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16 B~/ 74 NEEzATL2RBFTHD 7327 F ] [CAS No.
71751-41-2 (7L A 27 F > Bla : CAS No.65195-55-3 KL ON7 L A 7 F > Blb :
CAS No0.65195-56-4 DIEEW) 1 1. RIT 4 7'V 2 MHIBEE A E D B E L EN R
TE STV D, AN DT A FERBR G S 2 IV TR S RS2 A 52k L 72,

P AW BR AR X, BENES (T > ) | ERENES (K~ b B
U—, DX PAED) | 1B . FaRWEREE R Ok (B, I19E £
WK | &EEtE (Zy b, v AR HF) | diatEEmtE (7 REO—1 X) |
B (FX) | BHEEREDAMEIES (T v ) | BRAUE (U R) | 2R
%%(?yh)\%iﬁﬁ(ﬁykﬁmv%ﬁ)&oL@ﬂ B EDRAETH 5,

BRBROFERN D, TAA T F o FEIZ L D BITEICIRE OBk (IR
IZERD BTz, RN, BIHEEIZXTT DB CBRE IR bR o7z,

U E W ARSI\ T, OFEE BRov=7 . giliNE. gy
BIOFE NEHED B K OVEALERIES TR HIVIZAS, 2B O LIZREM) OIEET D
D M O 7L REIE NG L 5 ZIRAIZREETH 2 L& 2 v, IBIRICRHT D4
AHIOEFEVEIC £ 2 O TIER &= S,

FRBR T LN SRR 5 biIMEIL, 7 v b ERAWE 2 HAEGEEER D 0.12
mg/kg (AE/H ThoT=, —Ji. 7 v b EAWTRERREERROICB VT, 5
PENE LT, R/hiERlL 0.12 mgkg (KE/H TH -7, FEfpkaEEOIZRB W
TiX, 0.12 mg/kg AH/H CHEEEENEONT-Z L. L EHOZHEERIC BT
1 0.12 mg/kg (AH/H TEREICEEITIRD T, EBEEENMEONT-Z 0D, R
MR ERBRQ O i/ N R 0.12 mg/kg R/ HIZEHREEIOIVWEL L EZ BN
7oo Fz, YEHEBROAERELEETIUL, RhEEEREr AWz Lk dBmo
BRI 2 LT ERRE LELZLNT,

L7=-5 T, REEEZBREKEMRES L O EELEHESIE. 7y B
& FHN T2 S8 AR ﬁ%®®ﬁmﬂ%if%éamngkymﬁa%ﬁmabf
L% 200 TER L7= 0.0006 mg/kg K8/ H 2 — HEIFA R (ADD) E%E L7z,
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. FHERRBREOHE
. &

e Bl

. BRRZ D%

& TRRATF o (TUL A7 F 2 Bla & T~V % 7 F 2 Blb DIEEW)
a4, : abamectin (ISO 44)

. eFE4

IUPAC
TV A7 F L Bla

4 (10E14E16E222)-(1R,455 5656 R8R,12513520R21 R,24.9-6"
[(9-sec7F V121, 24- P Ku %511, 13,227 F T A F/L-2-
FXY-3,719- M) AXHYT N T 7 1[15.6.1.148.02024] X & -
10,14,16,22-7 b 7 = -6- A 0-2-(5 6~k Ra-2H 7 )-12-
AN=26-TT A X -4-042, 6- T A4 F%2-3-O- A F)v-a-L- arabino
-~NF VBT ) IV)-3-O- A F)V-arL-arabino ~F%Y YT ) VK

%4 . (10E14E,16E222)-(1R 4855656 B8R,12S513520R 21 R,24.9-
6°-[(9-secbutyll-21,24-dihydroxy-5",11,13,22-tetramethyl-2-oxo-3,
7,19-trioxatetracyclo[15.6.1.148.020.24]pentacosa-10,14,16,22-
tetraene-6-spiro-2"-(5",6 -dihydro-2" H-pyran)-12-yl 2,6-dideoxy-4-
+(2,6-dideoxy-3- O-methyl-a-L-arabino-hexopyranosyl)-3-
O-methyl-a-L-arabino-hexopyranoside

TV A7 F 2 Blb

4 - (10E14E16 E222)-(1R 4555656 B8R, 12513S520R,21 R, 24.9)-
21,24-VE RuXxi-6-4 Y 71t /)N-511,13,22-7 ~ T A F/L-2-
A% -3,719- MU AFXHT N T 27 1[15.6.1.148.02024] X X -
10,14,16,22-7 h 7 = -6-AEE-2-(5,6-TE Nu-2H 7 )12
AN=2,6-T A F4-042, 6- T A4 F-3-O- A F)v-a-L- arabino -~
XYV BT ) I)-3-O- A F)Vv-a-L- arabino-~% /v 7 ) K

%4 : (10E14F,16E222)-(1R,455° 5,656 R,8R128513520R21R,24.9-
21,24-dihydroxy-6"-isopropyl-57,11,13,22-tetramethyl-2-oxo0-3,7,
19-trioxatetracyclo[15.6.1.148.020.24|pentacosa-10,14,16,22-
tetraene-6-spiro-2"-(5",6 -dihydro-2° H-pyran)-12-yl 2,6-dideoxy-
4- O+(2,6-dideoxy-3- O-methyl-a-L- arabino-hexopyranosyl)-3-
O-methy l-a-L-arabino-hexopyranoside
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27

CAS(T /327 F > : No.71751-41-2)
Mt TV AT T By
Hi4, : avermectin By
MCAS No. 7L xZ7F > Bla: 65195553
T YL A7 F 2 Blb : 65195-56-4

4. HFK 5. 5FE
TV A7 F 2 Bla : CasH72014 TV A F 2 Bla: 873.1
T A2 F 2 Blb : C47H70014 TV A7 F L Blb : 859.1
6. HEER
TV A7 F 2 Bla TV A7 F L Blb

1F1EHIE B1a=80%. B1b=20%

7. FAHROEE

TNRATF AL 16 BB~ v 74 NEKEAT2BHTH L5, LHERF LK
E A7 ORI O T, WAV R, &= BRiEEEsET5~v7a7
A RRDICEMDRNTEZ I, TAA T TF ORIz, ~7 a7 4 RRELEY
X GABA (-7 2 JElR) 72=A L& L&, BRIBSEOHPSROEHRA 4T
¥ URIIER LTS 7 v Z2BE L, S &I E S L b,

TRA T F AL, W TIEKE, I FZ &b 90 HELLECEIELE L OGRS
NTW5b, Fo, BHEEMLE LT, NIV TH, FEOFRSERGE L
NI AR (BRHRESE) ROYMHEAER (¥ =5%) OBRERA_ (L TG4, %
A L L THERINTWS, BARTIEEWAL Ot FHERES E L UKRS
LTV,

2008 F\ZT Yz B VxRS L0 BRSO < BRERHES GOt
B g, v e shTtng,

Fo, RYOT 47 U R MRBBEAIZPE S B EEEEDRE SN TN D,
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[EMZELYIFARORRBOECAIZ, BMEL L TOERESZOCHEDTHEAHAFESNLLDTIE
TWLTL & OD

I. REMICRIABROBE
TRATFANIT IV AT F o Bla £ T7~UL A7 F > Blb OIEEMTHY . LA
THIZ [TRRATF | LRLEESIT. 2RO DRAMETET,

BHEMRER (T.1~4) X, 7L A7 F > BlaD T~V A7 F 7D 23 if
DRFADH% UC TR L7=b D (LUF Tabe-23-14CIBla) L9, ) | TULA
JFUFRKED 3, T, 11, 13 H DT 23 MOWT I 1 BFTOIRFE % 14C TR L
7=b® (LT labe-4ClBlal & 9, ) | CHALDKHEL 3H T L7=b D (LA
T BH-Bla] & 9) ROXT L A7 F 2 Blb DT~V A 7 F L EFHED 23 (DR
FORHE UC TEHZ L7=b D (LT Tabe-23-14CIBlb) £ 9, ) ZHWTHEMmES
ATz FRBIREE M OMGHMIR BE L TREITI 0 D32 WGEIET S A 7 FUATHE LT,
R 53R B OFARIBTEIREFR, M ESERE PRI 1 ROV 2 IR Sh T D,

16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34

1. BERESERER (Sv )
(1) iR
@ MmAREHTE

Wistar 7 v b (—BEMEES 4 PC) 12, [abe-23-14C]Bla Y iZ[abe-23-14C]B1b
% 0.5 mg/kg K& (LLTF[1. lIZBWT MEHE] &v9) I 5mgkg (AE (PL
TI.1IZBWT IEHE] &) THERRORGIL, M REHER BT S

7’»
—o

P REREHER IR 1 IR STV D,

ENLE, G, MRS D BT HRE 4~8 K& £ TIC Cmax (2 LT,
Ty iX[abe-23-14C]B1b £ ¥ [abe-23-14C]Bla T, E7-#EL W HETOCR < 72 5 1H

23588 b AVTZ,

F7-. Wistar 7 v b (—#fift 4 PC) (2, [abe-23-14C]Bla 2L HE CRER D
51 H 1[E, 8 14 HE#RE) LTZBOMPREHERZIZ OV T LGS ST,
MAHPREIIR G5 3 HEMDIFIE—E (F90.045 puglg) &0, BEKTHZIZ

BHITE L, BE&THE 1 BZIZIL0.02 pglg AN & 72T,

(= 4~6)

1 REERBR ORI, 7T-UL A7 F 2 Blall oW IRV =F L2 U a—L 200/= % /) —L)N
32N IR BRI, F7-, ToULA 7 F L Blb IZOWTIIRY =F L7 Y a—)L 200/ % J — /L3

412N 72 DI A =,

10



© 0 3 O Ut &~ W

N N DN DN DN DNDNHFHE B H =2 H +H 3
ST W N HE O O 010 Ot Wb+ O

£ 1 MhlseeRE#EE (BEEORES)

AR [abe-23-14C]B1a [abe-23-14C]B1b

¥ h5E (mgkg AR) 0.5 5 0.5 5

TR JA(3 ki3 J4i3 I A3 ki3 e It
Tmax(FF ) 4 8 8 8 8 4 4 8

Cumax(png/g) 0.057 | 0.049 | 0.62 0.52 | 0.044 | 0.048 | 0.49 0.42

T12(FF) 19 24 26 35 9 13 14 21

HEIHEIREE X, FRENT UL A 7 F o Bla X Blb #EjE i

Q@ mRiE

- FR PSR (1. (A @] L0 56T R (O — ek a &Te) &R OVEHH
PRI ONE A — T AZREE RO BT BRI STz FANT ORI, HEKL O
TENEH 117 KDV 23.0% ThH o7z, —J7, WIS =T VA7 F 2 Bla i
R AR ISR ISP L O SRt S D Z e SRR S e 2 &
DR G-I 0D Tinax BFRLC ORI RED R A G2 L IZER U TH D 2 Ly
O, BRARGRICTIRIIINESND Z E PRSI, 7YV A 7 F 2 Bla ldiH{k
ENOITTERIIRINEN D ISz, (B 4)

(2) &%
@ HEEgOEs
Wistar 7 v & (—#EfERER 12 P8) (2, [abe-23-14C]Bla # XM & X3S A&
THRREOEE L, RS RBRFEE S 7z,
FEGHAR T OB G REIR X, £ 2 1RSI TWD,
BEH B OVERNZ 30 5 Tmax £UT TIEEIRF, FFIER, BN OWERS C
REIRE N E <, B 72 R ICIIREN K ORI D G IR EE DS o 72,
AR EHER AR . (1D @I O AR GHIZHBW T, &5 7 HiEO T2
W ORI EREZE Lz 2 A, (KHERECTIE, IBIF (0.065~0.164
uglg) . FE& (0.007~0.033 pglg) KUEIR (0.006~0.012 pglg) T, mHE
HTH, I (0.95~1.56 ngl/g) . Mg (0.061~0.309 ngl/g) KLKUEIE (0.066
~0.160 pg/g) T. BUHBBREDNmN-T-, (B4, 5)

*&2 FEMBEPOREBRSEERE (ug/g)

&5‘% 'I\i)DJIJ Tmax {Tj‘iﬁ‘ Y &5‘ 72 H#ﬁfﬁ'?(ﬁ

BB (1.05), AFI&(0.879), AEAK(0.777). |FERL(0.114), FIR(0.025), F IR AR
i i (0.677) . & ik (0.566) . H IR AR |[(0.024), JTF#(0.021). HENE(0.019),
1 1(0.472), OME(0.437), MiE(0.363), ifi | B ik (0.018) . L i (0.010) . Fa i
(0.302), B##5(0.253), MufiR(0.248), |(0.010), Ai(0.009), MmH#%(0.009).
1f4%(0.124), 1m#(0.075) 1f.i#%(0.002)

0.5
mg/ke AE

2 R - IR A B BROTIRIED Z LA —H A L v (LITRL) .

11
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12

Tmax {31 D

B 72 FR#4

BIFE(1.05). FNE(0.854). AT#E(0.850).

BRI (0.479) . DD (0.447) . T ik
(0.416). Maf(0.325), fii(0.319).
YN B (0.318), H K 7 (0.247) . &
(0.160). 1f1#%(0.089). Mfi%(0.055)

JE B4 (0.395) . Fll & (0.118) . JIT fisk
(0.088). WN#(0.079). FLIRME(0.058),
% ik (0.056) . IN L (0.055) . Bk
(0.046). LME(0.045). Aili(0.039).
It (0.036) . B #% 5 (0.024) . 1=
(0.024), ‘B(0.010), Ifi%(0.005).
1f1.4£(0.002)

B (10.3), AFNE(9.42). JERG(9.40).
ENg(6.29), HURAR(4.98), BiE(4.96),
Dfi(4.37), U > o3Ei(4.22), ifi(3.62),
JEiE(3.29), “BH#E5(2.75), HafR(2.30),
H(1.16), MmAE(1.02), 1Mi#%0.63)

HEW5(1.58). Bl (0.330), VU >/ i
(0.286) fITlE(0.264). Fl#(0.232).

R (0.196) . HR AR (0.152) L ik
(0.130). ME(0.103)/ii(0.097). Hafz
(0.088). "E#&#75(0.088), ¥H.(0.046).
5(0.041), 1m#%E0.031) . ifi%k(0.021)

BB (10.9), FFlg(10.6). HEAH(9.27),
ENg(7.59), B ig(5.30), HIRMR(5.16).
U 2R (4.86) . BB
(4.39) | gk (4.28) . fifi (3.60) . Jfa iR
(3.31). BH&(2.51), F5(1.89), I

Beh58 | MR
HERA(0.730), Ei(0.534).
i
1
5
mg/kg AHE
L ik (4.92) .
i3
#5(1.01).
1f1.37%2(0.62)

HENi(5.25), EIE(1.87). JHiE(1.15).
PN (1.12). U > 35i(0.836) . N
(0.759). Big(0.689). H{RAR(0.681),
O g (0.596) . Mg iR (0.514) . i ik
(0.466). Jii(0.453), H#515(0.333),
+(0.269). ‘H(0.131), M4#0.108),
1f.i#%(0.067)

1) 1) Tonax 130T AR ERRIIG 6 Fefiite, s &R G 8 Rl

Q@ REROKE
Wistar 7 > b (—##iME 4 PT) 12, [abe-23-14C]Bla 2K & CHRER DG (1
A 1E, e 14 Af&ES) L. RO i S iz,
FEGHAR T OB SRR X, £ 3RS TWD,
5546 14 B ORI, K EHEHR GRS P L TWhzs, 2~4

BERWVIRE TH-T,

(ZHi6)
&3 FEMBEHORERSEERE (ug/g)

5B 1 Hi%

BeE-BAG 14 B

FEAT T HI%

HERA(1.24)., BB (0.40),
JF(0.35)  FENR#(0.32).

R i8(0.22) . FRR(0.21)
LME(0.18), i (0.17).
PNEE(0.17) ., ifi(0.13)., i iz
0.13) . W (0.11) , 7=
(0.07). 1f4(0.04).
1f1.3#%(0.025)

HER(2.64). B (0.78),
g (0.66). ATfiE(0.63).
FIRAR(0.60)., LIE(0.33).
R ER(0.42), MEUE(0.31),
PNEL(0.31), HafR(0.26),
fiti(0.24), MHK0.18), 1
=(0.12), 14%0.07),
1f1.3#%(0.043)

HER(0.473). 4NiE(0.044),
FHRAER(0.038),

117 (0.037)., ATFNiE(0.024)
PPEL(0.023), ii(0.014),
EE%(0.013), Kuf(0.012),
fiti(0.010), L:Mi(0.008).
H(0.006). 15 A(0.006),,
F15(0.004), 1f4%0.001),
1f.i#%(0.0014)
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03 O O W N

10
11

12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32

@ HEFHRAES

Wistar 7 > b (—#f1E 1 P8) (2, [abe-23-14CIBla #{EH & CHRFRIRN 5
L. RN ARy 520t S 7,

FEGHAR T OB SRR X, £ 4 ITRSITWD,

#5- 6 KO 24 FFE L OSBRI X, BO&GLERTHY | BAKGHD
WS IERIN T D Z LR ENTZ, (B 4)

3

x4 TEMBDORBBSTERE (ug/g)

5 6 % 5 24 W%
KI*(3.03). E15*(2.84). /IM5H*(1.82). KIF*(4.37). §1F*(2.11) . /Ni5*(1.08).,
FZ N REN(0.96). iEIZENAER(0.89). N——(0.85). BN AERG(0.81),

N— & —J1£(0.82) . JiT ik (0.68) . i figk | Kz FAEMG(0.72). FFi(0.34) . Bl#(0.30).
(0.51) . M7 R (0.49) . -0 ik (0.40) | B Bk | FEhR(0.28) , MEHZR(0.25)., Miti(0.23).
(0.39). H(0.38). fig(0.32) . ‘B #6(0.24). | H (0.23). L& (0.21) . ‘B #(0.15) . i fig
fafR(0.24). 5 79(0.23). fiti(0.23). (0.14), Jifi(0.13)., #7;79(0.12). 1f.#2(0.04)
1f#%(0.07)

H) TUANI ) TT T 4=k o THIEL:
* L NBEWMEETe

(3) K&

[abe-23-14CIB1la } flabe-23-14CIB1b ®Hi[alfR O£ 512 X A HEERER [1. (4)
DI THE LN 5% 168 K] DR K OV JEHHgttatER[1. (4 @] TR L7z
B 5% A8 DR, FRLOMEM, (AR AARER[1. (2) D] THE Lo mHERHO
5. 8~72 Wil OREN K O N 25kt & LT, REMIEE - & ekl )y e S
iz,

PR #L MR BB R OIS 240133 5 IR STV 5,

PR, B ORI R OGS & — A2, MERE, BRI XD 72ETRD e
STy Fl2, ToULAZF 2 Bla & Blb O Z—2bEILTHLEEZ D
iz,

F 7. [abe-23-14CIBla O {ERE 1512 L 2 HEEER [1. (4) @] D544 20
H#% F CORKLOFELZFEE L7oGHMIRE - & EaRD I S 7,

PRI 10 FEE, #EPicik 8 ML Loy MMFAE LT, #EP ClidBlubey
MN— B EGEDK) 40%F(E L7223, JRPICITBUL S MNIAFTE LR o 7o, Z DAL,
[FIE ST 72> T2,

Z v MIBITAH T~V A7 F o Bla KT Blb @ FEAHREIL LA F AL,

Kz, L7 Ra i VERORE R OBILELZ R THEIT T2 0 LB 2 6
2o (BBEB5~T)

