TIREOR D IED
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bR, TNHIZHE T 32RBEMFHECXIIRERRICB T 5 —E4
BRODNBPTZEPLRERFOEETIIRNEB L NI,
REBEIZBWT, 400 mg/kg AE/HBESHOMWHECRILEOHEM, 400
me'kg S E/H & SR OMERERL D 200 meg/ke FE/HBREHOM TRE B DB
. 400 mgkg FE/BEREHOM TR pH O LAXB D OhEN, BEEE
AR AREMRERHFTRRED bRl b, REST RO
BEt Izt A BIEOBSHISE EE L b,

sz EERE BT, 400 mg/kg (KE/RHRSHOMETLLLER, #TH
WIRILE &, 200 mg/kg (KE/A UL LR SHOM CRELLEEN ML 7=23, B
BT AREASZOEERRBDEN RN -T2 2 b, BHEFENEEOR L
T ThHDEEZ LN, 200 mgkg KE/B M LB 5B OM ¢ FEAHHE
EAEMLUEZA, WEEBIZE(LIE Ao Tnld, AMFRESHEEZ 2 bR,
RRRIZBWT, EECTIEWTROBRERIZBWTOLBRAERSOREENED
LT, 400 mg/kg (RE/A B SBFOM CHRERMMBESNEBD SN0 T,
EEETHETARBRORE AR 400 mg/kg (KE/H . M T 200 mg/kg A/
AThHarEELLNE, (BMH31)

£29 1 EHBESESEBR (1 X) TRHOoW-FHERR

¥ 58 B i3
400 mg/kg A E/R TR L < REF NI
- {BEEE D
- Ht. Hb XU RBC 4
200 mg/kg EEH/A LT mARRRL

(2) 2ERBEEE/ENALEHSER (Sy M)

Wistar 7 » b [—BEMEHER 7000 (5B, RS AMERE - MEkES 50 o, (8
PEBMERE  MERES 20 P8) 1 2 AW IREE (A : 0. 20, 100 (I@H:FMERE
D) | 2,000, .10,000 (BAAMEREDL) KU 20,000 ppm : FEERE AR
BIXE 0 B BHIZL D 2 ERIEMELE/RERAEIFERBBEL ST,

®3I0 2HFRBUESH/EI/AEHEHEER (Sy b)) OFHREERE

B 5% (ppm) 20 100 | 2,000 | 10,000 | 20,000
B | 1.0 5.1 104 1,050

TR EERE (1~528) | i 1.3 6.9 140 1,390
(mglkg BE/R) | BAAMEE | B | 092 91 460 967
(1~104:8) | 1.2 124 641 1,540

S REFERRE SR TN,
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BERECEE LB TROBINIE DN,

HXREHTRD N ENETRIEE 31, FEAKEBER. BEROEE
DFELEEITR IIRENRTNE,

i 7% Z AR EIZ 38V T, 20,000 & T 2,000 ppm ¥ S FEOME TR S 13 8
Bz APTT 23 4EHE L., 5 26 HIFIZH 100 ppm YA LB EFHOHETRIFEOE
ﬂ$7b> WO LN, HET—BERRWZ L ERUE S 52 BREICFREROZEL

SO LNRP o D, BEIZBAELEELEEELZLOR P,
%@ﬁﬂ.ﬂ:%\ Hb. MCH. MCHC, WBC. Neu, Lym ZDZE{LREH 5
e, BEREOBEFIBD LT, HERCRERH C—EEITZ DL
BRI ENE, WTRLbRERSFOEETERVWEZ I BN,

Mg AL HREE I BT, TG 235 52 B ICHE O£ 51 CHZICE
VMEZ R L7, #&E 26 @RFETIEED LN, 272, WThoiiofis
AEICORERRBD NN T, BEICERST A LD EEAELLNRT,
XEREOW 2 L CEANEAEHEEZRLAEAZEN—REZELLNE, LY
T AIZE LT, &5 26 @REZ 20,000 ppm B EHOM T, #5 52 HFFIC
Zomommﬁgﬁ®%%&02%0wm&5ﬁ®m_%bBMtﬁEM%

Zh B 5 26 R ON52 BERIC rtr:{EHé*ij L B, ERRBEE TR RT —
&@%&lﬂ%&#ﬂéﬁﬁm &5621,71 WXL, FOMoOBETHRWT S
NOBRBBEE TH-OT, BEEHEENEEORWEREEZ LN,

RBEIZRBWT, READOELD N 2,000 ppm DL EOBRGHOH (S5 25
KO51 ) ROV 100 ppm L EOBEEOM (F5 25 LU 51 BHIF) TR
HHNEN, ZNbOELIZEEE T S & B s B HEGEERET RSBz
HOoNRPoZ &b, REREORELIIZEZ ORI 5T,

JEBPER 21T 20T mOMpmnmh&ﬁﬁmm’ﬁwr T8 N ER
BORBEFEEREML, ¥RT—F (0~8.3%) O#HEZEBL T\, =
BOFETIE T BN BEIRIER S 2 IR D LA, T B N ENRAE e QMR O 28 A 48
BEOEE D, 10,000 ppm B EORGEHTCHEFREICE -7, Fio, BilEGHT
RELEZEZ bND TENBBEROFEAEMEEN 10,000 ppm 2L O LT

BlzEm L,

LRROBEEIA/Z, 20,000 ppm B EFHOBEIZB W THIKEE C fllRED
T A BB S %ﬂ:%ﬂﬂbtﬁx WEST— & (4.0~13.6%) OHEFENTHY .
iﬁ_\ 10,000 ppm BESHOMTIIFENEMER ) —TBEEIZEMLE

. AERBERZED BREP-Z b, ZRBEREEREORE L X
%Z iz hols,

ARBRIZEV T, 2,000 ppm B LB S B OMECE RO L ESHMME, 1
THRE A B RENED b0 T, EEEEiTMEs & 100
ppm (M : 5.1 mg/kg KEH/A . M : 6.9 mgkg (KE/A) THHEE L b,
(&M 32)

32



* 31 2FEMEBEESEE/BIAEHFERE (Svy k) CREOLWEZEEMR
(EEEMERE)
PEREE | ®RE5HE i3 i
20,000 - AEEHINE, e ERD - EEIEMNING, LR
ppm * T.Chol, oA, TP RO « R pH. RIEE
Alb D - BLheEEMA, FFREEHEMN, §
- RpHIET PR R AR B IR
- U ERTAIR AR K - FE3HE '
128 - BRERMEBOGRLE - CNEMATHEARER
4 < FARIR A K - 7 R B T AR « JINEE SR AT B EE R (2 )
= - BREBERMEEBAARRILE
e - FE BRAELEE
Fica 2,000 - TG B> - PTIiEE
ppm « B RO EEEM « T.Chol, H#1vi7 AW
YLk - EOR R LL T B 8
- FURIR A BR R AR BT A
100 ppm |EHEFRFRALL MR R L
LUF
20,000 - EEHE N - ARSI RIE T
ppm BRI, FEENERYE. FE
AREEENEE R,
- B R OV 5 FR SRRSO B JB TR >
B 10,000 - e ROV E RN - {REHE N
23 ppm - BEERMEBABRELSE B FRCHRBEEERMN, T
A |BAE Eias RO EE N
P - FE EEE
is3 © T B NELR A R
- IRERIA RS
‘ - BRERMEBAAORLE
2,000 HEMHFRZL BEHITR2L
ppm LT )

F32 FEAEBHE, RERVIREOREEHE

BE5# (ppm) 0 20 2,000 10,000 | 20,000
BEBDK 50 50 50 50 50
F = NER AR 6 1217 161N
T2 NIERIE 0 0 2 2
1B EERR 1 4 5 16M*
FEOERILSC 1 | 1 4 7t | 180

