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® #

16 BR~ 7074 FEREATORBATHS [T A2 F ] [CAS No.
71751412 (7~ A 75 Bla : CAS No0.65195-55-3 ROX7 -~/ A 75 Blb :
CAS No.65195-56-4 DiESY) | 11X, RPF 17V 2 MIEBAILME 5 EEKENER
EZN T D FHNZ OV T B ERBRESE 2 AW TR R RSN 2 S50 L -,

A AV BRI, BEPER (T v ) | ERESG (b= b 'L
U—. DlEUrAED) | FIEE . REGNERBIRAOEE (B, IUFE, FR
UK« BEEE (T o b, =UARGDYX) | mEREEE Ty PRUAX) |
Bitmtt (1 X) | BESHERIAENRS (v M) | BB (UR) | 2#K
20 (v b | BEFEE (T MEROY 'B‘f’F') . BEEEABREORETH S,

FERBROBERNG, TR TF B E’%-‘@iib:**r’f%‘ﬁ% (i, HoimEss)

ZERD BT, FEDSAAE, ﬁﬁﬁﬁ‘ékﬁﬂ“éﬂfﬂ‘&tﬁiﬁ%ﬂ IO ENAd o T,

VY EERAOZRAEBERRICBNT, nERL Hﬁ‘ﬂr\ﬂ/u—7 AR R, MR
ORY, EHEORERUEEENED bz, b0 bIBEmORERD
B B OB/ BRI & 5 iR BB Th s L E LD, IRIRICHT Ak
DEEERIZE 2L O Tideun L s,

SRR TELICESNED S ba/MEX, J v ez 2 HREFEFERO 0 12
mg'kg (FE/H Thole, —H., 7 v FMeANEREEMEEERBROIIBVL T, &
HERELNT, S/hFEMENT 0.12 me/ke (KE/H Th o7z, FEMRE lﬁﬁ%ﬁ@
BT, 0.12 mgke (AE/A CES ﬁa?ﬁhﬁ' bhizZ &, XY ERHOEMFRIZE
WTH 0.12 mgkg AE/B THREICEEIRD b T ESEENR O Z b,
FEEMRENSIROD I/ NEMER 0.12 mg/kg B/ IZESERBITENEZ L B,
e, THORBOPERTELBE TR, FEEEEHWEZZ LI 5EMD
LEFIIT2 ETHZEBRY LEI BN,

Lieho T, BEZEEARIL, T v MRV EEMEEROOR/ =it E
T D 0.12 mg/kg HFE/H ZRBIE LT, L2405 200 Tk L7 0.0006 mg/kg &/
H%— HEIGFEE (ADI) EERELI,



. HERRRERUVVAERROBE

. P
B « A A
. ARRSO—RB%

4 : 7R 2 FY (FAAA S F o Bla RUT-V A7 F > Blb DRAH)
#4 - abamectin (ISO 44) .

. {ER4

TUPAC
TV AT F 2 Bla

fng : (10E14E16E222)-(1E 4555656 B8R 12513520821.8245-6-
[()-sec7TF1]-21, 24k FuFk -5, 11, 13, 22-F kT A F)L-2-
A% -3,7,19- F U A% T b T30 2[15.6.1.148,02024] 2 & =4
10,14,16,22-7 F T =16 A T-2-(5,6-Tk Fr-2 5 ) 12-
A N=2,6-F A F1-4-042, 6-VF A F 13- A F)V-a'L- arabino
NEVET )N O AFN-aLrarabine ~F%YVET )V R .

¥4 : (10K 14E16E222)-(1R 455 5656 E8R 12513S520E21 824,56
[(8)-secbutyl]-21,24-dihydroxy-57,11,13,22-tetramethyl-2-0x0-3,7,19-
trioxatetracyclo[15.6.1.148.02024]pentacosa- 10,14, 16,22-tetraene-6-
spiro-2-(5",6 "-dihydro-2° Hpyran)-12-yl 2,6-dideoxy-4-
(+(2,6-dideoxy-3- O-methyl-a-L- arabino hexopyranosyl)-3-
Ormethyl-a-L- arabinchexopyranoside

TRNVAZF o Blb
fut : (10E14E16E222-(1R4S5S6S56 R8R 1251352021 R,249)-
21, 24- Fu¥xi-6-1 Y7’ n-511,13,22-7 b T A F-2-
A% V-3,7,19- b U A x%F FF 7 2[15.6.1.148 020.24] 2 & -
10,14,16,22-7 F T =16 A E-2-(5,6 -2t Fr-2 FE T 1)-12-
AN=2.6-CF A% -4-042, 6-VF A% -3- O AF~arL- arabino-
ARV T N3O AF VoL arabino-~F VT )UK
¥4 (10E14E16E222)-(1R455° 5656 ESE12S13520R21724.5-
21,24-dihydroxy-6"-isopropyl-57,11,13,22-tetramethyl-2-oxo-3,7,19-
trioxatetracyclo[15.6.1.148,020.21]pentacosa- 10, 14,16,22-tetraene-6-
spiro-2°-(5",6"-dihydro-2" Apyran)-12-yl 2,6-dideoxy-4-
(+(2,6-dideoxy-3- O-methyl-a-L- arabinohexopyranosyl)-3-
Omethy l-a-L-arabino-hexopyranoside



CAS(7 /82 7 F> : No.7T1751-41-2)
gy« TV RA I F L By
44 avermectin By ,

*CASNo. 7~ULAZF Bla:65195-55-3

T A7 Blb . 65195-56-4

4. HFR : 5. 4FR ,
TN RAZF s Bla : CygHreOn TR A7 F L, Bla: 8731
T A 7 F 2 Blb : CarHro0m4 . TV AZF - Blb: 8560.1

6. X _

TR T F o Bla T UL A 7 F v Blb

TFTELLIE B1a280%, B1b<20%

7. BASEORER

TRAZF L, 16 BRI 074 RERERTLRBATHD, LEXF LK
EA N7 HOEFERBOT T, EEVERR, &=, ZRAEELZF TSI/ 2T
A FRDOEE\BRNTEI N, TR FUBRHBENE, w7/ a T4 FR AW
iZ GABA (-7 I VBB 7H=R b LTHE, BHEOMERROEREA A7
¥ URMVCER U TR 7 VERE L, BERICIIEIZEL LD D,

ToSAZF U0, BV TIKRE, a2 %450 90 ZEE ETEEE L TERS
NTWg, Eio, BMHAERRE LT, MW TH, EEOFFERNRE L
PEREAE S (BRBRE%) RUYNRFLER (¥ =8%) ORRRA (ETHREHAL Sk
BAIAAIE) ELTHERAINTWS, BATIREMAROE NAEXKRE L THERS
HTUNREY, _

2008 FIZ vV m U F Ve SRS IV BEIEEECE- S BRERE
o 2ed. TOE) ARInTna,

Fiz, RPT 47V X MEEAICH S WEEEEAREZILTVD,
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I. REEICRIEBROBE
FRRAGFATT N A S F 2 Bla &7’/\1v%75°/B1b®{E WTHY ., LA
THIZ [TARIFv] ERLEGEE. ZhbDRAMERT,

SFLEMAE (I.1~4) X, 7N A7 F 2 Bla®T7 VA I F L BREO 23 F
DIRFBDIH% UC TEHELZHD (BLF [[abe-23-4CIBlal &5, ) , 7L R
7 FLERD 3, 7, 11, 13 XL 23 oW 1 AETDRE S UC TS LG
® (LA T Mabe-14ClBlal & 5 ,) ,CELDARE SH TIEE L b @ (LU F*H-Bla)
LD BROT LA F 2 Bl DT~V R 7 F G0 23 fDRFEODHE 1C
TEH#HLEZHDO (LUF Mabe23-4CIB1b) &5, ) ZAWTERE N, Bhtte
B R O IR (LR D S ARWESI T A 7 F R Ui, B R
W M OVRATRAE S TR, BREIESEIEFRIIAK 1 RO 2 IR & T3,

1. BERERER (v k)
(1) iR
@ meBEHER
Wistar 7 v b (—HMEEEE 4 IU) 2, [abe-23-14C]Bla Xix[abe-23-14C]B1b
% 0.5 mg/kg (RE AT JicBNT MEMAE &vv5, ) X5 mgkg 8 (&L
T BT EHE] L), ) CHERARGIL, mHREERIHRETS
i,
A REIR R II R 1 ITREINT W5
PRI S B R ORI b 'ﬂ%—@ 4~8 H#Fﬁﬁﬁéi T Crnax ([ZHE L7,
Tz tXlabe-23-14CIB1b X ¥ [abe-23-14CIBla T, F7-ltL VIO L 2 A
WS BTz, _
7, Wistar 7 v b (—H# 4 L) (2, [abe-23-11C]Bla 2 {EHAETRERD
5.1 A 18], # % 14 BEHS) UlzBomHREREBIC WL THRET &k,
MPREIE SR 3 BB DITIE—F (#90.045 pglg) &0, BEK TR
AR L, B85 THE 1 BHEIIL0.02 nglg LT E72o7%,
(PR 4~6)

1 HEBROBEE, TV A 7 F 2 Bla il oW TR ) =F L7 ) a—aA 200/ J —/Lis
32N T BEEE, Eio, TULAZF 2 Bl iZoWTRARY = F L 7Y 20— 200/ % ) — AR
AN IR BB E BV,
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1 MPpRSTEEREHE (HEEEZEORS)
EiiE [abe-23-14CIB1a [abe-23-14C]B1b
BE5E (mgke KE) 0.5 5 0.5 5
PRI H i i3 i HE i HE i3
Tmax(BEHD) 4 8 8 8 8 4 4 8
Craxlugl) 0.057 | 0.049 | 062 | 052 | 0.044 | 0.048 | 0.49 | 042
T1e(F ) 19 24 26 35 9 13 14 21