13



=5 FR. #E. B, BHRUVHFRAICEIT2R6E (BEEZEOKRS., %TAR)
e
s |5 }Lf Kk | BILAY 84
El
7 B [10.39) . [j](0.27). [gl(0.1D) . [kl(0.09) .
e [n](0.08), [m](0.01)
% 973 [h](19.3), [j](12.5), [i1(7.5), [kl(6.6), [g]l(5.7)
0.5 ' [n](1.7). [ml(1.6). [11(0.99)
' 7 B [10.17 . [gl0.09) . [j1(0.06) . [n](0.05).
i [k](0.02), [m](<0.01)
% 449 [h](23.1). [gl(4.8), [il(4.6), [j1(4.2). [k](2.2),
[abe-23-14C B ' [m](0.8), [11(0.5), [n](0.5)
IBla = B [1(0.4D)., [10.37), [kl(0.17). [gl(0.15).
o [n](0.12). [m](0.01)
% 94.9 [h](21.8). [j1(13.4). [i1(7.6). [g](4.2). [m](1.2),
5 ' [11(0.95)
7 B [i1(0.31), [j1(0.15), [g]l(0.11), [n](0.10),
i [k]1(0.06), [m](0.01)
* 98 1 [h](27.0), [j1(9.1). [kI(5.8). [i](4.8), [gl(2.8).
B ' [m](1.3), [n](1.2), [](1.0)
7 B [g](2.6). [j1(0.49).
i 9 FXEORFERKSY (4 0.02~0.51)
* 141 [1(27.9). [gl(21.3). [h](9.5).
0.5 ' 16 FIHORFER Sy (EnZi 0.2~3.0)
7 B [gl(2.58), [j1(0.28),
it 9 FHDORFER Y (£ 0.01~0.13)
* 169 (1(21.2). [gl(18.7). [h](14.2).
[abe-23-14C B ' 16 FFADRFIER T (FEH 0.3~2.7)
IB1b 5 _ [g]2.24), [j1(0.70),
e 8 HHDRFIER Y (EHZEH 0.04~0.39)
% 9.9 1(32.3). [g](13.6). [h](6.8).
5 - 16 FEEIORFEMS (Zh2h 02~5.2)
7 B [gl(2.57). [j]1(0.23),
i 8 FXHORFEERSY (i 0.02~0.37)
% 174 1(21.0). [g](20.6). [h](14.1).
' 16 FEORRIER Y (FNZ1 0.3~2.9)
. [j1(0.837). [k](0.14). [i](0.06). [h](0.05)3,
Bl 00T 10.02). ml0.0D). [n]©.01)
. [h](2.2), [1(0.71), [j1(0.66). [gl(0.49),
e #5120 | 029). ml(0.13). 1(0.06). [m]©.06)
[abe-23-14C . [k](1.20), [j10.78). [h](0.38), [m](0.20).
Bla | O° 012 ho.08) : ) ml020
[j10.11). [kI(0.04). [i](0.03). [g](0.01),
" ol 0087 | 6002, [m©0.01). [m]0.01)
% 99.9 [h](1.07), [1(0.16), [jl(0.16), [g](0.12),
' [k](0.11), [m](0.05). [n](0.05), [1](0.04)

14




© 00 3 O Uk WhoH

e e S = S
SOt W N = O

17
18

19
20
21
22
23

[k](0.56), [j1(0.38), [h](0.27), [m](0.15),

M 0.17 [i1(0.03)

[abe-234C | ﬁﬁ WY 916 | @), [gl0.55). [0.54). ml0.33)
IB1a i | EY 7Ls | (9.9, [3.2). @16, ml057)
— g End

1) mg/kg K

2) 7~YL X7 F o Bla XL Blb
3) FHROHILEW UIMPBEALIZEEZ BN D,
4) MR UREE (TRR) 12X 5 EIA(%)

(4) HEtt
@ RRUEHH (HEEOERS)
Wistar 7 v b (—BEMERES 4 JT) 12, [abe-23-14C]Bla XiZ[abe-23-14CIB1b
FIRAE IS AR CHERRO#& G L, HRIERERD S5 S vz,
Fe54% 48 KT 168 RFfEI D R L OFEPgEbRIT, £ 6 ITRSh TV D,
WERALE, PGB OERNZ b 57, Beh% 168 W TR G- hik hE
(TAR) @ 93%LL_EASR K OFEHIZ PR X v 70, BRI IIFEP CTH D | 88.7
~95.1%TAR N#EHIZHRE Sz, (B4, 5)

F6 REUEDHHE (BEEEORS. WTAR)

He=x? [abe-23-14C]B1la

#eh& 0.5 mg/kg K 5 mg/kg IR
PERI i3 it Vi3 i3
R R # R # R # R #

48 IRFfH] 0.97 79.7 0.37 68.2 1.27 72.7 0.74 46.7
168 HFf#] 1.37 92.8 0.72 93.9 1.88 94.5 1.22 95.1

e [abe-23-14C]B1b

B b 0.5 mg/kg K 5 mg/kg (REE
PERI] i3 e 2 e
ARk I # R # R # JR #

48 IKFf#] 4.57 89.5 3.59 78.6 4.11 84.6 3.15 66.7

168 B 4.86 | 93.2 3.91 90.8 | 4.34 | 88.7 | 4.09 | 925
E) #5168 DR Y I — DWeliik & Ete,

Q@ REUESH# (REEOKRS)
Wistar 7 v b (—Fif 4 JC) 12, [abe-23-14C]Bla Z & CHRER AKE (1
H 1 [ahdife 14 HiE#eS) L. SRR = S v,
FGBRMGTR 1~14 H RO GH TR 1~6 H (RGBT 156~20 H) DIRMK
OFEPPEIERIT, R TITORSN TV D,

15




N

14
15
16
17
18
19
20
21
22
23
24
25
26

BT 6 B E TR, IREOCFERIZ 97.2%TAR 23Rt S 7z, 2R
KIZFETTH Y | R OYEINE 1%TAR Kiiii Ch -7z, (B 6)

®1 RERUEDHHE (REZORS. WTAR)

A, Heh& [abe-23-14C]Bla, 0.5 mg/kg {AH/H
Akt PR #
BT 1~14 H 0.72 90.2
BeH#& T4 1~6 H 0.07 6.2
(e 0.79 96.4

) BB T 1~6 B OREENIIZ — VTR e E e,

® RRUESHE (EEIFIRARS)
Wistar 7 » b (—#£HE 4 JT) 12, [abe-23-14CIBla Z & & CHIAFFHIRN 5
L. PEEER I < 7z,
B 5% 6 KON 24 RFE DR OFEFHEERIT, & 8 IS Tn5d, EEHEM
BREIxEPTHoT=, R4

£8 ’BE5H6 XU 24 KREOREVESDHME (BEEFIRAKS. %TAR)

A, B [abe-23-14C]Bla, 0.5 mg/kg (K
v R %
6 IRFfH] 0.12 0.01
24 K¢ 0.73 33.7

@ REit it

& Hh=a— L &FFEALZ Wistar 7 v b (—#EMEHES 6 L) 12,
[abe-23-14C]Bla Z /KM & CHERE &5 L, IEH sy e S a7,

Beh5% 48 REH DR, #, MR OV — 7 ZAFREHIX, R 9IRS
TW5,

AR PR R DS I K O T N2 4.39 K 182.94%TAR &RV B R 53,
FHIZ 90% LA E3 R S 7 Z Lo n | JBH AR LRV B R~ o R, 3
720 BN S VTR IR & 0 I (BE ~E T, Bty o7 Th D P
W4 37 (ABCB1) (T &0 =3 /L —{KAFHNZ PR S ARV S 4L, &
FEIRE Ch D LB LN, (B 4)
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K9 BE5RABKREORKR, E, BADPFEHRERUH—HRZER WTAR)

A, B ER [abe-23-14ClBla, 0.5 mg/kg A5/ H
PERI] i3 iit3
et PR £ fay | =B A R # MRyt | = A
48 IR 1.01% 66.0 4.39 6.31 0.70* 26.4 2.94 19.3

B URARE AL

2. EMERERGER
(1) b2k

© 0 3 O Ut &~ W

LW W W W W N DN DN DNDNDDNDDNDDNDDNDDNRFRE H H H ol
BN W N R O ©W 0000 U W N H O O©W O0WW OO0 Ut v W N+ O

BEFEED b~ b (f5f : Marmande) (2, [abe-23-14C]Bla % 25.4~27.1 g
ai/ha DR T, % 3EFBITEIS 7 BRI T 5 Ml (BEAEALERX « el
£ 132 gai/ha) . DV 275~286 g aiha DHET, 5 3EFIED NS 14
H IR C 8 Bl GEFEILERX : RiAf i 842 g ai/ha) L. FEMIAPNEMER)
Il < Tz,

MVERX & | ek GEYERVEEX G 5 [ H , @ERLEEX Cix 3 [mH) 1,
3. 7. 14 LN 28 HILITEE L7 B QMR E AR U7z, FEYEEEX CIE 3 [A]
Hof 1 RIS S BER MR EZ TR L 72,

~ = FEREH EHUREEAHIEER 10 IR STV 5,

RIER VIR P ORSTREIL, B&Bm 1 FEERICITRIZRERD 845~
90.8%TRR 1#1E L7728, Icf&ttn 28 H1£121% 76.6~85.8%TRR & 72~ 7=,

MBI T, WO b BULEW R OREb] (7~ A7 F 2 Bla
D 8,97 HMAK) ZETE D FERS Th o7z, LR TIL, Fofkiieh 1
REfE R DRFER OFEICBW T, ZOEGBZENEI 68.7 LY 75.2%TRR (0.14
F 18 2.64 mglkg) TA(E L7275 Fofk A 28 H #1213 221 51.4 X1 33.6%TRR

(0.07 X1 2.16 mglkg) &7eolz, BB TIL, Sk 1 Ref RS
KOEDORES L., ZHFh 83.1 K1 84.4%TRR (1.29 &2 1*26.1 mg/kg) {F(EL
T2 DS A& AT 28 H I E 2 72.6 KO 50.5%TRR (0.42 K& TX 37.5 mg/kg)
Lo,

HLBRX O RER OZET, Rewlc. [dl. [hXR Qo] 3FE Sz, Fof&idm
28 H %Oz BT, (EWle]. [dl. [ Oolix, REHIZIZZENE
5.5, 2.0, 0.7 XU 1.0%TRR, EHIZIZZNZEI 4.9, 2.8, 1.2 KT 2.1%TRR
Thol, ETIE, 10%TRR Z# X 57 H 2 i (FnEh 2056 KW
14.8%TRR) 1F/ELT=2N, RESNRh-oT-,

AU 28 HZEDIMESLEEX OREK OB T S, Riile]. [d. [h]
LK OoliZ, Wit 4%TRR Kiiii T - 7=, FETIE, 10.3%TRR % 58 5 o5
fFAELT=D, REXNInotz, (B 8)

17



15
16
17
18
19
20
21
22
23
24

#z10 b FEABPERETEES T (ng/ke)
RULERIX. : FaHiAT & PEAEILEX : 132 g ai/ha BREILEX : 842 g ai/ha
v = 4 RE %
TR TR
(mg/kg) | (%TRR)| (%TRR)| (mg/kg) | (mg/kg) | (%TRR)! (%TRR)| (mg/kg)
S [0 ECf 1R | 0314 | 953 1 57 | 3.87 |
Befeticti 1 eI | 0205 | 845 | 145 | 350 | 156 | 90.8 9.2 31.0
TH#% | 0195 | 810 | 184 | 659 | 1.72 | 937 6.3 23.8
28 A% | 0127 | 766 | 211 | 642 | 057 | 858 | 143 | 742
TE) FRRSREIRE X T~V A 7 T Bla HUE R
KR - RV OUHEE (%TRR)
RENE : Peiirtt O RFTI T HRIHE IR E R EE (% TRR)
FHE : BUBHRIR T
(2) 1LY —
tu ) — (AR, BAERE SR 15 cm) (2, 3H-Bla XiZ[abe-14C]Bla % .
i 3 %6 7 HEFE T 4 Bl CREGEAX) | &5 WIIBHE 5 #4225 7 H
FIREC 10 [8] (RREAX) A L, AR PN IE sl s Sk S 47z,
WA, AR L OSUEHRIURR 133R 11 IR &N TV 5, EE O
REHAICERE L 7= R OSEZ B E LT,
=11 BHmE. LERH R VAR
JILER X R OMILER R3] A A, AL B R ]
ARG 3H-Bla : 11 g ai/ha A AIVER [E 1 |

i 3 L5 4 18]

SH-Bla : 112 g ai/ha

B 7. 14, 29, 43 Hi%

[abe-14C]Bla : 17 g ai/ha

ISR E %, 14 AR

Al 5 HfE#% 25 10 [A]

H-Bla : 11 g ai/ha
SH-Bla : 112 g ai/ha

HAE AL B |

LB 1

.3, 7, 15, 22 &

[abe-14C]Bla : 17 g ai/ha

AR R, 7 Atk

B U —3 B BN R AR TR 12 I RSh TV 5,
WTNOBRE S | BURBEITRAELSEE (TAR) @ 4%AK0 L Ko7, 2
L, otz - A NIEMRBRIC B W T L [RBEOBEA 2ZED B, #%
M LT2T IV A T F o Bla BRI 23200 Bk U7 s sk LT
TeHEBEZ b, WTILOLEX T, & OB O AR I AR ISR

Y LUT,

BB TITBU L AW K O bl D3FAE L 7=,
KX T, BULE W ALERE % DOIET 63.4~T72.4%TRR, X T 53.1~
76.8%TRR FAELT=725, AU 14 A OERVOETIIFENEFN 11.0~17.5 KLY

18




© 0 3 O Ot i W N

e B e e U = S =y =y
< O Ot b W DN~ O

18
19

20
21
22
23
24
25

21.7~30.5%TRR &> L7z, fEbIL, WHEZOERL VDX T, T2
5.1~10.5 2 O* 0.7~10.9%TRR., ¥ 14 HHEDOEEKLIE T, TNLN 3.1~3.8
J N 8.7~4.6%TRR T > 7=, JLEE 14 B OEE R O TIE, T T 34.1~43.3
e Tr 27.4~37.8%TRR DOFGIRENS, MRPEEI S ZAFAE LT,

X TIE, BAL A DL PRE % O K VK T 10.8~284 KX 23.9~
48.2%TRR F7/E L7y, B 7 A OIEKR VX TITENEIN 5.7~9.5 LN 11.5
~35.8%TRR Tholz, LB 7T HZEDOIEKOE TIL, ENEI 40.9~454 KT
25.5~44.7%TRR O HURREDMBRMEII 3 TAFTE Lo, RGAK L Flgk, 2LV IET
FRPEM 7y DIFLELINZ O DIE, BIZBT D HBEBEN LD, TR T F o
Bla 75%@%%;}17‘_ ZEIZEDbDEEBZ B, EXIZEW T, RE[b]
IFALPRE 1% DIE R DK TENTH 2.8~3.8 X 2.3~5.4%TRR, 4LFE 7 A DI
FOETENEN 1.2~1.8 111 2.3~4.4%TRR ThH -7,

REMLEEX D SH-Bla : 112 g ai/ha JLEEX T, KL OB %2 X 525y
Br 7=, Ratldl K OSKRRIER S D72 &b 6 FRENEE LIz, [dix
10%TRR LA F CTH-7=, (BHR9)

& 12 )L — 8 hiataes M (ng/ke)

LUBZHES

AFREAX

{ERT AL

3H-Bla [abe-14C]B1la

By

11 g ai/ha 112 g ai/ha 17 g ai/ha

it

s

s

[T

==

ke

B

ES s ES

54 < UBSIHEREA

2.74(1.3)

0.55(0.3)

26.8(1.4)

6.44(0.3)

9.57(1.7)

1.15(0.2)

14 H%

0.20(0.4)

0.06(0.1)

2.69(0.3)

0.85(0.1)

0.52(0.5)

0.14(0.1)

43 H1%

0.01(0.2)

0.004(0.1)

0.10(0.2)

0.02(0.1)

ALERIX

kA

3H-Bla

[abe-14C]Bla

PUBZEN

11 g ai/ha

112 g ai/ha

17 g ai/ha

Akt

i

R

TN

=

e

R

TN

=

iy

R

TN

=

LR B

0.20(1.9)

0.03(0.6)

2.14(2.6)

0.40(1.0)

0.51(0.4)

0.037(0.6)

7 H%

0.096(1.6)

0.008(0.3)

1.13(1.4)

0.24(0.7)

0.20(1.5)

0.020(0.3)

22 A%

0.045(0.8)

0.005(0.2)

0.46(0.7)

0.05(0.2)

%)

() AT

(3) Hi=
b=

L. BAiEk,

(Em=EM)
(/tfE : Deltapin213)

ARBR N S S Tz,

bf;@%

SSIPRAYC N i=

FEEA BRI FE 1T T ~UL A 7 F o Bla i

%TAR Abf : BUBHRIE S

19

SAIER 1B 1RSI TN D,

(2. [abe-14ClBla % 100 ng/HE D ALFEE CHEME AT
174, 1, 2. 4 ) O'8 BRICERR L7 #4230k & LT, MIRHNE




© 00 3 & Ot bW

10
11
12
13
14
15
16
17

18
19
20
21
22
23
24
25
26
27
28

K13 Dr-OEICE LB (WTAR)

St RIPEFHK iR FERHE
T RE BUEEY EIHHE BULEY T HE
HLPR A A 99.7 99.2/99.4 0.6 0.4/0.6 0.1
1 B4 82.7 36.4/41.0 8.6 4.6/5.7 6.3
8 At 19.3 1.0/1.7 15.9 2.6/3.0 23.1

H)  HibAY 7L A7 F 2 Bla
FACEWIONTITIEO R D 2 FEAOMEN B 5720, F O 7%/ TXY) > TR LT,

FHPEEHE R O T, 2 13 1RSI TWAEULA O, (b
DMEE LT- (b, FKmPeEiEh CITALER 1/4 %12 7T.0%TAR 1#7E L7=725, AL
PR 8 HARIZIX 0.1%TAR (2 L7z, R CTix 0.3~0.8%TAR f77E L 7=,

(205 10)

(4) Hi= (GEYE#HTR)
7z (5 AR Tl Deltapin213. i85k @ Tl Deltapindl) (2., [abe-14C]Bla
ZHAA L. TEIENTEm R I S ATz,
RLPRYRIE A S O URHR BRI X, & 14 ITRESNTWD, ENEND
INCEREL U72AR, o, ZE, D/, FrafkkOMEZRARE L,

& 14 WERE. ERUVHARHRIREH

R AP QLR AR HURF 5]
O 20 gai/ha FEFWIS 7 HREME T 2 (A S
22.4 g ai/ha m . . o y
) : FEIEN D 40, 90 KN 140 H% I HAVER 20 H 14
224 g ai/ha

TR UBH R E G RBIR L 13K 15 IR STV D,

BB S IERES R S, HUiE OB BTz, T O hERE
1%, RO T 50 pglkg, ABROQD 22.4 g ai/ha JLFEX % () 224 g ai/ha JLEEX T
ZIZEH 10.0 KO8 85 pglkg 177E LT,

WTNOMFEX OFEF-HIZ S, BULEMIIRE S e o7, 7=, FErHo
PNV FURE Y — MR OREIIED B RED S S, 7L A 7 F- 2 Bla
DORFNT K> THE U T RBDIEMBRIZIV IAEIND Z & DR ST,

(212 10)
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10
11
12
13
14
15
16
17
18
19
20

& 15 bHlHMPERERNRR

E (ug/ke)

B AL R i E TS | M i
@ |20 gai/hax2 Al 25 70 396 228 50 37
® 22.4 g ai/hax3 [] 55 | 125 46.4 11.9 10.0 435

224 g ai/hax3 [A] 107 169 404 97 85 750
(56) MAZED

F—=TNF LY, LRV, S L—F 71—V, [abe-4ClBlad% FEFKMEIC
TEERAL, BN A, 1, 2, 4, 8 KU 12 HRICHRIR L7 RELZEL L LT,
REAARPIE AR Feh S T,

AT RN ORI FEORPLL, R 16 ITRSN TV D,

& 16 ZMERVNUEREDIKR

R SOES A RUFRELZE DRI,
\ . 4 nglR%E -
F—=TNF LY s — i
40 pg/ 5=
LBy 4 g/ RHE ke (BREUREREY)
TVL—=TT = 4 ng/ = FNDE

DA & OFEM R ETRE A X3 1T IR STV 5, B4 HIX 98%TRR UL I
DJHEREDS B FEFE VIR T AFAE L=, BRI oRGE & & HIC B o sE
WNEIN LT, BRA~OBITIIDETH T,

WTILOLERX T 4 | REREHFR T K OFRRZ OfhtiHicix, siikem (07
LA 7 F v Bla) KOREI] O BMIEE S iz, BARE % O R EL IR
ik, BUEEWA 82.5~88.7%TRR fF(E L7=75, ALFE 12 ##%I2i% 0.2~
6.7%TRR Th o7, Rt OBULEDITH K T 8.1%TRR Th o7,
Wlolix, WFhoikEd s 10%TRR KiiCh 72, (B8 11)

K17 MAZOHMPEREEERE (bTRR)

F—=TNF LY (4 pgl/HE) R—TNF LY (40 pgl )
RER M P4 R RS Fp P
BATY H 98.6 1.3 0 100 0 0
4 1% 52.3 40.6 7.1 28.8 58.1 13.1
12 % 36.3 55.2 8.5 6.7 84.1 9.3
3KEERTIX, TV AT TF gD 3, T, 11, 13, 23 LDfRFE A 14C THE& L 72 b D& V-,
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27
28
29
30
31

LEY (4 ugliE) TL—TTN—" (4 pg/HE)
IR Rz KA RIERW Rz KA
A A 98.4 1.7 0 98.6 1.4 0
4 % 43.7 43.8 12.5 73.9 23.0 3.0
12 % 32.7 58.8 8.6 40.9 54.7 4.3

