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TIJBTIFI—NA— " RBEREATHD (RUF TRV ANTAL TN
(CAS No.177406-68-7) 1=\ T, #REFRBREKEEZ HW T, RhEREETHE %
Eii L7z, 7ok, SHE. EUERERBREE (bo&k 1 9) SRFICH I,

T AW RBR I, BERES (T b)) | EMAERES (vl x,
b MNE) | 1EWERE., BRMENE (v b vV ARUAS X) | BHEE (FX)
BHEFHERPAE (Fy ) L BEAE (UX) | 2HAEHE (Fy ) | BAEE
% (Fy PRGOS Y) | BEEEEHEORBRRETH S,

BEEHRBRER»O, XU F TR DAT ALY oI L AHEIL. EIC
R (FFARRRAERE) | FRIR (Al ERAIRERAR) ROnK (Em) IZ8dbh
Tro BRERBIZXIT B BB, B ROERCE WV THEL R AEEHEEED O
TRio T,

ERAMRBRTIX, g (Zy PR~ TX) | B (Fv M), HRIR (w7 R)

WCIEEORMABD b, W bRBAEMFIERBEL LA b0 LB 2 H<,
“Hﬂli IHEFVBEERETAZLRFRTHL LEZDNRE,

LR TCHLNEEELEO 5 biU/MER, 7/b%ﬁmt2ﬁﬁ%hﬁ%®69
mgkg FAE/AThHholoZ &b, ZHERIRLE LT, 224838 100 TR L7E 0.069
mg/kg AE/B % — HEIGFAE (ADD) &8E L7,



1. Wiz RROME
1. Ak
FEA

2. AL D—BRE
s« XFTRYINT AT
4 : benthiavalicarb-isopropyl (ISO #4)

3. LA
IUPAC
g - A Y7 enl(Q-1-{(B)-1-6-7 VA 2-1,3-R Y F T =2 L)
ZF NI NE A 2 A F AT B —s8A— |
4, : isopropyl[(9)-1-{[(R)-1-(6-fluoroe-1,3-benzothiazol-2-yD-
ethyllcarbamoyl}-2-methylpropyllcarbamate

'CAS (No.177406-68-7)
a4 : [19-1-[[AR)-1-6-7 A u-2-_0 S F 7 U ) F LT R /]
HAR=ZN]2- A F AT VI AN VEE
#4 : [(19-1-[[[(1 B)-1-(6-fluoro-2-benzothiazolyl)ethyl]lamino]
carbonyl]-2-methylpropyllcarbamic acid

4. 4FK
ClsH24FN303S

5. 2¥k
381.46

6. MEX

7. BROER
RUFFARY BT AT i, 1992 FlioEstsr 4 - 7T A FERTIC L
Dﬁ%éﬂt?i/@?iPﬁ~5%~%%%ﬁﬂﬁ%0\Wﬁ%ﬁmuyﬁgw
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]I REEICRIBBROME
AEEMRBRIL 1~41k. ~VFTR) AT AL VT READT = = VEBRE
UC TH - IZE#Lb® (BUF lphe-“CIBVII &5, ) RN vida-
JRFEE UC THERE L b O (BUF Mval-“CIBVI) &9, ) ZHWTER S,
A REIRE R OV B B 0 BN WS F TR AT A V7
VTR L, R 5 e RIS BEYEH R CREESBEFIIANE 1 XU 2
IR ENTWVA,

1. BEREGERR
(1) BiR
@ MmpREEHR _ |
Fischer 7 v b (—HflfE#ER 2 X1 500) 1Z[phe-14CIBVI # L < {Z[val-14CIBVI
% 5 mghkg 8 (LTI LIcBWT HEAE] &9, ) ik 400 megkg EH
BTN 1T TmAE] v, ) THEROEE L, hPiRE#RIC
WA a7,
a1}z QiR EDBIRESER) T A —F [IE 1L ITRENL TN B,
[val-14CIBVI @ Cumax £ X Ty tZ[phe-14CIBVI iZEL<E WMEDER 8 b iz,

(BH 2)
£1 £OEUVMEREMBIEESER/NS A—4%
TR [phe-14C]BVI [val-4CIBVI
BHE (mgke FE) 5 400 5 200
el J3id ki3 e ;3 E ii: 3 HE ii:3
Tonon(hy) 34| 92 | 95 | 96 | 54 | 68 | 120 | 120
Conerlig/2) 032 042 | 655 | 7.18 | 0.56 | 050 | 262 | 20.6
=i T P 151| 349 | 104 | 357 | 312 | 363 | 259 | 214
AUCo 452| 107 | 107 | 126 | 328 | 29.9 | 2,000 | 1,410
(ug - hig)
Tmen(h) 20 | 44 | 105 | 104 | 60 | 60 | 136 | 96
Connsg/) 053] 055 | 750 | 8.06 | 0.68 | 0.65 | 347 | 257
M [y 000 163| 206 | 152 | 144 | 140 | 127 | 103 | 109
AUCox 6.86| 127 | 140 | 190 | 272 | 24.0 | 1.830 | 1,170
(ug » hig)
@ mRE

FEH R EEERRER [1. 1) @] & v & bR EEI R 5, EhFERE O
—UREBEPHEHEROSIHEZE U CEL SRR KR ITERERT 88.7~
97.2% T, BHEMT41.1~53.6%Th o7, (BHH2)
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(2) 41
@ MEEE
Fischer 7 v b (—BEHEMES 12 IC) 12 [phe-14CIBVI # L < iX[val-14CIBVI %
ERAEIIEAE CHER A#E L, EPomaRRN £ S v,
FEESR K ORI T 2 BB HERRE IR 2 IR SN TV A,
WTIORBREEIC BT OB P RS RIEESCHITED L, ek CEi#E S
Lo TS 168 FFEEIZiX, [val-14CIBVI DEH BREOHER O A B Of

HECBIT A — 0 AR E 1%TAR B 2 3380~ T,

(B 2)

*2 iEﬂﬁ%ﬁ&G%ﬂﬁ%l:ﬁlféﬁﬁﬁﬁkﬁﬁ‘éiﬁfﬁ (ne/g)

BREE ¥l 51 Tmax {13 1 5 168 BFE#E
FERE(8.43), B (6.45). BV | FFl(0.14), #D{th(0.1 &M
(3.46), MM TEM4(1.76), RiiLZ
" BR(1.34), HRERQ1.18). BIF
(11D, U > -3%i(1.10), KE)
FR(1.08) . AR5 0.97). &
[phe-14C] (0.95), FD0.7 F5)
AHE (3.22), FFER(2.78). BERE | AFER(0.11), ZO4th(0.10 K5
2.27. U Ei@25), MT
M| EmA(.69), FERA(L40), BIE
(1.22). BlE(1.12), FRE(1.00).
15 5A B Z OO 555)

5 AERF(7.19), BERE(4.51). AT | AFHE(0.34). KENRO.22), B
mglkg (3.99). BERE(L64. FRIR | 020, 2 E0.160)., L
AE " (1.42), BI(1.30), U 3| (0.15), FARAR0.14), §#(0.14),

(1.17). Bli&(Q.149. §E14(1.06). | AISZHR0.12). BEBEO0.12), K
Z oML (1.0 FR5) 1D, TEOQID., ik
‘ (0.11). #DAh(0.1 FKit)

fval-14C] FRE4.99). U gi@12), [ F0.35), FFE029). mE
FRE#(3.21), BERE(1.82), HRFA | (0.15), BE0.14), BIBE(0.12),
(1.56), & (1.54), BIB(1.38). | KEIR(O.10). & D1i(0.1 #A5i)

e | BREL(1.38). FRIR(Q.29). &

[g(1.12), #EEFAQ.09,

—#—17(1.04), KEHR(1.00).

Z o (0.9 2LF)

AR FERE(330), FRE(176), VU X | fREE(B.24), Wi(262) . &

400 i (103) . AFiE(91.0). &8IF | 2.5, #0h0.9 k)

[phe-14C] | # ‘ .
mg/kg (81.1), KEIR(B0.5), FIRER

& (68.2), BRAH(57.7). RS ER

Lo « Rt WMo BRWERBRBOZ R I—TA LD (BLTREL) .
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(55.2), FDH1(45.0 K

BEBE(1BS), U v YEi(142), R
BR(129), REAE(122), BT IEiE
(112). BFli#(92.6), RIE(91.5),
#BEARI(00.2), KBIPREB83.9).
B#i64.5). FREE3.3), R
HR(54.3). BER(51.2), F D450
H)

Rrige(4.21), 02,3 K

[val-14C]

BERL282), Y o Hi(159). AE
Z(154), FFIE(109), BT EiE
(88.2). HRER(79.9). BIE
(77.5). BERE(69.7). RiISLAR
(66.4y. XEVAR(B3.9). MBH
(50.6), FDHA5 i)

MR (18.6), NTRE(18.1). B &
(125). BIBEALD., KEIAR
(9.87), L+i(9.61). BERE(S.70).
Jiti(8.19), & D8 i)

fHE(158), BT HEMA(144), BE
BE(125), U > 380(123), B
(100), BB (85.1), XEIAR
(82.9). FEME(71.4), BEAE

Frig(15. 7). EE0A2.7). B
(10.3). K#HAREGHD . BI'E
(7.64), BEREB.50), F (6
FT)

| (70.0). 5REE(67.5). ‘B BH(B5.8).
AR (3.9, fEI6(53.3).
—F—R(52.1), TOM(B0
)

D A BRI E 6 RrHE., RAREIIRS 8 R,

@ R#BE

Fischer 7 v  (—BEMERES 4 IT) 1Z[val-1C]BVI Z{EHET 7 XX 14 A
REEGIEOES L, ABAoARBRSERS Lz, ArhiEkiEEs 1L 3. Tk
14 BRICER S,

x 3 IR O OHEEINTER TS,

7 BESHOEKES 1 A% T, EATICEMEENLEF 1.9 RO 3.3%TAR
DOERBHHENRD BN, 14 ARSEHORKES 1 HIE T, Mo HgEs
NZH 1.0 BT 2.4%TAR OFRBEBEGENRD b, AR E RS RRILrER
BB e EHITHED L, 14 AREORS 14 B ClfikE & O ICEE R OMK %5
EHEI 0. 1%TAR BLT & #2 o /e, MBANEBESRRE, WThORHICBHNTH
ML ER: U CHEIZ @SV MERI DS B v,

R R AR EE I L e~ CEWMEm B R U, WL ORI W T i
HE BITHALBF IR BB WVIRENED b, 14 HESHORKEERS 14 BRI,
BECHEANA—F —BE OB ERDCIEPEE (0934 ug/g) LLFTHY, HT
e T OB BN TIIKFIRE (0575 pg/g) LT THY ., BICHHEOERE
TAHHBERNbDOLEEZ BN, (ZH95)
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=3

AW R O ERBRATEE

HE (ug/g)

it

HE

i

7 BIH
BH

®E1R#%

Bi5(7.97)., EE(5.84), Z=EiE
(3.68). JFiK(3.13). JEE(3.01).
FEIR(2.61), HEQ.58)., -+
BIB(1.74, FTEEFEQ.63), &
Bi(1.61), #Dih(1.5 i)

FIRE(15.3), BIB(14.7). #i5

(6.72). 4=p8(5.82). FTI%(3.65).
+5ei5(8.13), REE(2.55), H
WHR(1.58), ~—#—hR(1.01),
Z Db (1.0 )

14 AHH
50t

&5 1B%

EE(18.6). BAB(12.3), <5
(7.55), BB (5.22). TFHEG.11).
R5(4.93), +36154.92).
N F—-5(2.66), TEfk
(2.54), =HE(©2.43), FRER
(2.13), BHE(2.12), +oft(2.0
i)

BME(7.94), ERE(7.37). B
(4.60). FFlE (4.30) . ABAE(4.24).
H(2.57). Z=I8(2.19). +=#E
(1.69). TEAH(1.67). BUIRER
(1.28), #Dfh(1.2 i)

&5 7T HE

fTiE(1.58), ~—&—R(1.24),
BiE(1.17). DBE(1.13). B
BR(1.12), BIE(1.07. Bk

(1.06), fL#k(0.96), Fl#(0.96).
f1P9(0.96), & D(ih(0.96 i)

fITh#(1.38), #0.78), H IR
0.77), »—-F—[R(0.76), R
0.72), UlE0.70), 1MmiK(0.65).
Z O{(0.6 R