Fisher E#fE=RE ; T : p<0.05. 11:p<0.01, Peto #E ; T *: p<0.05. N* : p<0.01
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(3) 18 AMRLAERER (THUX)
ICR <=7 % (—BEMEHES 50 L) # W= iEf (FE{E: 0. 80. 800, 4,000
K00 8,000 ppm : FHBFEREITIR 332 R) BE5IZLD 18 PAMERA
PR N EE S i,

18 MARBRENAERER (TOR) OFHREKERE

& 33
Ba58 80 ppm 800 ppm | 4,000 ppm | 8,000 ppm
LB ERE i 9.3 92.5 465 938
(mg/kg HE/R) e 11.9 110 581 1,230

KB G TRD DNICBERT RITR 34 RSN TV, |
MEBIRRE (0 X TV8,000 ppm & EREO L FEHE) 25T, 8,000 ppm
BEBE O TR S 52 BEFIZED b Neu Lo B4 B O Lym Ho#gin
WX, 78 WEFIZIZIFRIBROEALRF D T, £, FHOHETIRD A Eos
RO BEML, TR DHLNENTOT, WTFNRLERAOTLEEZD

i,
B EEREIZBWT, 8,000 ppm BEHOM CELEEOHEMMBRD L
R, EAEEOMMIR, BEEOR{LICHEET 2 & Ebh 2 iREM

BERFTEANABRBICEB DR o e, BERSFOEELIIEZZ D
nNEhot,

Bk 5 lC B LM L A EESmREIT o T,

AR BT, 4,000 ppm BA LB SO MR T 8,000 ppm £ 55O T
FFfEst RO E RSN RO b N0 T, EEMER I T 800 ppm (92.5
mg/kg EE/H) . MT 4,000 ppm (581 mg/kg KE/A) THDEEZ DR
oo BHRAMEIBR DN, (ZH 33)

#z 3 18HAMBENAMRE (YTOR) CEHLN-FEMR
BEHE Vi3 3

8,000 ppm - REET) D . fFHa%T B UM B BN
- Bt B Ot E RN o JELEE A0 i
o /NE LU TR AR R
- TP IR JB) BRIk 2R i /8 B

4,000 ppm B L | - FEENMHIGES 1E) 4,000 ppm 2L FEHEFF R L
. ITHERT B O E RSN

- BRI Y N S oL
. ﬂ;ﬁ{ﬁﬂﬁ%ﬂ%“ﬂhﬁz@ﬁ/ﬁﬁ

800 ppm AT FHTR AL
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12, EEREESHEEE
(1) 2HEHRKEHERE (Sv M)

Wistar 7 v ~ (P {8 : —BEMERER 28 PE, Fyf{ : —REMERES 24 JT)
PRWEERE (RE : 0, 60, 300, 1,500 %X 7,500 ppm : FEHREERE
IR 3IBEMW) BEICLD 2 HREERRENERINE,

F35 2HAREER (Sv ) OFEHRFEERE

B E B 60 ppm | 300 ppm | 1,500 ppm | 7,500 ppm
i3 4.9 24,2 122 620
P iR
B EREIE i3 5.4 27.4 138 697
(mg/kg EHE/H) Vi3 5.8 28.4 147 —
F1 A
it 6.2 30.9 155 —

— e,

BREHTRDONEEEFT AR ISR TV S,

HEVDTIE, 7500 ppm B EH CREE TCOHENEVHENRZ N7, H
Bl O BLRLGR S2 FOFT AR B3R 5 OB BIRR D bh b o 7o,

7,500 ppm ¥ GO P AT, FI1BYOBALZRERESE. BEERKRK
EREORE#EMEOERARBONRBDO oD, Fi@gdfanit,
FDH, 7,500 ppm REFHEO Fi HRCIEOFHILTE d o 72,

1,500 ppm U TOHREHETIE, MEUCERBYORERCETICHRER S
DEBIIFED bR o7, 1,500 ppm TEFHEO FyMHIZB T, WIROL
HENPHNEHLEBELTEBETH 2N R R TRIHEOABZHER IR
Mol Z b, BEFHERIIAVEEZEZ LN,

ARBRICBWT, HBY T 7,500 ppm # 5O CHRERMINH S,
1,500 ppm #5HOM CRIFHEGECHEEHMNBIED o, BB T
7,500 ppm RS HTRIENEBOENRTZ DO ONL-0O T, EEHEXHATH O
HET 1,500 ppm (P #E : 122 mg/kg K E/F | Fi i : 147 mg/kg KE/H)
¢ 300 ppm (P #f : 27.4 mg/kg (KHE/A, Fiif : 30.9 mg/kg KE/H) |
2B C 1,500 ppm (P A : 122 mg/kg (KEE/H . P M : 138 me/kg A8/ H |
Fr#fE: 147Tmg/kg (RE/R ., Fi i : 155 mgkg (KE/A) ¢EZ BN, (B
H& 34)
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F36 2HAREHR (Sv b)) TROLWE=SHERR

£:P, R W B2 :Fi.. R:F

i i3 i i i

FEH

7,500 ppm |+ EERININE |- AERHEE
- FEEE R - AR R
- BELZRED |- BB

- ST HRHA T e
- PREMpH RO EERE
W
1,500 ppm | 1,500 ppm AT |- BIEf&ext X OLEE | 1,500 ppm AT | 1,500 ppm L F
gLk HERRRL =l BHAT R L EHFTREL
300 ppm FHERALL
LI

7500 ppm |- ABRERD |- FEREKED
. HAERHEREE |- HAREAE

g CEERINEE |- EE

; LR BB IE
1500ppm | WHEFRZL | BEFRAL EEFREL | BEFALL
LUF
S BT E T,

(2) REXNEER (Sy M)

Wistar 7 » b (—B#f 22 I0) OFE 6~19 BIZmHER A (JEA&: 0, 100,
300 &1 1,000 me/kg (/A . % 0.5%MC AEHK) &5 L CRAESER
BRSEE S,

BE#H T, MERSICL2EBIBD LN 2T,

IR Tk, 1,000 mgkg AE/HBESHOBOREEENRFRIZENL -2,
AR OSE, PR OBRETRICRERSOEBRED bRk,

AREBRICBWT, BREMTIIHRAERSICIABEETED T, BE TR
1,000 mg/kg RE/A B EH CEAENALNAZO T, EEHEIIHEY TR
HRBROFRE & 1,000 mg/ke (RE/H, 15T 100 mg/kg (FE/H TH B L&
Z bz, EFEEERD N o=, (2R 35)

(3) HEEERR (OYF)
NZW 7% (—BEHf 24 IC) O#EIR 6~28 HiZs@flRe m (F#E : 0, 5,
50 T 100 me/kg (/R . A : 0.5%MC KIEKR) 5 L CRAFERER
NEBINT,
50 mg/kg A E/H L LR S HEOEMYIZI VT, TR 6~29 BIZEEBEMN
MHIBRED N, BIRTEERIC L2 EEEMOMIEMEIX 100 mg/ke (FE
IR BRERETEN - T,
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IR, RS ORZEBITR D NPT,

ARBRICEBWT, BB T 50 mgrkg (FE/H BL_E§& 55 TR EBEMNEH] 25
BOON, R T TNOBRGEIIBWTOEEFTARREO oD
T, BEEEIEISHWT 5 mghke FE/H. RETAKRBROKHMHE 100
mgkg WE/AETHDLEALNTE, BEBAERRDOREP o7z, (2R
36)

13. RESEHR

VLT T2 OMBEEACIERERERRR, < U R U N EB R
fa%z I\ 7e in vitro BARFRAERNB, v FPREMY e AV el
RERBR, 7 v MIFMIEEZ AV UDS BB, v~V AZAW/MERBR, 7 v
FFERUHMEZ AV T vEABEES R,