) RERIM - RERMEVEAHE P ORGHE

%TRR : B3R, FEEORAOEREBOEO A% 100% & Lz & 2 0ElE

R P COTFRFHERE L LTk, b~ FTIET UL A7 F > Bla 75 Bpkb
2kl B Faxibic X0 [dEOhIAEL, Eoicdlrbmbic kv
[l ER S, £2, v~/ e 74 FEBPBEEL, AvaiRkEaLEw blb4E
RS, ) —CIERMEDI RO e Fa %o U RId 2R, 7= RO A
X O TIEERMARD] 2 ERRZIC, ZNEIVRS LA/ | Bf&HIZ Iy
DRI FIET DRI DB 2 BT,

TiRpE AR

(1) FR[ITIEPE R

[abe-23-14CIBla %, i+ (A A R) 12§ +5H7210 0.22 mglkg DFHETHRML
20+£2°C, HFSAT 365 HIMA > F 2— bk L., A5 H3EE iR A i <
iz,

T 10 il ST RR AR RIS L, ALEE 365 H%: (BRBRIE TR (12
1% 30.6%TAR &72-o7z, BRI TRFOIEFM MRS HEIX, 33.9%TAR TH Y |
F 72 14CO2 FBRIE TIRFE TIZ 27.6%TAR F4 LT,

BULEY) (T~ A7 F 2 Bla) I&, LBEZD 97.9%TAR 725, BRERET
BEIE 1.4%TAR L3 Ui, it & L Cidlel, [dl. [el XM AFEE S, [l
KONl 28 HIZZENZ UK 10.3 LY 15.7%TAR L 72~ 7=, [elidiug
168 H#ITH K 8.5%TAR, [flIZAEE 90 H#%IZA K 9.3%TAR 17 L7, T Dfth
2L ORI DFELTZD, WING 41%TAR LA FTh o7z,

BULEW R OV R OHEE RN, 18 ITREShTW5, (B 12)
%= 18 FHILEYR UL EYOHTE S B EA
BULEw il [d] [e] [f]
HeE s (B) 18.0 32.5 35.4 83.3 105

(2) $F=A9/ RS AEK LR Edn SAER

[abe-23-14CIBla %, i+ (A A R) 12157210 0.22 mglkg DFHETHRML
20+ 2°C., WS CHER AN 27 HISA >3 22— b L7214, BREAOTAREE & L,
5T 120 HIEA ¥ 22—k LT, iR K 88 rhiEam alBRns 54 <

22



© 0 3 O Ot b W DN

W W W W W W W W W N DNDDNDDDNIDDDNDDDDNDDNDDNHE = = =2 2 = =2 = =2 =
0 1 O Ot i W N H O O OO ULk WNHFEF O OOWSNNDO Otk WhhH+—= O

iz,

T3 0 FhiH S ORI, KIRIERHARIE % 1T 83.56%TAR Th-7=73, iR
Bfs TR QEACIRIEBEAR 120 HA2) 1213 67.2%TAR & Tlb Lz, I
H P T RE VT I KR B BRABEL % O 12.4%TAR ToHh - 7223, RERK THFIC I
28.4%TAR Th o7z, R TR OKMEFHEHEEIL 4.3%TAR THho7-, 14COq
IE, RS T 2.0%TAR AL TRV, BKESH T TIIZE A ERAER
WX 2 T o T,

BAL AL, HACIREBIBEZ IIIKME L O EERTERZEN 1.5 KO
30.6%TAR ToH o7y, FRIBIZHECD L, BRI TRAIZIIKME R LR T2 2
0.2 KON 154%TAR Th o7z, mfmtle]. [d. [el KOUBNGFEL, [clidi
K 14 HZIZLERIZREK 9.9%TAR (F1E L7hy, SB& THRFCIZ 8T
4.9%TAR Th -7, [dl. [el X OUNITHEACIREERRAAE % - B CORKEZ R
L. Z1nTh 14.2, 2.8 LN 4.4%TAR ThH o7z, ZDMAKREDK INSEAT
FELT=08, Wiy 5%TAR KifiCdhHh - 7=,

BERMIEK BRI 2 7~ A2 7 5 Bla, el & ONd] o HEE -0
X, TNEN 276, 122 K ON270 H EHEH SN, (R 12)

THEHIZI T D FEOMRRRK & L UL RS F Tl 7L A 7 F 2 Bla
TN L ., B RrXifkic kv ldl, iz Xk vldP”4EL s, SHICE
R b LT BTl COo K UNE B IR T2 o 1=, BRI T T,
D> VR L, [l RO SN2, 0 SITRMI ORI T TR
STz, BAEHZITREBIREMI e DI E 2 Hiz,

(3) LIBWBERERD

5 FFA DU HEE[HERS - (RA Y KOAA R) | L (RAR) | BEL/
OV NEEEL (RAR) | UV NEETL (RAR) [EHWT, TRV ATTF
Bla @ 30 i g mk500° 52 < iz,

Freundlich W 5125k Kads |3 76.8~334, FAHER#E G A RIC L W AMHE L7-kas
1255 Koc 1Z 5,700~7,890 Th 7=, F7-. BiEtaEk Kes (X, 5 1 [mIHERER T
72.1~380, % 2 [FFRERT 87.0~362, AREKFATAHRIZ L HIIE L7 iEFREK
Kdesoc X, %5 1 [FIFAER T 5,640~7,590, 2 [I75R T 6,670~8,880 Th -7,

(217 13)

(4) HIBWLBERERQ

W+ (BER) Z W T, 7oUL X 7 F o Bla O HHER SR80 Ele S 7=,

Freundlich ®OWAEFREL Kads |% 36.5, AMRFE S A FIT L 0 MIE LI2ERRE
Koc 1% 1,670 T -7z, £z, PERH Kdes 13 92.7, AHEREEHRICL ML
L 7= iRk Kdesoe 13, 4,250 Th-o7-, (R 14)

23
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4. KpiEansRER
(1) mkorfEsER

[abe-23-14C]Bla %, pH 4 (7 ¥ VigiEE#R) . pH 5 (HEE&EENR) . pH 7

(U U FERRENR) & pH 9 (K VERRRENR) ORIREEENIZ 0.11 mg/L & 72
LE L, 50C, BT T HREA o 2— b L, DK R (T
aRER) S ST,

pH 4. 5 K O'7 Tl [abe-23-14C]Bla O fiIIzRd Lo T-72, 25°C
ICHE LA 1 FUELZETH S EHEE SN, pH 9 TiX, RERBHAAIFC
[abe-23-14C]Bla 7% 95.2%TAR fF/E L7273, 7 H#121% 58.9%TAR & 72~ 7=,

[abe-23-14C]Bla %, pH 9 OEFEEHIZ 0.11 mg/L & 725 X H i L., 25°C
T36 H, 50CT25 H, 60CT 11 HfH, WFEIFETA ¥ 22— M DIK5
R (R 233 ST,

pH 9. 25°C T, RABREALE 32 Hi%1Z[abe-23-14C]Bla 1% 89.3%TAR & 720 | #
ENARNE 218 H B &7,

& LC, [pl. kO3 gt Sz, [plix, 25, 50 X 60°CTZi
TIIRK 6.7, 24.6 KO 25.4%TAR f77E L7, [ql & Orlix, 25 KO 50°C Tl
1.5%TAR LA FCTH - 72723, 60°CTlElal ik 17.5%TAR. [r]l23f K 15.6%TAR
FELTZ, (B 15)

(2) KSR (BRER)

[abe-23-14C]Bla %, pH 7 @ U U EAMEEENRIZ, 0.1 mg/L OPRETHRIML .
24.7F0.7CTHx& /77 (OERE : 38.8 Wm2, HIEWHE : 300~400 nm)
% 37.5 HREHEH (12 K] Z L ICHIRF 2810 B 2) L. AKHOR o s /3 S5k <
iz,

[abe-23-14C]Bla 1%, #BR#& THHZ 1.6%TAR (2 Lz, 2fig e LT, [bl
DAPRET 13 BEIR AR 8.2%TAR 177E L7=23, D% L, WS 12 BT
B &N o7z, [cliXBH 18 BT KT 5.6%TAR 17(E L7, KFATCIX
[abe-23-14C]Bla 132 E TH > 7=,

TV AT T Bla OHEEFRINE, 24 B, HURICHRT 2RO KBIETIC
BUR LT 5.0 B &R ENT, 7m0l OHEEHBINIE 41.4 FFHE], HUR,
FEOKBHETICHRELTS86 ALEHEN, (2K 16)

(3) KeptorfEsER (B2K)

[abe-23-14C]Bla %, J&EE HAAK (K, BeHuH : #[E, pH 7.87) 12 0.53~0.55
mg/L OIEETHIML, 25.2°CTHt /T 7 O : 21.0~21.2 W/m2, #l
EW R 300~400 nm) % 41.5 HFEHEIRGT U, KA fgatiin s 585k S vz,

[abe-23-14CIBla I%, RBRE T 17.3%TAR 12 LT, figim e L
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TIbl73, MRHT 14 BICHR K 9.2%TAR fF4E L., R THIZ 3.0%TAR & 725
7=,

TYL A7 F o Bla OHEENEINE. B, BOKGE FICHE LT, 39.8
HEEHIN-, &ER17)

KPR & LTl MKW TIX, 7L A7 F 2 Bla B X Y
fEL Tl HDWNE~v7 T4 REERBAEL TUe Fax i bdMlql 28T
[l 23R STz, eIz BT, BB blc]l R O RMER ] 288 T, <D
~ A T—AEENZ RS A, BAEPNIT R L SN AR E 2 BT,

5. TIREEHR

KUK - gt () MOt - s () ZHWT, 7327 F o,

srfplol lel. [d]. [el R OMA 2 odret G & U7c H3R st (A4 M OVHL55)
IR FER S ATz,

FERIIER 19 I1TRENTWS, (B 18)

F19 TERBHERAE (EEFEL)

. ey (H)
AR R t FIRRATFo i;gﬁitéjz\%
H-.nnljﬂ PRI E R P%ﬁi 21 o1
B 0.25 mg/kg T - 2
MSRE | 252 g avha X L 7 5
IRt - B 5

) * AR CIEYER, BB CRLAl 2

6. ﬁ%ﬁ%ﬁﬁﬁ

KR OEERNT, TV A7 F 2 Bla, Blb LUOMGEHPI[b] & 45t G b4

& L?‘J”E%ﬁé% AR IEhE S LT,

FERIIHNE 3 ITRENTWD, TUL A7 F > Bla, Blb X ONblDOA&EDHRKEHE

1T, Il 7 HRRICIRE L 7= GRAS) @ 0.481 mglkg ThHo7-, (=R 19)

B 8 DYEMFREIR O T EZ VT, 7L 2 7 52 Bla, Blb X ONbl % %

FaHli g b A L LT, EWNTHEE: S D EEMH LRI S S HEEERE ) R
20 I RENTWS (B4 )

B AHEEEREOREIL, BiE SNEHFENS T~V A 7 5 Bla, Blb

KOl DOEEN KO 2 Rm 3R T, X CTowAEWICER S,
T - AP X AR O BEN R L W & DIED FIZf 177,

25
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10
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32

20 BRPLVERINLGTARNILAYFBla, Blb RUb] (EE) @

HEERE
[E R IR (1~675%) LaRT g (65 %Ll L)
(1R H:53.3 kg) ({KH:15.8 kg) (IR H:55.6 kg) (IR H:54.2 kg)
PR 1.39 0.61 1.28 1.76
(ug/ N/ H) ' ' ' '

7. REHENEVBEHRR UV ZRESER

(1) EMEERRER (4. KTEE)

4 (1288) 12, SHAEZ#T S A 7 F > % 0.3 mg/kg (KEAHCHAIE F&E5 L, 3
WIBhRERRER DN S0 S 72, Cmax 135 1 KON 2 HRZIZR 54, £ 0.09 mg/L TH -
7=, FHlig. B, A, BERA A ONILARIC IS 1T 5 1T 1XFNEiL, 4.6, 5.7, 5.6,
8.1 KN 4.7T HThH -7z, # 50%TAR 23#54% 7 HLINDEHIZ, 1~2%TAR 73
PREUCHRM S 07z,

g Clid, =BUbAMTH DI T~V A7 F 2 Bla 23, EEFEEICOD LT
34~61%TRR % 587-, BN TIX. 7-UL A7 F o Bla OEEIIRS 7 BHEOD
52%TRR 775 21 A% D 25%TRR ~& A L7z, 7L A7 F 1 Blb i, fflET
X 1~5%TRR. A TiX 0.5~5%TRR % L7,

BULEITINZ. FgF. K a L 2Fe—Lx= 275 5 —BE LIBT3
FIERMEIRETE 272> 5, 24-hydroxymethyl avermectin Bla 23 [FIE S 177,

(22 8588, 8689) (8588 FNP41-8/5% Kkt p.5, 8689: EMEA (1)-3/2%%E p.13)

[E7#B & Y] 24-hydroxymethyl avermactin Bla [ZDUVT ., {£##(g] (24a-hydroxymethyl avermectin
Bla) ERI—E&EEFEATEALLTL &L DM,
[(EMZELY] A—DOMETHLIEEAFT,

2, SHEERRT S A 7 F % 0.3 mglkg (R CHEIRZ PS5 L, 7S
BEM ONT XA 7 F o DEEDFTHR BN,

B 5N OEER OB T S, gL ORI ORFEEYIL, Bk O A X
D HERBICE NPT, BULEYM TH DT~V A 7 F o Bla 23, A2 TOHMEET
IR BT D FER D THoTz, (o T, MELONENI S ERMEREkE B 2 &
N, TV AT T Bla BEE~—I—LIlb tE2 N, &5 7~21 H%
D, HEEBWIHKT 25 ~— I —OFIGIL, ITET 0.55~0.36, fEAT 0.65
~0.20. fHAIT 0.74~0.51, Bl T 0.48~0.24 OFPFATH>7-, (SR 8689) (EMEA
(D-12./25%& ¥} p.14)

26
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30
31

(2) FRBHER (%)
® #OkE G

WHA (RNVAZ A FE, —HE3H) 1T, T3A 27 F % 0.01, 0.03. 0.1 ppm
DIREHEERYDOHETESF A7k 28 ARIRO#KS L, HEREBN
Fht S v7c, R 208 U CHIF 2 BR A L e G- 1 AR ICHERR 2 B L 72,

i OB R PR B YR S 1 3 ofERk & » b o7, B5B4G 1, 2, 3, 5. 7.
14 K28 AL O FEREREEZHE LI L 2 A, SHAEROKLGEME 2, 3
KO5 H1% (1880.001 mg/L) . 7 H# (0.001, 0.002. 0.001 mg/L) . 14 H#&
(0.001, 0.002, 0.004 mg/L) . 28 H#& (3EAT 0.001 mg/L) IO HJHERED
F55 H% (186, 0.001 mg/l.) Z=fps TR SNZDY, %mu%@j&k}i&t}
ERENRERE] Cid &&A&@ﬁém&wot(qmmmm@)

D1 nﬁ%\r‘ Y2 Y

(=P 8790) (8790: APVMA: Residue Evaluation 1995- Dairy cow feeding study/Wehner, T.A.

1986/ & E p.47)
@ KTHE
4 (128H) 12, SHEEE T XA 7 F % 0.3 mg/kg (AE CHRIE T&RE L., 7%

RN S 7z, #5 7, 14, 21 K35 A% O OMBEHEZHIE LT,

FERIIER A ITRIN TN D, H5 7 H0~35 BEOR R, I O A+ 05k
B O IR T2 T L TV, RGBS T, ITife TRE 7 XD
14 ABCICRBE-BEZ R LT, #5 21 A% CICITBO PR ERE L. fE
Wik v b Ieole, BEFMHANTIE, K5 T ARICKSFEREL 2V, Kb
A VHERREZ R LTz, (BHR 8588) (8588 FNP41-8/25 %k p.8)

KA FITETHERKRTREROEHBEBHEEZRE (ug/ke)

 HRHIRR—< - 0.3 pug/ke (IR

(e 5-H00L)

HeD T2 (—BE 5 BA N OSKHEREE 1 58)
HCH[BZ MG L, FRE

49 A4,

. 3 ugkg (EHH)

27

. 0.7 uglkg (fHA)

1 ngkg (B0

& 0.3 mg/kg K&

FE1% B 7 14 21 35
Ji ek 619+190 168+95 61+33 9+6
NEN 444+110 130+ 76 63+22 35+10
i A 42+10 10+8 4+1 1+1
P ik 143+37 36+8 11+5 2+1

e e R VAT 2,022+1,720 537+61 59+ 87 <4

. 4 pglkg

\Z. TARA 7 F % 0.2 Xt 0.4 mglkg 1A
REARBR N I S N7z, 0.2 mglkg (REK GRETRG 42 KO
0.4 mg/kg IKEZRGREITHRSG- 49 H O KIS K OFHET <

BIFHTN
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AT F AR EZHIE LT,
I DOEESIZEB N TS, &R (0.02 mgkg) K CTho7-, (HHE8790)
(8790: APVMA: NRA Evaluation Report, 1997-5.1/2% &%} p.107)

EBVEROME (—FHEREIES 6 BEAR OSHRREEREMES: 3 80) (2, 7\ A 7 F % 0.2
mg/kg RE CHERE N5 L, BERBRS I Sz, 85 21, 28, 35, 42, 49—
KO 56 HLICHMRZBEL L 72,

FERITR BITRINTWD, IR OB 55N OEEFRRIRE L, &5 49 B
F TR HERARG IS T L72(DG. Baggot, et al., 1992), (= 8588)

(8588: FNP-41-8/2%%F} p.9)

£B HITHEITHERKTREEROEMBEHEERE (ug/ke)

R 1 ug/ke

#h& 0.2 mg/kg {AE
Feh1% B 21 28 35 42 49
Ji sk 53 14 9 2 <1
NEN 78 13 5 2 NA
012 6 2 1 <1 NA
K ik 13 4 2 1 NA
55T 5,200 2,000 550 2 <1

NA=- : 34re

B (—BEBER) 1T, TAATF U %K) 0.3 mglkg (RE CTHBEIFE TG L, 7R
R ESE STz, #5- 5, 10, 15, 20, 25K 1) 35 HEOKHMFEF T~ 2 7 5
v BlaiREZHIE LT,

FERIEE CITRE LTV D (Wehnner, et al,, 1991), (= 8588)

(8588: FNP-41-8/2%E%&¥} p.10)

KC FITETHERKRTREROEMEHTNILAYF U BlaRBRE (ug/ke)

BRI - 1 nglke

58 #9 0.3 mg/kg A
5% B 5 10 15 20 25 35
Ji sk 310 210 110 30 7 16
NEN 320 130 73 30 4 12
A 27 NA 8 3 <1 2
5 ek NA NA 36 9 2 6
FEENLAHA 21,000 3,8300 5,400 800 1,600 570

NA=_: /3tred

28
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® NEZEHM (KF7H) &5 E)

B (T V=7 FE, —fE 6 EAOIEE 180) OFHIS, T AA7F 2 (BT
ARG % 0.55 mglkg RETHES A (K7 A4Y) &5 L, HitHoRE
ARERDNFENE S T,

5.2 B OIS, &K 0.023 mgkg DT /NA 7 FURBNR LN, &
514 B CITMRHEA (0.001 mgkg) KimE TR T L, (S8R 8790)

(8790: APVMA: NRA Evaluation Report, 1999-5.1/2&%&#} p.75)

WHAE (Vry— ., —HE 6L ORIREE 180 OB, 7 \2A7F 2 (R
T A EIAD) & 0.55 mg/kg (KETHRT 485 L, At orEERER 5 I
7o

5 1 BEOIHD, &K 0:00140.014 mg/kg DT NA 7 FUFREN AL,
ZOH%EE 4 BRIITERRA (0.003 mgkg) IfiE TR T L, (B 8790)

(8790: APVMA: NRA Evaluation Repoert, 1999-5.2/25%&F} p.76)

(3) EWYEhERE (UF)

L2 (B ECRBE) 12, SHAZRR T~V A 7 2% 0.005, 0.05 34, 83 1.0mg/kg
AE/ATETF A7 ML D 10 BRERRO&EE L, SEYEhRERBR S £l S iz,

NG 80~99%TAR. RH 75 0.1~0.6%TAR 23R H AL S 7,

611.0 mg/kg (RH/HBSHETIE, BEMFH TR LA Bk 98 ngkg) | KIZ

B (K 50 pglkg) | gL OV (X 23 ppbug/ke) . FUIR (&K 13 ng/ke)

Thol-, It oEEIL, #5 4 A% TERIREEL 220 . 011.0 mg/kg KEH/H#%
E#ETHI 2.3 uglkg ThHo 7=,