514 AE

O(1.04), ~—4—HR(0.96),
1M#(0.93). #HA(0.88), AT
0.81), HJE(0.78). =1E0.78).
EhAR0.78). Fi(0.68), BT
1#(0.68). Hti(0.66), HMRR

0.65), +—#5AE0.61), =D

fit.(0.6 =ik

mi%(0.58), L&0.57), ~N—&
—R#(0.53), FH#(0.53), &l
0.51), MI#©O.47). =315
(0.44). $5P9(0.40). /IMI4(0.40).
T THR0.39). HFRIR0.39. %
D (0.35 i)

(3) KM
@ HERS
RECZE DA, DD CHELNZREOE, BH SRR, 1) @]
TELNIR, EROIEHIE RS RE . O] &b~ miE, AT
B OB E R U CREPRIE - EERRPER SN,
REFNBIEFRCFTFAY LT A Y P EAEHENT, TERB#BE LT
M-15.M-18 R U'M-19 #3. 5% 72 BFfElIC E 1 -Fi 0.4~1.2%TAR.0.1~0.7%
TAR, 0.6~12%TAR i,
e 5% 120 BFRIICET O AR TIEARYVFT AV AT VT en
75 0.3~2.2%TAR, TE/RHWE LT M-15 25 21.1~31.5%TAR, &HEH T
RUFFRIIALTA V7T EANREL OREFHD.12.1~22.2%TAR M
N7z, ,
mEgEd, FRTECBHI 51X, XUFTRYDNT 4771 EDIiEhn,

FERHY E LTM-15 KO M-18 3588 b,

JBHRPOIERCFTARNYINT A YT ol ey, ZEREY E L
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TM-156 ©7 V7 v BREAGETSHD Bll SRS hiE, £offi, M-3, M-15
EUZ < OBERBEDHIERD bk,

Ry FTNRY BT A 7 EAOFERFRE L, BEREHBOKBEEOCZ
DMETHY., 7 FEEAOBRELBED DR, _RUFTRIINT LTy
JAZZRE Y FRBEER TN FA A E2ZITRE IR LH#ESNE,
EHIEREMDINE FF U AEER VAT A=A T ) v, VAT A VA
BERCANLVG TV —VBRAEEICRBEER I, LAV T Y —AEBITTF
A —AARIZ RS I, IRWTAFILAAT 4 RERTAFARLRATERIL S
HbOEMEENE, (BH2) ~

@ RAEBEICBTAAMMORE - ER
7 v bEHCIZRRN. Q@I THRoMEE, RRUEZRBE L TR
FE « EERBRAERSNE,
Mg OSFTIIMB O - D BT TE Rdh o, RTIZIZPED M-15,
M-18 R U'M-19 3B S i, HE#R 5B & B2 5 8m & LT RFIZM-19
CORMEEEZ NS REDONE, (B 95)

@ SvrFSIICETIRBRE

[phe-14C]BVI X [val-14C]BVI % 7.1~7.6 pmol/g protein T7 v T S-9 &
& (39 2 mgproteinmL 2 8F) CHEML, XUFTFR)HALT AL IR0
REHEE ORlE R O o RERBRS EIE S i,

RUFT N INT A VT2 COTRERREIZED U, T 1.8~1.9
BTHoT, TERBMIII NG FA L BAEER O FT f-—zlx{zliﬁgkﬁﬂz
EN-M-15 EFIES =,

FERMBBRILI AV EZF L UREEE M-15 ~OEBTHR EEZ LR, (B
HE 3)

(4) Btk
@ REUKREH
Fischer 7 v b (—RHfERES 5 L) 1Z[phe-14CIBVI #5 L < tE[val-14CIBVI %K
AENIIEHAECTHERBEORS LT, REOCEFHERBAER S LZ,
®51% 168 KM DR E O EPPRRRIZR A IZR SN TS
PEHREE R OB B W T, HERUEREDEITIES, WToORBRETH
HURREDPEIIT R < . 51 48 BRI T 72%TAR LA LD SR &, (B 2)
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&4 RE5R 168 KREIDREUCEDHEME (WTAR)

AL [phe-1CIBVI [val-4CIBVI _
B5E 5 mglkg 400 mg/kg 5 mg/kg 400 mg/kg
PERI HE i3 i jiid i i 3 i3 i
IS 14.3 24.9 8.41 13.1 9.0 22.3 7.1 11.5
# 81.8 67.3 79.0 78.0 79.2 62.7 83.1 80.6

— VPR 2.7 4.2 1.6 2.1 2.3 5.0 2.7 2.5

g— VR 0.1 0.7 0.01 0.1 0.02 1.2 0.2 0.2

J—H & 01 | 003 | 0.2 04 1.5 | 08 1.5 1.1

HLAR 1.5 0.4 0.2 0.2 1.4 0.7 0.5 0.3

AN 100 | 975 | 894 | 938 | 934 | 927 | 950 | 963
@ BBtk

R == — L&A L/ Fischer 7 v b (— i 3 /L) (Z[phe-14C]BVI
#FH L < tilval-“CIBVI Z#{EAEX IIEAE CHERE N#% 5 LT, B HEEkasR
yiNE Y/ R gy sl |

Fe5.1% 48 BERI OO, REOCZEPHERITIR 5 2RI T35,

B 51 48 BERIORH- P EEMTIZ. BERTHLORESEDL LI, EBRET
1% 63.6~90.4%TAR 25, BHETIX 27.8~40.3%TAR Mtz ns=, 7 v ME
PIZRNWT, RUFTNRY ANT A V7w ik, (KB TRt ik 2%
AL, AR CHEZEEP IS LEBX b, (B 2)

£5 B5% 8 BHEOEA. REUEPHEME KTAR)

ALY [phe-14CIBVI [val-14CIBVI
EE5E 5 mg/kg 400 mg/kg 5mgkg 400 mg/kg
51 JAid i3 HE i3 HE i HE i3
I 5.96 42 10.3 2.1 9.3 19.1 13.1 3.8
¥ 1.1 1.9 322 | 60.9 1.5 3.8 422 | 54.0
Ar— YR 1.1 1.6 2.4 0.3 0.9 3.9 4.5 2.3
br— OB NS 0.2 0.01 | 0.01 0.01 ND 0.04 2.1
HAH- 86.6 904 | 374 40.3 78.1 63.6 27.8 30.7
=5 A 228 | 1.0 3.4 3.8 2.1 2.1 3.8 4.3
AR R 97.1 99.3 | 858 107 91.8 925 | 915 97.2

NS : &A%z L, ND : Bied

2. PpHEREaRE
(1) [FhilL &
[phe-14CIBVI X iZ[val-“C]BVI % 100 g ai/ha DAET, i Lk (5 :
Wilja) OFEFEOREHF 15 HRlcEEICEAA L (D8aEERX) 90 BEICR#
L7zBRR CEEZ R U GIEEOR S, 7 HHEFRCELEIC 6 Egm L (EIE
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RRX) ERBAAID 14 HERIRA URE L EERHERL T, Jh_%ﬁ:m%ﬁ
B FENE I,

TR X i, L T 0.0411~0.0781 mg/kg, BEE T 0.0009~0.0010
mgkg OEBSTREIRE SN, ZERTIE, XFTAV LT A VT vE
VA 10.2~10.9%TRR., FEM# L LT, REEMRHS (1. 2. 3. 6) %
HEh, F0 5 bERIIERRERSY 1 O 295%TRR Thotr, EIENEAER
K Tld, XIEHT 4.57~5.86 mg/kg, B3 T 0.0026~0.0145 mg/kg DI HE
RENBRH S, BEE T, XUFTARY BT AL 7 EAN 87.8~90.3%
TRR., EEMRBFIRRAEREY 1. 2 RO 6 SREINAZB, »wTIhb 3.2%
TRR AT CThof, TNHORJWITEREETH Y. 77V a HmitER
ERHY 1 BRUFTRYGAT AT ENORFT Y = VBRICKEEREDN
EAINTALEWTEDOMENFEE SN TORNE D, REEREY 2 BI_F
TRYINT AT ENDRFT S —)VEBRO 5 (LC/KBESEASREL
D, REERH 6 BRUOFTRIPNTA T2 ENDRoFT S —VER 6L
D7 FRVBEEL, ZOMBIZKBEFNBEAINELOOKFERAGHETHS LI
EEXNF, RUFTARAYINT AT CADIEREEITRB SRS o,

(M 4)

(2) b= hH

[phe-“CIBVI #% 100 g ai/ha DT, 3%, T~14 BRI T 6 [a b~
b (fFE : Ailsa Craig) IZHCf L. Bci&iA3® 14 A%, 28 Hf%. 35 A%, 42 A
%, 49 HE KU 56 AR L RERCER LM L L, EMENEMRER
MIER =Tz,
 REICRIT BRI, B 14 H 1% T 0.0181~0.0212 mg/kg.
56 A% T 0.0067~0.0072 mgkg TH o7, 14 HEOREDOBEMIL, ~v
FFRY BT A YT A 88.8%TRR. BRI EA M 8.2%TRR TH Y |
KEIERBEIIFERT42%TRR H vz, 56 BEOREPOHREMIL, N
FTRY BT AL FEEAY 54T%TRR, BRAZRINS 40.9%TRR TH
D, REEHDETRKRTI4%TRR BH Sz,

ELHOBRYEBHERITER 56 BZOREHZIOWTORITOITE Y, BRI
STREFREEIY 2.33 mgkg TH D, TEREBW & LT“\/?T’/\ I oI R g A g =
Y3 95.1%TRR % 5 7-,

RUFFTRUINTA T EN T R~ MEBWTIEEA RS, <
FTNRYIVTA TR b= MEBIT A EEREY ThH -1, (BHES5)

(38) RES
[phe- UCIBVI X it[val-“CIBVI #4 100 g ai/ha (DFHE'C 7~14 BEfE C&t
6 E.5EH (RFE : Reichensteiner) 3EHE| %ﬂ‘ﬁ L. E#BmE 17 BLAIC
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BB U RERVIERERE L L, HBRENEHRBREm Eh i,

BRI BIT A RER BRI 0.241~0.327 mg/kg Th -7, HEWIT
NRFTNRYDNTA 72 EAR 958~96.5%TRR. REEREHDORED
1.5~2.0%TRR TH Y . &b E 0o I RFIENHWIZ 0.7~ 1.0%TRR ThH o7z,

T T DR B R TREIEES 1Y 14.0~23.1 mglkg Th o, BEWIISLF7T
NYBNTA TN 94.0~94.6%TRR. RFAERHH M OREN 0.9~1.0%
TRR TH V., BbEI - REAERHWII 0.3~05%TRR Th-7, EEHHMH
TR F TR BLTA Y7 a /oMo ERBEERIIREB I 7,

RUFTNRYIANTA 7 ENEEEI LB CFEAEREERT, R
FTFNRYBLTA TR EABSEE S CBITIEEREM TH-7=, (BHE6)

(4) b7 FEIE

[phe-14CIBVI Xjilval-14CIBVI %, @ F~ MOl (BF: Ko7 —9F) ok
PHAEIZ 0.443~0.553 pugml OFETHRM L ZBRERINAR., @0.177~1.6
ug/mlL OAET b~ MIEOERBBBMAEZE ORI - BAT - B E2HEE L=RA5R
3N S s,

RUFTNYINT A Y71 E 3R EHED? HIRLICRIN S h, B 7 A%
IZEIEERIC 34.3~39.1%TAR 25, REFIZ 9.2~15.0%TAR 245 L7z, RSP
DEBREDIRF TR IATA 7L THY, 89.5~90.6%TRR % 5
Wic, Kt E LT M-11 XU M-15 BERH I, RTOZEREMITIA
VFTRYIANT AL TN THY, 73.8~873%TRR & 57, i é L
TM-3 2% 11.0%TRR, M-11 RO M-15 B EEHKH S,

MEBAT 7 A%, BRI D 93.6~99.7%TAR NEIN ., IFL A ERY
FFNYAALTA Y TRELTHD, KEE LT M-11 BEERE Shz, it
DEHE~DBITIZ K WETH o 75,

h MEIEICBIT DX A3BEMIRFTRI BT L THY .
T0%TRR EL L% 7=, R 8T, MERBINZ0OLTH o7,

[phe-14CIBVI %00 L 72 KA ORB O F BRI M-3 5k (X)) T,
M-3 &£ LT 0.26 mgkg (11.0%TRR) i Shi, [val-“CIBVI LB 1 M-11
BOM-15 b ERH S hi, .