TREEEEEY FhENRT ~NA S Bla XiT Blb RERE

@ iR

IR BRI L. (D @] L D BENER (r— DR RS T) 1 R OVIR -
HHEEEERIE NS — 0 AR ROSFH » bEH &N BT ORI, BER Y
HETENTI 117 BT 23.0% Thotz, —F, MNINZT A7 S/ Bla
AR A AR T TICEIE R R R O I ER S D Z LR S = T &
HARPIER GHF0D Tnax FEA TOMBTBIHESROZSH ETIIR L THL 2 (k
MHE, BROFSHBICRHEIIRI SRS Z ERRE I, TV A 75 Blaldid -

’“fzmyjhg iméhﬂlm éﬂé k?@{ﬁUéﬂf\_o

(2) 9%
@ #@ﬁuﬂ&

Wistar 7 v b (—FEHEHEE 12 [E)
THEEO®RE L, ERSHARBRNER X,

(BH4)

(2. labe-23-14C]Bla Z{EHE&IIEHE

M IR R EERE L, K2 ITREATVS

BEHEER UM

3030 59 Tmax f1IE THLEIR H‘r’ﬂ}ﬁ\ g B ORI TR aR

REPEL . &5 712 BRZCEEVRURIE OB RRE R oT,
R EHERS R (1. (D QI OBEREFHCINT, &5 7 AZOIZER
WP OBREBEREREZRAE L 25, BAEM T, B (0.065~0.164
. M (0.007~0.033 nglg) RUEIH (0.006~0.012 pglg) T, A
Tb, Bl (0.95~156 pglg) . FE (0.061~0.309 pg/g) RUEIE (0.066~

ug/g)

0.160 uglg) T, HHFHERESE -,

(M4, 5)

&2 FREEDOEBERGHEEE (ug/p)

j’%'—ﬁ‘é '@E}DJIJ Tmax ‘H‘ﬁ 1 Eﬁ“ 72 H#Fﬁﬁ%

: B'Z(1.05), FFliE©0.879), f8L50.777). |15 (0.114), BIE(0.025). FikBE
05 Pl (0.677) . B 0.566) . B R R|(0.024), fTE#(0.021), EEE0.019),
m‘gﬂ{g i HE - ((0.472), ME0.437), M%(0.363), Jifi | & (0.018) . 018 (0.010) ., Ao fg

(0.302), E#A0.253). HEfR0.248),
1 5%(0.124), 7% (0.075)

(0.010). F#(0.009), MHED.009),
M#(0.002)

2 8 SRRV BRWEEREOZ LRI — AR S LITFRLE) .

12




wEE

P

Tnax 13T D

&5 72 BE

BIE(L.05), BI#(0.854). ATFE#(0.850).
EBA(0.730), BEH(0.534),
Bk R (0.479) . (00 i (0.447) . R
(0.416). FaiR(0.325), AH(0.319).
DRE(0.318), B#KF 0247, 75
(0.160). #(0.089). M#E(0.055)

B8 15 (0.395) . Bl % (0.118) ., AF i
(0.088), B&I#(0.079). BRRAR(0.058),
B % (0.056) , BF 3 (0.055) . Je i
(0.046). L:ME(0.045), fiti(0.039). iy
BR (0.036) . B #0029, &
(0.024), E(0.010). 1Li#%(0.005),

1 #%(0.002)

mg/kg RE

2% (10.3), FFE(9.42). AEAH(9.40),
PEE(6.29), FURHR(4.98), Elik(4.96).
LEA4.37), U o3Ei4.22), Hi(3.62),
FRE(3.29), EHEH(Q2.75). MalR(2.30),
H(1.16). 1Mm#H(1.02), miF0.63)

JER(1.58), BEIE0.330). U > i
(0.286). ITEH(0.264). B&l#(0.232).

Z g (0.196), HRAR0.152). D&
(0.130), BEFE(0.103)[1(0.097), Ko
(0.088). EF#&#5(0.088). #HL(0.046),
B(0.041), Mm#E0.031) . Mmi%(0.021)

B8 (10.9). FFI&Q0.6). fEHO.27).
HEIR(7.59). B#(5.30), FLRIRG.16),
O IE4.92), VU Hi@.8s) ., FiE
(4.39) . P 1% (4.28) . it (3.60). @&
(3.31). BH¥mH@51). FEQ.89). M
#E(1.01),

1M 372(0.62)

JEHG(5.25). BIR(L.37), JE(.15).
BEN(L12). U > 3Ei(0.836), FEEL
(0.759), Bi%(0.689), FLIKAER(.681),
O B (0.596) . H AR (0.514) . JER
(0.466)., ii(0.453). B#AH0.333).
FE(0.269), B(0.131), Im#E0.108),
137%(0.067)

) D TmaefHE : EAERIIES 6 iR, BRI 8 KRk

@ REEORS
. Wistar 7 b (—8ElE 4 D) {2, [abe-23-UCIBla ZEHETRERDES (1
A 1[E, #4514 AEEE) L, NSRS ER S iz,
BT O RRRE L, K3 TFREINTNS,
PE PG 14 ABOREHRESTTIL, A BMERSH B LT, 2~4

BRVRE Tho T,

(ZH6)

£33 TEEEPORERIERE (ug/)

BEGHT THE

1 A& B 5 14 1R
JERG(1.24), BIEF(0.40), A (2.64), BIE(.78),
FR#(0.35), FERR(0.32), FERRE(0.66), FTiE(0.63).,
Bi#(0.22) ., FRERO.21), | FHRAR0.60). L:§(0.33).
D(0.18), B (0.17), E0.42), MIE0.31),
GREL0.17), f(0.13), fAfR | BREL(0.31), M@iE(0.26).
(0.13), B ©.11), -5 | fi(0.24), HH0.18)., F
(0.07). 1.8%(0.04), =(0.12), Mm#E0.07).
7%(0.025) M7 (0.043)

F&R0.473), Bali(0.044),
FRAR(0.038),

BB (0.037) ., AFhi(0.024),
PREL(0.023), PEfiR(0.014),
EM#(0.013). f9fR0.012),
Fiti(0.010), /M#(0.008),
H(0.006). #5P4(0.008),
F=(0.004), MmiEO0.001),
1M (0.0014)

13




@ HERFIRARS
Wistar & b (—EE 175) {2, [abe-23-14CIBla Z{EH B CHERRNIR 5
L. ERSHRBRERE XM,
FERHE P OBRBEHREREL, B 4I0REATVE,
B 6 RIS 24 BRSO METREIBRENY, RS LEEETH Y. BOBEKRD
L ASERN T D 2 L RRBE T, . (BF4)

%4 TEEBDORERSELE (ue/e)

BB G H ¥rhE 24 ﬁFﬁﬁ"ﬁé‘
KEE*(3.03). 5 15%(2.84). /[Ni5*(1.82), FAE*(4.37). B (2.11). /M i*(1.08),
B FAERA(0.96). EFEPAERS(0.89). s —BR(0.85). RPN (0.81).

N— & — g (0.82) . T I 0.68) . BB | K FAEM5(0.72). T(0.54), B H#(0.30).
(0.51) ., HE¥E AR (0.49) . /0> (0.40) . B ik | HEN(0.28), MEEVRAR(0.25)., [EA#E(0.23).
(0.39). B (0.38). JEf#0.32) . B #E0.24), | B 0.23), .0 i0.21) . & #0.15) | fa i

fRR(0.24), 5 #3(0.23). F5(0.23). (0.14), Af(0.13). #7F9(0.12), 1fn#(0.04)
M (0.07)
) FTANIITT4—IREoTRIELE
* NEHEET
(3) i

[abe-23-14C]Bla XiXlabe-23-14C]B1b @ﬁlﬁwm%—m_ot LHEREERT. 4
D] T/ E% 168 RO RE O, IA7FHHEERER. D@ Thbhz
e b5 48 B DR, BERUHEH EICERamRR 0. Q@] TEocE AR
PO 5 8~72 B ORI R A 238 & LT, REPRE - EERNHE
i STz,

R, ¥, B, BBSERORICEH 2 REIEE 5 ILREhTna,

R, ERCEH O T — 1, EERCERERIZE AETED i
Motr, Efc, TULR 7 F 2 Bla &U Blb 02— BRLTHH EE
Z BT,

F77. [abe-23-14C]Bla OXER P51 L 2 PEMER (1. ()] 0 55HLE 20
B#%E COREROFEEZRB L LIcREWEE - EERBRPSER I,

RIS 10 FEE, PR 8 ﬁﬁﬂi@ﬁﬁ"ﬁhﬁf LTz, EFCIIEILAH
A—F E RO Q0% TETE U728, IRAPIZITEY LS IITTEE Ld o 7o, DA,
RIE SR h 27,

F v MZBITBHT A7 F 2 Bla R Blb OFERFREIL A F Uk,

Kk, ALT7r R AVRORBR VB ERIGER THETTALDEEZ LR
=, (B 5~T) :
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%5 [R. % JEH. IEHEROHAICET LAY (HESOEE. YTAR)

AT

4
=

£L
g

g3
B

Hleahm?