ERIIR BT IR ENTVE LY, &2TRETL T b, Y2/ E
7= VICEREFEEERVL DO EEZ DR, (B 37~42)

37 EAEEUHHABRERESRE (R

R x5 BB - REE fER

in vitro Salmonella typhimurium

. (TA98.TA100.TA1535. ,

SR TA1537 #) 5~5,000 pg/7" V= (+/-S9) E3T

YR Escherichia coli '
(WP2uvrA #)

BETFER |V AV A AEBE 5~65 ug/mL (-S9) B

TLEBR Mk (L5178Y) 10~125 pg/mlL (+S9)

" " 51.5~250 pug/mL (+/-89)

;gfw@% bR Y B 1.89~30.0 pg/mL (-S9) it

18.9~300 pg/mL (+59)

in vivo/ . SD 7w~ (FFHHEE) 600.2,000 mg/kg (K E )
invitro |UPSPB " 4 pr) CEEMREIED B 5) Rt
mvivo | ICR~ v A (EEfR) 500,1,000,2,000 mg/kg K& | .,

AERE | (R EASIE N1 5) i

oAy b Wistar 7 v ; (FE#A) [500,2,000 mgkg (K& R

7 oA (—B¥iE 4 IT) (R n&ks) =

Ay b Wistar 7 » kb (fFHERR) 500, 2,000 mg/kg (& B

T oA (—BEME 4 PT) (BLEIRE D &) =

) +-89: RBTEMELRIFE T R OFFET
@4 (B, C. D, E RV OMEZHWEEREAZERBRRY~Y R

DIMERBN R S i, fEEEE 38 IRENTVNS EHY, WTFHLORR
ERLBETH o, (B 43~51)
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#® 38 BEEEEERBREREE (K&%)

WERME PR e AP I T ik R
S. typhimurium
== ﬁ
_ fﬁ{;gﬁﬁ ($ﬁ§£ﬁ§)0\TA1535\ 50~5,000 ug/7 V-t (+/-S9) | Btk
&9 B E. coli (WP2 uvrA#)
e ICR~¥ A (EBifilE) 2,000 mg/kg A E o
i T T (i sl O 435 ki
S. typhimurium
P lEp‘g
o |GRas | Tty [p0~5000ue v sy | et
Rl C E. coli (WP2 uvrA¥k)
- ICR= U % (BHEiMA) 350.700.1,400 mg/kg A& N
BB e ORERHIE N3 5) i
S. typhimurium
_ A (ﬁgggﬁ;go\mwa& 50~5,000 ug/7' b (+-S9) | Ktk
fiii# D E. coli (WP2 uvrAE)
s ICR~ U2 (EEiME) 2,000 mg/kg FE
ABER T e ) (B O 2 5) ki
S. typhimurium
_ E{;z‘i; (ﬁggg};go‘mwss, 50~5,000 pel7 Vb (+-89) | Bk
R#i% E E. coli (WP2 uvrd )
i ICR~7U A (FEiMAE) 2,000 mg/kg B E ‘
AERR a7 ¥ ERRBIE B 5) R
S. typhimurium
2= 1= y‘(
E. eofi (WP2 uvrA#k) -

) +/-89 : RMTEEIERFETRUEFET

14. TOHMOER—S5y FOFEICHEIT5EMEPBIECEAT 285

Z v rERWE 2 FEREBEBEEEDAEFERRN. QITRDOLNEF
BB SREFSEOEREFRADOKD, LLTORBRMSEE IR,

D REFEEFECETIANEER
BEFEERHZOVTRATILD, 5y FOFBECFEEZMAVE=
Ay b vEADBEBINE,
ERITE 37 CEGEHMERRS 18K TREATVS,
EMERSNIZaAy b7 v TRIETH Y, £DOMDERFIERRIC
BWTHBHETH-Z h b, REZREBTFESERAORNZ L AR
S, (BB 42)
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Q@ FREFHSUCHTIAEER

HELFEEELZOVWTHRIT DD, FEIEXKHER,

RAECVRIE. BT

R OTEEMANRRFERRNEL SN, RREEIE 39 CRsh

T35,
%3 EEEFESHCHEITIBIARUE
REoMEE | ERHY BEE EREMERV
(HA - JEFE)| (E/EE) | (mgkg ARHEH) EEME (meg/kg FH)
0.250. . 1,000 mg/kg & &/ B BECARE BMNE,
ERTTTRIEIOA Wistar: |500. 1,000 F= P‘?ﬁiﬂi&@ﬂ%’ﬂ%ﬁ@i%ﬂ]ﬂﬂi\%ﬁﬁ
Gom. | 77E | Bk B ANIREE AR (RDS 53%) (H1 PCNA
I 6 [T PiibGERAEAIZTEHE) B2 L,
TERKER (A b X AAEA) 2L,
0.20,000 20,000 ppm ¥ 58T, EEENIAE . H
s | Wistar |ppm il R UREHRET,
B AGoN I N TR T OF A ROT RV AT AT
8 PC |0.1,685 0GIFURE, AN VAT R
RTFeriiE, ARSI oRERL,
0,100, 20,000 ppm B EFHT, HE QK | K&
20,000 ppm | HEIDPNH R OREEE BT, IRl OV F 2 o)
___________________ BERERWD,
FFEEH R Wistar |0, 9.65. T ARV —NIKEEEN (AT 4
BrEEhE Z v+ |1,810 fi7} . EROD (CYP1A1/1A2/1B1) . PROD
(28 Af - JREH) | ME4 T (CYP2B) . MROD (CYP1A2) XU T-6-OH
(CYP3A) iEMsEm, CYP1A1L KO CYP1B1
mRNA FHERQHEM,
MFME : 9.65 mg/kg BEH/A
0.20,000 20,000 ppm & SE#ICHWT, s (1T
i i £ : ppm ﬁ' BRUOSTPRDLIRE) | HE (2m) &
A ] OB (100 | FEMSROEMEWD, FF
(28 BFS - B4 | M 20 I 0.1,160 BOEMNEE IR EVCFEOENECHER
Digd, FETA NS DE—NKER{LERE (2
ALKV 4fr) U CYP1B1 mRNA ##2 L,
FERERRBRICBNTZX beF AEREHEO LN T .28 ARBEEHRERT

IR ~DEBLAED LN o, —F. FEDRGIFERESHERER
b BWTEHHE CYP OFENREOON, NIRRT EREDNEIZA NS

DA — VK BRACTEE D F B IR RN A B

ROz R b7V — KA E M

@ F&&H

DLEDOFERNL, ARAN

s FEE

o, TEIC
DN,

X, CYP1B1 FH#E#E

v EHERR T A u S AER A
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HERNE L ~DEERBOLNR Lo, —FH, RERSIZL D FEDBAGH
BEROFBERVT R b T P — KB CIEEORMAHER S s, T8I
B AEMAWEEBER TR + T V4 — A RKBCEEORMIZRD b
nighot, Bz, =AM VF -0 4 KEBICE D ARESh, =X b
SV =L ED ERNERAMETHD 4 KB R T4 — D8N
BRD LN Lh b, BERHEA N =X L0—EK L LTIFHIBETs =
A~ REEEOTLE., Fi 4- KBk X NP3 — A DR G RREE
hiz, (BM52~55)
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oI. gREEEETME
BIZETEERZ2HWTRE (o /I 7] ORNEREEN ML
ER L, £/, SEE—<, 295V RUVERAE OEDBRERRN T
i E R,