RFTRYFINT AT enid, b= PHIEICRINENRD & FIZR T
T YN F AN SE A NVERAE DK G iR SOFER b £ 0 M-3 oG &z,
A7 e VEOKBIZE Y M-11, XV F 72— VR 5 (LOKEELIZED
M-15 (&K E LTHEE) IR#shE, ZhoftEmix, Jra—x, i
0— A LEORYERRS IR RENRD O LEESNE, (BHET

(6) XL &L
TrA b harRTEEISALIE S (B B8R E3%) 12, [phe-“CIBVI
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% 225 g avha OB TEWE 75 AIC 1 EIRAT L, BEdm 21 R TU56 A %I
AEMR ORI L HEI L T, N EMRBRAER I,

FERRE R OSSR & b I O BRI B I IR T H 0 | FEERERC 73%. ShElD
2T% DA RENTFAE LTz, '

< EVFHBEEEDHK 90%TRR 138 kEM Th oz, KM M:-14. M-15 &
U M-11 BB Shed, T METhote, 0, M-3 OfEREHE. M-11
LISk 8 U AN O KB L ORI S E S BIEH S R,

RUFFTNYANT AT, —EB Y AUEO KB 2 50T X
Z (M-3 0AR) LERESEZTD2 600, REDIERE{LOBELEWME LT
ETHEEZEZLNE, (B 96)

3. TiREREE
(1) FRPHIRPERRBRO

[phe-14CIBVI % F[E ORbEE 4 & O iz [val-1“CIBVI 2 EE OB LIz %
NZEN 2 mgkg OIRE THRMNE, FROEAT. 200CORFETT 120 Xik 365 H
Bl (365 BIITMELDR) 4 v Fa—rar LT, THEPEMNRBRNERS
iz,

WEL o 365 ARBICBITI5MBAFEEIIBEMIZEAD L,
[phe-4CIBVI MERX (120 A% 349%TAR, 365 H#% 13.6%TAR) LY
[val-14CIBVI ZLEE X (120 A 5.0%TAR. 365 H# 4.0%TAR) A& ED
L, 120 BRRBRCIL, HMHHSEEE 120 B ICHELET 61. 9%TAR A
T 23.7~33.2%TAR Ch-7=,

R IR R L, [val- 14C]BVI MIRR Gt 120 A1 44 8%TAR.
365 A %12 54.0%TAR [ZFE LT, HUCO: DIABNBE N -T2 LD B, MCO: 3
LR FHM ST 120 ERIOBMRRET -2 & 2 A, 120 A0 14COs Dl
ERN B3I THD ., RORBRTIE CO i XERIZHETE O bDEE
Z b, [phe-CIBVI MHEX ¢ix, WELICQEL L= 365 HDORBR T, 365
H%% 20.1% TAR @ 14COz #[EIY L7z,

HHEETEAERX, [val-4CIBVI LHEE D 365 HRERTIX 59 H&IZ
41 2%TAR =T L. 365 B#% TiL 26.5%TAR ¥ TET L7, [phe-14CIBVI
ARG, fHEEBUNRE IR~ 1T L. 365 HiZIZ 61.6%TAR 23 L7z,
120 AR Tl WE R OHE L TIXZ 1 22.5% TAR K11 45.5~58.2%
TARIZEL -, _

[val- 4CIBVI LB N BHH ENERCFTANY AT A Y 7 a B3, 30
H#iz 28 3%TAR. 365 AiZix 1%TAR EAF Th -7, [phe-14CIBVI ALK
T, RUFTRYBAT A YT EANR 120 ARBRT 1.3~2.4%TAR. 365
BB T 0.3%TAR Th o7, TESMEWIEM-1, M-3, M-4 RUM-5 TH Y,
BARERIEORBEICIVEVAERLN, TNER M1 2% 9.8~27.7%TAR,
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M-3 2% 2.2~12.3%TAR, M-4 78 7.6~9.8%TAR. M-5 7 12.1~26.8%TAR T
ol
RUFTRYANT A YT e8P CoMEERIIL 10.6~219 BT
Hotz, FELSM M-5 OHEEFBEIL 174~404 B TH o7z,
RUFTRYANT A 7o ER COLGERRIL, OXF T/ —
BRAIOT 2 FEASBPMASHMENT M-S BAERL.OM-5 87 2 /LT M4
BEREL. OM-4 O4F b BB TLa—IICBTEShT M-3 24K L, @X
iz, =& J—AEBIMKGREERTM-1 24ERTIRELEZ R, (B
f€ 8) :

(2) FERHTRPBHERO

[phe-4CIBVI Z##IE 4 (ZRWR) RUMHEEEL (B OIEREITRE BEIC
0.75 mg/kg THEME, FROEET T, 30°CORFTT 56 AMA »Fa—3
LT, HEPEMRBROER SN,
COIERE T, RUF T AT AT A T CATREERICEA L, 56 B
%1z 0.8~3.8%TAR, F&E4ofims LT M-1, M-3, M-4 RO M-5 23, \Wih
H 7~28 BREICERKRERFBIZEAD L, 56 AR LSNP -7 M5 T 6.0%
TAR Th o7z, MCO: DREEHRALREIL6.1~17T5%TAR Th -7,

RUFFTNRY BT A YT EOREELRMIL 3.1~7.2 B, ZESEHO 5
B M-5 OHEEFEHLIE 16~29 HCH -7, (BHR9)

(3) Yo LiRHENEK
Y M-1, M-3 BT M-4 [Z oW THEEE L SO - % W TF RS T
W D P EM RS Bl S o HEEFEEENIEM-1 2 oW TE4~13 B,
M-3iX2~7 H. M-41X0.06~0.18 H Tho7=, (K 10~12)

(4) TIRBAER
TR AR 4 FEOENTE Q BROBR Y L+ BHE RO, fﬁii
i, IKEEHL  #BE) 2RV TERSN,
Freundlich OWE{H% Kads |3 0.90~10.8, HRESHEFRIZIVME LK
BRI Ko 13 219~470 Th o7, (BH 13)

4. KepEABER
(1) KSR .
[phe-4C]BVI % pH5 (7= B> ~Y UA)  pHT (FY A=A VBT b
V7)) RO pHY (WA vEET MU U L) OFRERICIRED 4mg/L 12725 K
2UTIA, 25CE0.5CIzR\\T 30 AR ¥ 2 ~—3 3 L, Dk e
EEh T,

19



ARBREA T CHBEZEROIIIED bR o T, BEOERTE LY BB
S, FESHDIIRATESRY-1 THY . £AEIX 1.1%TAR (pH5. 21 A)
Thole, BHEALIIRBDO N2 oTe, FHPRIETH -7, IEERHEEN
BTEHCERPoT-, (B 14)

(2) KRR

RUFFTRYBNVNT ATzl L RBERKECERAK R
JID WCHREERD 2 pg/mL 2725 X 512 %, 24.8°CT 14 HEF £/ JEHES (300
~800 nm DOFF T 400 W/m? : KEFEIHFH 80 H) L, ARun sl ZiE
¥ (W e

FRHEIZRB T 2B, FBEAKIZBNT93.5%, HAKIZBWT97.1%
THY  RUF TRV T ALY TFa e EsE/ BRI L0 oS,
SIHREFE IR D TN Th o T2, REEKICHRE LR EIE, BEBAKT
740 H, BR&KTLT00 HTHhote, (B 15)

5. TIRARNER :

KPR - e (R . R - B (B ROWH - BE (BEW) 2RV
T RUFTAYANT Ay Ta’ Vv, 5w M-1, M-3, M4 RKUM-5) RO
JFURIBIEY (S-L: _vFT7 R ANT A4 7 u VDREER) #0ia@{baw
& L TEEREERR (FBRANLOEE) HNEEIn:,

HRIZEGIZRENTWS, (B 16)

£ 6 TREBHABAG GEEFREH)

HEEEEH(R)
i e 55 NyFFRy AT | HTT Y ANT
PRV ey AV a )
| s
KUK - BEHE 7.2 H 22 H
BisHEER | 0.75 mg/k
= TEEE T e - et 310 6.6 1
SR - EEHE 26 28
EH54E 1 XFA %ﬁ H H
] Mg - B 15 A 16 A
225 g ai‘ha
HS 5t 2 KPR - R+ . 4118 112 H
" B - 19.3 H 105 H

) FaRPRR TG, BERR TRk RA (16%) @ 2,000 fAREE A0,
ARG EY : FRANABRERCBEERE 2 M-1, M-3, M4, M5, S-L)
EH#E 1 (M-3, S-L)

6. {FIAREER
By, BESERNT, XUFTAUALVT A YT a e, EERED S L AT
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RE M-3 2o &iba & L EERERRAE L SR,

R 3 IORENT W B, XUFTRY AT A Ve AORERREMEIZ.
BT 30 BRICIE L7258 5 CRFE) @ 0.877 mgkg Th o7z, RIFREY
S-L &A@ M-3 IIEERART>. BHENTHLAETH -7, (BF 17~19,
97~100, 102~104. 111, 112) '

EREOEMERERRICIESE RUFTAY LT A VIR AR RETNE
ftAmE LEBRICER L DV EBERSNAHERERRENR 7TITRINTNDS, 22k, &
BEEREOHETIE. BEIN TV A REIRESNFEHFEN DR F T AU L
NT AT ENBRRKOEEEZRTHERENRT, 2 TOEYWIERZ, L -
FEIZ LA BEBEROEBEN 2L 2NV EDEED FIZiTo 7,

z1 BRBDIYERENAAUFFAYUALTAVTOEIILOEEERE

E Ry MR (1~6 25) HE4% EEhE (65 2L E)
(5E533ke) | (KE158ke) | (EE556 ke) (fhE:54.2 ke)
B
(g AJE) 31.0 17.6 24.6 28.2
7. —BERERR

7 v b T URAROY XL A0 —REEERBRA T S hie, BRIFR 8 ITR
ShTwd, (B 20)

&8 —AREEHER

. BE5
- Bhiix BEREERE | MEHE |,
ﬁt%@@ﬁ @J%@ IT_.E/# (T&%g%) (mg/kg {@ (mgfkg HSE) ﬁ%wﬂg
. 0, 200, 600, o
— IR ;ﬂyD | & 5 {200 | 2000 — g@i‘imﬁ’
(&)
i 0, 200, 600, e
W% | B REDR ;(;Rz # 8 | 2000 2,000 - gﬁg *{:ME’
i (FR)
= 2,000 mglkg
% R 0, 200, 600, RIS REC
BEFEE | ., | % 8 |2000 600 2,000 ST
BG=)) BOMHINTR
o,
W 0, 200, 600, - I
o | USRS EE ;?F # 6 | 2000 2,000 - gztié%
(] 62:dm))
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; BEE
- i BRRIEEHE | SMERE |,
ﬁ%@@ﬁ E]%@ E/ﬁ% (%ﬁ (mg/kg {@ (mg/kg {@ ﬁ%wﬁg
5 0, 200, 600, ;
& | i D g 6 | 2000 2,000 - o Aneake
A vk . @) R L
2,000
B RE,RP | 0, 200, 600, ;féfif %
B | EAE. R | - H 6 | 2000 600 2,000 .
g lmme | 2 7h 6=n) BBED.E
B R BN S
i,
“ 1106 g/ml
o | e JW 1X105 g/mL _ REIZLD
L—fz WIMER | . | # 6 | % 10% g, | 1¢10*g/mL B |
” (in vitro)

c TP RAROTT v MEOWTIRYF T AR AT A 27 r EARMEE CMC - Na /KRR 0.5%w)
B L b oMkl U CERBREIRD#E L,
— o E/MEMIRIERETE T

8. SMERBHELR
(1) BEEEER
RUFFTRYINTA Y TR0 Wistar 7 v EORICR~ 7 22 fni-&
PERR O FERER, Wistar 7 v FEAWEAMREESREBE O SD v M2 A

W= SRR AR K X T,
FERROMERIIR 9 ITRENTN S,

(HE 21~31, 90)

K9 2HSHABREREE (FE)