R

[abe-23-14C
1B1a

0.5

i

1(0.39). [l0.27). [gl©.11), [k]©.09) .
[n](0.08). [m]{.01)

273

[h1(19.3), [j1(12.5), L1(7.5), [kl6.6). {g(5.7)
[0](1.7). [m](1.6). 0]1{0.99)

l(10.17) . [gl©.09), [10.06), [n](0.085).
[k](0.02), [ml(<0.01)

44.9

[h](23.1). [gl4.8). lil4.6), [j14.2), [k](2.2),
(m]©.8). [(0.5). [n]0.5)

(1(0.41). [10.37)., [kl(O.17). [gl©.15),
(n](©.12), [ml(©.01)

249

[h]l(21.8). [j1(1.3.4), G1(7.6), [gl4.2), m](1.2),
[11(0.95)

[1(0.31), [[1(0.15), [gl0.11), [nl(0.10),
[k1(0.06). [m]©.01)

28.1

[h1(27.0). §lO.1), [kI.8), l[14.8), [gl2.8),
[m](1.3). ](1.2). NI(L.O)

[abe-23-14C
IB1b

0.5

[gl(2.6), -[1(0.49), .
9 FEEOARRERS (FhEh 0.02~0.51)

14.1

[1¢27.9). [gl21.3). [hl©.5).
16 I ORFERS (EHEH 0.2~3.0)

[gl2.58). [j1(0.28).
9 FEEORFRERS (FEH 0.01~0.13)

16.2

(1(21.2). [gl(18.7). [h](14.2),
16 BEOXRRERS (EnEFh 0.3~2.7)

[g]l(2.24), [;1(0.70).
S FEEOKRRERS (FHEh 0.04~0.39)

92

[1(32.8). [gl(13.6). [(hl(6.8).
16 BEOKRFRER S (ThEh 02~5.2)

[gl@.57). [1(0.23),
S MHEHORFEERNY (ChFh 0.02~0.37)

174

[121.0). [gl20.6). [h](14.1),
16 FEfORRER Y (FhEh 0.3~2.9)

[abe-23-14C
1B1a

0.5

0.079

[100.37). [kl(0.14), [l(0.06). [h](©.05)3,
[g)(0.02), [m]©.01), [0}(0.01)

R IR I IV I S IV = I OV I T I = I I I R I I R R

57.2

[h]12.2). [1©.71). [10.66). [gl©.49).
[k](0.22), [n](0.13), [11(0.06). [m](0.06)

mt |

012

[k](1.20). [1(0.78). [h](0.38). [m](0.20).
[11(0.08)

R

0.06%

[100.11). [kI0.04), [i1(0.03). Igl(©.0D.
[h1(0.01) 2, [m](0.01). M]©.01)

229

[h](1.07), [i]©.16), [1©0.16), [gl(0.12),
[k](0.11), [m]{0.05). [n](0.05). [1(0.04)

15




s [k1(0.56), [j1(0.38), [0](0.27). [ml(0.15),
B 9T [o.0s)

fabe-234C | ’{?f Y 916 | 7). [&0.58). [10.54). [ml0.33)
IBla i | BRY 718 | h(19.9. [G2). [&0.6. ml057)
— BHEhT : _
D mg/kg {E&

2) 7N R 7 5 Bla X2 Blb
- 8 HAUkOBLEHTMIBRA L LEZ LN,
4) MR PRRENSE (TRR) (235 5EE%)

- (4) Bt _
@ REUESHEH (HEEO®RS)
Wistar T » b (—#EHE#ES 4 PC) (2. [abe-23-14ClBla Xitlabe-23-14C]B1b
AEAEIEAECHERROERE L, BERBRAER S,
b4k 48 KO 168 FRH DR B OEPHPREERIL, R IR TS,
EIBALE, BSBRREUHENCH b 5T, &E51% 168 WH TR G HIHE
(TAR) @ 93% LA L3R RUBEICHEE X vz, FEHEEIRIZE T TH 0, 88.7
~95. 1%TAR & icHEib sz, (B4, 5)

F6 RRUEPH#E (BEFEORS. $TAR)

&% fabe-23-14C]B1a

BE5E 0.5 mg/kg {AE 5 mg'kg AHE
PER iid : i3 i3 iii3
Ak bR # | R # 73 % 728 3

48 HFH] 097 | 797 | 0.37 | 682 127 | 727 | 074 | 46.7
168 HFfH 137 | 928 | 072 | 939 1.88 | 94.5 122 | 951

ey [abe-23-14C]B1b
BrEE 0.5 mg/kg & 5 mg/kg E
THERI] i -3 i i

48 #:A 457 | 895 | 359 | 786 | 411 | 846 | 3.15 | 66.7

168 BEFHE 4.86 93.2 3.91 90.8 4.34 88.7 4.09 92.5
) B 51 168 EREDEY wIINIC R — DR R S T,

@ RERUEPHEE (REEOKRSE)
Wistar 7 » b (—#E# 4 PC) 12, [abe-23-14C]Bla Z#{EAETREROEKE (1
A 1EREGE 14 HRIHES) L. dEistsassmshi-,
RERAE 1~14 BRUERES®RTH 1~6 B (R5BHE 15~20 H) ORE
VSR EREEL, K7 IGRERTHS,

16




5T 6 B F CloiX, REUEESZ 97 2% TAR 23 S iz, EHEHR
iR THD . ROLOHET 1% TAR R Chol, (B 6)

F1 REUHEDHE (REZOERS, $TAR)

s, REE [abe-23-1CIBla, 0.5 mg/kg (/R
Ve 78 &
BEBRAH 1~14 H 0.72 90.2
BE5#TH 1~6 A 0.07 6.2
&8 0.79 96.4

) BERETE 1~6 AORREN Iy — S o Bar,
® RERUEDHH (HEBRIRARS) ,
Wistar 5 v b (—BEHE4 D) 17, [abe-23-14CIBla #{&AE CHEFARFIHE

L. HEmsteRasdefi S,
85 6 RO 24 BHORBOFRHRIEL, £ 8IREN TS, FEHIE

REIERThoT, (B4

F8 WE5HR6 KU 24 MEORRUEDHME (BHEEFRNIZS. %TAR)

1EE, B8 [abe-23-14CIBla. 0.5 mg/kg fAE
Bt B - K
6 13 0.12 : 0.01
24 HF#) 0.73 33.7

@ BEAPHEE
: HME I —2—LVEHEALE Wistar 7 v b (—BEMERES 6 C) (Z,

[abe-23-1C]Bla #{EAE CHENRNEE L, IoH Rk ER S hiz,

5% 48 BERIDIR, FROWEH FHEIEE O% b — b RIS HE, £ 9 1OR
T35,

AR SR A R DMETE PR 4.39 BT 2.94%TAR & BN bbb
P, B2 90% L EAHEIE STk AD | HRH B ERH LRI BB P~ 0B,
T BRI SN IR I & 0 WL ~E T, BER%Z 80 Th B P-
§E 5 %7 (ABCBI) 12 & D =k ¥ —RFAICH S h 2 REESRE S, =

BRI THL LEZ DN, (BE 4D

17



9 BESRBHEOR, H. BEPERERVCH—HAIREE KTAR)

Eis, ®’E5& [abe-23-14C]B1a. 0.5 mglkg {&HE/B
451] . HE i
s I # BB |—dA| R # x| —h R
- 48 WM 1.01* 66.0 4.39 6.31 0.70* 26.4 294~ 19.3

Y ¢ - URREHREET

2. HEHEREN AR
(1) P2 b

REHEED < b (5fE:Marmande) 12, [abe-23-14C]Bla % 25.4~27.1 g aitha
ORET, & 3TEFHIEHNNTE 7 BER TS Rl GEERSK - i & 132
g ai/ha) . Xi¥275~286 g atha DFEET. %3 HFEHLENSS 14 ARBTS
EEA GRRESLELX  #Fh & 842 g aitha) L. EMEPEGFEER R ER X,

THALERX & b, B Hch (RS CIE S EIE ., BRILEK I3 EIH) 1,
3. 7. 14 R1F28 ABICERIR LR OHEERBL L Uk, ERLHEX T3 E .
Bt 1 BRI b IER R AT LTz, |

M FMRBHTERHREBOMITE 10 IR RTINS,

REFRMPEFE T ORGTEIE, E&E 1 IERCIIRE2EO 845~
90.8%TRR 774£ L 1= 23, BefkEisn 28 A1%121X 76.6~85.8%TRR L 727z,

FEX T, WP OREF B LA R OS] (X~ 27 F 2 Bla
@ 8,97 B ZELEABEERS Tholz, HIENIRX G, REdr 1
eI DRERVIEICE T, ZOmSAENEN 68.7 BT 75.2%TRR (0.14
B 18 2.64 mglkg) FE1E L7228, Bt 28 RAIZIEE 21 51.4 T 33.6%TRR
(0.07 R 1r 2.16 mghkg) &7z-ofz, BRIMBK T, m&An 1 EZORE
RUEOE L, £FH 83.1 R 844%TRR (1.29 X 1126.1 mg/kg) HHEL
TS B 28 ARITIZENEI 72.6 K TR 50.5%TRR (0.42 KT8 37.5 mglkg)

Lipotr, ’ A

EAEEORERCET, ., [d, LIERCLIAFRE S, RERE
28 HEDIFHEABKICBWT, K@, [, bRz, RERCIZELE
5.5, 2.0, 0.7 XU LO%TRR, EPiZIZTh T 49, 28, 1.2 KT 2.1%TRR
Thot, ETIE, 10%TRR ¥ B2 5MH0 2 E (FhEh 205 RO
14.8%TRR) fFE LN, FEINRE)oTz,

A 28 BROBELERORERVIE BN TH, R#EWIcl. [dl. [h]
EUliX, Wit 4%TRR £ ChHo7o, BT, 10.3%TRR % 5D D00
FELEN, REINZoT, (BHRS) :