UC TEH LAV S 7o v ERAWEEMEREGRRICBNT, S v
MIRABEENAZS T /T 7= OmMBREEIXEAE (10 mg/kg K1)
HEREHETRE 1~4 K%, /A& (1,000 mgkg AE) HEREHE TR
5 3~6 BRI ICREIEISE L, RIEENERE TH 60%, & FER
ETH 10%TH o7, FEPMERKIIEFTTHY, 5% 48 FRICEKB ERE
T 86%TAR UL b, mAEN T 91%TAR 2L EaBrt &S nin, 7. BATMER
TR X AL HEH R~ O HE I 8.4~64.1%TAR, FRINRIZH 36%TAR Th »
oo MBPORREBEREER, HAEFZR E, WThoONERROELEETHE
LTHHFIEA BB TE > 7, AREFEIIE, 85 120 KREZOBREEER
X 0.1I%EL T TH -7, MBI MICHEZERCIERFROZIR DN ok,
RFLbEEEHEIBHENT, REHELTE, F. G. REUT BHHE
Nl (Wb 2.3%TAR BLT) , R oL, BHEHTEHILEY P 25~
38%TAR. TEMRHMW L LT O(12%TAR) . P (17~21%TAR) . R () 44%TAR)
BT (10~13%TAR) B ahi, Y= /5372007 v MEWIZEBIT
HRBEE L LTOQZ AT AOMAKSE (CDERK) . O~V BB tert 7 F
NEOKEEL (B OER) \ 5 Y — VR SV AFNVEOKEL (FOAER) |
tert 7 FEEE ATFAEOBSE OKEEE (G DAR) . QHEREBOREA (O,
P. REUPRTDAR) . @77 arB&iagt (URTVOAER) BREZBN
7 '

MEENEMRRIZBNT, RERCECLBINEBFREDCE IZRMmIZ
B (48%TRR LA E) L., RREFEVIZHIHE S AR EORMA A H 3728, 4l
HENL D B HAMBEAL~DBITHIXIF LA ER BN o T, BEEKUCEFD
TEHRNERSIXBRLEAEYTHY, {3 ELTB, C. D, E. I, VEUW
BREPIZBDON, OB VIEERKTEI%TRR i,

BE BERCEEZHANT, =77z, KRB, C. DEVE %
SHRRILEHE LT, EBBRERRAER SN, VT / EIS 72 OESR
BIX. BSE 7T HRRICINHE L=k GR%) @ 505 mg/kg Thotz, Ritmo
B, BB 7 BRI L 722 GRAR) ICki7 3 C @ 5.33 mglkg ThH -
77e

FHBENRBRERNL, v /¥ 720 BEIZLDBR FEiZ % G
EPTOMHEAEERSE) | B (BREREE %@.@7@%%#) FeE (FE
WNIEBTEZERE) RUWEE (IREkMEZEGE) il bk, BaBRHEAVCEREE
HREO LRI T,

Z v hERWE 2 FEEBEEEFEPAEFERERICE VT, 10,000 ppm LL
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EREFOMTTFEOREORLHEEEMIRED b, RIEEEOHET
FHADESD, 7y POFEROFEEHWEAY M7 vtA, FEIEXKEER,
BAEVRIE, FEECTFEEMRHEBEEFTEARDPEEI N, FORKE.
FANZIZFE COBGFEEE., FENAR=X e 7 A ERARCHERLE VA~
DEBEIBO N pol, —F. REERGFICL Y FEDAMBEROFERV
TR DT VA= NARBACTEEOEMPER SN, T AT VI =D 4 LK
BALIC L DAERINLDS 4KBEZ A RSV —NEZ AN Z V-1 LD
BWEBAMBETCHBZ b, E%%ﬁ%ﬁ*ﬁA@—%ﬁ&bf FF gt =
B3R b roRHiEEiiE ;54m@m:zﬁ7/ﬁ—»%mm
R E T,

BAED 2 7 = X BRB R ORABBMRRORBERD B AR L5 T8 A O

B EEEA D= AR ITE 2.

[ 23 5%

XRETE D LHWr s Tz,

HRERABRERDPOREDPOREFMAEZMEZ = /T 7= (BILE

M H) LERE LT,
HRBIIBIT A ESEHERVR/INEEEITIE 40 ITRENLTH S,
740 BHRIIBETHAESUHERURIMEHSE
- BE5E MM /AN E
B | PR (ng/kg KE/E) | (mgfkg HE/A) | (uglks (5 E/H) % v
7 M| gompg [0 500.5,000.20,000 HE : 39.5 HE ;409 B PR OURR R/ L
A (PP it - 46.2 it : 465 L/ b B R
s # : 0.39.5.409. 1,660 ME RSN
TPV e . 0,46.2.465. 1,820
e MR b1 104 e F R OET I E R
0.20.100.2,000. M : 6.9 i : 140 ngs
20,000ppm_ . I - RO ER S Kk R AR
2 %R |HE: 0.1.0.5.1,104., 1,050 LEIpIG R A
B Emy e : 0.1.3.6.9.140. 1,390
FEBAME | T8 AR (#f T+ 5 PN E S
e atE (0.20.2,000, 10,000, A3
20,000 ppm_ ...
B 0.0.92.91.460,967
i - 0.1.2.124.641. 1,540
0.60.300.1,500.7,500 =&Y 2 & i Y
ppm Pk 122 P & : 620 B o RE I &
P##:0.49.24.2,122.620 |P #t : 274 P % : 138 I B R Ut E
P : 0.5.4,27.4,138,697 | F, # « 147 Fif: — B
9 drfe |FilfE: 0.5.8,28.4,147 Fi : 30.9 Fi i : 155 REY - Al R $ae o
R R il : 0.6.2.30.9. 155 1584 19 8 =
P 122 P # : 620
P if : 138 P i : 697
F, o 147 FiE . —
Fi i : 155 Fioff . —
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- REE mEME RNEER
kil Ml (mefke E/H) | (me/ke HE/E) | (me/kg K E/B) =5 v
0.100.500. 1,000 B4 1,000 | BB — BE : EWFRRA L
BT 518 . 100 IR - 1,000 BIR . BiKE
L U4t B b
Fuizen)
= 7 A 0.80.800.4,000.8,000 it 92.5 . 465 MEHE  ATAa S R ONE E
18 72 A Mlppm T ;581 Mt ;1,230 =EHEINE
FEHS A HE : 0.9.8.92.5.465,938
sRER W :0.11.9.110.581.1,230 (PR AETRD L
. Fuiz)
AU 0.5.50.100 £HE4 © 5 84 . 50 &% - i E B mam sl
A BIR . 100 BIR . — IR MR L
B e 45 T 1238 B
)
A% | 90 HR& [0.10,100.300 #E 300 . — MR EMERTR A L
kN i = 300 e —
140 0.2,20,200,400 HE : 400 i — o BERTR AL
18P i : 200 i : 400 0 : PAEE BN
R

D BELRNBEECR®D bR OMEZ T,

RREEEESIT. £RBRTH

b EFEHEOCEMEIL. Ty FeAvniz2

FERMEMEBEHRBBAMFERABRE VU X2 A REFHARICEBIT S 5.1
EO 5 mgkg AE/H THoOT, ZNHEHRIE LTI, B/IMETHS 5
mg'kg AE/A 222 %E 100 THRL/Z 0.05 megkeg AEH/A 2 — A BRI ER

(ADD &

BE LT,

3 FBAEFMERROA TS, ADI ORRERIL L5, FENCE L T, BESE/SERAENE
RERTHELNW-ESHEOR/MELBEFSURRTELON L EREREOR/NMEN T L A E—F

—C“

o,
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ADI

(ADI & ERMEHID)
(Eh ¥ i)

(B

(5 F5ik)

(334t =)

(ADI 3% ERILE FHO)
(Bh¥7E)

(H1 1)

(e 5-7715)
(EmiEE)

(ZZE=RE)