125 485 Bt Llw mphy 1) B SRRIER
Wistar 7 v F TR, FEC B L
& BB 5 IS >5,000 >5,000
ICR ~ & TEAR. FEC B L
&P MBS 5 I >5,000 >5,000
e | Wistar 7w b ESERIE. FIELK O,
= Bt 3 I ~2000 |gpepiize L
Wistar ¥ v b FESR, FETHIRL
e HEHE S 5 T >2,000 >2,000 |
LCo (mgl) | WPRERE, W%, HREEHIE
- SD 7 v b T, HEMENE, REHE
 ERES 5 T >4.6 >46 |[fTEF .
FETH : 4.6 mg/L,

* FRETE ORIER B UGE U RUE R 6 M,

K% M-1, M-3, M-4, M-5 RO'M-15 S NCRIFREES S-L, I-1 R) .
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- I-1 (8) | I4, T'12 ERI-13 D Fischer 7 v k %)ﬂb\t%’fiﬁﬂﬁﬁﬁiﬁﬁﬁﬁ%
it S i, .
BRBROBRIIE 0 ITREATN S,

® 10 [EROSYABRERERE (KEYVEUVRFKEED

LDso (mglkg {42)
W E m iti:ﬁ
&4 M-1 545 467
% M-3 >2,000. >2,000
K3 M-4 >2,000 >2,000
R M-5 605 545
K M-15 >2,000 >2,000
RRAEM S-L >2,000 >2,000
RERE®H -1 (R) >2,000 >2,000
JEAIRTEY 1-1 (S) >2,000 >2,000
JFAIRTEY 14 >2,000 >2,000

R AR 1-12 1,200 840
JFIREW 1-13 >2,000 >2,000

(2) AtAEREERR

SD v b (—BEMEHES 500 W -3EER O (B : 2,000 mg/ke (K&,
B 08%INEFIAFLELR—XR) B HIZL ZD%&W%%féE?&Eﬁ?ﬁ:%jﬁé
AT,

SRECHILR D 27, BREBOLERURHMZEREE, FOB RUER
BERAEICREWT, #EZLSZBEIEDONRP-T,

FRRTRERAR AR TR, M 5 BT L BTN OYER, o> 1 iz e Bk
A TPED R v, ME 5 BT 1 11T AT R T O AR 0D R SRS S
B BRIH, BURETH Y MORECEEIBDO ARV LD, &
FIOFEEBT IRV EEZ B,

AR B 2 EBEMERIL, MikEE bARBROES & 2,000 mgkg (KETH
BrEZ bR, WEEERRD LNk, (BRI

9. IR - EMIcHT MR UENSHEERR

NZW 9 % R B B — S PR R U R — SRR S M &
IRREIE X L C i DR B 2 L. BRI ERD b h 0T, (BB
32~33)

- Dunkin-Hartley E/LE v b & BV FERIEMERBRNERE SN 7=, Buehler
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ETIEBRMTH -7 H, Maximization iETIIBMHETH o7z, (B 34~35)

10. BAEEERR
(1) 90 AMEAERERER (S )
Fischer 7 v b (—BEMEHER 10 ik 20 PB) % AW RET (UF{E : 0. 50, 200,
5,000 2T 20,000 ppm : ERIREEBRERERR 112K BEIZL D 90 HEHESR

PEEERBR N A S T,
F£11 W HHEBAHEESRR (Sy b)) OFENREERE
BB 50 ppm 200 ppm | 5,000 ppm | 20,000 ppm
TR AR E HE 3.5 14.1 353 1,440
(mg/kg KE/R) e 3.9 15.3 379 1,550

B G THED N FEITRIER 12 IRENTWD,
AFRRBRIZBUWNT, 5,000 ppm B LR EREOMHECFELE &M, GGT DM
SRED LN, RTINS b 200 ppm (B : 14.1 me/ke BE/B .

#E : 15.3mglkg (FE/A) THDHEEBEZ BN,

(2 36)

F12 90 AEEZMESHEER (Svy b)) TROOKI-SHEHR

e i i
20,000 ppm + RBC #), PLT 840 «  Alb 88
- iERE Chol. PL Ut Alb #/0 - MIEF TP KUH AL & LA
IR, SRR URHEREX | - FFIEX. FEELRUFFIZRA
B B O B EL B RN O RN
5,000 ppm LA E - Ht BT Hb #d> - Ht XU Hb g
m¥EP T.Chol 2T GGT £ « PLT. IfuiFd T.Chel, miEaibs
[ TP RO VST AHI EE Chol. PL /%% GGT HN
- JF. BIBEHESERN . AJG b
- FFLCER, BN ORI E R
200 ppm LA F SRR L BHEATRAE L

(2) 90 AMBERAMERERER (1 X)
B LR (— RS 4 08 AW EARED (RS : 0. 40, 200 &
T4 1,000 mg/kg {KE/H) #5215 90 HEEIMEERBNER I NE,
AEEH TR ONEBHEFTAIIR B ITRESNTND,

:RERERFEERSVD BITRU)
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40 ppm LA B GREDOME TR E BB MO bRI- R, ERT — X OHiH
WTH Y. BRORBEREERFETR CITAEMEER L IR TH 70T, &5
WCEBRBLIELORRPT,

ARBUTRBWT, 1,000 mg/kg (KHE/ A E# O, 200 mgkg RE/A L L&
EREDHET Alb DB ENERD b i O T ES M BIIHE T 200 mg/ke (E/H

T 40 mg/kg RE/H THDH LEZ bR,

(ZH 37)

F13 90 BEEARSHSRR (/X)) TROONEEERER

REH

B

i

1,000 me/kg A E

/B

RBC. Hb, Ht, MCHC R U iEH
TN B

- PLT, MCV, f#{RaRMIKkSE, miF+
TP XU Alb 35/, ImiE P ALP.T.Bil
O GGT HEhn-

- BRCEAHEERER

- JJFIeEERN, [FHERIERERCITS
v A — AR

- RBC, Hb, Ht, MCHC XU

TEHRH T b

« PLT, MCV, #RFRMERE, i

B ALP, T.Bil 2T GGT
N R PE R B OIT 2w S —Hi AR
BRILE

200 mglkg &HE/

BEE

40 mg/kg (&FE/H

ELF

200 mg/kg HE/R LT, BHEFRRAZL

migEs TP, Alb, MmiE+ Alb &
BERUSEERD. AJG il

- AFEREEEN

EHRTARL

(3) 26 HMEAMEERER(SY )
Fischer 7 v b (—BEMERES 5 0) Z AW RE (B : 0. 50, 500, 7,000,
20,000 & 7% 50,000 ppm : FFHREEREILE 14 BR) B5i2 L5 28 AREEA

MR ER Y =l S 7z,
14 28 OMESESHRER (Tv b)) OFHKRFERE
Be 5 50ppm | 500 ppm | 7,000 ppm | 20,000 ppm | 50,000 ppm
FmikERE | # 4.5 45.1 621 1,870 4,920
(mgkg FRHE/A) | HE 4.8 478 656 1,860 4,890

K REHETROD OB RIEER 15 IR"ENTW5,

AFRBRIZEBVT, 7,000 ppm L EEREHOMHE T PLT BINENTED N
s, EEMEEEMEE S S 500 ppm (B 45.1 mg/ke (KE/H ., it : 47.8 mg/ke
(£M 40, 80) '

HEH/IB) THEHLEXDRE,
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£15 28 HHMERESEHR (S b)) TROLGWIBHERR

58 i3 i
50,000 ppm FET (141 - Ht XU Hb
A B BN ORI A A i@
MmiE# T.Chol, =L AFr—1=x
AT O PL HEN
R AR A B Rl I AR
20,000 ppm 24k Hb, MCV., MCH KO MCHC & | - MCV &
& ' TP. GGT. MiE~EEEE Chol HN,
« I {FEERE Chol HEAD T.Chol % T PL 0 :
« FRIEXR. /NEESRLLMEATHIBRAE R, BT FrECEEIEM, FFIEA. eSO
AR AEBRERSE, T HIE S FrAmpuAR I, AP BARR EE FE, T
X CFHIBaze gl HEAR Sy F RN
- B, REHLLEEEN - BHESEN
7,000 ppm LA _E - PLT 8/ - PLT 80
»  IIEF TP « Al AFa-—AT AT LN
- FFECE SN - R NG ER R
500 ppm LA T mWMRTRR L BHUFT R L

(4) 28 HMESHERERER (TX)
B6C3F1 <7 R (—HFHfERES 5 UC) % v i=iEEE (& : 0, 50, 500, 7,000,
20,000 % UF 50,000ppm : UG EEEEIZR 16 ) #5215 28 BRESA

PR N HE X T,
%16 28 HMHEIMSHRER (I IUX) OFHRFERSE
5 50 ppm | 500 ppm | 7,000 ppm | 20,000 ppm | 50,000 ppm
ErgkapcEne | K 10.7 105 1,410 3,970 9,470
(mghkg #HH/H) | | 127 120 1,610 4,380 10,800

BBEFHTED ONHEATRIRE 1TITRENTHS,
AFRBRIZ BT, 500 ppm LA S8 0 MEHE CHFAIRL BN R E N E D B
DT, EEEEIIMHE L b 50 ppm (H : 10.7 mgkg RE/B . H: 12.7 mg/kg

KE/H) THHEZERZ BN,
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&17 28 HRERESERAR (IVR) TROHLONE-HEFRR

BER i i
50,000 ppm - REERD, RN - BREEEED
+ MCV % U MCH jizb - RBC., Hb, MCV, MCH., BT
- BIBHLEEENRCHEREME MCHC ¥4, PLT H/0
FERLARR

© BRRECE BB R U R

- lREEE R

Bl BRI ORIE R HAE
FUEAER

20,000 ppm B4 E | © MCH g - Ht B
- FFEREEHEM - PHELEERED
- PRl EEEN, TRl 2R
7,000 ppm BLE | ¢+ PLT A1 o NEFLOHEIFRIBRAE R, TR E A
- JNEEROERFRIRRIER, AR R Ik O ke Ze fadt,
AR RS B UM RE B A% ST b, BT Ak
- ETBEA{LTLHE
- BELhHEEWD
500 ppm ELE « JFHERG BLARBRIEESE, AFARAR BRHERR | - FFARiRELARAREESE
HEYE. FAAEfRZe fadb e OWFHla > &
380
50 ppm BT R L BT R L

(5) 28 AMEmAMEELEER (5 F)

SD 5 v b (—BHHEES 10 I0) % BV 7R (5 0. 200, 2,000 & Ut 20,000
ppm : FERRERREILR 18 ) &5iC L5 28 HHEAVEMREBIFRDIE

M,
#18 28 HEESMHHESHER (v b)) OFEHKREKERE
_ 4;&1‘53?‘ 200 ppm | 2,000 ppm | 20,000 ppm
. R AELE i3 17.7 174 1,850
(mg/kg EHE/H) i 2 1 19.3 186 1,850

ARBRICIBWT, 20,000 ppm H SO CHREBMNINF L CRESEROE T
RBEH LN END, EEMEEIIET 2,000 ppm (174 mgke (KE/A) | M
T 20,000 ppm (1,850 mg/kg fKE/A) THDEEZ b, HEEHITED L

nixpolc, (ZH38)

(6) 28 HMESMEREMLERR (SvH)

SD 7w b (—ERMERES 10 I5) Z AVici@pedes (R : 0. 100, 300 XU
1,000 mg/keg {RE/ A, BWE : i1 A2k kB 28 HRETREEMEREEERB

Ehash i,

300 K TF 1,000 mgkg SE/ARERHORET, FREH3HALT1 {FIHC%JE%S‘_
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R b, 100 mg/kg R/ H 3 S REMEMET, JRPTAVRIE 0345 1 PIRED DTz s,
BRI & OFEIERD bR o7z, :

SR EHOMEBE TRECBEORTELREERI O, BRBENIZFZ b E
7Y UKL OERD R bR, BETHRAERIC L WEERRC ST AR
IRTHDEEBLLNI, ‘

ARBIC I 5 EEERIL, WL bARROSHAR 1,000 mgkg K5/
ThoHeEZbNE, (BRI2)

11. MEEEERRURRAKERER
(1) 15EMBEEMERRK (1 R)
B — VAR (—EEER 4 D) BRWELEARO (FE 0, 4, 40 B
400 mg/kg EHE/H) #5512 L% 1 EMESELRABRRER X,
WTNOBRGEHZBN T OB RIS bhies o7z,
AR BT 2 BEMRRR, ML LARBRORE AR 400 mg/kg A8/ T
HHEEZBRE, (B 41)