T YL A 7 F v Bla OEIEIE, T 76%. Bhig. AL OMENT 99% T -
72o E72AGHMIL. 24-hydroxymethyl avermectin Bla T, H{LAWITK LA L T
FHEL TV, (B 8790) (8790: APVMA: NRA Evaluation Report, 1995/2 %% £} p.182)

[E7 B & Y] 24-hydroxymethyl avermactin Bla [Z 20U\ T, 5] (24a-hydroxymethyl avermectin
Bla) ERI—E&EEFEATEALWLTL &L IH,

(4) EYEEREBRRUVZERR (F)

o (MERES 1 5H) 12, SHAERR T ~L 2 7 F > Bla % 286 pg/kg AR CHERE N
Be b L, ENREERER A S S v, iR, IRE OS2 5 14 A E TERIL 7=,

F72, Bl 280 (MEMER 1 80) (Z3HAZRR T NA T F o (Fa Ay f v Blg Ji
P 75 o Bib) % 286 pglkg RE CHRE OG- L, MR, REOEE &
57 B E CHRILLT,

MR OFERITE D IR TV 5, WMRERCIL, JEtIXIZIEZRICE 2L
TIThi, 0.5%TAR KRN SREIL STz, (B8 8891) (EMEA (2)-2/3%&kE
p.191)
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®D FITHETHERZORSRDE/NTA—4

BEYE SH A5k 7 ~L A 7 F > Bla SH AR T A 7 F o

B h& 286 pg/kg A H
PERI] i i i3 i
Cmax (pg/kg) 34 28 47 67
Tmax  (FFfA]) 24 12 36 24
T (FRFfE) 53 57 88 49

B (MERE) (2. SH SRR T S A 7 F L % 286 pglkg (AR CTHIEIRR O#% 5 L, 7R
BRONFESE Shui=, #8653, 7. 10 343400 14 HEIZBT DT, AeNG. A K OV
PR 2 HIE LT,

FERIIR EIORSINTVD, (B 8891) (EMEA (2)-3/2% %k p.192)

RE FITETHERRORSEROSHBEHEERE (ug/ke)

FeE% R 3 B 7 B 10 B 14 H#
Jifit 374 116 33 19
R 354 141 41 35
i 42 14 ND ND
ik 105 41 11 7

ND=-: fifisn 4

AR TN T, MR OV TR DB E1T o T2,

A ORI TlE, BEMIDIZEAEETHRT )V A7 F > Bla & LTFEL
TEY ., RO FEELZ R IFEIII R0 o072, L LN D, IR O E Clt.
[FE S AV TOZRUWRIERE DIFAED MR S LTz, $85-3 KTV T H 1% DOl M O
g OO EERALEWNE, TV AT F 2 Bla THDHZ EIVRERI T,

(2 8891) (EMEA (2)-4. /5E &k} p.192)

I, BFEHZOWT, 7L A 7 F 2 Bla OERERELY ST LTz,

FERITIR FIORENTWD, (2R 8891) (EMEA (2)-5/58%%k p.192)

[FEMEELY] IREESh-] ETREHTY, BEXTE, EB55&3 lindicated) [THE->TLVHDT,

[RENF=] HAWVIMDEFSEY LI EEZRTEEZAVDGRETT,
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1 xRF FIIETHHEROKRSEOEMBITNILAO F U BlakBRE (ug/ke)
wE5% A 3 H# 7 H# 10 H# 14 A%
JR 226 (60) 56 (50) <L0OQ~31 (58)
HERS3 307 (88) 116 (93) 27
B 37 (88) <L0Q~21(93)
Tk 74 (71) <LOQ~50 (75)
2 ( ) I3 TRR%
3 ERERA (LOQ) = 10 pgikeg (iTliE, AWM O . 5ugke (M)
4
5 (5) BRBHER &
6 BRI (—BEB8H) 12, TR F o (MIREAD) 2% A= (0.3 mgkg (KELH)
7 T, BIOBEFLK (—BE38H) 1T 2f%&E (0.6 mg/kg (AEH) THIEIER F&E L, 7%
8 RS 32 S vz, HHERGHHIRS 14, 21, 28— K135 HRIZ, 2f5&
9 HREIE G 28 HRRITHEZEBIL, 7L A7 F o BlaREZ 5T L7,
10 ERIIRGIIRENTWS, (M 8790)
11 (8790: APVMA: NRA Evaluation Report, 1999-5.1/2%&%&#} p.35)
12
13 RG FITETHEERTERSZEOEBEBPTNILAY F U BlaZBRE (ng/ke)
Beh& W 25 &
5% A 14 21 28 35 28
ISP 5 5 5 5 3
g |09 <L0Q®. LOQ. | 06 | <0a® | <L0Q®
0.0061, 0.0035 0.0033, 0.0054
- <L0Q (2), 0.0052, |<LOQ (3). “L0Q ) <L0Q ) L0Q )
0.0051, 0.0033 0.0032, 0.0055
G <L0OQ (4), 0.0026 |<LOQ (4). LOQ <L0Q (5) <L0Q (5) <L0Q (3)
<L0Q (3), 0.0056, |<LOQ (4), 0.0021
R i <LOQ (5) <L0Q (5) <L0Q (3)
0.0021
14 ERRAR (LOQ) = 0.003 mghkg (IRMIL VTR . 0.002 mghke (B OWA)
15 () PuEEEK
16
17  78. —RFEHER
18 7w MO X & T —SEBEERER 2 i S v /e, AERITE 21 RS hTwn
19 %, (M 20)
20
21
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1 & 21 —HBEIBHER
B Bh& SN N
SRR O FEKE HFE o/ (mg/kg 145ER) MEfEH & VER & R Y
(Be584) (mg/kg 1KE) | (mgkg {KE)
EP —ﬁ&h%ﬁg &5‘?‘& 1’\“24 H#Fﬁﬁ .
B rwin 24] . 0.0.5.1.5. L5 4 * BRI O
o i Wistar |« 1.6 - FlfEo> b
“x 7 v b ()
,:_ RIR T 6 — I
R
IR 55
A Vglita: 6 | 0.05.15.6 6 — o2 NS
= SR R
i
" £ o 0.0.25.0.5.
B e | F jf Y 1.0 6 — el
A [NEEX (B 7Rk0)
= R,
o |7 RU DAL | Wistar 0.0.5.1.5.6 B -
B yen, | 5on | ®6 () 6 R
e Cre. pH
2 ) - RRET AT F R E T R LT b O AR O LT,
3 s BUMERI RS E X A
4
5 89. S2HFHHHER
6 (1) 2U=EEEHE (F7iF)
7 TRRATFUFIRDT o b, 7 AKX A= 2 EERER S i X
8 iz,
9 BRBROFER T 22 ITREN TV S,
10 TXRA T F ATNEEMERE L . KITIFE AL ERE T2, I~ C
11 BELI-SE S, AF bl o—2KERIZERE L CTRE LSS & Tk, &5
12 HBOWINENE72 )  ZNNEERBHORBREICRE S HEET L0 LA S 7,
13 (ZHR 21~29)
14
15 =22 R[AUEHHREESE (R{X)
B B L];g (mg/kg ﬁf) BB S TR
HREENE T, AT, DDfE
OB R ONGL, FiE, HE, My
%0 SD 7 vk 939 914 Nr, R, e, HRER, PRI R
T MRS 5 T v BRIEI DRI L, T, WR A
JEIFH T, SREPERAE | s,
WERE - 275 mg/kg IRELL_ECHETH)
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WTIGH, IR
SD 7 > |k 8.7 19.8 - 6.67 mg/kg RELLE, M : 10
MfEESS 10 P& 2 ' ' mg/kg RELL TR H
CF-1~" % FEIEIR - PRk, BRARIEL . SEHIE YD SAHE R
SEATHRIE 10 PC 41.3 IR~ 7 A : 5 mglkg KELLE,
SR 12 PC TR i~ A : 10 mg/kg RELL ET
19.0 FET-
ST - PR, MRSt MpRRAR, THE)
Cr1~9% 150 | MEET. S5 ST
R [6) : B
KLHRES 20 T R ek 0 AR OUEIR~ Y % ¢ 5
) mg/kg RE DL T
SD 7 vk BREE DIRER, SMTRGH, IHEMEIS T
HEMER 5 ~330 7330 | perpmpre L
(REEHEINANE], TEEMEAS T, SRR
NZW 7% ~1.600 W, BEIKT, BHMTRGH, ki, 7
i HERERT 40 T ’ HIE Y SEHE R
" HERE - 200 mg/kg REELL_ETHELHi
IREHEIH], B, FBRME, 4R
NZW =% B HMTIGH, B O R 7eEh X |
e spe | 2000 | 22000 e e, R R
FETHI7e L
LCs0 (mg/L)
PRER, {REMEIK T, RBOME, 1T
Wistar 5 o I SR, LI, AR, P,
HEKE 5 PG <0.21 <0.21 ﬁﬁ\ﬂﬁ\%%%éﬁﬁ\%é\
LR, #EEMbE, 7 —E
A MERE : 0.21 mg/L LA THELEH)
B EROIGAL, B MR
Wistar 5 & b K, R DD, B‘bzé‘ BRI
P >0.051 | 0.034-0.051 | HDIK T, #fis/afi=Hk

e FETHIZR L
I : 0.051 mg/L THELH

) DB CTIEARRAK XL 0.6%MC KEHE, 2) OMBRCIET~aEiis LTl

(2) SHEHEER (FRILAYF 2 Bla, Blb RUMLHM)
T YL X 7 F 2 Bla, Blb K OREMbl O~ 7 A R ONT » ks &E W= AMER O

BRSNS iz, fRIEER 23 ITREN TN D,

(&1 30~32)

£ 23 AMEOSHHRERBE (FARILAYF 2 Bla, Blb XU EBEY)
W B LDZQE (mg/kg ﬁ? B S TR
o CF-1 = iﬁ%%L%%@%\%%\ﬁ%
POy I 10 JC 22.2 ERUNFEREES
10.0 mg/kg A E/H LA THELEH]
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e S = W == S S G
QU = W N = O

Bla AT, R, IRER, 25
CE;;Z? 938 | IV RROME
5.0 mg/kg RELL LTI
HATR, R, IR, 25
CE;;Z? 136 | 0 RSO
2.5 mg/kg (KELL ECHLH
CF-1 <1 % TR, IR, HRER, TEE)
i 10 P 18.3 MR \
2.5 mglkg (RELL T H]
IOR = % BT, RRVPR, B, 15D
HE 10 17.4 MK \
10 mg/kg RELL_ETHELH
ICR~7 & WATR, R, #RER, TEE)
HE 10 pC 18.7 MR \
10 mg/kg (KHELL B TR
PR, VEEMEAR T, TR, 5
SD 7 v k 10.6 113 R, HfEyt, YHEY RO
IR 4 10 DT ’ ' R, FRIRIER
HERE - 8.0 mg/kg (RELL - CHET (]
SD 7 v k 159 b
FrAENE 10 T : 1.0 mg/kg RELL_ETHELH
> UL ﬂ%ﬁﬁﬁ)ﬁl TR, ARG, REIR
PR CF-1~w7U X 114 19.8 Pyt (RN T
Bib HEREA- 10 T ’ ' I . 5 mgkg RELLE, M : 10
mg/kg RELL_ETHELH
IREMK T, AR, AT IR,
Rt (bl CF-1~vw = >80 >80 MRy T 22
M - 5 mgkg (KELL L, Hf : 10
mg/kg RELL_ETHELH

(3) tmEsEsR (Sy k)

Wistar 7 b (—#ElERER 10 D) 2 W zssdilie o 50k . 0, 0.5, 1.5 &
V6.0 mglkg REE, IREL . I~ ) BEGIC X DAkt 52 S vz,
6.0 mg/kg (KEELGHEOMET, ST R OITUES T3, 1.5 mglkg AT/ H LA
R HREOMERE TR S O T 3588 DTz, AR OB AR
%, RIEE G- ORI Lo Tz,
AR D EEIE R, HEE S 0.5 mgkg KETH D B X LT,

910. R - REIZxT 2HRHMER UK ERIEMEHER

(M 33)

NZW 7 ¢ 2 FI T AR MRk K ONBZ RERIC R 23 FEfE S Tz, & DR
TNA T F AT GRNEME 2 7s K Te o 7o, BRISK LTI L7y SUTRM
IRRENED o % LB 2 DTz, BUFRIEMERERIZ IV T, 1 B2 S 8 HIRICAET

L. M5 (380 mg/kg) MEKEE z Hivl-,
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21
22
23
24
25

Hartley €/LE > b (M) & HW7z R @EEMRE (Maximization 1£) KO}

CBA/Ca/Ola/Hsd ~ 7 A % AU = RSB EMERIR (RFT Y > i) 739l & i,
WFNORBR TS, BRI b -7,

(Bl 34—~3538)

101 1. BRHSHHER
(1) 90 HEESHEMHHR (Tv )

Wistar 7 > b (—H#AMERES 16 PO) 2 W oatidilen (R 0, 04, 1.6 &
UM 4.0 mg/kg RE/H . B T~ ) FEIZ XD 90 H RjH AR i
Sz,

B GHETRD DB AT IR 24 ITRESN TV D,

4.0 mg/kg (KH/ H B G REOMERE X, B 584G 7 HAICEIICEEMET L, —
FREIRRENEYL Liz7=0, 2fl28ha s L=, £7-. 1.6 mg/kg (KH/HE5HED
e 1 FINELE, 0.4 mglkg (RE/ B &G EEOME 1 Fl3—feREDEAL D 7= Yha &
BENTD, ZADITEBEICEI 2D TH-7-, £7-. 1.6 mg/kg (KEH/H &5

FEOME 1 FINESIC L W Uha L& S,
AFRBRIZBW T, 4.0 mg/kg K/ H &SRO MERE CTERBR 7 IREE,  TUCA T2
RO HNT-DT, MRPEEITMRE L H 1.6 mgkg (AE/H THDH EEZ LT,

(ZM 3639)

#&24 90 BEEAMEMEHER (S b)) TROOIWEEERR

7%, =)

- EERRIRER, TUeBT, SLHE

D RO AL, Bl (1
#8) . BEEHE, feds L OA A
oG, TSI, SLE

+ BORIEMEZAL (BT FH HRMRE B

DRIE, L, HEKROUD A
ORI /7 D JE)

FERE i3 i3
4.0 mg/kg {H/H - Uha L EE ORI (BGBEMG | - Uha LRI O (5B

7%, =)

* PREHE I
- BB IRER, TTUEAMT, L HiE

0O, ZEMEDRD
MAsAL, HIE () . $aFR k.
AHRNENG | FEEIEIK T, &
KOO EHOGI, FHEE

RS

- HORIEMEZAL (R HHIRE S

DIIE, IR, LT DA
S ONERERSE T/ 8 D )

1.6 mg/kg A/ H
UF

w7 L

w7 L

(2) 18 ARBESIMFERR (4 X)
E— 7R (RS 3 VS A AW mdRe D (FUK - 0, 0.25, 0.5, 2.0
NN 8.0 mg/kg RHE/H, TAIE . <) 52K 5 18 M (126 HE) #igtk
PR 2N FEhE X 7,
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8.0 MU 2.0 mg/kg REE/ A& GHETIEZ, HE-BLAIE

T, TNEFN 1 KO3 ETEREZF T BY) -7,
BPEERETIRD BT AIEE 25 ITRS TV 5,
BB EGREOFTEHITIL, FIR OS2 b ORED 9 FEIEDSFR D HiLiz,

ARFBRIZIBW T, 0.5 mglkg (RE/ H % 5-HEOMERMEC 428 ) P ik 5

ZRIZTEEHIDTRD BT D

DRSO B

72D T MR EIIMERE L B 0.25 mg/kg (AH/H TH D L HF A BT, (B 3740)

Fx25 18 EMBAMEERER (1X) TEOON-FBUERR

BT 1k i3
8.0 < BT (2 41) * ©oap) *
mg/kg (AKHE/H - IR - R
(F 51 [m])
2.0 < HETS (2 ) * T Qp) *
mg/kg RE/H
(5 3 [a])
0.5 - RE AR, AT, HiE, T Co@ap) *
mg/kg {KE/H HE, BEALOX LR AE, WEt, 58 | - 2 FRIRER, AITATH. BiE, i
[ERERE W, BEFLORESERIE, &, 58
[ERERE
- (REH NN
0.25 mEATRZ2 L AT R L
mg/kg {KE/H

* R BRI R &Rk LT,

(3) 85 HEHEAMEMHR (/1 X) <BEFBET—4>
E— VR (—REMERES 2 D8) A W IRAE (B -

0. 0.25, 0.50, 1.0 X

4.0/2.0¢ mg/kg AHE/H) #5112 X 5 85 HEW AN B, 1 ERMIEMENE
ARER[12. () ] AERRERER & U3 ST, Al ClamBRk A r s

DR LTV RN D

EMB, AFERTEIZET -2 L LTIV o7,

BPEERETIRD LT AIEEE 26 ITRS LTV 5,

4.0/2.0 mg/kg RHE/HEEGRETIL, MK GITERT 5 —iRTE
EEMER T 2580 bicizd, 554G 6 ik aplgha &
[FIREOME 1 F1TIE, 4.0 mg/kg R/ H GBI, IR, =59,

K ORI |
Bz, £72, A

EDESL, AHE

MEENICE, B O RS E D b, &GRS 2.0 mg/kg (KE/H T
ST LNRIE, ERITRRD ShiehoT,
AFRBRIZFBN T, 1.0 mglkg (RF/ H 551 OME-ME T 4 FLDE R A 538

4 I, ARBRBEAAER L 0. 6. 13, 25 & TF 100 ppm DO TIRARE G- S /=738, 100 ppm X 5EET
ﬂE%iﬁﬁéﬁgﬁ@ K ORI ASFRO D= 728, RBRBILE 20 H LSRR 52 Hilr L L CREHEfA
B 5 L, SRBRERE 29 B O IREFRE % 50 ppm & L CTRAEZ L Lz, £72.6.13 XU 25 ppm

BGRETIE, BEREOHD 1R

32 ppm & L7,
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HNTZDOT, HERMEIIMEME L b 0.50 mg/kg (KHEH/H THD EEX B,

(ZH 3841)

F&26 85 HEHEAMEMEHER (1 X) TROLONI=FIERR

bt iz i3
4.0/2.0 mg/kg 1A/ H - Uha &R (4 - gha gk ()
- AREE N UM AT R « IRE KL ORI
1.0 mg/kg RE/ALAE | - BEFLOHERHE R = SIS SREES
0.50 mg/kg RE/HLLT | wEATRZ L AT R L

11 2. EUSHEREURISAMERER
(1) 1 FRBHSEEER (1 X)

B — 7 VR (—REMERER 6 DT) & R\ 2IREE (JFUA : 0, 0.25, 0.5 &2 T8 1.0 mg/kg

(REE/H PRI 27 200) BGICX D 1 EREM R S X

iz,
#21 1 EEEHSERE (/1 X) OFHRKERE
‘ 0.25 0.5 1.0
el me/ke (KE/H | me/ke (KE/H | mefke /A
SRR AT B i3 0.24 0.49 0.94
(mg/kg (AH/H) i3 0.24 0.48 0.95

BPGRECTRRD B m T FUEER 28 IR ST 4,
AR BT, 0.5 me/kg K/ H DL B 5 BE O MERE CREFLGH G 588
FOOLNEOT, WEEMEEIIMEEE & 0.25 mg/kg RE/H (MEHE : 0.24 mg/kg &

H/H) THoLEROLNI,

(M 3942)

& 28 1 FREMSESER (X)) TROLIW-FHERR
BGRE iz i
1.0 mg/kg (AH/H | - FETUIENE LB B H)) * - (REHE I, AR
- (RESE NP, R AR * BUN, Cre, 4
- BUN, Cre. TP/, ALP #if
0.5 mg/kg (R#E/H | - BEFLIDERHEA, BEHk » BEFLAPESOFTHEA, HEHE
D * Alb B * Alb jrb
0.25 mg/kg RE/H | FIEATR L L BT R L

* R BRI BRI &I LT,
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(2) 2 FRASHESE/ENAEHEEER (Sy M)

SD 7 v b (—HEMERES 65 ) & IV 72iRER (440, 0.75, 1.5 X T* 2.0 mg/kg
(RE/H : PIRAEIREITR 29 Z2) BEIZ XD 2 FRIBMEREME/FRE D AMEFE

FRIER 23 FEhtE < A7,
=29 2 FREEMEE/BHLAVEHERER (v ) OFHBRAMERE
X 0.75 15 2.0
el mg/kg {KH/H mg/kg A8/ H mg/kg A H/H
SRR AR I R Vi3 0.7 1.5 2.0
(mg/kg KE/H) i3 0.8 1.5 2.1

P HRHE & B GHE TR RICAH B AT bR o Tz,
7 v FORFHEABRICI T, MEDONRIIRREIC F51) 2 TH IR 2> Rk & 0

k<.