0.05 mg/kg {KE/H

18 4tk FE A 128 23 A PEIF & 3R B
7w b

2 4 fH]

ji=g:1:S

5.1 mg/ke K&/ H

56 4 S R

& 3 %

23 Hf#

58 il #2 1

5mg/kg (KE/H

100
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<BURL 1 : W/ 5 1 S IR >

¥R e
B (2)-2-(4- tert-butylphenyl)-2-cyano-1-(1,3,4-trimethylpyrazol-5-yl)vinyl
2,2-dimethylpropionate
c (E)-2-(4- tert-butylphenyl)-3-hydroxy-3-(1,3,4-trimethylpyrazol-5-yl)prop-
2-enenitrile
D 8-(tert-butyl)-5-cyano-1,3-dimethyl-benzole]1 Aindazol-4-yl
2,2-dimethylpropionate )
- (E)-3-hydroxy-2-[4-(2-hydroxy- tert-butyDphenyll-3-(1,3,4-trimethylpyraz
ol-5-yD)prop-2-enenitrile
P (B)-2-[4-(tertbutyl)phenyll-3-hydroxy-3-(3-hydrxymethyl-1,4-
dimethylpyrazol-5-yl)prop-2-enenitrile
G (E)-3-hydroxy-2-[4-(2-hydroxy- tert butyDphenyl]-3-(3-hydrxymethyl-1,4-
dimethylpyrazol-5-y)prop-2-enenitrile
I 4- tert-butyl-2-(1,3,4-trimethyl-5-0x0-2-pyrazolin-4-yDbenzoic acid
5 (5.5%,4£%)-8- tert-butyl-5-cyano-3a-hydroxy-1,3,9b-trimethyl-4,5,3a,9b-
tetrahydro-3/H-benzolelindazol-4-yl 2,2-dimethylpropionate
- (4.5*,5.5%)-8- tert-butyl-5-cyano-3a-hydroxy-1,3,9b-trimethyl-4,5,3a,9b-
tetrahydro-3 A-benzo[elindazol-4-yl 2,2-dimethylpropionate
L 8- tert-butyl-1,4-dihydroxy-3,3a,9b-trimethyl-3a, 9b-dihydro-
3 H-benzolelindazole-5-carbonitrile
M 8- tert-butyl-1,3-dimethyl-3/-benzolelindazole-5-carbonitrile
N 8-tert-butyl-4-hydroxy-1,3-dimethyl-3 A-benzolelindazole-5-carbonitrile
0 4-tert-butylbenzoic acid
P 4-(2-hydroxy- tert-butyl)benzoic acid
Q 2-(4- tert-butylphenylethanenitrile
R 1,3,4-trimethylpyrazole-5-carboxylic acid
S Methyl 1,3,4-trimethylpyrazole-5-carboxylate
T 3-(hydroxylmethyl)-1,4-dimethylpyrazole-5-carboxylic acid
U (£)-2-(4- tert-butylphenyl-3-hydroxy-3-(1,3,4-trimethylpyrazol-5-yl)prop-
2-enenitrile, O-conjugate
v (E)-3-hydroxy-2-[4-(2-hydroxy- fert-butyl)phenyll-3-(1,3,4-trimethylpyraz
ol-5-yDprop-2-enenitrile, O-conjugate
W 4-(2-hydroxy- tert-butylbenzoic acid, O-conjugate
F24 REE
F69 J RO K OFSEEME
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<RBURK 2 : BEEEE >

i 5 A
ai BT E '
Alb FNT I
APTT EMELE S hr R 7 5 R F iR
AUC E R LR s
Cmax %%%E
CYP F o s u—25h P450
DTso QOUMRDIRT HDIZE Liz B
EROD T ARV T 4O FTEFT—F
Glu T a— X ()
Hb ~EJury (MEER)
Ht ~< b7 U v ME
LCso R IR
LDso B EE B
Lym JIPZAE: <
MC AFLELo—2A
MCH SEH i {0 5 B
MCHC ¥ 7R f R i 65 SR iR 5
MROD AMFVULINT 4 OTFTAFZ—F
Neu TP EREL
PCNA B R R A LR
PHI BASER LI E TO A
PROD RO RRVVLINT 4 - OFRFTZT—F
PT 7o ko e
RBC 7R I Bk %%
RDS HE DNA 5%
Ty YH 2 2 ek 1
T-6-OH F A A7 o l-6B-KEEL
TAR BiEs () HHeE
T.Chol ol A5 o—
TG FYZUED R
Tinax e e I T SE 4 R B B R R
TP o AaaYd
TRR 7R U EE
UDS REH DNA A5k
WBC F i Bk 3k
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<HIHE 3 : 1EY TR BB A >