(2) 2 sFMmEBE/ RNANHEER (v M)
Fischer 7w b (BHEE A | —BEMERESR 30 (26, 52 KUY 78 I Tifikf
£ 10 L3 D5HE ) PT, FESAMEREEE - —BEMERES 50 D) 2 AVWi=iRed (R
f£:0, 50, 200 A U5,000 U8 10,000 ppm : FHBREEREIIR 195H) #
51z & % 2 BTN IS RN EiE X,

£19 2EFEBAESE/EVAEHEGER (S ) OFHRFEERE

B 50 ppm 200 ppm | 5,000 ppm | 10,000 ppm
THREERE HE 2.5 9.9 250 518
(mg/kg AE/H) i 3.2 12.5 318 649

BEREGHTRD ORI R GEEESERE) IE 20 ITRERTWD,

JEBMRZE & LTk, 10,000 ppm #5850 CATHEEARIE, 5,000 ppm DAL
REHOHET FEREOREREMEZED L (K21 ,

ARBRIZEVT, 5,000 ppm DL EEE B O CH, BRURIBLLEREINE
BB N0 T, EEEEITMREE L 200 ppm (B : 9.9 mg/kg fA&E/B . #E :
125 mg/kg (KE/H) THHEEZ b, (B 42, 81)
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£20 2FMEEREE/ ENAMHKESEER (Sy ) TROLL-SHMR

(FEEEMRE)
e 5 5f i . i 3
10,000 ppm RARSN IR F R O E RS © REEEE TR BT &
Ht % T Hb b - [EEREERE
IR o B L NEREE R UM A PR
- BY LSRR, BRFEEE B &
ML R UOBRBIT LEBFEE N —
& — IR RN R
5,000 ppm BLE | -+ fEEEEIEN - RBC. Ht. Hb, MCV ET* MCH
- MCV ETMCH W<, PLT 0 il
- M{ET TP R OGGT #0 + PLT. T HA A, T.Chol.
- JFLREEEIN., IFHIRIERE. FTHR 178 Chol, PL. L i& < TP 2T GGT
FafER, FRER MR OUTE 2 Hn
oy |- FFELCEEIEIN. AR, B
- BRUBIFLERESEN, BEA, 8 BRERKE I~ 7 a7 7 —UaE
PEBE, [RMETRIR. BT HEME AR SR
- HRAREA e BB AL - ERIRA MR AR
. s oA IRl RR :
BERUEIFHEEEN, REREE
. BHEA. BWETFEROREE RS
EaRLE
200 ppm LATF HEEFTRARL BRI KT
#21 HERUVFEICET52EEHBEORLEEE
T i
& 0 | 50 | 200 5,000 10,000 0 | 50 | 200 |5,000| 10,000
A RIRE B K 70 | 70 | 70 | 70 70 70 | 70 | 70 | 70 70
40 et e 1 2 2 2 8* 4 0 2 2
JF R B e 2 0 [ 0 2 0 0 0 0
TE IRAE 1 0 2 2 0
FERE - 3 3 4 | 13% 12*

Fisher OEERMESRMRE. * : p=0.05

BREEGL, EPAERRERC@ERENRE (5218, 788 OBFHTHL,

(3) 2FEMELKAXER (TVR)
B6C3F1 v U A (FHAAFAERRE : —REMERESS 50 DT, f7E2R¥ . —FEMERES 20

L (52 RO 78 MEIZTHERES 10 L9 DFHER) ZHWRE (R : 0. 20,
100, 2,500 K. TF 5,000 ppm : FEIIRABIE TR 22 2R) &REIC XD 2 £H%E
DIAMRRER R S hie,
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F22 2FERESAMER (YOR) OFHREERE

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

BREFHTERDONEBERA GEEEMEHE) IR 23R EINTHD,

HEEPERZE & LTI, 5,000 ppm & 5 FEOHETHIRR A RRMABERIES, 2,500
ppm B 3 5B B RECIFMIGIRIEAS . HECIFSMIaNE, FFABISEE o & 5 2 0N
NEDBILE (FE24)

ARRBRIZEBWT, 2,500 ppm BA_EE S5 B O MM CIHREIE RS SRD dhi-0
T, WIS EIIMERE & b 100 ppm (BE : 13.7 mg/kg SE/A . 1 - 18.6 mg/kg (E

H/A) THdLEZONE,

(ZH 43)

®23 2FEMENAERR (TIR) “’GEE&DB#LT:%TEFJ?E (EEBIERE)

BEHE B i3
5,000 ppm FETC ZREIN R/ AR, e ar 7
HiEE, B, HFHRRUMERRE — VEE | FREMMERBE, e
FBRAEEREEHSRUBHRA e BRI R VI 0 i B Fa g 5T
BRILE IPELEEE
2,500 ppm Pk - {EEENE PLT #5550
+ REHFEOEKT FRECE RGN, FF/NER BT
+ PLT R U“H#iE&ZEREE N REffifh. NTHRRAARA B TS AR
BIEIEE., BiH Y R EREEEVR 1A '
- kR B T AL R A BRFEAR B OV A BRI Ak
- BFICEEMEIN, AF/EE AR AL BB R E IR AR AR
JERSAL. FFHIARARA, FFE BRI, PREL Lk B Bl
MR, AR AR RIME,
PP 15hT N, FFiiaBiRiEst, fF
HRE BLHBREESE, v o7y
S5 FREEREE, A
JE. RS A, RSN E
i, OV AR AR IS L R O
22 R TH AR HH BRI
FLR AR 2 B HIE TR & U8 A R A A it 2
12
BHELERD ., BB REREMEE
KABF LK RIS E EIEXARR A
100 ppm LT | FHERTRAL TR L
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RICE T HEBEREDHERE

& 24 FBIRIREURF

HE -
#54 (ppm) 0| 20 |100]|2500]( 5000 0 | 20 | 1002500 | 5,000
T R/ B 70| 70 | 70 | 70 70 70 | 70 | 70 | 70 | 70
FURIR A TMIEIRIE | 0 | 1 0 4 9% 0 0 1 2 2
AP RAE 21| 9% | 17 | 51%* | 64% | 5 | 3 | 4 | 27%% | 29**
3 AR A 0ol o | o |r=|11*0]o0]oO0 0 0
JiERi) b 12| 13 | 12 | 36** | 43** [ 3 3 3 7 6

Fisher OEERERBRE,. *: p=0.05. **: p=0.01

12. £EREEERRK

(1) 2#HAKERR (Sv )

SD 7 » b (—BHERES 25 L) % A7 88 (R : 0. 100, 1,000 %X 10,000
ppm : FEHRESEREIE 25 2R) &E5ICL 5 2 HAEEARP R SN,

& 25 2HAREEFR (Sv k) OFHRGERE

b gt 100 ppm | 1,000 ppm | 10,000 ppm
HE 6.9 68.5 702
P {f%
IR R E i i3 7.7 76.0 771
(mg/kg A&/ H)
glkg TN iid 10.0 99.7 1,060
i 99 106 1,110

BE I 10,000 ppm B 5-FEOMERE CiFH B &M (P, F) . JFRIREE
K (P, F1) 25, 1,000 ppm BESFEOHETIFMEx EEEMN (P) | AFfRizIEX (P,
) 2RH bz, RE ik 10,000 ppm ¥ 55 O Mk CRTE T E M (7.
Fo) 23 bhE, |

ARBICEWT, HEW (P. F1) @ 1,000 ppm 580K 10,000 ppm
B HEBEOHE CHMERRENRE D biv, REW (Fi. F2) @ 10,000 ppm # 55
DOMERE I B EEMBRV D bz 0T, EFMEIHIMOHET 100ppm

(P:69mgkg{&E/H. F1:10.0 mg/kg f&&E/H) . HET 1,000 ppm (P : 76.0
mg/kg 5E/H. F1: 106 mg/kg £E/B) | WEMOHERET 1,000 ppo (P % -
68.5 mg/kg (AE/H. P if : 76.0 mg/kg (K&E/H . F1H : 99.7 mg/kg {FE/B. F1
ff - 106 mg/kg (AE/H) THDEEBEX O, BB T EEBIIRD LN
o, (B 44)

(2) BERERR (Sv M) ©

SD 5w b (—BEHHE 25 U5) OREE T~19 Hic8$lE N (B4 : 0. 10, 100 &
X 1,000 me/kg R E/B . 0.5%CMC-Na /KIFHKIZEEE) &5 LT, RAESHERR
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HIEEE X i,

B CiX 1,000 mgke ﬁiilﬁ E‘ﬁﬁi‘fﬂ?khﬁgiﬁﬂﬂﬁ\ 100 mg/kg {K&E/H
UJ:?,%’—-'}E?E”CEIJ%‘%ﬁﬁﬁﬂ&@kbﬁzwiﬁﬂﬂ\ JFIER D580 iz,

R TCHESICLAREIRED NPT,

Kﬁﬁﬁb:i&ﬁéﬁ%ﬁ‘l‘i%éi\ BT 10 mg/kg (KE/A, BIECARBRORES
FAE 1,000 megkg FB/ATHB LEZ BN, BHEBEEIRD ORI oT,

(B 45) -

(3) REBUER (S ) @

BRMY 2s H OEFBICESEHIR 5 AL ORSFBICEZRIECEELE
BT B, ARBBERS NI, SD Ty b (—HlE 22 IT) DL 5~19 A
WaRER O (R ;0. 10, 100 K TF 1,000 megkg RE/A. 1%Tween80 &4
0.5%CMC - Na) #5 LT, BEFEURBRIER SN,

BE D 1,000 mgkg AE/AREH CHLEEOGE RN, 100 mgkg
EE/AHREHETCRBOENEOCHEREOHE iﬁi%ﬂlm 2 BT, RN T
iE, WThoBREHIZBOTHRIEREDE asb%wzamoﬁ_o

AR 2 EEEEIT, B8 T 10 mg/kg RE/H., BRTARBRORKS
BE 1,000 mgkg EE/ATHD EEZ bz, BHBEEERED NPT,

(B 93)

(4) SEBERER (V9

NZW o (—#HiE 22 J0) OiFiE 6~28 AIZHHEIRO (B : 0. 10, 20
B0 40 mg/kg AE/H. 0.5%CMC-Na AEIKICIGHE) 85 LT, EARMERR
MR =37, - '

BEMWCIX, 40 mg/ke FE/ARSEETRE QA | FFIEXEUOHILERD
BINASERD G, 1 FIOREITEIRBB O% L IBER A LT, RHEoses
CREECERLELDEEZ B,

BIROABECERITRICIEREIC L 2Z2E8ITE D b2 o7,

ARBRIC BT B RN &%, FE T 20 mg/ke (RE/H. IBR CHRARBROEKR
A& 40 mglkg (ZIE/ET?JZ) EEZ b, BEBEIIED bhlhote, (B
BA 46)

3. REREER
RUFTRY BT A T O/ E AW ERERERAR, 7 v FMiF
ARIEEEILEZ AV in vitro FEH DNA AKREBR, vV R Y 7 4—< TK
B, F v A = —ANAR T —fifRHEFEMRE (CHL) & Ao G ERER,
B Y AR E RGBS NVESIKENERAER (=2 A > FEAER) | BALB/c3T3
#laz AV BB EGRMER, T v MFRIEEZ RV in vive /in vitro TNE
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H DNA G RER, ~ v AR 28{cH) DNA #ER R, 7 v Mg - -

BT AEE{LR) DNABERR, < v A EHMEERWTAAERREO N
A “/‘“: =y = AOMEE BB FREAERRRI TON ., MEZ HAW

Z2oRIE A FRD TA9S FRIZIVNT 89 mix F7E T T 500~1,000 pg/7"L—
b @ﬂ%zfﬁﬂ?«@ 3~4.8 EOERER v =—HOHMPED LN, £0
oRBITETERETH- T (F26) ,

TA98 BE?D S9 mix FE F CHEMEDH S L%rmma W BN, FEETE
MOBEFRZHE LERETREBETH o722 &, BRIV TIE DNAR
EHCRG T EREROBREMEITIR R P72 &, in ive TOFEMIZEBW
TR, v FOMEEIZRIT 5EIEN DNA BEMHSR LRS-l &,
+omAEE TREBE I T v MFERE AW EARES DNA A RERER K Uik
EENL LE PP VRV nm v /w0 R MO TCRIG TRAEREARD in vive
REECTRERETh-o & S BIZREEREOBREIZE L T in vitro, in vive
EHIZBD NN &, ZEEBEHERRBRIIBETh o e b, £EIC
EoTHRICRHIRRE 125 J: S7rBEEEIERVbLDEF LT, (R 47~58,
94) '