HEOREMBMEMEI DV bEWHmRAALNTZZ &b,

PBPK

(Physiologically-based pharmacokinetic) €7V > 7 FiE% AW CHERET ~ k
ORI PIRED Y R 2 b— 3 &S LTS, MR J5 03
<. BEWHREE T 7 5 i < HERE T DM ST BTz,

B GHETRD DA mMHAT RIEER 30 ITRSN TV D,

TR G-\ 2 B U CHSARAEIE OB U 7= SR 213380 B ivZe o 7z,

AFABRIZIN T, 2.0 mglkg (RS H FGHEOME TR L CEEBA %N, 1.5
mg/kg AREE/ H $GHEOME 1 (5] THHE & 7 O D FE T HEEL TR HALTZ DT,
Mg I EC 1.5 mg/kg (REE/H | MET 0.75 mg/kg (RE/H (0.8 mg/kg {RE/H)

ThDHEEZ DN, EPAMETRD LRI T,

(B 4043)

#&30 2 ERIEEEE/ EAALEHEHER (Sv ) TROONEFERRE

&5 Ji3 il
2.0 - R, RERIC Z AU &% - JREE . IRERAC X ASET T Ea
mg/kg R/ H (2 %) * L (3p) *

- ALP #9501

1.5 1.5 mg/kg (RE/HLLT - RER, (REMEIC K DR (15
mg/kg IRE/H | wIEATRZR L * kR
ULk
0.75 BT R L
mg/kg (KH/H

* BRI BRI WD ERE &I LT,
o G BAGTE 62 IICIRIENERD S, 100 8 B IZFEL L7,

(3) 21 HhAMREMNAHRER (TOX)
ICR ~ 7 A (—FEMERES: 74 D8) Z FHV2IRER (R4 : 0, 2.0, 4.0 XU 8.0 mgrkg
(RHE/ R PEIRAERIRELER 31 ) REIZLD 21 U ARMIZER AMERRBR)S 5
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it S A7

F&31 21 hARMENAMSER (XOR) OFRKERE

\ 2.0 4.0 8.0

B mg/kg RH/H | mg/kg (AH/H | mg/kg AH/H
SRR R FE B R e 2.0 4.1 8.1
(mg/kg AHE/H) ki3 2.1 4.2 8.3

8.0 mg/kg ARE/ H & GREDOIETIEL ROMA TR Hiiz, L XThadEh
TIXY VAR ONT 2 v A RIEEDGRD BTN, iR RN L 72 o 7
ZEND, RERGICEAEETITRVWEE LN,

BARERE TR b= BT AT 32 RSN TV 5, MiREREIZESE L C

FEAMAE OWENN LTSRN 1358 B v/~ 72,

AFRERIZIBN T, 8.0 mgrkg (RHE/ H & 5-EEOMERE TIPTS50 Hiv
7eDTC, MEMERIIMEE LS b 4.0 mg/kg (KE/H (7 : 4.1 mg/kg (KF/H ., M : 4.2
mgkg (KE/H) THD EEZ LIz, BNAMETERD Lo Tz, (B 4144)

F&32 21 hAMENAMRER (Y OR) TREOON-FMEMR

57 1t il
8.0 mg/kg A/ H « FETCEHREEN - RER
- S, MEESME., EREEAE | - REEIENS]
- PREEIE NN
4.0 mg/kg REH/HLLT | mMAT R e L TR L

[(FFEE & Y] 7304 RikE LI=MERRE RN,

121 3. SERESHHER
(1) 2 HEMBHAER (v ~)

SD 7 v b (—REMERES 30 PT) & W= s@dlee o (JFIK 0 0, 0.05, 0.12 KN
0.40 mg/kg KT/ H ., &M I~il) 52X D 2 HVBGHRER A FhE S iz, P
MBI 2 B, HESE (L8 : Fia. Fu) . Fun %2 FriERoEEW
L. 2[FIachE., HESYET- (BE) : Fea. Fab) o

KGR TRRO DI m AT RIEER 33 IR STV A4,

BEW ClE, IR G ORI b o7, HETIL, 0.40 mg/kg &
H/HEGEECHA R O T IREIEMENE D SivTz, T IR B R E R R
[15. N 1ITBNWT, TARA T FUBRHICERE TRO LN b, HER
AT ZIN U CTEREDT NA T F AIERBINTZEEZ BN, £z, T34
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1 7 F L DOFMFBIL P-FEZ X7 (ABCB1) L OBBENRH Y, HAEERD P-Ff
2 437 (ABCB1) EDEWNZ L > T, BlEMW L0 HEW) TT N2 7 F Tk
3 LN E L o TWD EEZ BT,
4 ARRIZIT DRI, BB CHEE & b AR O &R FHE 0.40 mg/kg
5 {RE/H Jﬁb%fﬂﬁ#&k t, 0.12 mg/kg (KHE/H CTH D L Ez LT, BHHAEICX
6 TOHORBIRDON -T2, (TARAATFUOFMERIAL P-HEx R
7 | (ABCB1) & oB#iz >\ TiE, [15.12) (B 4245)
8
9 #33 2HHEBERER (Tv ) TROHON-FMUHFMR
\ P, 2 : Fia. Fn #H o Fin. 2 : Foa. Fa
B B i G i
#l10.40 mg/kg |EMEATRZRL =R R L =T A L =R L
) |[KE/HLLF
Y
0.40 mgrkg | - HAH OB EHIEM - AR B o5 R AN
{REE/H < AT, 14 B LN 21 BHAEFRRED < AT, 14 B LN 21 HAEFRED
U - [FIRE A /RGBT SN - [FIfE A ER e
&) - [FINE AR ER R < HIE, L LW IREMEE N, 358
37| - HIEE, WeFL LW s - MAIEBERE DAL (M)
0.12 mg/kg |mMEATH R L wBIET R L
{KE/HLLT
10
11 (2) RESHSEER (Sy b))
12 SD T v b (—RME 25 PT) OUFE 6~19 HIZHHRc D (J5& : 0. 0.4, 0.8 &
13 1.6 mg/kg R/ H ., B 2~ 7H) &5 LC, BRI S,
14 %b%&oﬂﬁﬁﬁﬁm&ﬁ@%ﬁiﬂ R BRI T,
15 B, HEFRERBRCIL. &EAED 2.0 mgke (A5 B IZBWCTEAERD ., iE
16 H7p L %Ebfﬁﬁtﬁémz’» B BTz,
17 AR T DRI, BEW K ONR R TARRBR O = & 1.6 mglkg IR
18 | WRATHLLELLNE, BHREERD RN T, (B 4346)
19
20 (3) RESHRR (VUF)
21 NZW 74 (—RElE 18 PT) DiEHR 6~27 BIZHEHFR D (FfA : 0, 0.5, 1.0
22 F 2.0 mg/kg (RE/H, W Tl 5 LT, BAeEBFERBRN I I,
23 @J%T“ 3. 2.0 mgkg RE/ A G CERERIMNGE, BTN OROKEORD
24 ST BT,
25 BéLE'“C i 2.0 mg/kg K/ HEGRECOER, P~ =7, BilENKE, W
26 il EHED Bt R OVEALIBEA RO bz, Zn b2 kL, HEOE
27 il %@ﬂ/}&oﬁﬁ%&f;%@mbnﬂn?ﬁu XD TRNIEETH Y | BRI DA
28 DEFEAICE D HOTIH RN EEZ BT,
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W W W W W W W W DN DNDNDDDIDDDIDDIDNDDNDDNDHE =B 2 = = =2 H = =
< OOt A~ WNKHH O O 000 0 Ut W H O OWOWSNO Ut &~ Wwh = O

ARRBR 1T D ML, NEW A ORI T 1.0 mgkg (AEH/H THLH LB X
bilc, (ZM4447)

(4) EMESEIER Sy b @

Wistar 7 v & (—#filE 30 JT) OEEYE 7 H~WHE (Oihtd) 22 HIZEHRRD (5
0, 0.12, 0.2 %TN0.4 mglkg RE/H, 4L T~i) B5 LT, ks
PEERER N it STz,

BEMW)CTIE, 0.2 mg/kg (RE/H DL EREGHET, ARARIIE RIS R E K OB EH &by
INRERH BT, BHEFTR L ITB X Dotz

BB TIE, SR GREOREIFONT 0.12 XY 0.2 mg/kg KRE/H B GREOMECTAE
% 5~22 HIZIKEHNAS, 0.4 mg/kg KREE/ H # 5 HEOMEK O 0.2 mg/kg K5/ H LA
R HREOMETAER 29~63 BIIMKRENTED bz, £72. 0.2 mgkg (KH/H
PL B REOMECRER] MBI FRD BV, IRREIZHE 72 IR (L TH 5
LEZ BN,

AR T, BEM CRIAB GBI U7z 2 AT A8 53, 0.2
mg/kg RE/ H UL EEGREO B CIRARESE D F8D b0 T, Mg &I I RE)
W AR O R E & 0.4 mg/kg RE/H ., BT 0.12 mg/kg (AH/H TH H &
EZ b, MREEEITRD bR T, (B 5962)

(5) REMESESER (Svyh) Q@

Wistar 7 ~ (—##f 30 VT) OaLiE 7 A ~WE (Griffz) 22 BIZHERE D (&R
& :0, 0.12, 0.2 X1 0.4 mg/kg AEH/H, L <) &5 LT, RBEmRE
PERRBR N FEE STz,

BEMW)CIX, SR GHET, IR PICRE &K OEEE S INDSG80 BT 25,
AT R 1 IE 2 b o7z, 0.4 mglkg RE/ B &% 57 CREETERVD M OMED
[FIE R EEORED DD b7,

IREMW) CIE. 0.4 mg/kg A/ H B 5 REOMERECTH/NE, KK ORI 35860
DAL, THOOERITEERLATIChE L Sz, EORER. 0.4 mg/kg (KH/H #
HHECIIEBREmED R L, A% 38 H TR AT HU o772, 0.2 mg/kg K/
A GHEOMERETA 5 HITREIGNDS, 2 GHEOMERE TA% 8~63 HIZIKIK
HNFRO BT, £72. 0.12 0.2 mg/kg RE/ H £ 5-HEOMECIEER 1 B AE R
D BTN, RIEEICHE -T2 R L TH D EEZ BT,

ARFERIZFN T, 0.4 mglkg (RH/ H % G- £ REY) CHED [FRING VL S&Rr %03
0.12 mg/kg AH/H LA B GHEO REW) CIRARESENFEO b0 T, e
ISREEM T 0.2 mg/kg (KE/H . 'REM T 0.12 mglkg RE/H AW THLH EE XD
iz, MREEMEITERD Do T-, (SR 6063)
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10
11
12
13
14
15
16

17
18

19
20

131 4. Bi=HEHER
T SA 7 F o Dl & TR SR SGER, Ty A = — AN LA 2 —VT9

faz Wiz 8is FRRERRE, ¥ A4 =— XA XX — I H ki
(CHO-WBL) #ZH\\z in vitro YeEfREFEER, ~ U 2% AW To/IMZaRER kY

in vivo Yt (KRB E RN S S T,
PEERIIER 34 ITRESN TR, X TRETHH-T2, LI~ T, T/AY

FANEBEFIEI VLD EEZ BT,

(B 4548~4952)

& 34 EinEtHBRERME (RIK)

iR POES PP - e hg (EES
in vitro | {8IR5HRAE R Salmonella typhimurium | 313~5,000 ug/7" V—}

iR (TA98. TA100., TA102, (+/-S9)

TA1535, TA1537 ) 2
FEscherichia coli
(WP2 uvrAFk)

IR TIRER | T A =—ANLAH— 25.4~42.3 pg/mL (+S9)

EV V79 #ifd (HGPRT {5 1) | 2.564~5.1 ug/mL (-S9) oo
©25.4~42.3 ug/mL (+S9) | &
0.254~5.1 pg/mL (-S9)

Yo (A L Fx A =—ANLALZ P | 4.23~21.2 pg/mL (+S9) i

ABR Bk (CHO-WBL) | 8.45~30 pg/mL (-S9) -

invivo | /IMERER ICR ~ 7 A (BEH#tHim) 4, 8, 16 mg/kg A= o
(— R 5 0) (H[ElRE e 5) -

Deta R ICR ~©7 A (At 1.2, 4.0, 12.0 mglkg 638 |\,
AR (— B 8~12 L) CIREEIaER D) -

1E) +-S9 : ARENEMEARFE TR UL T

PRIl ORI 2 I\ RIS AR KA S

Ty, BHETH70 T, REbIITEEHERTI RN D LB X b,
(M 5053)

#&3 EREALEARGROE (KHMb])

BRI SRITFR 35 IR S

PERE

P

SLPRR S (GES

&bl

E coli

S. typhimurium
(TA97a, TA9S,
TA100,TA1535 £)

(WP2. WP2 uvrA,
WP2 uvrAHKM101 #£)

10~3,000 pg/7" v—h
(+/-S9)

N

1) +-S9 : AAHHEIELRFE T R UOIEFAE T
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1415. TOMDOHER
(1) EHRBRICAHT A DX LHR
1970 RIS HE N L7= CF-1 ~ 7 A& W=7 "X 7 F o oAt EaER[9. (1)
BU@)] EOsAFEMERR [15. Q ORUQ] 2B\ T
@® %t%éb\éiﬁﬁfﬁﬁ@%ﬁfﬁciob\f\ FHEARBIMEASBAfE T2\,
@ MRICABRDPFEHEIND,
Lo t#ﬂ“ﬁ(?ﬁ WD AL,
1980 PR FE TIZ, EMEBRDER D IS, T3A 7 F U XUE 8, 97 BPER (R
#b]) O CF-1 -~ Rk @R EIIRI Sz,
F D, 1990 £X1Z, SchinkelPHIZ k> T, TARAXA T F o OEEFILEY TH
HA YL A 7 F o O EFRS M (MDR) ([CB5-4 % P-BE# 2327 (ABCB1)
DIEITI DL, QBT PHEZ /37 (ABCB1) KH4E L7Z@KIL, A
UL RA T FATEREME R R T Z E BN SN, 26D Ehn, CF-1 <
0 AR ONFOMOAEMTEE VT, P 2327 (ABCB1) &7 13X 7 F D
PEFELO BALR & fei 3~ 2 s Jeh < 417,
[FEMZEE &L YIAMHSEMESER 0.ORVOQ)] ZIED. QDOBEIXEH SN TLVELDTIEELA,

@ FNRAOVFUOOEHOLE CF-1 ROXRUIRTVR)
CF-1 ~UAKWICR ¥~V ARIZT A7 F % 5 HiEERAHERED JRIK:0
J 0.8 mglkg IRHE/H, AL . 2~ii) #&5 L, MREEEEROBBLBIET 5
ABRDNFENE ST,
REREHTIE 36 IREN TV D,

& 36 EABREFERK

v i @ @ ©) @
~ 7 AR CF-1 ICR
TINA Y F oG55
(mg/kg KE/H) 0 0.8 0 0.8
. 4t - 49 T
VC/#E HERESS 5 DT it - 50 JC HERESS 5 DT WERESS 5 DT

PG R BSEIREDOMRIRIIOE & & U, AR E& G 4 BRI 5% & 7%
L7z, WINOEERS KIME, LR OZERGZ R U, Stk bt )
WA T ay METPHEZ %7 (ABCB1) ZHHi L7,

BRAEMEAR L, BUBREEQ DI 12 B} O 5 B TFRO B v/, WSEMEARIX, #E 1
lakrE P-HES 2237 (ABCB1) OFEENPNTILOMAR T HERD H Lo Tz,

5 Schinkel et. al., Disruption of the mouse mdrla P-glycoprotein gene leads to a deficiency in the
blood-braion barrier and to increased sensitivity to drugs, Cell Vol.77, 491-502, May 20. 1994
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HE1FITIEP-HEZ 37 (ABCB1) 13 S AU 3 BRI HK D > 72,

Z DM OFREREE T, PEERITED ST, BRRBINTWTHOEERTE P-
Wg& 27 (ABCB1) &S iiz, iz P-pEx 2327 (ABCB1) %
CF-1 v 2D ICR v 7 A THILDOIRE D mVMEM A F8 0 T,

Tz, WBREEQOAETHEAERD 5 b LRS- T EiR (—REERES 5 /7
ISR F ARESEEA) o ORRBREEFQ@ N V@D & 1350 ICR ~ 7 A (—REMERESS
5 VEX I 10 PT) Z vy, 7TAX 7 F o 2EERE O (5K : 1.0, 2.5, 5.0 KO
10.0 mg/kg (RE, WL T~il) &5 5RO EE S 7,

T RA T T ARREMEEIR D CF-1 ~ 7 AT, 5.0 mgkg (RELL EREGRET
=S $Xf“@?)§%ﬂic/§209inﬂ i*ﬁi)) WD HALTZ N, SR ROPRSEIRTE TR D Hitd—
i i K HRFEL BRI o T2, ICR ~ U A TR 5 02

EEHYS) %a%fmo 710
CF-1~v7 AL ICR ¥~ U ZAD@MFRIDAEIL, P-Hi% 7327 (ABCB1) OFH

DELE—-FTHLEZLNT, (B 5457)

[EMEEL Y] BELRBRUEAESTNED S BN, EEOHEEREIERD SN T, |

ETBIEFEDIESNIEL EEZET,

@ HRASHRRBR(T/N\AHVFUBRSHEIIIERZHED CF-1 v 9 X8, 9-7 RiF)

CF-1 ~ UV ADEKZ E DT NA Y F U RHITRT DRESEEOE N & RIRIC

BT D OFZOEEDORRERETT 5729012, CF-1 w7 A% HW T3 EEMERR
DIFEHE <7,

D CF-1 ~ 7 AT T7 3 A 7 F 2 0.4 mglkg (REZ HAIRR O 544, &g L
DORFFER 2 7R LT BRI RS TRE, 7R S 72200 T BRI X IR R & 5058
S,

R MEHRE D CF-1 ~ 7 A (—#EME 25 JT) DR 6~15 HIZ, 7YV A7
F> Bla ® 8, 9-Z B (Rlb]l : 7 X 7 F o LRIEDFEEEAET D) &
%ﬂ%m«)0510&w15mwgmim WP A=) BB SRR
It iz, Fo, BEVEHRED CF-1~7 A (18 L, xIR#E4P0) 2, 4R
6~15 HIZHHIb] Z58H#¢ 0 (0.2~1.0 mgkg KE/H, W I<ih) &5
T HRAEFERBNEM SN2, WThORGEES, EFEERITTE 18 Alck
FENn-,

R M REO RGBT, 5B 0.2 mg/kg KE/H TH - 7223, RERBAAE
4 HH XY 0.3, 0.5, 1.0 mg/kg KE/H & R4 2N E 72, 1.0 mg/kg (KE/H
B G5 TR, IEEVME PS030 b2, 2 ARG 2HIE Lz, EROHE
fEiz L v, 18 Vi 12 BIATE & & S =iy, ATFERITE D% THRFE T
0.75 mg/kg AH/H TR H- X 7=,

RS AR ORI Tl MK G- ORBITRD b o7z,

MR O RE) Tl FEHE TR (WFIR 15 H) F THALFE L7ERDY 6 1

44



© 0 3 O Ot b W DN

DO D DO DD = o e e e e e
W N = O © 00 3 O Ot W N+~ O

24
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TH o273,

2B 2 BNTIENR 17 HIZFET XU

JRAZ M IR EE IS K QMR ERD 2358 BTz,
REBNA) DRI Ko O MM O S AR RR A G L DRE R B | SRS PRI TIIRN M

OVIMIKLZ

P IVDER & K M OV INIdZ P-JE %2 o737 (ABCB1) OFEELINFE

IREW T, BEMERRRE CRRIRAECTHIINASGRD L, fHR 18 AIZAEF DI

I
=

W) 4 pirh, EFREABIE SO

noTz,

Bz P~ %27 (ABCB1) 233EH L7 CF-1 ~ 7 A TlX

TSRk AE T AR ST, £

P-kgs 237 (ABCB1) OFREHLUIFED Sphhodz, FRRSAEIRET

B BT,

T 1B ThH Tz, FERGES ML O T
NOMWRETYH, ABROBENEIMN LT, OBFZORAMEEILE 37 | Lréhf
W5, FOfh, WAL L7240, Pl OVE R O 28 BN X

D HAVZR

TR

7 F v RO b O R LD Z E R ENT-, £, IMT PHEZ X
BE IR 1 #=Z3H [b] D%

7 (ABCB1) »HHLL TWOREMW TH-ThH,
GREIEAF LTI 2 2 LavRa iz,

[EFRE & Y]

(M 5658)

TN AOFOLRIZEDEN.EET S IZDO0T : IQAMEETRZELVWZDZDTLEI N ?HD

WWIRAERREEICEVWTRFZEKRLTLADTLLIN?E

EEZFET,
- TERZMRURER

REBL<) DOTIEHBEWTLESIMN?