18




#10 b= FEHEPERITEEST (mg/ke)

SLERX : FARAR B HEHEALHIX. ; 182 g aifha BFEMIEX : 842 g ai/ha
COEREB RE i RE =
&k | BE | W & | RE | P
(mg/kg) | (YTRR): (4TRR)| (mg/kg) | (mgkg) | TRR); (%TRR)| (mg/ke)
3 G A 1 BRI | 0314 | 953 | 57 | 3.87 :
BAon 1RERI% | 0205 | 845 145 | 350 | 156 | 908 | 9.2 31.0
7TR% | 0195 | 810 i-184 | 659 [ 172 | 937 | e3 23.8
28 A% 0127 | 766 i 211

) BEEURREREILT ~V A ZF o Bla R EAr
RERE | REEGRF ORSHE (%TRR)
REAH  SRiISHRORITRT DM IR (%TRR)
B AURHR R

(2) €EL1)—

642 | 057 | 858 | 143 | 742

AU — (WAEAR, BAERFER 15 cm) i, *H-Bla XiXlabe-4C]Bla %,
AR 3 B S 7T HHIRT 4 B GRAGRX) | SULBHE 5 BEME» L 7 HRHIR
T10[E (REX) #fm L. EENEMRBRAEE S,

g, ALHIREHIR OBUBHRIERIIR 11 IR &R TV D, ZEOBEI.
PRI L - R OS2 3 L,

F11 AR, MIBEREE USRS

SOFRIX B CMLEERFHA

TR, JEE

FUEHR RS

FAREAX

*H-Bla: 11 gaiha

A HRALEEE R

B 3 B D 4[| 3H-Bla : 112 g ai/ha

SRR T 14, 29, 43 HEE

labe-“ClBla : 17 gaitha | BAHER, 14 A%

FREMK

H-Bla : 11 gai/ha

BHALEE R,

BiE 5 1EM%2 5 10E | 3H-Bla: 112 gaiha

EieALEE 1, 3. 7. 15, 22 HEE

labe-“CIBla : 17 gaitha | BWEER, 7 A%

TV BB R SAIIER 12 IR ENR TN S,

WTNOFEF &, FUREEIANEESEE (TAR) O 4%:KHE & BT, il
DE & A\ REMEPSEGRBRIC B W T L R OEM AR biv, 8/ LT
VA 7 F v Bla BRGEICRBEZT, AR LRSS Licicd L&
Z b, WTNOLER TS, R UEREF O iR L,

ERBHZ IR LA R CREDbI N TR E Lz, :

FREEE T, BEMPNRER DFE T 63.4~T724%TRR. X T 53.1~
76.8%TRR TH(E L7, ## 14 ABOERUVETIENER 11.0~175 K
21.7~305%TRR &b Ui, f#@mbliz, LBERBOERCET, Fhth

19




5.1~10.5 RTr0.7~10.9%TRR, 8 14 AHOERTVET, FHFh 3.1~3.8
KR 3.7~4.6%TRR Tholr, 03 14 BB OER VXTI, FEi 34.1~43.3
KT 27.4~37.8%TRR OHHHEEN, RHEMESITFE L,

AR T, BtA A EZOERRET 10.8~284 BT 239~
48 2%TRR f71E L=, M 7 HEOERUETIXTREN 5.7~95 BT 115
~35.8%TRR Thol, B T HEROERUE T, FHE 40.9~454 R®
25.5~44 T%TRR OFHTESBER S EE Lz, REAX LRI, XX 0ET
RRVEE Sy DFFTELL DS B DIL, BEICBIT D HBRBENE VD, TNV A T F v
Bla BRHSMEINTZI LIZL DB D LEZ LV, RBAKIZBWTEL, REb]
PIAEESOER VX TENEN 2.8~3.8 11 2.3~5.4%TRR, 438 7 A#% 0L
EUOEXTENLEN 1.2~1.8 K1 2.3~44%TRR THo7=,

FREGLERIX @ SH-Bla : 112 g aiha WX T, XERVECEEESZ S HITh
Fri7oisi, AEMldRUSKRERS DR &Y 6 BENTFE LS, [di
10%TRR U FTh -7z, (BHO) ‘

F12 LY —BE R ETEES A (ne/ke)

ALK KX
BEiA SH-Bla [abe-14C]B1a
MR 11 g aitha 112 g aitha 17 g aiha

AL | 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 A [ 0.20(0.4) 0.06(0.1) 2.69(0.8)- |0.85(0.1) 0.562(0.5) 0.14(0.1)

43 B4 (0.01(00.2) |0.004(0.1) |0.10(0.2) 0.02(0.1)

SLEEX FEX
1R I-Bla [abe-14C]B1a
SLEREL 11 g ai/ha 112 g aitha - 17 g ai/ha

mo LB | 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 B 10.096(1.6) |0.00800.3) |1.13(1.4) 0.2400.7) -|0.2001.5 |0.0200.8)
22 H#0.045(0.8) |0.005(0.2) |0.46(0.7) 0.05(0.2) -

k)

(3

PRI BRERE (X 7 XN A 7 F L Bla B AT
{ ) PIRI%TAR b : BURHRHE§

) = (EEERF)
iz (5FE : Deltapin213) {2, [abe-14C]Bla % 100 pg/EED NI E CHEMBM
L. BfE%E, 14, 1, 2, 4 R(F8 ARIERUEE2RR & LT, MEErE
R ER XN, -
Do DT I B HREEESHILER 13 IREN TS,

20




£13 hiEOEICBTBRETEEST (GTAR)

e FEPEIFIR & FEfRHME
ERSEE Fike ESS G Bkey Ji Rt
FUBEERE 99.7 99.2/99.4 0.6 0.4/0.6 0.1
1 A% 82.7 36.4/41.0 8.6 4.6/5.7 6.3
8 A& 19.3 1.0/1.7 15.9 2.6/3.0 23.1

H) BLSW T NWALZ T Bla
BACEWA DR RS 2 BIRDOMERH 570, EOWMFE2ITHEI 2 TRLT,

FREPEFHER LG T, R 1B RSN THSEULABOM., REYIb]
PETE LT, [blix, REPEHET IR 1/4 BHRIZ T0%TAR FE L7248, &4
B 8 B3 0.1%TAR (&3 Ule, R T2 0.3~0.8%TAR #E L 7z,

- | (B 10)

(4) b= GEhiEEs)
iz (5 FE  RBRO T Deltapin213, 3EA@ Tid Deltapindl) {2, [abe-14C]Bla
AR L, S ErEGRRD E X,
MFRPREE | BAERR UREHRRISHIL, £ 14 IZRENTW D, ERENLOK
HNCERE U7 AR, 5, 3E, BI3E, T 2fRUHELRELE L,

#& 14 IBRE. SH=RUSHERRRES

Her | oA AT FROEHRERERR
D | 20 gaiha | REEHD 7T BT 2| pE
| 22.4gaim '
@ ks a. a ZEIED B 40, 90 BTN 140 A% B 20 Atk
224 gai/ha ' .

DT EBHPEREFETRREITE 15 IR Eh TS,

FABII D EEHES I S, BRBOBITHRRD bz, BT ERE
ik, BRBADT 50 pglke, RBOD 22.4 g aitha WFX KR 224 g ai/ha AEX T
FEN 10.0 U85 nglke F1E LI,

WTHhOLHKEOETHIZS, et IRl ot, £, EFHo
PR F R U S — VB ORRIEEE D D EERES RN &, TV A 7 F 2 Bla
ORENZE > TA USRS IEEIC IV IAE LD Z & PR S,

' (M 10)
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#15 bi-ABPBTRAEEE (ke

R wEE iy =5 - T & IBE
@© |20 gaihax2[H 25 70 396 298 50 37
& 29.4 g aithax3 @ 5.5 12.5 46.4 11.9 10.0 43.5

| 224 g aifhax3 E 107 169 404 97 85 750
(8) DhAED

R—=TNAF VLY LEVROY L—7 7 — Y D REFMIZ[abe- ¥ C]Bla3%
1ESBMAL, BAYAWNC L, 2, 4, 8 R 12 BRICEWM LRE LB L L
T, PR BRNER S, o

BMERURBREORIIL, R 16ITFERTHS,

#x 16 ZHaRUNBEREORIR

AR5 BAE AR LR OURIL
ALY ;ﬁﬁzi e
Ly 4 gl W (BEERRERLR)
V=TT N— 4 ug/RE ARERA

hrh & DRREHPIHETRED AR 1T RSN TV 5, BT A ik 98%TRR LI L
DHEFHRENS RRB TP ICTEE L7, 0B & & &I RE o Hihe
BB LTz, BA~OBATIIO BT Tz, |

DT OAERR T Y, BEREEEET R OREOMH Iz, Biaw (7
YL A 2 Fy Bla) ROMEBDIO L 8FE Shiz, Btk o RERmIELE
ik, BLAm A 82.5~88.7%TRR fE7E LizA5, ALH 12 #E%IZX 0.2~
6.7%TRR Th > 7, R OBULEMIIRAT 8.1%TRR Th o 7z, 5
blix, WThoREEE 10%TRR & ThoTz, (BE 11)

£ 11 HAZOEMPHRSEERE (TRR)

Z=TNFA VY (4 pgliE) F—=T A VY (40 pgl RFE)
RERM Bz e HERM B B
| YA . 986 1.3 0 100 0 0
4 A% 52.3 406 7.1 28.8 58.1 13.1
12 #81% 36.3 55.2 8.5 6.7 84.1 9.3