26 AESUHEABRRE (RE)

RER 5 55 - ABREERE R
invitro | BIRERERFR | Salmonella LI H : 8~5,000 ug/” V-t | @4
typhimurium (+/-89) TA98 |
(TA98. TA100. 2BlH : 32~5,000 pg/7” Vb
TA1535, TA1537#8) | (+/59) (+59)
Escherichia coli 1[BIA : 15.8~5,000 ug/7° v | R
(WPZ2uvrA ¥) —b (+/-89) *
2[EE : 8.19~5,000ug/7" V-
b (+/-89) *
AEH DNA SR | 7 v MRl EER 1 : 5~ 50 pg/mL R
B EE 2 15.6~500'p g/mL
v T AN T =~ | RY BRI | 3.75~120 pg/mL (+-S9) | pam
TK 3Bk (L5178Y)
Gtk RERR FaA2—RANLA | 955~3,820 pgml +/-S9) | re:
Z — Jifi i SR ARk -
(CHL)
Hifia s/ VERKE | & MY %k 62.2~173 p g/mlL (-S9) Pt
IEEVER 173~800 n g/mL (+S9) '
TEEEERIERER | BALB/c3T3 #la 10.4~80.0 w g/mL Rei
in vive/ | REH DNA 278A% | Fischer 5 » MHFA | 1,000, 2,000 mgkg A& EX
i it ) (HIEHE O 5)
(—HEHEAIT)
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Fa¥ s8R w5 E - ALHERE M
in vivo - | BE{LEY DNA 83 | BEC3FL v U A 100, 500 ppm GREEHE) | e
5 (AFA) (—REMERES 5PC) | B 19.4, 1,030 mglkg KE
i : 26.1, 1,200 mg/ke AE
E{bEy DNA &3 | Fischer 7 » b+ 200, 10,000 ppm (GREFE5) | padk:
B (AT (—BEMEMES 5 U0) | HE: 17.4. 798 mg/kg AHE
#E: 17.1, 915 mg/kg (A&
E&{krY DNA | Fischer 7 v 200, 10,000 ppm (REFEEE) | pade
B (&g 78) (—&#E 10 [IT) 11.6. 576 mg/kg (RE
IR ICR <=2 (&M | 2,000 mgkg K& Rt
fe) (1 H 2EEEO#ES)
(—FEHE 8 )
BETFERERRER | P v AV 2=y 1,000, 2,000 mg/kg {RE Rt
<7 A (Muta™ (1 H 105 BEIgA®ES)
Mou)se) (PR (— B :
5

&) +H-89 : REFEMEREFET RUOHEFET, +89  NBEMREFET
* RRIRTERORER 2 UE L FEE2EN

RESFH M-1. M-3. M-4, M-5. M-15. FEHEEY S-L. I-12 OHiEEH
W IR IR R BA BRI B S, M-4 KON T-12 53 TA98 Rz HV YT 89 mix
FETCEARBEO 6% (1,250 pg/7L— k) RO7.84% (320 pg/7L— b)
OEMBRBDH O, BHETH o7, ZOMITRTRETH 72 (FE27) ,

M-4 (3554 ©. HEPHEE RIS EIFHE & ) B TERHETH B
Zé, FEh 12 L 0.5% L TOEWSEFRETHDIZ LEE2XL L, ZLHDY

DNE MIREEBEHFKEEZ LT &35 MW,

(£ 59~65)

F£21 BEEEERME (KB2RY - RIKEED

HERME PR *f B5E - AFRRE E
M-1 BIREARERRAR | S yphimurium 156-5,000 pg/mL
(TA100, TA98, TA1535, | (-S9) Raf:
TA1537 BE) 78.1-5,000 pg/mlL =
E. coli (WP2uvrA ¥£) (+89)
M-3 EIRFERERRABRR | S typhimurium 78.1-5,000 pg/mL
' (TA100, TA98, TA1535, [ (+/-S9) K
TA1537) =
E.coli (WP2uvrA )
M-4 EIREAERRR | S typhimurium 156-5,000 pg/mL B
(TA100, TA98, TA1535, | (-S9) TA98
TA1537) 78.1~5,000 ug/nl | (oo
E.coli (WP2uvrA %) (+89)
M-5 EIRCRERRAS | S yphimurium 78.1-5,000 pg/mL
(TA100, TA98, TA1535, | (+/-S9) e
TA1537) -
F.coli (WP2uvrA )
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wERE | AR Pk BE5RE - LR i PR
M-15 HIRERERRR | S typhimurium 156-5,000 pg/mL
(TA100, TA98, TA1535, | (+/-89) I
TA1537) =
Ecoli (WP2uvrA BR)
S-L BIREHRERRAR | S typhimurium 156-5,000 pg/mL
(TA100, TA9S, TA1535 (+/-89) e
TA1537) =
E coli (WP2UWA$§E)
I-12 RIRRARE RAE | S typhimurium AR
‘ (TA100, TA98, TA1535, | 0.625-320 pg/mL _
TA1537) (-S9) o
Ecoli (WP2uvrA ¥E) 10.0-1,280 pg/mlL TA9S
(+S9) (+S9)

IBINENER .
0.625-160 pg/mL
(-89)

TE) +-S9 : RPFEMERFETRUSEFET. +89: RBTEHRTFET

14, ZOHROBIERR

(1) FFREOAH=—XLEK

D5y FERAWER 2 BRSNS = T—2 a VBB
Fischer ¥ v b (—FkE 12 18) ZAW-BEERO (FE : 2,000 mgke (K5F)
BEIZLD 10 HEOBPAA = z— g Vil (= o—F —BERY
% :DEN, Fu®—x—
GST-P [GHEMERE OB E CHEEZIEEE L 2 A, BREFIBMTHRED

B R OEBICB ORISR 55 & ORI

i PB) A3 & iz,

Mt FMNCEEREEER LT,
ARBEMET TR, RXUFTFRY BAT A7 TR 388 A A

=x—va ERRRWEEZ R,

@7y FERWI 2 BREENSATAE—S a3 VER
Fischer 7 v b (—BfHE 12 L) ZHWizRBEE (RIE : 10, 000 ppm) ¥EIZ
58 BAEENALTOE—a VRER (= —F—

PEXTERYE - PB) NE Sz,
DEN+RYFF7NY BT A Y Fa EARERR D DEN+PB B A A%
DML, £/, GST-P BHEMREOE R MRS Lz,
ARBREMET CIR, _RUF TR INT A Y TFaNiEDEN 24 =3 m—%

—& LIGE

wree—va MERERT EE L LIS,

35

(8 66)

(B 67)

TENR2 . DEN &EHEHETD L

: DEN, 7n®—&%— I%




@O R ZRALN-ERABREXREER TR EREE R

B6C3F1 <& (Rl 8 PT) 2 v 7= 1 H 1| 7 HREsAHIER 0 (RE -
10 %70 1,000 mg/kg RE/A) #5402 & 2 3 CEBER E R O/ sy il me s
BB EE SN,

1,000 mg/kg (REHSBEOMEME THFILEROWEM, # P450 BOHEM, P450
SSFREOHEM (CYP1A2(1A1), CYP2B1(2B2)K U CYP3A2) K UMFHINANE K,

HECHFAREE SRS D/, BrdU SIS HRR YA ORI S5 &t BEC

B B 2RSS b o T,

NRUFTRYINTA Y Fr AL w0 ZOFIZEM L7 CYP 4
TH, 7= SV EF VBB L BBERFENAY— LB L TN, i,
MRS T AR EEImD THWEE L b, (B 68)

@3 v FZEAVE-RSAMERERR UM NEREERER

Fischer ¥ v ~ (—#ifEifES 8 PT) Z AV 2 1 A1 (el 7 ARIEHERED (54 -
10 }2 00 1,000 mg/kg {AE/R) #1512 & 2 3 BESRTH E R O A NE B Ailne R
RN ER S,

1,000 mg/kg (R EH G Ol CATILEEOBM, CYP 4 1-# (CYP2B1(2B2),
CYP3A2) o#gin, #T CYP1A1 (1A2) KUY CYP EoNIFED b,
BrdU S/ Ot S B CEERERRD Db Tz,

(17 69)

® A% ALV TR NE
[14. ) D] D RARIIEE A & =X L5838 (100 XiX 5,000 ppm T 14 H R
L) TE LN~ U AOFEREE VT PCNA Sk b N =
=iz,
PCNA {ERIZEBERZIRB O bahroTz, (B 70)

®35 v FRURDRIzHITZFIER G ENE

Fischer 5 v b (—# kS 5 IG) KU B6C3F1 v A (—BEMERES 5 0) %
FAWT 7 AR (F > b EA& 0, 50 010,000 ppm ; #E: 0, 3.6 B UF 753,
0, 3.7 U 729 mg/kg K/ H Y, w7 A R A0, 100 2T 5,000 ppm ;
M0, 19.4 KUV1,070, 0, 21.4 KO 1,370 mg/kg (KE/FIZHAY,) 5L,
B VIEEEREAE lmeg U720 DF A0 EY — /LBl (TBAE) & LTHE
M3 3 - Lo k0 APPSR E L EORIE M ThhE,

Z v~ 10,000 ppm BEREOMMETRTFELEERNS, kT TBA {liBENAS,
~ 7 A0 5,000 ppm B 5-FEOHELECAFLLE RN A U TBA {li#mA58 0 bk,

FPIEE BB LREDIREIL, v VAR>S VR - 7y METH Y, B{LA L
ADBER Y ABETROBETHY, ~URHET v MEIRBETH -,
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(Z/5 80)

D5 v FRUTHRITICE 2 MRS A
Fy MR+ 28 ARIKERDEEGREEE [10. QKR 10. D] . 7> b 90
Elﬁaméﬁﬁwﬁt%ﬁ [10. (1}] #Fz+ v 2 90 HREBEAMEERE (w7 2%
ANEERER [11. )] OFEaER) 1o /BN IRE Hﬂi%c‘*i’tﬂ%ﬂilwc Frligt
, I]'oﬁ%') PCNA E#FR ORI ERThhi,
5w b 28 ARETIX, 50,000 ppm BEICHIMMEIR A A LT, BB TIZR -
770 -
Z v b 90 B TIIMEHLIZERETH -7,
< A 28 BT, 20,000 X T* 50,000 ppm 7T PCNA ZikE OB B 25
BB, BRERICBIT D RIREFEE B0 b,
< 7 A 90 AR TIX, 20,000 ppm BRIZEAEARH SRR, HBETIX Mo
7,
LEDZ & Xy, IHREIEESFHR I N~ T AT, ﬁﬁﬁ%%%’éﬁ?é it
i OBAETTEESIBINTE BB L BN, (BB T

(2) PRINMEWFRELE A Hh =X LR
@< AOFFH UDP-GT &4, muMrh TSH, T, RU T, ORE
B6C3F1 = 7 A (—EHHES 6 L) & v i=iReE (JE{K: 0, 100 %1% 5,000 ppm ;
0, 17.0 % U855 mg/kg (RE/HIZHY) #HIZL D 7RO 14 A MO FRIRES
A 1 = X LFRBRDBHEM &, ’
5,000 ppm E5BETHFI 7 2 Y —2A%@ UDP-GT IEHEOEM, miFET Ty DR
. FFLREREORM, IR, FROKALRAED bz, miEH TSH RO T
IXEEASERD b h o, (B 72)

@<y RAMKA TSH AR

B6C3F1 = 7 R (—BfHESR 12 IT) % AV 7= iBAE (JFi{4: 0, 100 K20} 5,000 ppm ;
0. 15.7 KU 810 mg/kg (FHE/ [ IZHHY) #5I2L 2 16 BEDOHKIRIERE X 7 =
X ALFRERIZB VT, 5,000 ppm 58 CliES TSH OEMRRH i, [14.