HNE

HOTHOERTH, OBEROFEMEML =, 1 12DVT:
LIZAZEHRDEMERZ ABCB1 OREEMICERY 5 & T HRIBDHEREE

F31 OFRELHE

R D EEBAEICTARETI

CORBETIH, D
aENEYIZLY (R

kfPREE B GRE

Rk JER M | R FERGZ M Bz e
5 & 0 0 0.5 1.0 1.5 0.2~1.0*
e 5-BRAERE D

. 25 4 25 25 25 18
ISTULYER
R 18 HATE

. 22 4 24 23 25 4
(ST ALY
oY e 273 43 295 294 307 11
OFER AR 7 0 13 21 61 5
TR (%) 2.4 0 4.4 6.9 20 45

*: PEHBRAAINE, 0.2 melkg (RE/H T 7278,
LiReITHIMSHTe,

@ P-#54 /%5 (ABCB1) &izFE & OENKEDBEEDHET
(CF-1 <™ R : 8, 9-7 E144E)
CF-1 ~ 7 A%, mdrla OFBNYE)—T < P-HEZ 37 (ABCB1) K48 (&

fa A

) Ok s TR LS OFER (&

45
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12
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14

15
16
17
18
19
20
21
22

ﬁéo

R OBE A E 8, 9-Z HMER (REHWIb]) DOFEEMFEBLOREE O B 2 fRt
T 57D, P-HEZ X7 (ABCB1) &fn OB R L7 CF-1 v A
ZAEL L, AR Lot~ A (—BE 12 08) O 6~15 HIZE#[b] Z sl
0 (0 %O 1.5 mg/kg IREE/H, ¥REE : 2~<il) Be53 23 EmMRBR 5t S
77

FEW i, Tl <, BiEEGOZEITRD biviehoTz,

RRIRIZRT T DA G- O BIL, AZFEZDOLNED b=, KO OEFEZR3A
BREEITER 38 IS LTV D

38 REICAWV=IYVADEEGEFEERVHFINIREDEEFEDEE

595

el

Difr7H

XHRREGHS) | MIREECH) | BEREGHH) | B | RERECH)

ARRALT DB T

+d

++

Q| S| R | | R Q- | S+ | RH |

fia e

PG

DBl THD

B vl S o o L o o o CI ) S o S CIE L I VA S AR

DEE 25:50:25 | 0:0:100 100:0:0 50:50:0 0:50: 50

R bl D% 5
(mg/kg IKE/H)

0 1.5

WA AR 2

108 105 125 127

(%ﬁﬁ(%)

TRFEAL

(0.83)

1 0
(0)

18
(12)

80
(58)

%)

ﬁﬁ%uimﬁmmg%&q5a_&ﬁ

B8 - OffR
HID Frm Tz,

FTo. HHE 4~6 BIZOWTH

(2R 2 bl D

I
n i

3RO THRUN Z

720 R IR OBARTFHLOMRYTHE R M OB IR

IRENTWD,

LD, BEREOMEIHARI I

DB TR L, DBEROA LR L

B T L O A EZEAFRITER 39

BB TR+ TIZA B RO TR b B THDB-1-DO%E

FRDIEAZRIT 100%T

& 39 BRY

o7,

REEFREOBTIER R U

H

BEEGFRSLOOERRLERE (%)

s

KEFRRE(H)

KRR/

B 5REGH)

Be5REH+)

B GHECT)

RREAT DB

%

Q+/-

IH-| R |

Q++

+J

++

R +/-

A+

Q+/-

-

fa
DO EOFIE

Digfs 14

4

| AT

A+

-/-

o

-/-

o+

25:50:

25| 0:0:100

100:0:0

50 : 50 :

0

0:50:50

BrormRELRE

66 (5)

50 (4)

39 (4)

72 (6)

0 (5)
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W W W W W N DN DNDDDDDDDIDNDDNDDN = = H =2 = = = ==
W N H O © 00 00 Ot W N = O ©W 0 306 U k= wihh = O

fia Ve (%0
BRIROBAE TR | i+ | 4 | - | 4 |+ | - || | | | - | | -
T Lotk 1513219 0| 0 [50(39| 0| 0 |31| 41 | 0| 0| 29 | 31
BE 2ol Oo|0|O0]|-|-]0]J0O0]|-]-101]16| - - 13 30
AL % )| 0|00 -|-]1]0]0]-|-1]01]390] - - 1448 | 96.8
1]

Bl

* o ggERs (MEEDRO DN [ (REOBEFRTEOIEE) X100 (%) TRLT,

E 51T, AR R OBEREC) D 4 REWI OBV 10 PT (FHER L 10 PE)
(O THRES K OV AR O SRR L AR A AN FEE S AL, AR TR+ R UMD
TR DIF L A & OB ONBARL T P-BE%# > %2 (ABCB1) OFEELAED 5
Nz, —% . BETHRORBE T, PREY /37 (ABCBD) 78S Gk
Y TR B SN R LR bR, NI RD Tz, WO
b, ASEMHERRICBIT 2 P-FEZ %7 (ABCB1) ORBUIZEO bR -7,

AFBROFER, AR+ UTH- ORI A 235 L2 56 BB
WG ORBITRO bNRInoTe, MBR~DOHERZRLNT-DIX, AKHDHE
MO AR TH ST, ZOZEMnD, NHEROFAERLIILO mdrla OBET
TNIIBEE 8 5 2 L AVR ST PFES /37 (ABCBD) 131 2% TIIFEBLE T,
AR CORENTRD DT80, IARICRBLL 72 PoEZ > 3”7 (ABCBD) 2k
0. Rl OIEA~ORFERTES N, OEROR/E L Bl LT 5 ATk
PRSIz, (B 5659)

@ P-#E4 >/, (ABCB1) BIxFE! & QEHKADREM DB

(ICR<TR : 8,9-7 Bi&%F)

mdrla DKERRNZ ERHBNTHWDICR~ T AZEIT 5 8, 97 B (£t

#lo]) OEEL T S22, ICR ~ 7 % (—EEME 22 JT) DIFIE 6~15 H

(A bl 2 sl 0 (0. 0.75, 1.5 X1 3.0 mg/kg IRE/H, &L . <)
e 59 5 38 AE BB 23 SEHE X T,

R IR AL 72 < . OO G DORE LR bR oT,

JR IR IR G- D BB 580 B e o 72, MEZNE,0.75, 1.5 KT 3.0 mg/kg
RE/HEGRECENTI 2, 1 KOV4 BERD B CREFRITZNZEN 0.73,
0.31 KO 1.4%) . Afe/ 2 eI T, £/, WihbaT —#
OFPAN (0~3.7%) ThH-ol=Z &b, FBAMEITRER G OFEBII L5
Z b,

RN Mo OVAZ B U T EEN ) D IBART-FRNT DFE R, B TOMEIKT P-HEZ 17
(ABCB1) &fxHiI++ThH-o7,

UEED, CF-1~7ATRD LRl 512 L5 NHZNLICR v U A
TIEEBESNT, PHEY 227 (ABCB1) OE{al72 38 BloA MR AT IED S
BUCHES L Z LoRENTz, (B 5760)
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20
21
22
23
24

® HYERERHER (CF-1 IR : FIAAYFURUVEELLAY)

CF-1 v R ZBITF DT NA 7 F o ROEEL A8z OV T, CF-1 ¥ 7 ADi&E
(RPN X D RNER OFEW AR 5 7o O ORI S 7z,

TV AT F U FERED 5 ALDKFE % SH Thgatk L7277 /3 A 7 F 2 Bla (R~
AT F 2 BlaliNT T~V A 7 F gD 22 KON 23 (LD RS % 3H Thgak L7
AV RA 7 F 2 Bla %, TNENTERDIFERILEY (T AA T F v =v R
O FURBEBE, ANV ATF) THRLTCF-1~U A (—#f 40 (2
BRSO 5 59 DARPNE AR 2N SEHE S 7o, B8, T2 7 F030.1
KON 0.2 mg/kg KE, =~ A7 F 0% 0.1 mgkg (KE, A~V A7 F 0% 02
mgkg RE & ST, REL : Z~=3h)

CF-1~v A%, PHEZ /7 (ABCB1) #EaAUZRE L CHA+ TR oA
Z W,

ZNENOEGECIT D i H L MR IREHER 13K 40 LR 41 1S
TW5, NZEITF A Chax (£, LD 1.4~2.3 5 TH -T2,

F72. REOEFHPERICONTE 42 [TREN TV D, EEHRIER T
NHEFTHY  RTIFHHE LY ERPSREIMET L, WTolkam s,
IFIFFREOIENENEA R EE 2 b, (SR 5861)

&40 IMAPRSTREREHERS

wE5LEY TIRATF o T RATF | AR T F
P58 (mg/kg AH) 0.1 0.2 0.1 0.2
B (A AL ++ -/- ++ --* ++ /- ++ /-
Tomax(FFH]) 4 12 4 — 8 12 8 8
Crmax(ug/g) 0.010 | 0.023 | 0.28 — 0.013 | 0.019 | 0.015 | 0.030
T2(R(H) — - — — 186 | 37.6 — —

W) EAREREL. TN ENBUEE YR (B X OISR L= & Tr)
— =X, XIHEIAT
* o EEO OB CRERZ IR LT,

& 4 MIEPRETREREHRS

wH5LEY TIRAG F o TRATTFU | AR T T
Feh& (mg/kg RHE) 0.1% 0.2 0.1 0.2
B (A AL ++ -/- ++ -[-*% ++ -/- ++ -/
Tmax(FEH) — — 4 — 8 12 8 8
Crmax(ug/g) — - 0050 | — | 0.026 | 0.034 | 0.032 | 0.056
T (7)) — — — — 19.5 — — —

6 T RATF L -FTAXL4- (ZERAFALT ) TYLRA T F L Bla ZEEEEE) 1TEHK, (X
VAT T (22,23-U 8 Ru7~L A7 F 2 Bla) 3., BB EL (F4 RERERAIEE) SUTEESES (BR
HAD L LTHWLILS,
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1
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32
33

@}

) BRI, TS IREIRE (s K OISR L e aT)

— =X L, X

TEREIShT

* o SRR I 20T — 2B LT,
w o B T ORI TR A PR L7z,

F42 5% 96 FEDRRUVEDH#HE (%TAR : RILESYIREE)

BHLEW

TINA T F

ITRATF

ARGV RA T F

B H-E (mglkg IAH)

0.2

0.1

0.2

gt ++ ¥ ++ /- ++ /-

Iz 0.57 - 0.56 2.06 0.17 1.16

3% 95.0 - 89.5 62.6 95.0 69.3

o — VYRR 0.14 - 0.18 1.38 0.23 0.61

Al 95.7 - 90.3 66.0 95.4 71.0

W 7 b L OBl A E A
— T4
* O OB CRER A IR LT,

® MRRUIHERICETSP-$4>/%%- (ABCBI) OH| (Sv k)

7w MWz 2 HAREREGEER[12. (1) 112\ T, BraE RO TROBEINNEE
HHNT, T %%ﬁ@%«@?zv 7 F o DFMERE L P %7 (ABCB1)
DOFRBLE OERERGTT 572012, SD 7 v b (WE4EME 36 U, FELTURINE 4 JT) %
mbﬁtPﬁ?7>7%7(ABCBD?%ﬁﬁ%wi%ﬁﬁﬁméﬂiw

IR 20 H OUEIRME 4 B2 &3 L, SR OFRE ORG RHERES 1 Bl f6 & 22
AENEENE LU CEREL S -, RHEMIC OV T, B B IR ST, FELIRIE 2
B SRR S Lz,

PO OIFYRMEE B AR S, A2t 2~20 H O AR OB E O 3588 & L
TEIR ST,

IR 20 H OREM) CIE. 5. ML OVZERT P-hE Y X7 (ABCBl) DFEH
DFER SN, FEEIRMETIE P-BEZ > %27 (ABCB1) OFREILUIZED Hi/eihs
277,

FEIR « #r/ER T, 22l To P v 37 (ABCB1) O%3BLTA#K 8 HELV
AT CIERRO IV o T, A% 8 H THRIL MRS 4. UUE Bl BV IEBLED
L7223, A% 20 HIZBW T, EREMCEEA_ZEIGIZ BT A3 BLEIT D 70
EEZ LN, TR, BBRHI~E% 20 HE TOT ORI TY Py o3

(ABCB1) OFENFED LN, BRI TORBEL 100% LT 5 &, ik
11 HEARTTIZ 10%LL FTH Y 2E1% 14 H T19.1%. B3 544 20 H TIiX 89.0%
L HERZHE- T PHEX N7 (ABCB1) OEEINNGEERD Bz,

REMWNCT NS AT F Uit h Licpa, FrAaERITAHZ N L TT A7 F T
BBIND, ARBOEREIY . 7 v MRELOHERIZBNT P 37

(ABCB1) FBLEDV D2 T L33, BrERA~OEEREME B D7 > 12 FHE
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26
27

PEDVRIER S 372, BRI, FTAERTIRZeiG0 P-HE2 o7 (ABCB1) OFBLNR
SERTHDLZEMNE, TRA T F U ORINIMEE S, MERFICEZEDOT NA Y
FUNFET HZ IR D EEZ BN, (B 6164)

@ HABRDTRILAYFBla REAEHER (v )

REMWICT LV A7 F 2 Bla R 0#5 LEEBEOIHFOT v 2 7 F v
Bla REZMET 572012, Ty b GREEA, —HElE 3 UC) OIR 7 H~fFE
(53Mt%) 18 AT 14C THERE L7= 7 ~UL X 7 F o Bla (RE#N7E ARBH) 2784 (2.
5 KON 10 ppm, FAERCE : 0.19, 0.45 %1 0.79 mg/kg IRE/H) #5135
0 (0.16, 0.4 XTN0.8 mg/kg (RE/H, B . F<il) &59 53R i S
i, 728, 10 ppm EEFFGHE K 0.8 mglkg A/ H i@HIFE D GREO I, TH

B (i) 11 B CREKT L Shi,

10 ppm AR 5RED REMW) CREECEMEIN L, FETH D% < 134#% 6~11 H
(ZFBD B ATz, TREHE G K OSSR 1P SR T4 S VB COREEREImSI 235
DO, BHEENZWVNIEEETH T,

KB REOREM) K ONVE B RN R L1 TZR 43 (RS Cnb, RE
IS RER T X 0 S CEd o 72, MR O B RERR L1 i 1 0
K<, M~OBATIZ e 2 b, RE o i BERBRRE I 3o
RS REEMW O MR X 0 &< BEHBRRE O S WA RE INZ2D &
EZ BT, REMW ORI U REE B I TR EM OIS T BIRE DK 5~T 5T
bole, THUL, WEMID EIRE OFITICERR SN TR BRNICBIT 5
P45 X7 (ABCB1) OFEBINKRBIRT=D, BIKPIHFIZESE LT &
EZzx b, (= 6265)

i

® 43 BEYERUVRBYAERNBIEER

&5 VB etk B (ugl/g) HEY (ugl/g)

R H %k 1 4% it Jil& 1 4% Jil&
Sopm 4 0.025 0.085 — — 0.018
18 0.033 0.183 0.006 0.067 0.033
\ 4 0.079 0.303 — — 0.055
L oppm 18 0.085 0.348 0.013 0.204 0.093
10ppm 4 0.109 0.525 — — 0.104

11 0.067 — — — —
0.16 4 0.033 0.083 — 0.050 0.022
mg/kg KE/A [ 18 0.028 0.097 0.005 0.050 0.023
Gl 0.4 4 0.088 0.556 — 0.126 0.080
@ |mg/ke KE/H | 18 0.087 0.512 0.015 0.193 0.085
0.8 4 0.177 0.683 — 0.228 0.110
mg/kg KE/AH| 11 0.155 0.709 0.023 0.274 0.135

H) — o RCEHREET
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HWERICSITHIMBRREINE (Tv k)

T v MEEIRIZT AR 7 F o 85 LB o M h iR EHR 2 et 5720,
8~42 Hiin®d Wistar 7 > ~ (Hf, ICHCARE) (27 X 7 F o Z5@ifilfe 0 b (|
K :0.16 210 0.4 mg/kg RHE, FREL . F~il) 3 28R I S 7,

MAEPIREHERS IR 44 (TR STV D,

8 AiD T v MG L7cBRomAE TR, BEFL#% (22 KON 42 Aifp) O 2
EREm L RoTe, 22 Hilnd 42 HEOIMAEEEHERIITZITRD S o
7. (&M 6366)

&4 MIBHREHER

o A (H) 8 22 42

5% (mgkg (K8E) | 0.16 0.4 0.16 0.4 0.16 0.4
Tmax(FF) 12 12 6 6 6 8
Cmax(ng/g) 39.1 78.6 17.4 37.5 16.6 34.6
AUC(ng/mL) 1,160 | 2,380 103 852 218 690

@ P-#% /37 (ABCB1) mREiigiibFmzge (Y) O

EREMEICB TS P-hix X7 (ABCBl) ORBERGIT D012, ST
TP (1~2 ik, HERER 4 D) O, ATl 02285 2 -V Tkt s
MGt 3l <A, P-FEX o7 (ABCB1) OFEBUZHOWTHRE S v,

MERE S B WT OB TE P-#EZ %7 (ABCB1) 23 &=, Yutao
MRS, s EBALE 235 IR < o RO TRIN I OV MMM & o N EHERS
AN ZE G- DA T & - 7,

AT 7 ALT L A 7 F RIS DI ME DS RO 2 & A3
BNTWDR, TOHEHHBELTPHZ /7 (ABCB1) 25 LTWbHZ &
MR Iz, (B 6467)

@ P-%%>/%- (ABCB1) MRElb e (YL) @[1995 &£, JEGLP]

EEMEICBIT S PRiZ 7 (ABCBl) ORBAMBT L7012, HIRET
AT (ML) DOiaik, FENEE, MBIROME OVINGE F TRtk
TGN FE S L, P-HEY N7 (ABCB1) OFRBLUI DWW THRE ST,

FEENV O JRE L OV B N Tl P-FE % v 237 (ABCB1) OFELFED S,
JRR T H/NBICIIFRBUIR D DR > T2 b DD K. 7N OFE /NI
TP-HEHZ %7 (ABCB1) ORENRD HNT-,

AT T IALT -V A 7 F UFEITH T D RSN N & & 3
HILTWBN, ZOE & LTRIEE» SN PS> 327 (ABCB1) 2+
DRBELTNDZEREELTWD ZENRBRINT-, (BE 6568)
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19
20
21
22
23

[EMZEEL Y] GEROREBET, WZEDTIH.

@ F7ARILAYFUEOENEOSERVNPRENERE (YL)

PRI L R BE 23 JE S 7z,

NI otz THFPNCEBITAHT VA7 F U ORI LDso
il 24 mglkg # BRI EEZ B, Ty YU RIZHE L TEVMETH -

7‘4-
—o

[1985 &, GLP]
FEREHIIBITLZT7TNA T F UHOBERERGTT D720, T
(—BEMERES 2 VC) \ZT N A 7 F U JFIR R TA ~IL A 7 F 2 JR AR % Gl R 8
53 23RBS Iz, 51X 2~3 BB &2 1 [H9 D25 13 B Thiv, &
BRI Z Lok E5E% 0.2 mgkg (AELGHEM L, &EKEGRIZIX 24.0 mg/kg
REL I QR : I~) . 72, &5 17, 24 KO 29 HOBEG£IC,

BHAIZ X DIERDPFRO SN R REIIER 45 ITRS TV D,

RO RREZMEOROET RITIELETH Y | H/h T 2.0 mgkg (RE LB XD

iz,

KA TNAVFUORBFANNADFORBIZKDERNED ON-RIEKREE

N\
(fj&%ﬁ) TRAYF o AV R T F
24 e il
12 - HE
8
6 - HE
4
2 - g -« g
1 FPEAT A L FEEAT A L

T, ARBRER E A A7 F 0 (REMN) v MG L7EBEOKRET
R LR RIE, £46 IR TW 5,

(& 6669)

FA6 THTHILRUVE ~OMEBERRE EERKFTROLE

i R RS K OV R T L
b VRl =N
(mg/kg {AH) . . . . AYLRA T F
TINA T F AXIVRA T F (E3E)
o4 - NEM-, HdEE, SEL | - EM, R, SEHL
(390 ng/mL) (680 ng/mL)
« Nt + MR
8 (150 ng/mL) (270 ng/mL)
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o L, T, G
6.6~86 (e R )
9 « Mgt o Mg
(76 ng/mL) (110 ng/mL)
g | EEPTRAL EMEF R L AL L
) (A g EE R E) (A R B 2R ) (20 ng/mL)

1 * e N CORFERAHRE ShE R

2 WAL A F o (B Ob MIBUT HERRLT &

3 () msgEchyeE . BRI EE 2 L

4

5 (2) BESMHHER CF-1<9X)

6 CF-1 v~ U A& AW 34w ERBRIC B W TR IRIC O HR N A B U2 R IA

7 eIRoO—EIC, P-HE» 37 (ABCB1) @41:%ﬂ,a1@121§ [mdria (-/-) fE{AK] N?