3 ARBRTIX, 7TNVAZFBREO3, T7, 11, 13, 23 (I DERE UC TR LIz bOZ v,

22




LEY (4 pglRE) T =TT N (4 uglF3E)
RERE | R R | REEE | RE £A
BYEH 98.4 1.7 0 98.6 1.4 0
4 18% 43.7 43.8 12.5 73.9 23.0 3.0
12 %% 32.7 H8.8 8.6 409 54.7 4.3

) REFR  BERBEEHET OB
%TRR : %%ﬁ@ B R ORRAORERNEOSEHE 100% & Lic b x0EE

MR TOEBERBRE L LTIE, b= b TRETL A 25 Bla b Bk
WEDBIA, v Fedinfhic ko [dEOCh4EC, 2sizldrb@giiziy
el E v, ki, v o uF L FEERAHRAL, ACaREH{kEw b4
REhi, B —CiEMEEDI RO Fr S EldlZEmgE, bz RUh A
& O TIHEMMASDIZ ARz, ENTIELS T EEMICR Y | BiEEZ i T
ORI FHET DRI Z 2 bl

3. LB ERHRE
(1) FRMNLIRPEHAER
- [abe-23-1UCIBl1a %, B+ (A1 R) izt 0 0.22 mg/kg DRAETHRINL.,
20£2°C, MEEfhT 365 HEA v a~— I~ L. fFKEYE A RER A 3 X
iz,

3 X 0 Al E AR AR RIS L, A0 365 B (%ﬂtiﬁﬁﬁéﬂ#) iz
iX 30.6%TAR &7ro7c, PERIE THFOIEMMMERBETEEIL, 33.9%TAR TH Y,
F7- UCO PEEEE TIFETIZ 27.6%TAR B4E LT,

Hikat (T ATF Bla) 3, AIEE#EO 979%TAR 75, %&Eﬁff%T
RRZIT 14%TAR R Lis, mfg s UCidled, [dl. [l RUHMBRE S, [d
Bl 28 BICERFIEKR 10.3 ROV 15.7%TAR & 2oz, [elidfa
168 A1 K 8.5%TAR, [fli34LER 90 H&IH K 9.3% TAR FE L7z, £ Dfh

%L DEDBIEE LS, WThd 4.1%TAR LUT Th o7z, _
%ﬁﬂzA%)&U ASTRDHETERERHIL, R I8 IZTRENTWS, (BH 12)
F£18 BIENMRUSRYOHEERL -
BbaY SR [dl lel (£
HETEEIE (H) 18.0 32,5 35.4 83.3 105

(2) SPAME)/ ISR IR R i ,
[abe-23-14C]lBla %, i+ (A1 R} 2t 5720 0.22 mglkg DFETEML,

20£2°C, &M THRANC 27 AR ¥ aX— K L7k, SREMBACKIE E 1|,
EBIT 120 B ¥ % 23— b LT FREVHRSHINEK - Bt @E sl =i &
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gy el

35 0 Rl S ORI, HEACIREBRRLAIE 41 83.5% TAR Th o724, &

BRICT I (HEACIKREBRAS 120 A#) 2% 672%TAR F Tl L, HEDIEH
HMER SRR AN EERRBEEZ O 124%TAR Tho7-0, BEBRETEIC X
284%TAR Thofz, SR TREOKMEF I 43%TAR Th-7z, 1CO,
i, FREMERTEIC 20%TAR BA L TEY, MEAHET CIUSLEAERER

M Ao T,

BUEEWE, EARREBREERIZIIAKMECTEERTEREFR 15 XT
30.6%TAR Th-o7z8, EBIZE L, HBETHICHAMEEUCTEF TERE
0.2 KU 154%TAR Tho7o, ofgidlel. [dl. [elXOUHBEFEEL., [clidig
A 14 HBIZEHRIZER 9.9%TAR f#7E Lo, REBRR THEIZIZHEP ©
4.9%TAR CTh o7, [dl, [elRUUEILEACKERMGEZIC BT CORREZ R
L., FhEh 14.2, 2.8 R 44%TAR Thotz, FOMKRREDR L BLELAE
FELEN, Wt b%TAR K TH o7,

BRI o1 B 7 UL R 7 F 1 Bla, S el B ONd] oHEE e
X, FNFIL276, 122 RUN27T0 HEEH&ank, (B 12)

BRI S FEOMRER L L O RS T TR T A S ")ﬁ/Bla
(RPN HAR L, B Frfi bzl vldl, Bz X9 lBELD, SHiZ
N & L b LT, BT id COz USRS TR 72 o 1o, IERAISRAF T Tk
po DML, IRTAIBER SRS, Zhb i%@@ﬁ?ﬁﬁ’)xﬁ:Tfﬁfﬁk
Shic, RERNZITEOIREMITR 2N E 2 bz,

(3) LINBEMEEBRD ‘

5 FEOWEN THEEM L (FAYRUBAAR) | L (R4 R) | HH
oL NEEE (RAR) | VIV NEEE (RAR) 12RNT, TV ATF
Bla o -5 RAERA EhE iz, .

Freundlich DWEERREK Kads 13 76.8~334 TH Y, FHEERSHRICLVHIE
L7z 453k Koc 14 5,700~7,890 Th oz, F£iz, BLAEHRE KesiL, 1 Ep
AR T 72.1~380, % 2 FRBAT 87.0~362, HIKKREHFIC L VHIELE
WiEFRER Kiesoe 13, %5 1 BB T 5,640~7,590, 55 2 BIRABR T 6,670~8,880 T
Holz, (B 13)

(4) LEBBHEHRE
' Wt (BER) 2 VT, 7oV A 7 F o Bla O TR BHERBRASHE S his,
Freundlich DWEEFREK Keds X 86,5, ARRESHRIC L 0 #IE L =RkaE Rk
Koc L 1,670 T o7z, £, Bl Rk Kies 11927, ARRESHRIZ L VHIE
L 7= B AE TR E Kdesoe 12, 4,250 Th-otz, (B 14)
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4. KepiBahBiER
(1) kS AREER _
[abe-23-14C]Bla %, pH 4 (7 ZLEEEENK) . pH 5 (WHBEENR) . pH 7
(V VEEERENK) RO pH 9 (R UEEEERR) OBBEBEIIZ 0.11 mg/l &7
HEIEEIML, 50C, BERETT HA ¥ aX— kL, MAKSFEAER (Pl
BHER) P EME XA,
pH 4, 5 BT ik, [abe-23-1CIBla OARUIEED biLiehso i, 25C
BB LSS 1 FUERETHD LHESNE, pH 9 T, %ﬁ%f?ﬁﬁ’*ﬂi‘—ﬂ:
[abe-23-14C]B1a 73 95 2% TAR A/ L7228, 7 B#IZIX 58.9%TAR &/r o7z,
[abe-23-14C]Bla % .pH 9 OBEFEENRIZ 0.11 mg/L & 725 X 5 IZFM L. 25°C
T36 A, 50°CT25 H, 60°CT 11 B, BFRMTA ¥ aX— M BIKSE
RER (A5RER) DFEM ST, '
pH 9, 25°CT, RUABALE 32 HZiZ[abe-23-14CIBla i 89.3%TAR & 720, H
EAMENE 213 A LB S,
afiEe L, bl [ECABHEN, blix, 25, 50 RO 60°CTEh
CENEK 6.7, 24.6 RO 25 4%TAR 75(E Lz, [qdBR UL, 25 R BOC Tk
1L5%TAR LA T T o723, 60°CTila) &K 17.5%TAR, [KlA3FEK 15.6%TAR
FFELE, (B 15)

(2) Kbk EER (RE)

[abe-23-14ClBla %, pH 7 DV L EEBEEEETRIC, 0.1 mg/L ORECHRML,
24.7£0.7°CTHxE /77 (ESREE - 38.8 Wm2, HIEKE : 300~400 nm)
% 37.5 HERH (12 KR Z & IZHE 2910 &%) L, APl oaiERnEfm X
LIz,

[abe-23-MCIB1a i, BEMETIRHC L6%TAR (i Liz, 2 e LT, [b]
PSREET 13 BRI R K 8.2%TAR T5E L7228, FO#%NE L, B 12 BT
BHEN L lpot, [cliZfRS 18 HZIZEHR KT 5.6%TAR TFE L=, BFHTTIX
[abe-23-14CIB1a i3 ThH - 77, .

TV AL T Bla OHEENBHIE, 24 W, HRICKRT 5 EDABR T
HE LT 5.0 HEFHSNE, Tl OHEEEMAIL 41.4 B, FU,
FEORKBRTICHELTS6 HEEL AN, (B 16) '

(3) KkehZHRER (BHK)
[abe-23-14C]Bla %, BWEH /K Gk, EREU : 55E, pH 7.37) (T 0.53~0.55
- mg/LORETHEML, 252CTxR/ T (EEE : 21.0~21.2 Wim?, H
EHR 1 300~400 n) % 41.5 B FREGHRE L, ARSI s hix,
[abe-23-14C]Bla it, FEAK THAZIX 17.3%TAR 2 LTz, e L
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Tlol23, Mt 14 HEITEK 9.2%TAR f7E L. P THAIZ 3.0%TAR &72-
ra

ToYVA 7 F v Bla OMEEFEIEL, Fal, FOKEETICEELT, 39.8
AERmsn, (BR1T)

RHASRREG & LT, KSRV TE, 7ULA 7 F 2 Bla B’ A Y
LTI, XiFvras( FERBEZELTYE FeX i bamld 2% T
PR SN, FoRICBO T, BB R U EREED]EB T, <D=
A F—{EET RIS, BRI R L XN AR EZE 2 b,

5. 1iE%RERER

KUK A - BB R ROYEL - §iE L (Ba) 2AWT, 72347 F
ofEsplol, lel, Al [l RO %ot s & Uiz HERERE (BN R OES)
HIER X7z,

BRER DIDRENTNS, (B 18)

£ 19 TIERBEHERRE GETEFRA)

‘ e )
EYg - Jion +-5E . . TRATF
TIRTTE L et

preiy 0.95 me/k KRR A - 3R 21 24

Mo OB I st - SR 45 64
| KUK - #B

=% 252 g ai/h.