(2) @1 ORBRCHF I w Y —atho UDP-GT &M, miFh Ty DB
BROONZZ LTz, ARBRTLET TSH BEOHEMBEBO bR Z & o
b, RUFTRYINTA Y TFr el k5 BREESORLIL. NRWMFLE
YOT 4= Ny JHEAORKRICERN TS Z LB -RATHL LB b, (B
B2 73)

@5 v bOFFh UDP-GT ;E1E, m:Mch TSH, T, RU' T, OHE
Fischer T v b (—EHER 10 [T) Z AW 7-iREE (B4 0, 200 A& TF 10,000 ppm ;
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0. 13.3 2 1* 661 mg/kg fRHE/BICAY) 851255 14 HE O FIRIRSEEETLE 2
B = A BREBRNE Sz,

10,000 ppm ¥ 58 TEAZEOHEM AT I 7 v — A0 UDP-GT iFEO BN,
IES Ty OFiD, FFHEEEOHEM, FFRARED bk, iES TSHIXFET
R WHBEIMET AR O Hiv, mIFF T B IIRO biLigd o7,

RUFTRY)INT A Y Ta il v Miflgo UDP-GT £2FEHE 52 &1
LV MIEF TR BWD EF, 207 41— Ry ZHHEIC L0 FIRBERIE L (B
M EREER) ¢EXxbNE, (BHET4)

(3) FERBREAH=-XLER
OMEBHS v FEAL-FERERXER
BRELTEH Fischer 7 » b (—HffES 6 VL) Z V= 1 B 11 14 B E O3EHFRE
A (R : 0, 10, 100 X% T% 1,000 mgke (AE) 52 X5 FEIERABRSEGE
ST,
FEEEBIINTHLOREHTHEICIRE L FRETH Y AFERECBY
THEMR Ui FE AR RITBE IR o, FEWNEMIEO BrdU 12
MBI HETRD N o T, '
AFEREM T TR, RUFTRYANT A YT ADFEIERERALETFE
OMHETEERIIRS ONT, = A be F AR 2 R4 383D 5y
LEZ b, (B T5)

@5 v FORR, FERUFhPATS—EEE, FOIR MO RMEBEXIE
R UM RehAILE S AE

Fischer T v b (—##f4 10-PT) & HW =R (R4 0, 200 &% 10,000 ppm ;
0, 11.6 X576 mg/kg AE/BIZHY) HSIZL2 8 HEOFERBREA =
A LFREBRBRIE X i,

10,000 ppm #G5# THIEHOBER (TrvF—8, =X 5 PF—1-2-E F
0¥y —PRRTR NTVF—-4- FudT—¥) B0, FhER
O, RO EANRBO LN, WRRCFEFOT o< ¥ —EPiEHE, MiF
POBRBEREALEL, 1TB-TA TP NEOTa AT o OERE, 17p-
TR NTVF—NT G RT m SRR FE0EERITRED R
7, (B 56, 76~77)
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. #mRKEErm
 BREICETEERRHNTERRE (IRVUFTARY BT A Y Fr il ORMiE
REFMEERE L, ok, 40, EMRERBREE (bo& X 5) SRHICR
HER7 -,

UC TR LIS F TNV IANTA ) TaAnT v bRV EBDERNEGS
RERIZRWWT, MAEFHREL 2.0~6.0 Bl (EHR) . 9.6~13.6 BiE (MAE)
TEBICEL. WIRBRIEHERH T 88.7~972% T, SHEM T41.1~53.6% L&A
HEh, FTESHIHREE, EAECIRET PP 2&h L TEP R SR, &
BAETIIESZERIC AN EE X 5, HBASGAIRWYTRoR SRR
Tl OB CEdro 7285, MR OMSTREEE IERLHICED L, #5168
R IXEHERIC BN TR S ED 1% LT Tholz, RELLIIRF TN b
TA Y Ta Rl En T, EERBYIIM-15, M-18 RU'M-19 Thotr, %
bk, BHETEHNCFTRY LT A A0, TERH#ME LT
M-15 BH I, BHRETIENCFTARAIINT A 2 7a ing Ofl&E b
Wiz, FEAHBEREIEREFBROKBILECREE EEZ BN,

UG TR LI F TR AT A4 Y7o EAOhiERNEMREBRICBN T,
WEROIEIZB DT HE 90%TRR 3R F 7 RY AT A V7 Thote,

R, BRZEEANT, _RUFTARYAINT A YT e, FIKBREY SL KRV
R M-3 Z2o¥atg b e LicERERRAER SN, <vF7 0D
WT A Y TaLORREBEEERZ, 585 (BF) © 0877 mgkg Th-o7z, IR
{KIRFEY S-L &R M-3 1 E BRI, MHERTHLLPETH 12,

BREBMRBIERNO, RUF T AU INT A VS u AR EIC L BEET, =
PR (FFAEREAE RS | FURIR (AR LAMEGREKR) AOMmiE (Fim) 258
b,

F v MZBOWTIRBECITMBRE, tTFEIER, = U R 2Tl TiF -
R BEL A %Tﬁ%%%ﬁﬁm%@ FREFHEaNE & ORI RN N EED b
e

B OWTIIEA DAV =X LBBEPEMENTRY, RFTAY T
AV TavNET y RO Y ZOFRICH LT CYP 4 FRORM iR HE
BRI, E72, FF2 BREAARET, ARICEA =3 o— a U EMRBD bR
P, IuE—va AEARRD BNE, £1T v PR T RCBIT S FEERE
{LBEHEIZBN T Y A TR LEMPED LNE, TN6DZ L0, KEIDF
%ﬁ%ﬁeXAbbf\Kﬂ®£%ﬁ%%$$§&0ﬁﬂﬂ%§ﬁﬁhi57n%
— g AERICEVIEBEOREREEZHMIV LD EEZ N,

HFARIRIER D A H = X ARBRBEBINTEY . XU FTNRVANT A )T
MET v RRO= D AT UDP-GT ##E5 % = & Thigth T4 2R 4,
FDT7 4 — RNy THEBIZ LD FIRIBEERESTIE L, ~ U X CHIRIBIEEN, 7 v
N CHRRAIEBERNPHFRE INZE, ChboREALAMFIIEREHIZLS DT
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RARWEEZ SN,
FEEEDA =X LARBRRERE SN TEY, AANITERXRBR TRIETH Y,
. MBEOTA R EORLVEY LV E RITShote, —F., BF
o2 b ud L EHERMBROMERERP L, = A Pl LY ESAEDORN
4-vt Faxd oA I VA= VERSRWD LIV H o AN RIR SN
T, 2B FEREIMEN L AZERIC R oL EZ 2 b, BRLeEs

SHEFEREORERBEMIC ON IR R TIIAHTH S L iEm LT,

. FIREOFEREDO A =X MI GO L 5I12E 2 b, BEHEHRER
BWTHERIZL > CREE R IBEEEILRNDO T, 2o OEEORAEMT
HECEEICEID b0 L I3E L FIMMIZ Y2 VEMEZRET 5 Z L BB TH
BEEZBNT,

EREABHERN L, BEDP OREFMARPEEZ S FT NI INTA YT
v FbEYos) LERELR,

HRBIZBIT A2 EEHESIIR 2B ITRINATVD,

HERAFENE, KRR TELNAESEED S bE/MER, Ty FEAVE
2 R BETERERD 6.9 meg/kg (AB/RA Tho7mZ &b, ZNERILE LT, 2%
ﬁumr%btommmwgwﬁm%-Hﬁmﬁﬁ%(mm)& XIE LT,

ADI 0.069 mg/kg {KH/H
(ADI B TEARMLE R BEHEER

(@hiwte) 7 v b

(D) 2 AR

(5 H5i5) EAH

(EEMEE) 6.9 mg/kg (FFE/H
(REARE) '100
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®28 FARICKETLIESUHERURNSHEE

= EE5E MR BNELE
ByintE B (mg/kg A E/H) (mg/kg {RE/H) | (mg/kg KE/R) e
Zw b |90 ARE#EZ |0, 50, 200, 5,000,
MEEMRER 20,000 ppm _
HE: 0. 3.5, 14.1, 353, HE 141 HE : 353 SR - P LD B B R
1,440 ## : 15.3 # : 379 . GGT #ahn4s
#: 0, 3.9, 15.3, 379,
1,550
28 HR#EA | 0. 50. 500. 7,000,
PEZpEStER | 20,000, 50,000 ppm
HE:0. 4.5, 45.1, 621, it 45.1 HE : 621 fiEHE - PLT #470
1,870, 4,920 ife - 47.8 1 : 656 S
# - 0, 4.6, 47.8. 656,
. 1,860, 4,890
28 F @2 | 0. 200. 2,000, 20,000 e R E BN
PR EER | ppm B O EZ) R
B : 174 1,850 | T
d.0 100 106, Togg | HE:L8SO | E:- f B
ol ER
BB
2 ERMBHERE | 0. 50. 200. 5,000,
RN AAE | 10,000 ppm e '
BF-& 8k ) ) e . BRW
HE:0. 2.5, 9.9, 250, ﬁ R ﬁ X |mmmEEsm
518 Pl - s
#: 0. 8.2, 12.5, 318,
. 649
2 i #AEER | 0. 100. 1,000. 10,000
= ppm f‘%% v B |
HE : 6.9 P H : 68.5 b Bk o e -
SHE 0. 69, 665, | DM : 760 PE - 771 FFAA R e
702 Fi#E : 10.0 Fi# - 99.7 R
PHE: 0. 17. 76.0 Fi i : 106 Fib : 1120 iyri——
I 'Y 1,17 1REhh Mgty '
771 P i : 685 P B : 702 Htggﬁi%m
floﬁéﬁot 0\ 10.0\ 99.7\ P lﬂ’ﬁ - 76.0 P Jﬁﬁ =771 % ﬁ;@‘j‘;;gg
Bl 0. 9.9. 106, FL#E - 99.7 F. 4t : 1,060 ngw) &
Lo = U i > | FudtE : 106 F1 i : 1,120

1,110

3

EB R BER TR DT ROMEE T,
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= wEeE HEEE s/EER
DR | BB (mefke KB/ | (mefkg /B) | (meflg fm/R) e
FHAFERE | 0. 10, 100, 1,000 REM - BB
) K OB E B
&
: 10 : 100
ﬂzi}] 4:%1,000 tﬁ% - Hfﬁ LT R
(fi 7 2 14 13 3R
. ® BHIVEWY)
FAFMERR | 0. 10, 100, 1,000 BE - B
@ - : R ONEE E R 0
] &
BB : 10 BEMW 100 | oy
HaIR : 1,000 pg - | MR BIDULE
({6t a7 J2 1 p R
H HILEW)
<R |28 HREES | 0, 50, 500. 7,000,
‘ EEMERB | 20,000, 50,000 ppm
HE: 0. 10.7. 105, HE 2 10.7 HE ;105 BHEHE < AT B
1,410, 3,970, 9,470 12,7 fHE : 120 fol 2 26
M 0. 12.7. 120,
1,610, 4,380, 10,800
2 ERAFE A | 0. 20, 100, 2,500,
ETEE 5,000 ppm
HE: 0, 2,7, 13.7, 358, HE 137 e - 358 HERE - FF AR R
731 HE : 18.6 it - 459 %
HE: 0, 3.7, 18.6, 459,
928
7 B ffHERE
HEIng
s : 20 RLgd : 40 AR . & 7
FARERB | 0, 10, 20, 40 lﬂiﬁ - 'E%f?:_ IR DTS
(f& a1 3R
BHHARWY)
A X 90 AMMmA | 0. 40, 200, 1,000 HE - 200 : 1,000
e A HLO00 | de - A o
J == .=
é;%&ﬁﬂ 0. 4. 40, 400 HERE - 400 A - - %ﬁ,ﬁﬁﬁﬁﬁ

- %f]j%ﬁ%ﬁi‘%&“i’(‘% o,
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<BUAK 1 : YD R RS TRAE R >