=)
e i ] T STz B
(R HE T2 1) - AR s [PHI
AT AL (g ai/ha) (B) | _ . N N N
i 4 i (ED BOAL | IO | R PN | R | HE | RAEE | THE | REE | THE
RRAEL ‘
o 1] 3 125 12.5
ﬂéﬁz& 2| 300 [1] 7 | a20 | 418
2009 2 114 ] 1.78 1.77
S 1] 1 0.39 | 0.38
o ) .
(;E;) 2 fggz 1] 3 | 022 | 022
2009 1] 7 0.19 | 0.18
et
(Higk) 1] 1 0.22 | 0.14 | <0.01 | <0.01 | <0.013 | <0.013 | <0.013 | <0.013 | <0.011 | <0.011
g 2 375 1] 3 0.23 | 0.11 | 0.02 |0.012*%} <0.013 | <0.013 | <0.013 | <0.013 | <0.011 | <0.011
2005 £ 1] 7 0.01 | 0.01* | <0.01 | <0.01 | <0.013 | <0.013 | <0.013 | <0.013 | <0.011 | <0.011
ER RN
an. 1] 1 0.33 | 0.32
(ﬁg) 2 fggo 1|3 | o018 | 018
2008 £ 1] 7 6.06 | 0.08
Fuvhe
(2% 1] 1 | <0.01 | <0.01|<0.01|<0.01|<0.013|<0.013|<0.013 |<0.013 | <0.011 | <0.011
e 2 300 1] 3 | <0.01 | <0.01]=<001|<001|<0.013]|<0.013 | <0.013 | <0.013 | <0.011 | <0.011
BE
2005 £ 1] 7 | <0.01 | <0.01 | <0.01 | <0.01 | <0.0138 | <0.013 | <0.013 | <0.013 | <0.011 | <0.011
Anrr
(i ED) 1] 1 | <0.01 | <0.01 | <0.01|<0.01|<0.013 | <0.013
frpes 2 375 1] & | <0.01 | <0.01 | <0.01 | <0.01 | <0.013 | <0.013
2006 £= 1] 7 | <0.01 | <0.01 | <0.01 | <0.01 | <0.013 | <0.013
M A .
?ﬁl’ﬁ?&) 1116 | 1| 7 | <001 <001 ]|<001[<001|<0.013]|<0.013 <0013 | <0.013 | <0.011 | <0.011
ey 2| Jrpg | 1] 14 | <0.00 | <0.01 | <0.01 | <0.01 | <0.013 [ <0.013 | <0.013 [ <0.013 | <0.011 | <0.011
2004 %= 1| 21 | <0.01 | <0.01 | <0.01 | <0.01 | <0.013 | <0.013 { <0.013 | <0.013 | <0.011 | <0.011
ZD A
(Wi 3%) 1116 | 1] 7 | 417 | 296 | 018 | 0132 | <0.07 | <0.07 | 0.10 | 0.085 | 0.06 0.06
oy 2| losg | 1] 14| 884 | 232 | 016 | 0.102 | 0.10 |0.078* | 0.08 | 0.07% | 007 0.06*
2004 £F 1|21 | 2.48 1.68 | 0.13 |0.078*| <0.07 | <0.07 | <0.07 | <0.07 | 0.08 0.07*
I hs A
(h %) 2| 7 | <0.01 | <0.01 | <0.01 | <0.01 | <0.013 | <0.013
> 2 1,050 | 2| 14 | <0.01 | <0.01 | <0.01 | <0.01 | <0.013 | <0.013
e
2007 % 2 | 21 | <0.01 | <0.01 | <0.01 | <0.01 | <0.013 | <0.013
Yy
i’;ﬁﬂ) 2| 7 650 | 359 | 019 | 012 0.16 0.10%
%E 2| 1,050 | 2|14 | 544 | 3.12 | 0.21 | 0.12 0.23 0.12*
2067 . 2121 | 420 | 251 | 0.17 | 0.10 0.17 0.12*
Fpodyhyiy 1] 7 0.34 | 0.405 | <0.03 | 0.022%} <0.037 | <0.031 | <0.039 | <0.032 | <0.032 | <0.022
(T ) 9 900 1|14 | 033 | 0282 | 002 | 0.02* | <0.037 | <0.031 | <0.039 | <0.032 | <0.032 | <0.022
BE 1|28 | 0,18 | 0.120 | <0.03 | <0.018} <0.087 | <0.031 | <0.089 | <0.032 | <0.032 | <0.022
2004 4 1|56 | 0.20 | 0.108 | <0.03 | <0.018| <0.037 | <0.031 | <0.039 | <0.032 | <0.032 | <0.022
Apodih 2| 7 0.91 | 0.605 | 0.03 |0.018%| <0.013 | <0.013
(5 Hh) 9 742 2|14 | 091 | 0460 | 0.03 |0.018%| <0.013 | <0.013
B2 ~2876 | 2| 28 | 0.36 | 0.215 | 0.02 |0.012*%| <0.013 | <0.013
2008 &£ 2|56 | 0,32 | 0.205 | 0.01 | 0.01* | <0.013 | <0.013
TEL 1| 7 0.13 0.13 | 0.01 0.01 0.024 | 0.024 | <0.013 | <0.013 | <0.011 | <0.011
(% th) 1 50 1|14 | 003 | 003 | <0.01 | <0.01 | 0.024 | 0.024 | <0.013 | <0.013 | <0.011 | <0.011
BE 1] 28 | <0.01 | <0.01 | <0.01 | <0.01 | 0.024 | 0.024 | <0.013 | <0.013 | <0.011 | <0.011
2004 & 1|56 | <0.01|<0.01|<0.01|<0.01| 0024 | 0.024 |<0.013 | <0.013 | <0.011 | <0.011
TESL 2| 7 | 032 | 032 | 002 | 0.02 | 0.097 | 0.091
(2 H1) ! Loso | 2| 14| 012 0.12 | <0.01 | <0.01 | 0.109 | 0.108
BE ' 2|28 | 0.01 0.01 | <0.01 | <0.01 | 0.097 | 0.097
2006 48 2| 56 | <0.01 | <0.01 | <0.01 | <0.01 | 0.061 | 0.061
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s B o er) ey
CEtrmeE) | | A& |, [PHI
AT EE (@ aima) | 2 (A)
4 g () Bl | FhiE | BRel | TRl | BREE | FOE | BEE | TOE | B2RE | THE
PET 11 6 | o023 | 022 | o002 | 0.02 | 0.024 | 0.024 | <0.013 | <0.013 | 0.021 | 0.021
(EEHh) i 960 17114 | 0.08 006 | <0.01 | <0.01 | 0.024 | 0.024 | <0.013 | <0.013 | <0.011 | <0.011
B 1128 | <0.01|<001]|<001]|<001]| 0.024 | 0.024 |<0.013 | <0.013 | <0.011 | <0.011
2004 4F 156 |=<0.01]<001]<0.01|<0.01]| 0013 | 0.013 | <0.013 | <0.013 | <0.011 | <0.011
mET 21 7 | 027 | 026 | 0.01 0.01 | 0.048 | 0.048
{(F1) 1 1.200 2| 14 | 0.07 0.07 | <0.01 | <0.01 | 0.036 | 0.036
RE : 2|28 | 002 | 002 |<0.01|<0.01]| 003 | 0.036
2006 4 2156 | <001]| <001 |<0.01]|=<0.01]| 0.048 | 0.048
hAZ 111 0.76 | 0505 | 0.06 | 0.035 | <0.013 | <0.013 | <0.013 | <0.013 | 0.042 | 0.024
(Fz ) 9 900 11 3 | 041 | 0255 | 0.03 |0.018%| <0.013 | <0.013 | <0.013 | <0.013 | 0.021 | 0.016
BE ~750 |1} 7 | 0.22 | 0.122 | 0.04 |0.025*% | <0.013 | <0.0138 | <0.013 | <0.013 | 0.052 | 0.032
2004 £ 1} 21 | =<0.01 | <0.01 | <0.01 | <0.01 | <0.013 | <0.013 | <0.013 | <0.013 | <0.011 | <0.011
Az L 17 1 072 | 0.385 | 0.05 | 0.035 | <0.013 | <0.013 | <0.013 | <0.013 | <0.011 | <0.011
(@) 9 1,060 | 1| 3 | 0.3¢4 | 0.192 | 0.04 |0.018* | <0.013 | <0.013 | <0.013 | <0.013 | <0.011 | <0.011
BE ~750 | 1} 7 | 033 | 0.175 | 0.04 |0.025% [ <0.013 | <0.013 { <0.013 | <0.013 | <0.011 | <0.011
2005 4 114 | 008 | 0088 | 001 | <0.01 | <0.013 | <0.013|<0.013 | <0.013 { <0.011 | <0.011
Hd 1t 1 604 | 5.05 | 062 | 0518 | <0.07 | <0.07 | 0.11 0.105 0.09 0.09
(F 1) 9 1050 |1} 3 | 500 | 852 | 081 | 0522 | <0.07 | <0.07 | 0.18 0.145 0.29 0.19
N ~800 |1} 7 | 202 1.10 | 043 | 0.238 | <0.07 | <0.07 | 0.09 0.08*% 0.28 0.17
2005 4 1]14 | 056 | 0208 | 0.14 | 0.088 | <0.07 | <0.07 | <0.07 | <0.07 | 0.23 0.165
bh 141 002 | 0015 | <0.01 | <0.01 | <0.013 | <0.013 | <0.013 | <0.013 { <0.011 | <0.011
(FEHh) 2 1050 |1} 3 | 002 | 0012 | <0.01 | <0.01 | <0.013 | <0.013 | <0.013 | <0.013 | <0.011 | <0.011
2 ~600 |1} 7 |=<001|<0.01|<0.01]<0.01]|<0013|<0.013|<0.013]|<0.013|<0.011 | <0.011
2005 4 11414 | <0.01 | <0.01 | <0.01 | <0.01 | <0.013 | <0.013 | <0.013 | <0.013 | <0.011 | <0.0L1
Ry FY 1] 1 0.37 0.28 0.02 |0.015% | <0.013 | <0.013
(7% Hi) 9 600 11 3 | 021 | 0.20 | 0.02 | 0.015 | <0.013 | <0.013
BmE ~750 [ 1] 7 | 0.08 | 0.07 | 0.01 | 0.01* | <0.013 | <0.013
2006 4 1] 14| 011 | 0.07 | 0.01 | 0.01* | <0.013 | <0.013
THb 1] 1 0.04 |0.025%| <0.01 | <0.01 | <0.013 | <0.013
(FE ) 9 750 1] 3 0.04 |0.025%| <0.01 | <0.01 | <0.013 | <0.013
mE ~1,050 | 1| 7 | 0.01 |0.025%| <0.01 | <0.01 | <0.013 | <0.013
2006 & 1] 14 | 003 |0.020%]| <0.01 | <0.01 | <0.013 | <0.013
5 1] 1 1.65 1.05 | 0.06 | 0.035 | <0.013 | <0.013
(% Hh) 2 375 1] 38 | 077 | 0.82 | 0.02 | 0.015 | <0.013 | <0.013
g ~720 | 1| 7 | 028 | 023 | 0.01 | 0.01* | <0.013 | <0.013
2006 4 1] 14| 024 | 019 | 0.01 | 0.01% | <0.013 | <0.013
BIED 1] 1 036 | 035 | 0.0z | 0.02 | <0.013(<0.013
(Hezk) 9 900 1] 3 0.36 0.35 0.02 0.02 | <0.013 | <0.013
B ~750 | 1| 7 | 054 | 0.425 | 0.03 | 0.02 | <0.013 | <0.013
2005 & 1]14] 020 |0175 | 001 | 0.01* | <0.013 | <0.013
nh o
(3%) 1] 1 092 | 072 | 0.06 | 0.045 | <0.013 | <0.013 | 0.038 | 0.032 | 0.011 | 0.011*
Py 2 375 1] 3 | oes | 0482 | o056 | 0.035 | 0.024 | 0.014* | 0.038 { 0.032 | 0.021 | 0.018
N . 1] 7 | 038 | 029 | 004 | 0.022 | 0.024 | 0.016 | 0.038 | 0.026 | 0.021 | 0.021
2004 4
nh =
(6 %) 300 211 1.31 1.04 | o.o5 | 0.058 | 0.036 | 0.022%
m 2| Jgo (2] 3| 098 | 075 | 0.07 (0048 | 0.036 | 0.023*
~ *
2006 & 2| 7 | o050 | 042 | 0.08 | 0.022 | 0.036 | 0.022
Elfé ;| 14| 0.09 | 0.060 | <0.01 [ <0.01 | <0.013 | <0.013
(ag) , 750 L | 21| 009 | 0.065 | <0.01 [ <0.01 | <0.013 | <0.013
B= ;| 28 | 003 | 0.020 | <0.01 [ <0.01 | <0.013 | <0.013
2008 £ 42 | 0.03 | 0.030 | <0.01 | <0.01 | <0.013 | <0.013
?‘7?m7’ 1] 14 | 1.98 130 | 0.07 | 0.05 | <0013 | <0.013
(7 E%) ! 750 1121 | 2.82 168 | 0.12 | 0.08 | <0.013 | <0.013
BE ~960 | 1}28 | 080 | 074 | 0.03 | 0.03 |<0.013|<0.013
2006 4F 1|42 | 090 | 078 | 0.03 | 0.03 | 0.024 | 0.022
(gim) 1| 7 | 505 19.6 2.8 1.18 3.51 1.71 5.33 2.64 1.25 0.962
sl 4 600 1|14 | 29 1.1 0.2 |0.138 | 0385 0.40 0.38 |0222% | 042 |[o0212*
2’004 1 21-22 02 | 0125 | <0.1 <0.1 0.48 | 0.18* | <0.13 | <0.13 | 0.11 0.11*
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e £ ?; o D= i B E C D
(S 5T HE) HERE | . [PHI
srmir |8 | aims | @