B R [ T 5 5

&) * SRR CRER, BEFRRTHANZEA

6. EMBRERR

FSER U Z VT, 7UL A 7 F > Bla R Blb N3] % 2045 &
{EA & Li-{Emis B RBnEt she,

RIS ITRENTWVWD, 7YYL A 25 Bla R Blb Rz bl DAEDE
EE, S T R L% GEX) @ 0481 mglkg Thotz, (B 19)

RIHE 3 DIEMAERBROMHTIEE BT, 7-ULA 2 Fr Bla RO B1b LN
[bl % BB b & L C. BN THEE S5 EEDD) DEIE A HEEEER
BARE 20 IZTRINTHS B4 &) |

7B, AEEENEOEEIL. FRESNERFENL T VA S5 Bla K}
B1b i TNZ bl DG ENFBRROIRE # R ERALE T, v TOHBEmICER 2 h.,
NI - PN K DEEREIEOEEA 2L R E OIRED FIZITo 7,
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%20 BRB&LYERSNEFALASFLBla kGBI LKIZD] (HE) O

HEERE
E R NR Q~65) 5 G (65 LI L)
({&&:53.3 kg) (FE:168ke) | UAEDH56kg) (& &E:54.2 ke)
(Eiﬁﬁ) 1.39 0.61 1.98 1.76

7. REFREDBREBRRUERRER
(1) EpBEER (. RTRE)

4 (1288) iz, S HE#T A7 F % 0.3 mghkg AETHEEK FREL, #
MIEhEERRBRDSRHE X7, Comax 13IRE 1 KUV 2 BEICR S, #0.09 mg/L ©h
Tz, g, g SR, BFER MBI BT 5 Ttk T Fi, 4.6, 5.7, 5.6,
8.1 RN 4.7T BThHo, ¥ 50%TAR A#54% 7 ALINDFEHIZ, 1~2%TAR
SRR X L, ‘

AT, LA THET A 7 F 2 Bla 3. EERERIZb BT 34
~B1%TRR % 58z, HEIFTCIX. 7L A 75 Bla OEEIIRS 7 A%O
52%TRR 725 21 HED 25%TRR ~&L B Liz, 7YX 75 Blb i, ifig
I 1~5%TRR, fEiTi% 0.5~5%TRR % 57z,

sHeAamiomz, MigPRO= I/XTE!-*}VIX?‘?—“IZME%LT’HEHJ?EP@E
IR HES D Rl BRE S hz, (2R 88, 89)

e 3H BT A7 F % 0.3 mglkg ﬁ@f%@fﬁﬁ%’q‘- L. %@&‘%ﬁﬁ%%

&U7A%7%/®ﬁ%mﬁm%hto

BHEHZENTHORAIIZEBW TS, IR CIRSFORIEEWIL. Bk CHiA
HED SERICE DT, BILEMTHBE TN A 7 F 2 Bla il i~~~
OB RRBMIC BT AEER OO TH o, (8o T, HER USRI
ELEZLN, TAUWRAIF U Bla PEH~—I—l B EELILNE, BET
~21 HZEOM, REEUWCHT5EE~—0— @zu i3, AT 0.556~0.36,
RENIC 0.65~0.20, HPIT 0.74~0.51, FEIET 0.48~0.24 DR TH -7,

(&H 89)

(2) #ERR )
® #&nEs #EHoib
WELE (FVAZAUFE, —H38) 1o, TAAZF 2001, 0.03 RTH0.1
ppm OEFEEERMOHARTETF b 7 LY 28 HRERAZE L, 3%
PEABRFEE I N, FBRERP LB CHIERIL ., mﬁ’&?ﬁﬁ 1 E?’ﬁ ZHHRRE
B LT,
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HHig R ONERG T DB IR OB L » bmdode, ®ERMME 1. 2, 3, 5,
7. 14 RN 28 HROAHPERBRELZELIcL 25, RRAERROKRERE 2.
3 X5 B (1EA, 0.001 mg/L) . 7 AH# (0.001, 0.002 %T*0.001 mg/L) |
14 H#% (0.001, 0.002 % T*0.004 mg/L) | 28 Hf#& (38, 0.001 mg/L) ITNC
HRABEREDERE 5 A% (1E, 0.001mg/l) THREIhEZS, ZhLoRkEE
BOEREM Tkt & A ERti ahigd o7z (<0.0005 mg/l) , (B 90)

@ ETEs

4 (1288 o, SHERRT N A7 F % 0.3 mglkg AE CHER TR, &
BREBRNEG S, #5714, 21 K035 AZOEBHORKEEEZRIEL
F .

RRITR 2L ITRENT NS, BE 7T~35 B0, FHE OB AHE O
MO~ THEELL Tz, BEMHAYSA TR, FFcRE 7 R0
14 ARICEEEYEEEL TR U, 85 21 H%F Cloifig0 TG ey, 15
BEE 0 BIELS io oo, BEIMIHATIZ, BE 7 HBICREHEREL RV, &
LEREVEREEERLE, (B0 88)

&2 HITBULHEERTRSZOSHETRRREE (ug/ke)

BEE 0.3 mg'kg &
wrEHZ B 7 14 ' 21 35
Jikgi: 619190 16895 6133 946
BeRA 444+110 130+76 6322 3510
A 42£10 10+8 4+1 1%+1
BhE - 143+37 368 11+5 941
T EENLAH A 2,022+1,720 537161 59+87 <4

RHER : 0.8 pug/ke FID . Spghke (BAH) | 0.7 pg/ke (GA) | 1pghks (B . dpghke (BB

&)

HEDTFF (—BE 5 SR ORIEEE 158) 17, 7R ZF1 % 0.2 XL 0.4 mekg
FETHRBIE TERS L, ZEEARISER X7, 0.2 mgkg (FERSIHIES 42
KUV49 B, 0.4 mg/kg EEHRSFEIERES 49 B £ OB R CIFEPIZBT

BT RASF PRI LT,
WTFNOBERIZBN TS, TR (0.02 mgkg) K ThHoT,

(B8 90)

LR UM (—REEREST 6 SRR O BRBRIERES 3 5R) 12, 7T\ A7 F %
0.2 mg/kg fRE CHEIR THR S L. RERBRSERE Sz, #4521, 28, 35, 42,
49 B 56 HERIZARMA IR L 7=,

FERIIR 22 1T ST D, IR USRI OEBRIRE L, %5 49 H
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%E TICBHBARMICIE T Lz, (55 88)

%22 HITBITABEER FREEORBEHEEE (ug/ke)

"E5& 0.2 mg/kg (A&
BEHHEK 21 - 28 35 .42 49
FiHige 53 14 9 2 <1
=107 78 13 5 2 NA
A 6 2 1 <1 NA
i 13 4 2 1 NA
REENLHA 5,200 2,000 550 2 1 <1
RS « 1 pg/kg ‘
NA : Zffrgd°

£ (—BESHR) 2, TAAIF U E2#50.3 mgkeg (FECHER TIRE L., &Y
R ERm S -, #5455, 10, 15, 20, 25 B35 BEOEMP T~ A 7
¥ Bla iREEAHIE Liz,

REFIIR 23 ICRENTV S, (ZFE88)

£23 HISHTHEBRRTRERODEMBHTANAYF L Bla BRRIRE (ue/ke)

BEE #0.3 mglkg (A&

FE5% A% 5 - 10 15 20 25 35
STl 310 210 110 30 7 16
HER 320 130 S 30 4 12
HA 27 NA 8 ) <1 2
Hlig NA NA 36 9 . 2 6

B EENHA 21,000 3,300 5,400 800 1,600 570

FRHIBR : 1 pg/ke )

NA : o3rdd*

@ HREH (K7PFY) #5 (Fi)
B (TZV-DT UM, —BE6 EHRUSIMEE 1) OWEIC, TARXIF (K
TAVHA) % 0.55 mghkg RETREMIIEBM (K7 A4) BEL, Litho
RN R S,
252 AHOLHND. 5K 0.023 mgkg DT SR 7 FUEHRR LA,
#5 14 A% TR (0.001 mg/kg) RFE TET L, (B8 90)

WIE (Vv —2—H, —# 6 TR ORHREE 150) ORIz, TAAZF 2 (K
TAVEAD) % 0.55 mgkg FETHRT AV EE L, HLHFORERBRAS £ X
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iz,
BE 1 HBOLH DL, FK0.014 mghkg DT 3A 7 FUEBRRBI. 20
BHE 4 BRICIIERBEAR (0.003 mgky) FHFETETLE, (B8 90)

(3) EDENERER (L¥F)

WizE @EERE) 12, SHAZM T ~L A 7 9% 0.005, 0.05 BT 1.0 mgke
FE/HTEZF LA ALY 10 HRRD#RE L, EoEhiEslRi EliE Xh
7= '