WEFR b4
M-1 6-7 A4 -2t Fufi X J/F7—n
M-3 1-6-7 VA -2 S F TS Y )2 F T 2 —
M-4 G-T7NFa-2-_ S FFT Y N)ZF N R
M-5 I-1-6-7NF 12RO FFTSYN)eF AT I
M1 N1-6-7 A2 -2-_ S F 7 YY) F)u]2-4 VT Rk
HANR=VT I )-3AFN-3-L R T7HxTIFK
M-15 |4 7ren(9-1-1-1-(6- 7/ r-5t Fax v yF7 S —
N2-A W) ZF I oS A V]2 AF T V] —sS A — b
M-18 NMN1-G-TAFa-5-RAFARALT F=N-2-R_R UV FFY Y A)TF
N2A P TOREFVIARZAT I ZFRAFATRZTIR
N1-6-7 N F 1 -5-AF)WANT 3 =)-2-_ S F 7 Y ) F
M-19 N2 A4 TR INR= VT R ) -3-AF -3 FadrT
2T IR ' '
B11 M-15 O O-7' 7 v e
X M-3 D#1&E
KEERH® 1 | —
REAERBHD 2 | —
REERH#D 3 | —
RIFENHD6 | —
RKEESHED 1 | —
S-L (RAEIRIEY)
I-1 (R) (FRAEIREY)
I-1 (S) (RSB
I-4 UFISREY
I-12 (R ARIEY)
I-13 (FARELLY)
— : RFE
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<BUHK 2 : IRAEEIET >

ME# A . AR

A/G kb FNTIVv/7ud
ai BRI &

Alb TIVT I

ALP TFNHBYVERAT 7y H—F

BrdU 5-7 2T ARV

Chol oL AT Tn—)L
CMC-Na | WAARFIAFAELR—RFT Y DA

CYP F & ra—A P450

"DEN xFar=mbr T Iy

FOB A ]

Yy=INWEINDT AT 2T —E

GGT [=y—JNEIN T ARTFF— (-GTP) ]

GST-P MR TN EF A §S— T AT 2T —F

Hb ~ESnEy (LEER)

Ht ~< 7Yy MA

LCso N BT

LDso R HE

MCH | EH7RMERL 3% 5

MCHC 7R i BR i 6 58 i B

MCV TR i BR AR

8-0OHdG |8t Fa3xy 254377 v

PB T A —

PCNA HEREE AR A LR

PHI REEMPLINHE TORE

PL U iEE

PLT RN T

RBC FRIERER

Ts F)a—FFr=
T4 FrFi
TAR wEs (LB HUHE
TBA F ALY — L
T.Bil Y il IV g
T.Chol |2l XFm—/
TP WEOE
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Ligas - Z
TRR TR S Tk
TSH FOR IR AR 8
UDP-GT YDA IV N T AT T —F
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<P 3 : fEDRGABLE >

e, . EHEmegke)
Gy | F | BAE N EE P o g7 80 o) gy
oy BliEgk| (gaiha) | (E) | (B) | 74 SN M-3
xEE | PHE | BeiE | FHE
rE FoFLER
(BLET-5) 2 + 3 14 | <0.01 | <0.01 | <0.01 | <0.01 —
20045 BAn225
FN L x 7 | <0.005 | <0.005 | <0.005 | <0.005
(Bh%) 2 225 3 | 14 | <0.005 | <0.005 | <0.005 | <0.005 | —
20004 21 | 0.006 | 0.005* | <0.005 | <0.005
Fhi Ly 7 | <0.005 | <0.005 | <0.005 | <0.005
() 2 50 3 | 14 | <0.005 | <0.005 | <0.005 | <0.005 | —
20064 21 | <0.005 | <0.005 | <0.005 | <0.005
< &L 7 | o0.596 | 0.252 | 0.012 | 0.008* | <0.01
(X3E) 2 2925 3 | 14 | 0.083 | 0.034 | <0.005 | <0.005 | <0.01
19994 21 | 0.007 | 0013% | <0.005 | <0.005 | <0.01
< & 7 0.17 0.08 <0.01 | <0.01
(%38) 2 19~72 | 3 | 14 | 003 | 002 | <0.01 | <0.01 | —
200748 ' 21 | <0.01 | <0.01 | <0.01 | <0.01
Fy Y
(Z3E) 2 295 3 | 14 | <001 | <0.01 | <0.01 | <0.01 | —
20024
f:é;ﬁ ‘ 7 | <0.005 | <0.005 | <0.005 | <0.005 | <0.01
19996 2 |113~225| 3 | 14 | <0.005 | <0.005 | <0.005 | <0.005 | <0.01
20016 91 | <0.005 | <0.005 | <0.005 | <0.005 | <0.01
rERE 7 | <0.005 | <0.005 | <0.005 | <0.005
(b3) 2 80 3 | 14 | <0.005 | <0.005 | <0.005 | <0.005 | —
200748 21 | <0.005 | <0.005 | <0.005 | <0.005
Pat-4
(38) p) 295 3 | 14| 022 | 014* | <0.02 | <0.015| -—
20024
7 AT B A 1 | 008 | o007
(%) 2 |o93~100| 3 | 38 | 004 | 003 — — —
20094 7 | <0.01 | <0.01
ke b 1 | 0371 | 0.243 | 0.021 | 0.014 | <0.01
(RE) 2 295 3 | 3 | 0356 | 0.241 | 0.020 | 0.0138 | <0.01
20004 7 | 033 | 0.211 | 0019 | 0.011 | <0.01
S=h=hk 1 [ o72 | o052 | <0.01 | <0.01
(RE) 2 2925 3 | 7| o687 | 056 | <001 | <0.01 | -
20044 14 | 068 | 052 | <0.01 | <0.01
[om o 2a
o . : <0. <0.01
2((%)?2" 21 60~72 1 3 gy o7 | 011 | <001 | <001
21 | 019 | 0.10 | <0.01 | <0.01
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1edh

R E(mg/kg)

AT ERE) ?ﬂtﬁﬁ FHE | @ | PHI [<rF7.8Y B o,
iy BEd| @aitha) | (B | (B) | 74 v Tarn M-3
EEfE | FHE | el | T
A 1 0.73 0.43 | <0.01 | <0.01
(R 2 295 4 3 0.42 0.25 | <0.01 | <0.01 —
20024 7 0.17 0.09 | <0.01 | <0.01
oY . 1 0.151 0.101 | 0.008 | 0.006% | <0.01
(RE) 2 |188~225| 3 3 | 0.080 | 0.055 | <0.005 | <0.005| <0.01
20004 7 | 0.023 | 0.020 | <0.005 | <0.005 | <0.01
w5 Y 1 0.11 0.07 | <0.005 | <0.005
(R 2 48~72 3 3 0.05 0.08 | <0.005 | <0.005| —
20074 7 0.02 | 0.01* | <0.005 | <0.005
ANE , 1= | 012 | 0.08
(R5) 2 75~150 | 3 3 0.07 0.05 - - -
20084F 7 0.06 0.02
FU 1= | <0.01 | <0.01
(R3h) 2 75~150 | 3 3= | <0.01 | <0.01 | — — —
20084 7 | <0.01 | <0.01
An g | <001 | <0.01 | <001 | <0.01
(RE) 2 295 5 7 | <001 | <0.01 | <0.01 | <0.01 -
20024 <0.01 | <0.01 | <0.01 | <0.01
LD 30 0.877 0.738 | 0.067 | 0.039
(R3E) 2 525 3 | 45 | 0.790 | 0.545 | 0.052 | 0.038 —
20004F ' 60 | 0.630 | 0.346 | 0.031 | 0.024
bo¥Xxb 7= | 0.01 | 0.01*%
(f%2€) 2 100 3 14 | <0.01 | <0.01 — — —
20094 21 | <0.01 | <0.01
&) - HERBRARREZ ST — A OFHEIRETESR. EERAMEFRHLELELT

FEL. *HEMLE,
s — i Liedois,

<2007 FLBROI = v b, Z< &N, T IV RURELEVORBRITIZ 7 v 77 AHL H

IEE 2 ORERITIIATFE AV, F OO - SRR &2 Ay,
S LABERFTFANILT AT AL ESFETH D,

M-3R FTFARYBINANT A Ta CANCBREEATH D, BERKITRFTAY I
A TR AM-3=1/1.9 THB,

. %ﬁ?%ﬁﬁ%ﬁ (PHI) 2B RITHFESNIEAFED» bR L T 585412, PHIIC
a L iy
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<BIHE 4« HETHEDE>

=R AR(1~6 28) ST B (65 Bl L)
Pt C| BEBE | (FE: 53.3kp) (& : 15.8kg) {(#&% : 55.6kg) (IhE : 54.2kg)
(mgkg)| £ | ERE ff| BEE | £ | BRE | £ | SEE

g/ A/B) | (ug/ ATH) [/ A | (ug/ A B | g/ A8) [ (rg/ AR [ g/ AHD | (ug/ A/B)
i Lk [0.005| 366 | 0.18 | 21.3 | 0.11 | 39.8 | 0.20 27 0.14
< EV |0252] 294 | 741 | 103 | 260 | 219 | 552 | 31.7 | 7.99
hE . | 014 113 | 158 | 45 | 063 | 8.2 1.15 | 135 | 1.89
k= b 056 | 243 | 136 | 169 | 946 | 245 | 137 | 189 | 106
F = 0.43 4 172 | 09 | 039 | 33 142 | 57 | 245
w59 |0.101| 163 | 165 | 82 | 0.83 | 10.1 | 1.02 | 166 | 1.68
EEH 0.738| 5.8 | 428 | 44 | 3.25 1.6 1.18 | 3.8 | 2.80
FTRANRSHR| 007 | 09 0.06 0.3 0.02 0.4 0.03 0.7 0.05
NPT H % 0.05] 94 0.47 5.8 0.29 6.9 0.35 11.5 0.58
HEF 31.0 17.6 24.6 28.2

W) - BEEE. RESNTOBEREE - B0 5 bRAOEEERTERBEO THREIES B
VWi (B BIEES) .
- T FRL 10 FE~12 FOERFKERE (B8 103~105) OHERICES REDERE (g/

A/R) -

- TERE|  ZEERCREDEREPORDIFTAIINT ALV Fa VO EERE

(ng/ ATH)

« b= FOEREOCEMHICIE., = MOBEEYHWE,

cKE, FyY, EERE, Any, TVWHRRULoX X HiE, 2TERRAKRE Thokz &
b, EMEOHEIZRAW 2T,
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<HBM>

1

2

10
11
12
13
14
15
16
17
18

19
20

BIRPERASF TR AT A Y T u N GREHR) 7 ST AEELERAS
T, 2005 FLFT. —BAE

WCHERE AR FTNRY ANT A T a ik BT v MERIZERIT B
B (GLP %) : Covance Laboratories Lid (3%) . 2001 4., FAFHE
RUFTNIVIAT A TaAr DTy M 89 1ZBIT 5k (GLP %t
W) 7 I T AR TEERREE AWBEERT. 2001 4, RAR
EINL BT B RUFT A ANT A T a A ORGHRER (GLP 5hy)
Covance Laboratories Lid (3%) | 2001 &£, RAR

e MMEBITBRCFT AN AT A 7 a EAORERE (GLP XfiR)
Covance Laboratories Lid (3£) . 2001 £, RAFE
BEEFITBITBZRVCFTANYINT A Y T OB (GLP 35
Covance Laboratories Lid (¥) | 2001 €, RAR

RUFTNIILT A7 N b FTE BT A8 - BITHERR (GLP
X)) 7 ITALFELERRESE AMBENERT, 2001 £, RARK
HRAEEYEMNRER (20 1) (GLP %th%) : Covance Laboratories (%) |
2001 £, Rak

FRMETENRR (20 2) (GLP L) : 7 I 7M{bBIERRSHE &
YRR, 2001 4F, SRAK

M-1 DFKRMTEIC BT 258 (GLP ¥fhs) : Covance Laboratories (3) |
2001 ., kak ‘
M-3 DK TEIC BT 258 (GLP ®fh%) : Covance Laboratories (3%) |
2001 £, RAK

M-4 DFRI TSI BT 245/ (GLP %)%) : Covance Laboratories (3%£) |
2002 4, FRAFE

THPEERAR 2 IT A RTINS AMREITART. 1999 £, RA
% .

kLS EM RS (GLP 35&) : Covance Laboratories Lid (3£) . 2000 £,
AR .
K EEMRER - 7 I 7 A{LFELEKRST AR, 1999 £,
FAR

TERBRRRE 7 I 7 A LETEKRLSH. 2000 FE, RAK
TEYRERARAEE - MEEA BAREBESITEF—, FAK
TEMZRERBEE « 7 I 7 A2 LEKKST AU BEWIRRT, AR
TR BRHRBEE - kst a7 o « U¥—5F RAK

AR BE~ DR AT A RBR FURIC BT 3 —RSERR (GLP X)) : M
BEARMBEEGZEEFME S F—, 2001 4, RAK
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21

22

23

24

25

26
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