8 ELT-TOEEZ LI,

9 RIBIURTIZ, TR T TF SR EA LT 5H Y N T L AR—F2—Th D P-
10 Wiz o2 (ABCB1) 235, RNOGEER (K, BZE . MRS ([TBL LWz,
11 _@iQEEWTi\&ﬁéht?«wx7%/ﬁiﬁ%ﬁmwﬂén\%ﬁ%
12 MLUTHRIBIZBRFEZFRTLEZ20N0T, Z0Z b, CF1 w7 AZHN
13 f_%éﬂr it% [15. (2) O~®] 1IBET—¥ & Liz,

14
15 D REZHFE CF-1THUR : PRLAYFUBla) DBET—4>
16 CF-1 ~w A (—FflE 25 PC) OIEIE 6~15 HIZT UL A 7 F > Bla % Jfil#k
17 1 (0. 0.1, 0.2, 0.4 0.8 mg/kg RHE/H ., WL . =) &5 LT, 54w
18 PR e ST,
19 FEW)ClL, WINOERGHTHIRTHINGRD i, X 0.1, 0.2, 0.4 K&
20 V0.8 mg/kg KEH/HEGRETENEIL L, 3, 6 KO8 HITH-7z, SL{EKIE
21 WAL S FE TN IRER M OV M BLEE S vz, AAAE BRI R G- 00 52 28 ztaﬁ
22 LIRS T=, TV A 7 F o Bla OIRESEIER M OBR R 3 BEHHIER IR
23 2]%73?75)0 77
24 | WHORAMILL, KATIORENT NS,  (BIR 6770)
25
26 F4] OSHFELEHEE
P58 (mglkg (KE/H) 0 0 0.1 0.2 0.4 0.8
*ﬁﬁiﬁ fie UG£ 292/23 | 270/23 | 261/22 | 227/19 | 244/19 | 199/16
FHHIE AR IR EUNE S 0 0 0 0 5/2 10/4
27
28 @ RESBHEER CF-1 IR : PRILAVFUBla) Q<B8ET—2>
29 CF-1 ~ 7 A (—H&HE 20 P8) OFEIE 6~15 HIZT <L A 7 5 Bla Z ik
30 1 (0, 0.1, 0.2, 0.4 XU*0.8 mg/kg {KH/H ., L =~h) 5 LT, 84H
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PR e ST,

REW T, 0.2 mglkg (KH/ H & G2 BR < & GRUIFECHINZED i, itk
12 0.1, 0.4 )21 0.8 mglkg AEH/HEGHTENEN 1, 3 L 2hITH-Tz, 3E
RO B AL RICIRE L OVRIEA B ST, ETHERICRE R G 0%
2y :ta LD BRI T2 T UL A 7 F o Bla OEFESER K OVE RS EIHIE ]

G ONSY WAV
FROBABE X, £481TREN TS, (B 6871)

xA8 OBRFELERE

# 58 (mg/kg (AH/H) 0 0 0.1 0.2 0.4 0.8
FRAEAATAR AU e 184/16 | 234/19 | 195/16 | 242/20 | 165/14 199/16
EEE AR R BUNEH 0 11 11 0 4/2 5/4

Q IEIREMIEMERER (CF-1 TV XR : 8 9-Z B O<BET—4>

CF-1~7 A (—#EfE 11~13 V%) DIk 6~15 HIZ 8, 9-Z Rt ((WEH#[b])
il A (0 MUY 1.6 mg/kg (KE/ A, W . i) Fb LT, FAEmEMERER
INESS TR gV

RERBAAAREIX, BEHEIX 0. 1.5, 3.0, 6.25, 12.5, 25.0 X1} 50.0 mg/kg (A
[H & SH7=hs, wllEle54%, 8.0 mgrkg IR/ H UL L& 58 THKHE 2~3 BlDIET
MFRD HINTZT28, AN B GRET 1.5 mglkg (AE/ B GREDO R L 72572,

@J%“G‘ L. WERECTHTHINEYR 8 HHIC 1RO BN, £/, FRET—

W PED ARG 235588 BTz,

NEmAEOFABEL, K49 ITRINTND, (BH6972)

x4 OBRFLEHEE

51t (mg/kg (AHE/H) 0 1.5
*ﬁﬁ@“ e VB E %k 163/13 83/7
EHZORANR RSB 0 24/4

@ EIREMISEMERER CF-1 TR : 8, 9-L £itK) @<BET—4>

CF-1~v A (—HflE 11~13 JB) O4THRE 6~15 HIZ 8, 9-Z HMER ((RE#EH(b))
ZailEe O (0. 0.05. 0.10, 0.50 & Tr 1.0 mg/kg (AH/H ., &I : I~ih) &5
LC. MRy 32 S i,

FEW It 1.0 mgkg RE/BRGEET 1 HI23EE L, 0.5 mg/kg K&/ H &5
FEC1 fﬁJz’»ﬂEﬁ&Uf&Eﬁ: NSV AWl k- 2311 Ra S R gV e

FEVECIE, W oG CH AR L 0 BRGMSECEREN - 7208, HE
FHBEE a@&') BARDN o T2, 0.10 mgkg A/ A UL EFGRETHHERAOIAEDGE
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DBV, FAEBEITR 50 (TRSNTWDA, HEMEBEMESHRE TR, MR
BEORBZL D bonflrsnigrote, (IR 7073)

FO0 OFRFEEHEE

58 (mg/kg KHE/H) 0 0.05 0.10 0.50 1.0
*ﬁﬁ%ﬁﬂ’aﬁi}k/ﬂﬁiﬁz 136/12 104/12 115/11 90/9 91/11
M #5084 R A E L 0 0 13/3 1/1 7/4

® RESMHHER (CF-1 79X : 8 9-ZEEW) OD<&8ET—42>

CF-1~v A (—REME 25 ) OIER 6~15 HIZ 8, 9-Z ik (b)) %
SRRSO (0. 0.015. 0.03 2 X 0.06 mg/kg IAE/H ., &4 2~H) &5 LT,
SEAETRMERRBR S it S ATz,

RN Tl SECHENTERO BT SMAHE B IR G OREITD bz
NoTz,

FEIRClE, 0.015 mg/kg IR/ H&E5EEO 1 #THOZENRD bz, Do
A H IZRAR G OB bhvieho Tz, (B 7T4)

® HRAEZMHER (CF-1 <X :8 9-7Z Bi4K) Q[1986 £, GLP] <BEF—4>

CF-1 =72 (—RME 25 PB) OIFIE 6~15 HIC 8, 9-Z Btk (K@) %
SRR (0. 0.015, 0.03. 0.1 X0r0.5 mg/kg IKE/H ., &« <) &5-L
T, FARMERBRN I S iz,

FECIix, 0.5 mgkg (AH/HES5HEO 1 BNTTEEMEDOIK T &U‘%@ﬁ%}%ﬁﬁ%ﬁa
DO, BEIEIREE L e o 7o T- oA LR SN2, ENLISMIRIA R B DR T
DL T,

JRIRCIE, &R GRECOFRRDOBAENGED -, BAEFEIIER 51 IIRS
TWn5,

0.015 T 0.03 mg/kg REE/HBEGRETH 1 FERD S OEZRNL, mHER
IZBWCRBIOFENEHEICBEZ I N TND 2 Enn, EOEETHSL 5
b, (BR7275)

&5 OFRFEEHEE

58 (mg/kg KHE/H) 0 0.015 0.03 0.1 0.5
WA AR R A e 2 261/23 283/24 238/23 279/24 233/23
HZUFE M RR B 0 11 11 6/1 24/6

PLEX D, CF-1~7 ADJRIETIRD Bz O EZEENIASRE~ 7 R P-FE#
> X7 (ABCB1) MBI TFHINRN T ARG EILTWND I L3, EERTMY
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S O 0 3 & U ks~ W N+ O

BIZORN-TND EEZ BN, PFiZ %7 (ABCB1) OREBNED LT
W5 ICR v 7 AT, 7YV A7 F o OFMERBUTE S, [EFTEIETERD &
Nipmoto, £z, 7y MAERKOBRIE T PHEX 37 OFBIEDMENZ &
2.7 METEROFE TR INEREERFEEREEEICEE L TWD EEX b,
—J7. PV T SR BN TO P-FES 737 (ABCB1) OFILNTRD bl

t FORATIE, WEMMAE, i B BE. flEKOBERIC P-hEy oo
7 (ABCB1) 23BLL., %< O3 AL &3 5 ZIFRBTED&F 2 - Tk
0. RECIEIAT B A RARLVECOEEIZHEGE LTV ERMBLNTND (&
H747T X 7878) o Fio, EMSROBMMIEIZ ORI L, Z DA etz 5
MPBFoTNDHEZZXHLNTND (B 7679 , MEIRPIL, EIRRTIC AR D
BT I P-BE % o237 (ABCB1) ZHL L, IBRAREL TV D (B
M 7578 TN 77980) , HEURTHEASITAR IR O, B, FlE. B, ML DS
IZP-HEZ 37 /mRNA (ABCB1) 235EL L, ZOREIIRIEOKRE L & I8
L. HAERITIBEANZBL TROLND (B 7477, 7881~8184) , F7=. AcAl
DO TIE, JREVIHINC P-BEX > 237 (ABCB1) ZMHIAMEE 4R b Bz #iE K O
EHY MR TR OMRRE A EBL L WO E L H D (B 7879)

B, BIEO L Z A, B MIBWTPHE# 327 (ABCB1) OEGHIXIEICH
K92 EIEMFEOFMEITHRE S TUHR0,
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00 3 & U i W N H O ©O0WJO0 Uk Wh HO O OWJO0 Ut & Wh 4+ O

. BAREEZET(E

B O HESRS 727 F ) 1k, RPOT 47V A MRllEEALE S B E
FEENRFRESIN TN D, KFNZHOWT, SRRUICHET 7GR 2 VTR S 25l
% Sk LTz,

UG THEERINTZT N2 F 2NV v b OBEMIRNEGRERICBV T, T
AT FUDEERSTHDLT VA2 F 2 Bla M7~V A7 F > Blb i, Wi
 BA[AIRE 035 4~8 BEEIZIC Crnax (ZE L 72, T1plX7 UL A 7 F 2 Bla T 19~35
B, 7L A7 5 Blb T 9~21 Kl CH 7=, WIS NT=T L A 7 F > Bla
R 2 R IO BB ISR R O IC P S D 2 LR S T2 2 & ERR
N GBED Tinax AL C ORI H R RENR DR 5% LIZIER U TH D Z LD, TR
VAT T Bla ITEEENDIZTERITRINEIND EHEl Sz, TV AT T
Bla K, O'Blb O b B[R O 54 168 FEFIZ 93%TAR LLE2SR K OFE 2 HE
XA, EedRiiREIIEP ch o7, PEX 37 (ABCB1) KL TC5 CF-1
~ 7 ADFERN G | E OFBL LA~V ISARFORNBIREICBIE LT\ D Z LAV R STz,
TV AT F o Blald, RN TIEEIE . TEG. TR OV b n) m B S 940 L
2o 7 MZBIF DT UL A7 F 2 Bla KO Blb O FEERHRREIL. BlA Tk,
Kb, A7 v e U VROREL OB LS EZ R TEITT 2D EE X b,

=k, B — BIEEUODAESE W TR NEMER N T S T, 1%
#tm & Llol, e, [dl. [h]X Ol FAE LTz,

BN O E VT, 7oL A 2752 Bla, Blb KOMGEb] 2 0t rxigdib ot & L
T VEFRRRBR N FE i S -, 7L A 7 F 2 Bla, Blb KOGl DA O
I, BRI 7 BRRICIE L7248 GiiX) @ 0.481 mglkg Th o7z,

A IEE RO E W FE R N S ENRERRER [ O R Bl NI & W Ve 7R R
BRONSERE Sz, A (B FES) | IE @OEE) RO @@O85) Ok, B,
AR ONETICNTIE, 7L A 7 F o Bla RFEERREM THD LEZ -,

BHEFMABRE RN D, TARA 7 F ARG L D BT IR O ER (R
IO BTz, TIA T TF AT, GABA 72=A & LTER L, Z0fER, A 4
> OIEFEPED TN L, AFESHIE & Oaial Sl otz A U A Z ik 0| Rk, &
WELRKET 5 LEZ 0N, ZUHDOED bW HEMBENEZ R L, 2> oBE
DRDOOLNAENTH D EEZ DI, NN, BIEREIC T D E Nk NE e
PO BRI T,

TYXE AW RAETIERBRICBO T, OEA, oL =T, miENEOR, Esy
BB, NEHED B L OB LBEN RO DA, 2 s OZiZREM OB ED
WD R O 7o (REIEIENHNC L D “IRIZREETH S L& 2 b, FRIRITKH D44
AFNDOEBAEFANC X 5 H O T L= S,

A X & Rz 18 TR L DY 1 AR MM HRRER I oW\ TRIKE G- EZ I
BRINECE, BHICERT DO THD, ZNHDERICHRESN TS LD
TRIBIRIZE BN EE L TV B ATREME S A E TE 2V, BT E AHEFIZ DV T
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16
17
18
19

BINNTITR BT,

CF-1 ~ v AZ AW AmERBRICB W TRIBIC BN L LN, DK
FMED—ERIZ P-FE» 232 (ABCB1) m:a&mzamm%r Licle B2 b,
ﬂﬁ@ﬁ%kﬁbﬁ#oko?VF%%Pk2ﬁﬁ%@ﬁ%’%WT%E LDFETE R
ORI BITZA, EDJRKIFIE R K O ICHs W T PB4~ > 7 (ABCB1)
FHLEDDIRNT &R AR~ OEE L %Z*i“&_ofmwm:%x 5T,

P-#§ % 237 (ABCB1) @%Eiﬁ# RO BT ICR ¥ 7 ATIL, 7YV A7 T ¥
DOFFMERBUTR S 7, TR o7z, £z, VA TH PpEZ X
7 (ABCB1) @%Féfﬁm) &b%ﬂto

b N CIIAARRTENC 3N, AR LIRS IR AN, AR IT A Z @ LT P-
B2 %27 (ABCB1) @%Véfﬁﬁx BOHND, o, BIEO L Z A, B MIBWT P-
Wz 27 (ABCB1) O&{sRIRIBICER T 5 [EISLFOBIEITHRE S TWV7R0Y,

Rz, 7L A 7 F 2 Bla M HREEMAGIC L D Ak Sh, *ﬁ%ﬁiﬂ\]@éﬁiﬁ
B S QUK fRaBR D 7 TR HavTz, LLEX D | RPEY O Bz el e
TRA T F R ORE] & E LT,

HBRIC I 1T o MM & O Nt I d#R 52 IR SN TV D,
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1 52 BHRICBTHIESHERUVUR/NENESE
=g 55 M I/ N iz g |

B | PR | (g k) | (melkg (VR | (mefkg (/R %5 ?

Z vk |90 A 0.0.4.1.6.4.0 MERE - 1.6 MERE - 4.0 BHERE - BB IR
BivSSKs TS T5%
FPERER
2 ] 0.0.75.1.5.2.0 |Ht: 1.5 i - 2.0 HE - PR N OB A
22 M ;0.8 M : 1.5 o
FEM A W - SET M OV
OFAakiER

(D ANEITERD
SR
2 A 0.0.05.0.12, BEW) BE) BlLENY « FEMEPT R
ZHEAER  0.40 P e K O P MR Je OF L
Fu it - 0.4 Fu e - — B - HAE B OE
(SR e
IREh IREh)
Fu Mg 2 OF Fu R R O (BIHREIC XD
FolelfE : 0.12 Fo ltielE - 0.4 A S NSy AWA
V)
AEEME 10.0.4.0.8.1.6 FEMW K OB YL : 1.6 | REBIM M OMRIE - — | REEM R ORI : 7
ARER PEATRZe L
Em&w)
FEEEMRE |0, 0.12, 0.2, 0.4 |REMW) : 0.4 R . — =)L/ S S T TR
FMERRER D IRE&h : 0.12 IREh) : 0.2 L
IRE - A ESE
(PRt EITRE O
SY A4
FEEEMRE |0, 0.12, 0.2, 0.4 |REEM : 0.2 HEW) : 0.4 HEY : [RIfE T
FMERERO REM - 0.12 K | REM - 0.12 ek
IRE - AL
(PR R 3R
SR

~TU A |21 W HM ]0.2.0.4.0.8.0 M 41 M- 8.1 HERGE - (R EEHEINANH]
FEM A ;4.2 It : 8.3 &

(GEM ANEITERD
Y qWATY

X (AN 0.0.5,1.0.2.0 BEWI L ORRIE « | REEMW R ORIE © | BEE - AR

RER 1.0 0.5 i) 2
BRI . OEEss
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T

alliR

Behb&
(mg/kg IAHHE/H)

Bl

(mg/kg 1AHH/H)

e/ NER R

(mg/kg KHE/H)

(R

A X

18 JHfH]
i ties
IR

0.0.25.0.5,2.0,
8.0

0.0.25,0.5.1.0

R - 0.25

HERE - 0.24

MERE - 0.5

SRS - By A AR R

Yiraxg

o

B - P FLoeS S
EFS

© 00 3 & Ot b W hH

10
11
12
13
14
15
16

17
18
19
20
21

- B NEERDSRIE TE R 0T,
IHB i/ Nt R CRld BTt OB & 7R,

KRB CHE LN BmEERO ) i/ MEIZ, 7 v &AWz 2 RO 0.12
mg/kg KE/H CThH-o7z, —FH. 7 v MEHWRESREERRO [13. 0)] 1I2BWn
TIE, EEEENME LN, R/ EERT 0.12 mgkg (KE/H Th o7z, FEMRT
PO [13. B)] 12BNV TIE, 0.12 mg/kg AEH/H CHEEMHEENGONTLZ L, KV E
HooBEER [13. (1)] 2BV TH 0.12 mg/kg KE/H TEREICHEIIRD T,
BHEEENGONZ L0 b, FEMREMRIRO DR/ Nt 0.12 mg/kg R/ H
IFEBEM RIS EZE X bz, £, YialRo HERE b BE T, &/
BHEET AW Z LICEDBMOL2REIL2 L3202 RN EEZ LN,

L7035 T, RnEEEESEKEMRES L OB EIEMHIHESIE. 7y
k& W TR E R R @ O/ NIRRT D 0.12 mg/kg IRE/H Z4RHLE LT

L% 200 TER L7= 0.0006 mg/kg K8/ H 2 — HEIGEFAE (ADD) &Ei%E LTz,
ADI 0.0006 mg/kg AR E/H
(ADI B EMRMEEL) I e R
(B FE) 7w b
(HIR) IR 7T H~THE  (riff%)
22 H
(&5 H51E) SRR 0% 5
(/N ) 0.12 mg/kg RE/H
(2250 200

EEEEERNED beim B 2 30T

BRI RIZOWVTE, YaHERER A E A T

EREEEORE L 21T I BRICHERR T2 2 & &5,
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<P 1« AW FRA R >

Gii=2 &R b4
[b] NOA 427011 8,9-Z7 ~UL A2 F . Bla
8,9-7 LMk
[c] NOA 448111 8a-A ¥ V-T~L X7 F. Bla
[d] NOA 448112 8a bt Rui-7~YL A/ F . Bla
[e] NOA 457465 4-t Fe¥,8a-4F /-7 ~YL A7 F Bla
[f] NOA 457464 4,8a-Yt ¥ -7~UL A7 F > Bla
gl 24a0OH 24a-t Fuf v AF /LT ~YL A Z F o Bla
NOA 439245
[h] 3’DM 3-O-F AAFN-T YL A7 F . Bla
[i] 270H 27-& Ka¥x 7L A7 5 Bla
[j] 3"DM,24a0OH 3 OFT AAF IV, 24a-t RuFxi-T~YL A7 F . Bla
(k] 3"DM,270H 3 OF AAFI, 2T- 8 RaF-T~YL A 7 F > Bla
Il 3"DM,4aOH 3= OT ARATF ), da-t RaFx - T-YL A7 F 2 Bla
[m] | DO,3"DM,4aOH FAFLT v Ral, 3-0F AAF )V, 4a-t R F -7
JVA 7 F Bla
[n] 280H 28t RuX i -7YL A7 F 2 Bla