Fep D 80~99%TAR, D5 0.1~0.6%TAR AL Sz,

1.0 mg/kg RE/AHRGHETIL, ZEBSHBR TR bm< @K 98 ugky) | KIT
HElS Bk 50 nglkg) | BIER UV Bk 28 ng/kg) WONZHLAR (Be K 13 pglkg)
Tholo, AIFOBREL, BS54 R TENRELZRY, 1.0 mgks FE/AE
E#TH 2.3 uglkg ThH-7, : ‘

TV A7 F L Bla OEIGT, IFIET 76%. B, TiRRCHET 99% Th
ofz, FRREIL, REWgl T, BILEPIZRILBI L TIRE L T,

(&% 90)

(4) EpDEERRUZEER (35

(S 15 1, SHEER T~V A 75 Bla % 286 pgkg (FHE CHEHE
A5 L, BpEeRBRnEmIn, ik, RECEEZRG 14 HEE THRI
L,

iz, B0 2FH (MEHES 158) o sSHIERE T A7 F % 286 nghkg (RE TH
EfEA#RS L, MK, REVEZHS THEE TERLE, _

TRBROBRITE 24 ITTRENTWD, MRARTIE, HHtRsiEmeicEzt s
H L TiThiu, 0.5%TAR RIS R SEIL S, (B8 91)

%24 EIHTBEEEORSHRNE S A8

EME SHAEFZR T~ A2 52 Bla SHAEZR T R A F T
BE2 286 ug/kg BE
MR i i3 HE i
Crax (ngfkg) 34 28 47 67
Thoax (HEF)’ 24 12 36 24
Ty () 53 BT a8 49

E (HERE) (2, SHAZRET A 7 F % 286 nglke (RECTHEREOMS- L, A5
HEENEmE I, #5553, 7, 10 RN 14 BRCBi A&, T8, fREUR
Rgirh R R & e LT, .
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FRITE 25 IR STV, (BEID)

F25 FITETAHBEEEORSEEOSEBDRERE (ueks)

w*E& 286 pgkg {FH
REHE A 3 7 10 14
. Pl 374 116 33 19
it 354 141 41 35
HA 42 14 ND ND
R 105 41 11 7
ND : R ENT

ARBRCBOT, MRSV TR E T,
AR IENT T, BEYDZ L AL ETRTHT NV AZF/Bla & LTHEF
FELTEY., REMOEEL TR o, Lz b, IR OB
LT, AE SN TOARWEERIMOGEENR IR, 5 3 ROVT O
BB OEENOEERMEEMNL, TNV A7 F 2 Bla THDH I EPREN

7. (&ZBE91)

K51z, BEEHIOWT, TAULA 2 F L Bla DISERES 54 L /-,
FEEITE 26 RSN T B, (B8 91)

£26 1281 SREEORSHOEMMET LAY T Bla BERE (/ko)

BEE 286 pglkg FE
kEHEE 3 7 10 14
g3 226 (60) 56 (50) <LOQ~31 (58)
il 307 (88) 116 (93) 27
A 37 (88) <L.0Q~21(93)
Bl 74 (71) <LOQ~50 (75)

{( ) X TRR%
EERS (LOQ)

(5) AERR K

AL (——RESER) (o, TNA S F Y (HiiREAD 2% P& (0.3 mgkg (FE)

T, BIOBELEK (—FE388) (2 21%E (0.6 mghke (KE) CHEIRT#HEL, 7

BRBSERE Sh -, HHERSHIRS 14, 21, 28 R385 A#IZ, 2 (FERH
RIS 28 ARIGHABEZREIL, 7UVA 7 F BlalBE2 oM L

FERITR 2T IOREN TV B,

(&1 90)
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%27 RICBT2HEETREZOZRBPTAILA I F o BlaBERE (mg/ks) .

REE wHE 2 &8
BEH A 14 21 28 35 28
SREK 5 5 5 5 3
<L.0Q (3, <L0Q (2, 1L.0Q.
i 0.0061, 0.0035 0.0033, 0.0054 <LOQ® | <L0QE) | <0Q®)
= <L0Q 2. 0.0052, |<L0OQ (3.
Rl 0.0051, 0.0033 0.0032, 0.0055 <L0Q® | <L0Q®) | <LOQ@)
HA <LOQ . 0.0026 |<LOQ ). 1.0GQ <L0Q (5) <1.0Q () <L.0Q (3
LOQ (3). 0.0056. |<LOQ @), 0.0021 '
ik ;00?1( ) L0 @ 10Q® | <Loq® | <L0g®)
FRIRE (LOQ) : 0.003 mghkg GERARUNHD . 0.002 mghks (BWRR UH5H)
() PUEEsK .
. —RREIRIAER -
Z v MNEOA X &AW #ﬁx%‘éﬂﬁ%ﬁ#%ﬁééhto BERIXFE 28 ITRENTH
5. (88 20)
+ 28 —RERBHE
B BEE wmR w7/
- REROTEH BipiE T/ (mg/kg {428) EIEHE EFE EREOME
(5 (mghkg F8) | (mgke (A5
=) . BG4k 1~24 RS -
e L ﬂgh&] ] 0.0.5.1.5. 1.5 4 - RN OET
pp [ | Wistar |y 4.6 - B L
= 7k (o) _
2 1R 6 B
R £ :
;{é — BT ‘;ﬁi'aﬁ 6 | 0.0515.86 6 - B
= SERAHIE '
E BE | 0.0.25.05.
28 LA S 4 1.0 6 — -2 AN
= RE,
T MU DA | Wistar 0.0.5.1.5.6 _
Bl yeon, |un | ®6 (@) 6 e
[:[
Cre, pH :
) - REET A 7 TR T i L b DR RORE L,

- — RAMERERRETE 2V
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9. SRR

(1) SHEHEEER (RE)

FRRAIFUREDT v b, T ARV E R T AR

i,

ZRBROFERIIE 29 IRENTND,
TIRRA T F AINREMEREL . KIZIFE A FEIT RS, IR LT
BELEHE L, ATFNEAD—RKERIEE L TRE LEEE L T, #5
BORIES R Y | A BERROBREICRE (BT b0 Ll L,

(ZH8 21~29)
£ 29 EHEEHEBEEEE (8HE)
o | o —ooe Ske B BEShIER
' BEEIMET., HMTRHA. DOEHE
OB/ OVEIL. TR, HIE, W%
SD 5 > 039 gis | M VR GEBL. iR SRR,
eSS 5 L D BEmEOIRETEN., BRE, WRAERES
BEOEE, FREMER, B,
MEHE : 275 mglkg FELLETIRTH)
SD 7 v+ 8.7 12.8 B - 6.67 mg/hkg BELLE, H#: 10
MERES 10 PL 2 ' - mg'kg FHELLETHRCH]
RO :
P SRR : | R, Rk, LHE D KRR
SRR 10 41.3 JEfHR~ 7 A b mglkg BEL b,
YTARIE 12 1T IR i~ A 10 mghke FEH LT
19.0 FET4
S - TR, FIfUMEREE, MRRRIR, TRE)
CF-1=m A 15.0 T MHETT, SEBE Y ROREER, BTk
FELTRMER O éz}_ﬁ}f.z . E|
MHRMES- 20 [T 1 8‘ FEFIE~ T AR TCHIET A 5
' mg/kg FELLTIRLH
SD Z v b BEREOIRE, TR, HEMEET
el 5 - >330 >330 T L
REENH], FEEMERT ., iR
NZW o4 1600 . RAKIE T, TR, R, ¥
s MiEHERT 40 T ’ HE D HER
’ MR - 200 mglkg EELL L TIET-14)
REIEINE], B, BRI, iE
NZW o 3% By SMTHRR, BRROEREREIX,
2000 22000 | aaori e, e AR

MERES 5 T

FECHIR L

33




LCso (mg/L)

e, BT, RORE, 54

Wistar 5 o | KT, PPROBAL, AR, FSAL,

eh e | 02 | <021 | e R REROBIE ek,
S, G, T

A ERE © 0.21 mg/L DL ECIRTH

' SNEOFEN., EEPRE, FPRIE
K. FEREOMEE., H2E. BHK
>0.051 | 0.034-0.051 | SHDIKTF, B =N

o FECHR L,

1 : 0.051 mg/L. THL A

Wistar 7 b
HEHES 5 L

) DOEERTIEREEANIE 0.6%MC AR, 2) OFBRCIRIISwmERRL LTHWE
(2) SHBMRER (FPARILASF Y Bla, Blb RUMLEM)

F~UL R 7 F 2 Bla, Blb RUREML]I D~ 7 2R NG v b & AV itk
ERBRNER I, BRIIEITRENITNS, (K 30~32)

%30 EMENSEHAREREE (FARULAYF U Bla, Blb RURSY

B e LD;;E (/g ﬁ‘ﬁf) B SN
_ BT, BT, k. 5
CE;SE? 09.2 | Vs '
10.0 me/fkg AR/ B B LT -
_ BTN, BRI, . Y5
C;;SZ? 938 |V EROME
5.0 mefke KB L - TR
_ BT, BArR. . 15
Cﬁ;;gﬁ 136 |ED saoms
2.5 mgfke AL TR
_ | BT, BRI, T, 5
e e 183 | HHET
T 2.5 mg/kg BEULTRCH
S5 T BERH., R, R, 5
Bia e 10 10 174 | MHET '
10 mg/kg FEL. ETHRHIZH)
BT AT, BT, . 58
Iig;%; : 18.7 | tEET '
) 10 mg/kg FELLECHCF)
. EENHLT. BAR. B
SD 5 vk 06 g |BR EEE IHWY RSO
Mk % 10 T : B |k gamn -
HEiE . 8.0 mp/kg WELL ETHRTH]
SDZ v b 159 =R .
AR 10 [T : 1.0 mg/kg KELL ETREH
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Tl ' . HATRF, HRER, BRI, RN
PO CF-1<=U A 114 19.8 PR, [Rig T
B1b HERES 10 T ' ' # : 5 mghkg HEL E, HE: 10
mgkg FELL L TCHCF
TEEME T, BRI, BATHRHA,
- ) iREE T
3ol CF-1=m A >80 >80 H : 5 moke RESLE. M 10
me/ke AFELLETEH