Yy i (=) BE | Tyl | S5 | THE| BREE | 2oiE | 25 | 208 | REE | ToE
2005 £

ﬁ“: .

(5% Hh) 1 T =0.1 =0.1 <0.1 <0.1 3.15 1.37 2.29 1.27 =0.11 =0.11
2 iE 4 600 1 14 <0,1 =0,1 =0.1 =<0.1 0.48 0.30 0.25 0.16* =0.11 <(.11
2004- 1 21 <0.1 <0.1 <0.1 <0.1 0.24 0.158* <0.13 <0.13 <0.11 <0.11
2005 &£

) -« BARICE30% e T TAKEFER LA,
—HIZEERARGESOCT — ¥ DOEYEHETIESRERBRMEZRELE D L
LTEEL, *FN&Ef L, ,
cBEORBMET, EEBAVERIESOEREIX. KEWVEE2 AW,
T RTCOT—FRERBARBOBESIT, EEBRMEDEIC<HH L TREL X,
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<BIHE 4 : HEETEEE >

E R AR (1~6 7)) LR EEEGs Bl )
e, peerfm | (FE : 53.8kg) | (& : 15.8kg) | (EE : 55.6kg) | (KE : 54.2kg)
mghke) [ fr | mEHE | f | BRE | 0 | BhE | £ | BRE
GNE) | (g NB) | @NED | (g NB) | @NB) | (g NB) | GNVB) | (ugl AVR)
aAE | 418 | 04 1.67 0.1 0.42 0.5 2.09 0.7 2.93
v—eyr | 038 | 44 1.67 2 0.76 1.9 0.72 3.7 1.41
T 0.14] 4.0 0.56 09 | 0126 | 33 | 0462 | 57 | 0.789
X959 | 032 16.3 5.22 8.2 2.62 | 101 | 323 | 166 | 5.31
ki | 0605 0.1 0.060 | 0.1 0060 | 0.1 | 0060 | 01 0.060
TOMO | g9l 04 | 0128 | 06 | 0192 | o1 | 0032 | 01 | 0032
IS, _ . _ . . . . . .
vAi > | 0505 353 178 | 36.2 18.3 | 300 | 151 | 356 18.0
730 0.385| 5.2 2.00 4.5 1.73 5.4 2.08 3.2 1.23
b b 505| 0.5 2.52 0.7 3.54 4.0 2.02 0.1 0.50
x270 | 0.28] 0.1 0.028 | 0.1 0028 | 01 | 0028 | 01 0.028
THH 0.025| 0.2 0.005 0.1 0.003 1.4 0.035 0.2 0.005
5 9 1.05] 1.1 1.16 0.3 | 0315 | 14 1.47 1.6 1.68
#$5&5 | 0425 0.1 0042 | 01 | 0042 | 01 | 0042 | 0.1 | 0.042
o 1.04] 03 | 0312 | 04 | 0416 | 0.1 | 0.104 | 01 0.104
RES 1.68] 5.8 9.74 4.4 7.39 1.6 2.69 3.8 6.38
* 19.6] 3.0 58.8 1.4 27.4 3.5 | 68.6 4.3 84.3
Ao | 3.59] 0.1 0359 | 0.1 | 0359 | 0.1 | 0.359 0.1 0.359
a3t 102 64 117 124
) - BREER, BENIHBEINR T AERSS -EHDOI =/ ES 7o OZHBREED S

bREAROGDEZHAWE BK3IEM) .
- ff 2 AL 10~ 12 FEOEREETE (B 68~70) OfERICE S BEWBRIE (g/A/H)

-ERE RBERVCBENERENLRDAEZIT ) I 7O ERERE (ug/A/R)
TV, A EUOEPAL (BA) 32T —FREERARBE ChHon, ERED
HEIZL TR,
s FEOMDODPALEDIZIRTELOE, REIICRTIUvTDEEA W,

50




<>

1
2

10

11

12

13

14

15

16

17

18

19

20

BEPHGIz /I 7y BELCTFTERSL, 2007 F, —HAE

7 v MERICET 5 AHERER (BEE 5EAHR) (GLP X%) : Huntington Life
Sciences Ltd.. 2005 £, RAOFEK

Ty MIBITABFER - HELZELERA S, 2006 F, KAK

VI YT 7 = KkU BP2 OLEAHERER - HEMAZELERNSH. 2006
F, Raok

BN A5 Az BT SR (GLP ®H) : B TEHLSLE, A8
EWFITAT. 2005 42, RAK

IR AR (GLP ¥/%) : Huntington Life Sciences Ltd., 2005
GRS S/ 4

Wi ZIZBIT AR (GLP ®5) - AR TEKRSNSHE., EWHE 2
FEHF, 2006 5, RAF
HRTFEPEMRBE (GLP ®5) : AEEFETEKRRSE., 2B e
Fr. 2005 £, RAK