((28,48,6S,8R,99)-8-sec- 7 F/L-4-t K ¥ 2-9- X F)L-1,7-
JAF -2 [5.5] Y T H-10-= -2 V)RR

2-Epi-NOA422601
DT1

2-TE-T YL AT F L Bla

[ql DT4 1,18k KX -7~YL A7 F > Bla
[r] DTS T YL A YT Bla OFEK
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<HIHE 2 - FRA SRS >

AR
ai H3haksr & (active ingredient)
Alb TINT I
ALP TINHYRAT 7 42—
BUN MRIRFE TR
Cmax M E K OV RO RE A i
Cre JVTF=
GABA ARWA
Ht ~v 7 Uy ME
LCso P HEICIRE
LDso PR BOEE
MC AT —A
PHI BB BIE £ T HEX
T ]
TAR b (JLBE) Hdrae
Tmax ot e e R i A ]
TP EEE
TRR TFERE R B
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< B 3 (EM TR AR B R >

i R (mglkg)
1EM 4 B 5] T YL RA g F T YL A T F . -
— it e . f w PHI (-2 P
Gt | | IR ] Bla Bib il akil
g (g ai/ha) (i) (R) — — — —
s Bl | CFE | REE | EE | REE | PR | REE | CESE
INHY Sy BT
3 0.0098 0.0096 | <0.0005 |<0.0005 | 0.0008 0.0008 0.011 0.011
1 108 3 7 0.0040 0.0040 |[<0.0005 |<0.0005 | 0.0005 | 0.0005 0.005 0.005
14 0.0006 0.0006 | <0.0005 |<0.0005 [<0.0005 |<0.0005 0.002 0.002
959~ 3 0.0029 0.0028 | <0.0005 |<0.0005 | 0.0005 | 0.0005 0.004 0.004
. 1 46 ] 3 7 <0.0005 |<0.0005 | <0.0005 |<0.0005 | <0.0005 |<0.0005 | <0.002 | <0.002
(2}33 ’ 14 |<0.0005 | <0.0005 |<0.0005 {<0.0005 | <0.0005 [<0.0005 | <0.002 | <0.002
XKiE AT
2005@)& H:Wyﬁ)ﬂ‘%%ﬁ'@
3 0.0160 0.0148 | 0.0008 | 0.0008 |[<0.0005 |<0.0005 0.018 0.017
1 108 3 7 0.0143 0.0128 | 0.0007 | 0.0007 |<0.0005 |<0.0005 0.016 0.014
14 0.0006 0.0006 | <0.0005 |<0.0005 | <0.0005 |<0.0005 0.002 0.002
95 9~ 3 0.0036 0.0036 | <0.0005 {<0.0005 | <0.0005 |<0.0005 0.005 0.005
1 4é g 3 7 <0.0005 | <0.0005 | <0.0005 [<0.0005 |<0.0005 [<0.0005 | <0.002 | <0.002
! 14 |[<0.0005 | <0.0005 | <0.0005 [<0.0005 | <0.0005 |<0.0005 | <0.002 | <0.002
IANHI ST HTISES
1 0.044 0.044 0.004 0.004 0.005 0.005 0.053 0.053
1 72 3 7 0.009 0.009 <0.003 | <0.003 <0.003 | <0.003 0.015 0.015
14 <0.003 <0.003 | <0.003 | <0.003 <0.003 | <0.003 <0.009 | <0.009
1 0.076 0.075 0.006 0.006 0.004 0.004 0.086 0.085
1 108 3 7 0.038 0.037 0.003 0.003 0.004 0.004 0.045 0.044
B—< 14 0.008 0.008 <0.003 | <0.003 <0.003 | <0.003 0.014 0.014
(5%) T
1 0.062 0.060 0.006 0.006 0.010 0.010 0.078 0.076
1 72 3 7 0.018 0.018 <0.003 | <0.003 0.005 0.005 0.026 0.026
14 <0.003 <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.009 <0.009
1 0.089 0.088 0.009 0.009 0.007 0.007 0.105 0.104
1 108 3 7 0.044 0.044 0.004 0.004 0.008 0.008 0.056 0.056
14 0.010 0.010 <0.003 | <0.003 | <0.003 <0.003 0.016 0.016
IANHI ST HTISES
1 0.014 0.014 <0.003 | <0.003 | <0.003 <0.003 0.020 0.020
1 7 <0.003 | <0.003 <0.003 | <0.003 | <0.003 <0.003 <0.009 | <0.009
14 <0.003 | <0.003 | <0.003 | <0.003 | <0.003 <0.003 | <0.009 | <0.009
108 3 1 0.038 0.038 0.003 0.003 <0.003 <0.003 0.044 0.044
Fod 1 7 0.009 0.008 <0.003 | <0.003 | <0.003 <0.003 0.015 0.014
(ﬁ;ﬁ) 14 <0.003 | <0.003 <0.003 | <0.003 | <0.003 <0.003 <0.009 | <0.009
2006 4 T BT I B
1 0.023 0.022 0.003 0.003 <0.002 | <0.002 0.028 0.027
1 7 <0.002 | <0.002 | <0.002 | <0.002 | <0.002 <0.002 | <0.006 | <0.006
108 3 14 <0.002 | <0.002 <0.002 | <0.002 | <0.002 <0.002 <0.006 | <0.006
1 0.031 0.030 0.004 0.004 <0.002 | <0.002 0.037 0.036
1 7 0.008 0.008 <0.002 | <0.002 | <0.002 <0.002 0.012 0.012
14 0.002 0.002 <0.002 | <0.002 | <0.002 <0.002 0.006 0.006
NI AE
1 <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.009 | <0.009
1 3 <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 <0.009 | <0.009
108 5 7 <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.009 | <0.009
1 <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 <0.009 | <0.009
1 3 <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.009 | <0.009
?;i% 7 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.009 | <0.009
2006 4F TP T B
1 <0.002 | <0.002 | <0.002 | <0.002 | <0.002 | <0.002 <0.006 | <0.006
1 3 <0.002 <0.002 | <0.002 <0.002 | <0.002 <0.002 <0.006 | <0.006
7 <0.002 <0.002 | <0.002 <0.002 | <0.002 <0.002 <0.006 | <0.006
— 108 3
1 <0.002 | <0.002 | <0.002 | <0.002 | <0.002 | <0.002 <0.006 | <0.006
1 3 0.003 0.003 <0.002 <0.002 | <0.002 <0.002 0.007 0.007
7 <0.002 <0.002 | <0.002 <0.002 | <0.002 <0.002 <0.006 | <0.006
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# R (mglkg)
L] B o =] TARYL A T F T UL A N -
Gﬁﬁﬁﬁ@ B wme | L e | T 7 (] ot
%b‘%ﬁi i (g ai/ha) (i) (R) — — — —
5 e fi | EWE | el | M | el | TEE | RefE | M
INHY S HTIEES
1 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.009 | <0.009
1 3 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.009 | <0.009
o8 ; 7 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.009 | <0.009
-1
1 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.009 | <0.009
i 1 3 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.009 | <0.009
Z%?;; 7 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.009 | <0.009
ES

2006 4EJi PN BTR S

S Ol W

1 <0.002 | <0.002 | <0.002 | <0.002 | <0.002 | <0.002 | <0.006 | <0.006
1 3 <0.002 | <0.002 |[<0.002 | <0.002 |<0.002 | <0.002 | <0.006 | <0.006
08 5 7 <0.002 | <0.002 |<0.002 | <0.002 |<0.002 | <0.002 | <0.006 | <0.006
— 1
1 <0.002 | <0.002 | <0.002 | <0.002 | <0.002 | <0.002 | <0.006 | <0.006
1 3 <0.002 | <0.002 |[<0.002 | <0.002 |<0.002 | <0.002 | <0.006 | <0.006
7 <0.002 | <0.002 |[<0.002 | <0.002 |<0.002 | <0.002 | <0.006 | <0.006
NS AT AR B
1 7 0.351 0.349 0.033 0.033 0.089 0.088 0.473 0.470
108 3 14 0.057 0.056 0.006 0.006 0.014 0.014 0.077 0.076
e 1 7 0.043 0.042 0.005 0.004 0.015 0.015 0.063 0.061
(f;%) 14 0.011 0.011 <0.003 | <0.003 | 0.005 0.005 0.019 0.019
JTLR
2006 4 £ PN BT RS
1 7 0.335 0.333 0.043 0.042 0.103 0.102 0.481 0.477
108 3 14 0.051 0.050 0.008 0.008 0.015 0.014 0.074 0.072

7 0.052 0.050 0.007 0.006 0.016 0.016 0.075 0.072
14 0.015 0.014 <0.003 | <0.003 | 0.009 0.009 0.027 0.026

) BRI T THA A VT
- —BICERRARE ST — X O, FRERETIGEIEERMEZ KRB Lcbo L LTEHA
L7,
T RTCOT — & BNEEBFRBOLEILE BB AEO T <2 L CRtfk L,

1
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1 <Pk 4 : HEEEHE>
EET IR (1~6 1%) YA g (65 200 1)
FERAIE (1K E:53.3 kg) (IKE:15.8 kg) (1K :55.6 kg) (54,2 k)
w4,
(mg/ke) fr R I R I O I IR
@GNE) | GugNR) | @GN | Gughp) | @A) | gD | @B | (g N
nE 0.009 11.3 0.102 4.5 0.041 8.2 0.074 13.5 0.122
E—< 0.080 4.4 0.352 2.0 0.160 1.9 0.152 3.7 0.296
F = 0.032 4.0 0.128 0.9 0.029 3.3 0.106 5.7 0.182
ERAYR 0.008 0.1 0.001 0.1 0.001 0.1 0.001 0.1 0.001
PAN 0.270 3.0 0.810 1.4 0.378 3.5 0.945 4.3 1.161
& & 1.392 0.608 1.277 1.762
2 ) BRI, HEESNVTO DR - B0 9 B, KRRERIX O AR R O K AE A AV
3 (B B S)
4 | - ff PR 10 4R~ 12 FEDERNEETE (B 5457~5659) OFEFITHS < FEEEyIBETE: (@ MNH)
5 PR BB OVETEMIEIE RO T~V A 7 F > Bla, Blb K] (58) OH#E
6 B (ng/ AB)
7 C RO DT R IR CERIBARIE ThH - 12120, EREOFHEIZE D TR,
8
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G W W W W W W W W N DNDDDNDDDDDNDDDDDDDDNDDNRHERFE = 2 93 = = = -+
W IO U I W N H O O© WO Otk W HH O O OWNO Ot Wi+~ O

<>

1

10

11
12

13

14

15

16

17

18

19

20

21

Bih, NIWEORIRSEERE (WFFN 34 FFEAEERE 370 5) O—HASUET 2/F (CFAk

17411 A 29 BAFT PR 17 SRR AT B8 5755 499 75)

BoERERmIZ OV T (CERL 19 4 4 H 9 AN EA T B R 25 0409004 )

IR A 7 F o GrEA)  CER 20 4 3 A 21 HEG]) 2o v=r 2Py Ry

MR, 2007 4, —EHARTIE

7 v MBI 2R (7~ 27 F 2 Bla OWIL, 754, EEREKOBER)  (GLP %f

Jt~) : Syngenta Crop Protection AG (A1 A[H) . 2001 4, KRAF

T v MBI AR (7L 2 7 F 2 Blb OWIL, 40, KM OE)  (GLP %t

Jt~) : Syngenta Crop Protection AG (A1 R[FE) . 2003 4, KAFK

7 v MBI LR (7T ~L 27 F o Bla KEHGHOWRIL, oA, HE ORI
(GLP %}its)

7 v MBI 2R ((EMEE R L OREREE OfE)  (GLP X&) : Syngenta

Crop Protection AG (A4 Z[H) | 2003 4, KAFK

k= MBI AR (R=iBr) (GLP %Iits) : Syngenta Crop Protection AG (A

A AE) | 2003 4, KAK

U =2 HHER (GLP xf)&) : Florida KM IEE 2 — CKE) | 1988

H, O RAEK

Rz B 2R (GLP %/i%) : Merck Sharp and Dohme Research Labs CK[E) .

1986 4+, Rk

MDA EDIZEIT SR : Merck CKE) | 1984 4, KA

U-C 15T~V X 7 F o Bla DA% ORI i@t (GLP xtii) : Syngenta

Crop Protection AG (A4 Z[H) | 2001 4, KAFE

TV A 7 F o Bla O WSS RS (GLP xfit~) : Syngenta Crop Protection AG
(AA A[EH) | 20014, RAK

7YV A7 F v Bla QKUK IS T 2WNERE (GLP %fi&) : Syngenta Crop

Protection AG (A1 A[E) | 2006 4, RAFK

T YL A 7 F v Bla OANKSE (GLP) %tiis : Syngenta Crop Protection AG (A1 A [F) |

2001 4F, RAFE

TYL A 7 F 2 Bla OKHNSE (GLP) %}t : Syngenta Crop Protection AG (A1 A

E) . 2001 4, KRAFEK

TV A7 F 2 Bla O B KIS T 2 KA iRakER (GLP %))  : Jealott’s Hill

International Research Centre, Syngenta (Z<[E) . 2006 54, FAFE

THIRREMERER . Va2 USRS tE, 2006 4E, R

TEMIRREMERRARE - oY= Py Ut 2005~2006 £F, RN

AR BE~ DR BT BE 4 53R (GLP xf)&) : Syngenta Central Toxicology Laboratory
(FEE) | 2006 4, KRAFK

7 v MEROAMER D #MERER (GLP xhit) @ Covance Laboratories CK[E) . 2001
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. ORAR

22 7 v MEHWAMER D EMERE (GLP %1&) : Merck Sharp & Dohme Research
Laboratories CK[E) . 1981 &, HKAFK

23 Wi~ A& W2t O ErERER (GLP %Hits) : Merck Sharp & Dohme Research
Laboratories CKE) . 19854, Rk

24 W~ A& HnicarER 0wk (GLP xits) : Merck Sharp & Dohme Research
Laboratories CK[E) . 19854, KA

25 7 v b ERAWZ2MEREZEMERE (GLP xf)%) : Merck Sharp & Dohme Research
Laboratories CK[E) | 1985 4, RAK

26 UY X &AW -2t E B (GLP %/&) : Merck Sharp & Dohme Research
Laboratories CK[E) . 1983 4F, KA

27 U X AW -2k RS (GLP xfi&) : Merck Sharp & Dohme Research
Laboratories CK[E) . 1984 &, HKAFK

28 7 v MIBIT MW ATEERER (GLP xtits) : Covance Laboratories (J<[F) . 2001
F, O RAEK

29 7 v MBI 2l A4S (GLP xf)%) : Syngenta Central Toxicology Laboratory

(FEE) |, 2003 4, KA

30 7oULRA I F L BladDT v FBIO~ U A& HWZAMER O3B : Merck Sharp &
Dohme Research Laboratories CK[E) | 19774, RAFE

31 7YV A7 F 2 Blb O~ 7 A% AWz a2tk 0wl (GLP xf)&) : Merck Sharp &
Dohme Research Laboratories CK[E) . 1985 4, Rk

32 8,9Z 7 ~YL A F > Bla D~ 7 A% W= AMER O 3 ER (GLP %}its) :Merck Sharp
& Dohme Research Laboratories CK[E) | 1986 4F, R/AF

33 7 v AWK OEEIC LD R E B (GLP %) : Syngenta Central
Toxicology Laboratory (J[E]) | 2006 4, FAF

34 Y FITEIT B R E SR (GLP xf)%) : Merck Sharp & Dohme Research
Laboratories CK[E) . 1981 4, RAFE

35 W F A - IR — O EEER (GLP xfis) : Covance Laboratories CK[E) . 2000
L RAR

36 VY X & HWIR M ER (GLP %) : Merck Sharp & Dohme Research
Laboratories CKE) , 1981, RANFE

3437  EIE v MBI D REREMNRER (Maximization %) (GLP %) : Covance
Laboratories, 2001 4, ARAF

3538 U RE MW R EEAEERER (RpTY o H#iEkERiE)  (GLP xtii) @ Syngenta
Central Toxicology Laboratory (F[E) . 2006 4, FRAnF

3639 7w bEZ 13 R A H5-C K D s aE M O A3RBR (GLP X)) -
Syngenta Central Toxicology Laboratory (#[E) . 2006 4, KA

3740 A XEMHWe 18 BEFKER 05 EEEER © Merck Sharp & Dohme Research
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Laboratories CK[E) | 1976 4F, 1982 4, KAFK

3841 A X&EHW= 85 HMIERR O #5555k : Merck Sharp & Dohme Research
Laboratories CK[E) . 1984 A, KRAFE

3942 A X &Mz 52 B RERE D & SRR (GLP %fi&) : Merck Sharp & Dohme
Research Laboratories CK[E) . 1987 4, KRAFK

4043 T v b ERHAWIZEEHE AR G-Z X D@3 2 AMEDFG 3R (GLP %)) : Merck
Sharp & Dohme Research Laboratories CK[E) . 1985 4, RK/AFK

4144 U R & HWICEEHE AR G- X D@3 DS AMEDFG 7R (GLP %fit) : Merck
Sharp & Dohme Research Laboratories CK[E) . 1985 4F, RAFK

4245  Z v MERAWE 2 EGEEER (GLP %fi&) : Argus Research Laboratories M O
Merck Sharp & Dohme Research Laboratories CK[E) . 1984 4E, RAF

4346 T v MBI HfEEFEMRER (GLP %) : Merck Sharp & Dohme Research
Laboratories CK[E) . 1985 4, KRAFE

4447  UWFITBIT AR (GLP %tii)  : Merck Sharp & Dohme Research
Laboratories CK[H) . 1982 4, Kok

4548  HEZE AW EIRA BHER (GLP xtits) : Syngenta Crop Protection AG (AA &
E) . 20014, RAK

4649  Fx A =—ANLAZ—DO VT flifdz Tz in vitro B 1229828 AR (GLP i
Jts) : Merck Sharp & Dohme Research Laboratories CK[E) . 1983 4F, KAFE

4750 F A == ANLAZ =RV A 2 in vitro G R REER (GLP b
Jt~) : Merck Sharp & Dohme Research Laboratories CK[E) | 1986 4, RAFE

4851 = AOEHEE MV in vivo /MEZRER (GLP %}ty : Syngenta Central Toxicology
Laboratory (%[E) . 2006 4, Kok

4952 = AOEHEla A U in vivo Geta R B FRER (GLP %1ity) : SRI International

CKIED) | 1983 4F, RAFE

5053 89Z 7YV AT F L Bla OFE = AW IR RS (GLP %1t : Merck Sharp
& Dohme Research Laboratories CK[E) | 1988 &, HR/AFK

5154 TARAIFr FEICETHER LoV VxS U RSt 2009 4, KA

52565 TA T F L ORAMMERCES AR D ERHENHRHIZ DN T : P P N
HASt, 2010 4, RAFE

5356 TR Fv BECET B v ¥ Uy UG HE 2010 4, RAFK

5457 CF1~UARUNCD1~TAZHNET /SR 7 T B 08 515 OFEMED H
Merk Research Laboratories CK[E) | 1994 4, RAFE

5558 89-isomer (7L AT F Bl Oy 2HWifEmrEalii, CF-1 ~ oA
(2B DlEE MR ER (GLP %t)%) : Merck Sharp & Dohme Research Laboratories (Ck
E) . 1996 ., KAk

5659  8,9-isomer (7 ~YL A7 F 2 Bl OIHRY) & HWTAEATERER, p-PEE HER

FHZFHRT2 CF-1 ~ 7 R 5 RAFHMERER - Merck Sharp & Dohme Research
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Laboratories CK[E) | 1996 /£, RAFE

5760 89-isomer (7L A7 F > Bl ONIHRY) Z MO TESTEERER, CD-1 ~7U A
(2B DlEw EERER (GLP %)) : Merck Sharp & Dohme Research Laboratories (Ck
E) . 1996 4, KANF

5861  EMWIENEMBER TR T T = AT FUBRLOANNATF D CF1 v Y
AR DR (GLP %tity) : Central Toxicology Labolatory (F%E) : 2008 4,
RAOFK

5962 T v FEHWERAEGIZ X 23 EMmREMERR-1 (GLP xfii) : Syngenta Central
Toxicology Laboratory (J[E) | 2005 4, KAk

6063 T v FEHWIEROEEIC L 38 Em R EMRER-2 (GLP %fii) : Syngenta Central
Toxicology Laboratory (Z[E) . 2007 4F. KAE

6164 T v MRBKROSHAEIRIZEBT 5 p-BEEE O3B, : Merck Sharp & Dohme Research
Laboratories CK[E) . 19954, KAF

6265 T v NEHAWET LAY T Bla O HIEENIEHER  Syngenta Central
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