TIERE R OMEMNRR (GLP ®55) : HE(ZLEKRSHE, EWRZEW
Joit. 2006 £, RAK

xS T O EBEBERS (GLP %1%) : Huntington Life Sciences
Ltd.. 2004, RAE |

A fiEEmARER (GLP XI%) : BEAFZTIEKRIS, £9E 2.
2005 £, RAE

AR Ea RS (GLP XIG) - HEZETEEXN S, 2R 2R,
2006 £, RAE

THEBERBRER . AELFRTERASH., £OR2WIEFT, 2004, 2005
. RA% |

TEMRERERAER . B AT T RS, AYFFHERT. 2004, 2005 4,
RaFE

7y NRUOA XEFRHWEAKBRE~OEEIZET 25 (GLP %) B
B REERZEUFTEE - F— 2005 F, RERK

Z v MBI 32882 05 ERE (GLP %%) :Huntington Life Sciences Ltd..
20038 £, RHaK

T v MBI 3 AR EFE R (GLP #t) :Huntington Life Sciences Ltd..
2003 &£, RAORK

7 v MZBIT D E8EW A EMERE (GLP %) : Huntington Life Sciences Litd. .
2004 £, RAR

Rt B 0Z7 v v EHWESEROFHERE (GLP %ti) : Safepharm
Laboratories Ltd.. 20054, RAFE '
Rty C ©F v FERAWE2EROZERAR (GLP %) : Safepharm
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21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38

39

Laboratories Ltd.. 2005 4, RAR

Rt D o7 v FEAHWAEASMEROBERE (GLP %) : Safepharm
Laboratories Ltd.. 2005 . ROFE

KW E Oy b EAVcatkEoBEREBR (GLP %) : Safepharm
Laboratories Ltd., 2005 5, Kok

R 1 O~ 2 ERAN=SMR N0 EMRAR . HERZLERNSHE, 2005
F, Rak

o & O e B R RIBOMERUER (GLP 3 5) : Huntington Life Sciences Ltd..
2004 ., RAEX

7 E AV IR B4R (GLP %ti5) : Huntington Life Sciences Ltd.
2004 4, RAFE

ENE Y M EAVEEEEESERR (GLP 35 (WA I —F 7 —,
2004 F, RAHRK .

< U 2R R Y 38N XD B ERSENERE (GLP 365) : Huntington
Life Sciences Ltd., 2003 &, RAF

Ty beBWEREHRARSICELS 13 BEKERORSEERR (GLP =
Jt~) : Huntington Life Sciences Ltd., 2004 &, RAFK

A RERWA T e REZ X5 13 HEER O &5 FEERR (GLP 35) -
Huntington Life Sciences Ltd., 2004 £, RAFE

Zyv heRWE 21 HERKERZESEMHRR (GLP ®G) : Huntington Life
Sciences Ltd., 2005 %, RAE

ARXERWE 1 EFEERI®ESESERR (GLP xti&) : Huntington Life
Sciences Ltd., 2006 £, RAE

Fy FERWE 1 FRRERDESEHREDS AEHFSRAR (GLP 3R
Huntington Life Sciences Ltd., 2006 ., RAXK '

TV AERBOWERESAERE (GLP %1)5&) : Huntington Life Sciences Ltd..
2006 £, RAXK

F v bERWE 2 HARBEEEERE (GLP %5) : Huntington Life Sciences
Ltd.. 2006 4, RKAFK

Z v MBI A ETENARKR (GLP #)5%) : Huntington Life Sciences Ltd. .
2005 £, RO

TR RO EEFEAERER (GLP %%) : Huntington Life Sciences Ltd. .
2005 £, RAE

HME % W2 1EIREAL BB (GLP #i7) : Huntington Life Sciences Ltd..
2003 . RAE

v A L5178Y il W8T RAREERNE (GLP %) : Covance
Laboratories Ltd.. 2004 £, RAFK

b RERMAM Y 8Bk E AW in vitro BB R EHEE (GLP ¥)5) : Covance
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44

45

46

a7
48
49
50
51
52
53
54
55

56

57

58

59

Laboratories Ltd., 2004 &, RAF

7 v b E B2 in vivo-in vitro Bf - A E # DNA A K(UDS)#RER (GLP %))
Huntingdon Life Sciences, 2006 &=, FAF

v 7 A& Wiz ERE (GLP %)5) : Huntingdon Life Sciences. 2004 45,
FAR

Fy bERWiEaAy b7 yvEA—TFE, FlgE— : BELZE LEHRSH,

2006 4, RAK

Kl B OMEZ At RmEREERR (GLP xfik) : Safepharm
Laboratories Ltd., 2005 ¢, RAF

Ry C OMEZAWEZEREARLENE (GLP %fI&) : Safepharm
Laboratories Ltd.. 2005 E., RAFE '

RKetds D OMEZHWIZERERERRAHE (GLP %f)k) : Safepharm
Laboratories Ltd.. 2005 £, RAFE

Koty E OMEZHNAZEREALERSE (GLP %)) : Safepharm
Laboratories Ltd.. 2005 £, R/AF

R I OMEZ AW BIREALRRAR (GLP ®5) : AE(FETERE
kb, 2005 4. RO '

R B O~ X ERAW/AERR (GLP %)5) : Safepharm Laboratories
Ltd.. 2005 €, RAFE -

K C o~y A Mni/ERB (GLP %f/5) : Safepharm Laboratories
Ltd.., 2005 ., HRAFK

K D o~ v X &AWk ZRE (GLP &)%) : Safepharm Laboratories
Ltd.. 2005 &, RK4OF

RE#ME O~ X E R/ ERR (GLP 5) : Safepharm Laboratories
Ltd.. 20054, kA% |

Sy FERWEFERRERAR : HELZTERRSIL, 2006 £, Ro%
Ty FERAWERLVECHERD - HELZTEBRASH, 2006 F, RAK
Fyv hERAWE 4 BREIRERGIC LD FEEREHEEZERER . BELSTER
Rtk 2006 £, RAE

Ty bW 4 BREIEERSICI 2 FEBREEEERR : OELFELE
PR, 2006 £, RAFE

BEMEREZETMICSOWT (ER19E 3 A 5 BFRITEARBERERE
0305002 =)

VI )T 7 2 ORGEREEEMICESIEBMEHORKBICONT : BE
b2 LEMHRASF, 2007 F£, RAK

BRI RO R O@BMIZ W T (ER20F 1 A 17 BIHTFAES 60
=) .

B, BINMEOREBEE (BB 34 FEEAEERE 370 &) O—HE2KE
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64
65

66

67

68
69
70

T34 (ER 204 11 A 27 BfHTEAF#E S 7R7E 529 5) _
BERGY - /YT 72 AEFIERNSH., 2009 F, —HAETFTE
Ve R RBR AR : A PELFE T EKRRNES A, 2B FFEHr. 2006, 2007 4,
AT

BREREETMIZOWT (FRK 214 8 H 4 BINTEAEA EEZ 0804
#£5%5)

ERFEOHRIK—TE 10 FEERREFAEFR —  BF -REZBFRITETSR.
2000 £E

ERFEORK - 11 FERFEFANESR — . EFE - REFERTELR.
2001 &

EREBORK~ K 12 EFEARRENESR —  BFE - FTEFHEFERR.
2002 £ '

B R EFMOBREOBMIZOVWT (ERE 224 1 H 14 BFHTFEE 30
75)

B, BNHEORKEE (BBf1 34 EEAEERE 370 5) O—HE2%E
T 54 (ERK 224 12 A 13 BfHTEASEHEERE 417 5)

BRI )T 7y BE(LETEKRRNSHL, 2010 E, —HAETE
Ve e B BRERE - B ELF T EERRESH. 2009 &, A
BRI W T (CERR 224 11 5 10 B it EA S EE R EZR 1110
E45)
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