(3) SEmEEERR (Sy M)
Wistar 7 > b (—FeMERES 10 L) 2 AWigHREo (FBF: 0, 05, 1.5 &
006.0 me/kg (A, 4L Tl HEZLHEMEMBENRRIER S I,
6.0 mg/kg RERSFHOMET, BHBABTROINGESITA, 1.5 mgkg (AEH/A LI
RS EEOHHE THRMK A DR TR bk, HRHEROREARTHRET
X, B 5 OREITED b 1z,
AT DRI, ML S 0.5 mpkg RETHL B LN,
(&H 33)

10. B - ERISHT SRR U RIS

NZW 1743 & R\ M IRAHOHERR IR, O R SR A S L7, DR,
TR 5 F AL R E o o, B L IO,
RIS B L 2 Dz, BRPRMERBICE T, 1FIRRE 8 F%ICET
L. Bk (380 mg/ke () MEUH L EX b,

Hartley /> b () %8\ EERE (Maximization ) ROt
CBA/Ca/Ola/Hsd = 7 2 & A= BB RAEHRER (RET U » SE0E) BRER S iz,
CPORERTH, BERIEEIIRD bk, (BHE 34~38)

11. BEafrEtiR
(1) 90 EMESMEEMERE (v M)

Wistar 7 = b (—REMEHES 16 L) 2HWEEGER (RE:0, 04, 16 &
4.0 mg/kg (FE/A, BE : I<) &52X5 90 A MTESMEFERERD 32
iz, ' ‘

HREHETRD ON-FHERFRIZR 31 IR & T3,

4.0 mg/kg (AHE/ A ¥ S REOMERE Y, B 554 7 HEIZEBITEEMETL, —
ROREESEAL Lizieed, 2f58a L& Ui, £, 1.6 mgkg K&/ HE 5D
HE 1 FA35ET, 0.4 mg/kg (FE/ BRSO 1 FlA—HRREBORE kO T-HEla &
BENEN, INHEBRESICEA DO THoT, iz, 1.6 mgkg RHE/ H 5
BEDME 1 BIASEHIT & 0 U8 L B Shus, |

ARV T, 4.0 mgkg FE/B R GREOMHRE CRKRIRIE, TUBSTSER
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RHLNDOT, EE ﬁifiﬁfﬁfﬁ}:% 16mg!kg{4§ﬁlﬁ‘f%é&%z_%ﬂ’b7‘_o

- (BB 39)
=31 0 BMEZEMEMEEER (Tv b)) TEOSKWEZEERR
L5 HE il
4.0 mg/kg HE/H - HE L RB O B5EE | - BhE L REWOEIN (R5RHEA
7 8%, 7)) 7 @, 2
- BRPAERER. TEAMT, EhE | - REEIHE
DR OET, B, Bl (I8 | - SR, MEAMT, Y bl
). #EHiglk, 2ERCOEHRD D EHROET., KEEORED,
B, EEBH, 1% -1 EEAL. HIE (EER) . SEEb.
- BOREHZEL WEEMREE | FAHBIFER, EEHEET. 8%
DORIE. BiE. BEROCULA | COEAHOENR, TS, 7
W O BB T /AR B D 4E) e
- BOREME (FIBE/AREER
DHKAE, ZE, BERTOLA
- ORI BB O E)
1.6 mg/kg A E/H FURTRZ L BHETRAL
ELT

(2

) 18 EMEEREER (1 X)

C—Z AR (—REMEEES 3 D) & CBEER ORI 0, 025, 05, 20
KU 8.0 mg/kg (FE/A, W TwHl) ®GICL D 18 HH (126 AR) Fadk
EERBRFEm S,

8.0 %X 2.0 mg/kg (KE/H R SRETIE, B5RIAEHITEEANRD Hhizo
T, FRER 1RV 3 E RS R,
KBTI DI BIERT IR 32 KRENT NS

By EREDOTETHCI, Hmwuwﬁéﬁmﬁom@o@@m B b,

ARBUCIB VT, 0.5 melkg FE/ R REHOUEH CEF HRKREREIBO L
BT, MR L b 0.25 mg/ke (RE/H THB L2 bhi, (B 40)

#&32 18 BHEESMEFEHR (1X) TROGhI-BHERR

B5H i3 i

8.0

me/kg & E/H
(#5 1 E)

e ET (1) *
Rl

< T (25 *
* FRAR

2.0

mg/kg A E/R
(5 3 [8)

T @) * <EC () *
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0.5 - ELGRIRE, TR, B, | - T 16D *
mg/kg AE/H B, MEFLOOR LR BT, lllEalI_t 8| - 2FHRERE. HITRH, WE, f

Eig Y&, BEFLORNEIE., Teit, 72
[lER st
- EEEINE]
0.25 G RAN IR L

mg/kg A/ H

* B FHE RO FE LT L,

(3) 85 AMEANEMRE (F1X) <BEBF—4>

E— K (—REMERES 2 ) ZFRVi=iEE (5K : 0. 0.25, 0.50, 1.0 Bt
4.0/2.0¢ mg/kg (KE/A) H&E5I1Z5L5 85 AMESMEMNERERN, 1 £HIBMESE
RER12. (NIOAEREARRE U CEfiS R, AR ClIRASR AR ES
BDEBINTORNI LG BRELERETIESET —F L LTHI R,

HHREFECHED LI BHRTRIIER 33 I RINTW S,

4.0/2.0 mg/kg AE/HREHETIL, RERSICERT 52— RIREOR/L, FE
&Uﬁﬁﬁaﬂﬁf}‘ FEMEER TR bz, |56 6 BRiCapsiha &

Bxht, Eio, FREOME 14T, 4.0 mghkg A5/ A & 58I, %%zﬁ%
BN, BREE D R ES TR b, HEEN 2.0 mg/kg RE/HIZ
& TR b kix, ERIGED LR T,

AFBRITIBUVT, 1.0 mgrkg KE/H ?&“—’?#@ﬁﬁ%fﬁﬁﬂ%;’n}iﬁ{ﬁ%ﬁrﬁ
CRIDOT, EEEEMHEL S 0.50 mgkg (FE/HTHDLEEX B,

(Z3BE 41)
#3385 AREREEURR (1 X) TROLNIEBERMR
Ep R i i3 3
4.0/2.0 mg/kg & E/A - R L (Lf) - gRa s (2fF)
- R E R ORI RN - RER CMEETRRY
1.0 mg/kg AE/ALLE |« BEALGADERITESR - LRSS
0.50 mg/kg EE/H LT | FHFTRZL FHAITRARL

12, {EEEMERBRURSALERER
(1) 1 ERRIERMEER (1 X)
E— VR (—BEHERER 6 I5) %V aiRA (B : 0, 0.25, 0.5 RO} 1.0 me/kg
RE/H : FRBREEIREIIER 34 Z8) B5I2L 5 1 ERHBEEERT M X

4 ffirr, BEERREAAREIE 0. 6, 13, 25 KU 100 ppm DIEE CIREHRESNA, 100ppm BEFT
FEEEE MR R B UM AT RO b/, BRI 20 BHRICIHRIERSZ T L U TEER
B A L, SERERA 29 RS IREEES 50 ppm & U CHIELZIRE LT, £7/2.6,13 R 25 ppm
BERTR, BHEEOHIAED o), BEHE 9 BELE, BHEEESELENE, 1TRY
32ppm & L7,
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| It

#3341 Eﬁﬂfxﬁﬁﬁ'ﬁﬁﬁ (4 R) OEGHEFEERE
. 0.25 0.5 © 1.0
BTH mg/ke K&/ | mekg BE/E | meke AE/E
TR ERE i3 0.24 0.49 0.94
(mglkg {5/ B) i 0.24 . 048 0.95

K4 SEECIRD B BT RIZE 35 IRANTIND
AHBRCBNT, 0.5 mglkg E/H ut&ffﬁiwﬁﬁﬁfﬁfﬁgﬂﬁi‘ﬁ}iﬁﬂﬁ%gﬁﬁ

BHENFOT, EE
H/H) ThAREEZLNS,

(ZH42)

PERITHEREE & 0.25 mglkg (FE/H  (MEHE : 0.24 mg/kg {6

#35 | FREMEUEE ((X) TROLNLFHEMR
- RERE HE i
1.0 mg/kg HE/A | - FECUTEHEE R (B4E) * - REMEIE. FREEER
- REEINE], RAER » BUN, Cre. HH>
- BUN, Cre, TP &P, ALP #5i0
0.5 mg/kg FE/R |« IEFLSDLEEESE, BERL HE?L?]L HERFHEE. 3@5‘3’[ k
BLE « Alb 38 - Alb b
0.26 mg/kg {&8/H | FMHITRAEL BT R L

AP BRI RV B L M L,

(2) 2 fERMBHEEME/ ERAMEGEHR Sy M)
SD F v b (—HEMERER 65 L) % AV 7-iRAH (R{E: 0, 0.75, 1.5 B} 2.0 mg/kg
RE/F  ERISEIEIIR 36 M) RG0S D 2 EMIBMEEE R AMIS

RERREm S,
36 2 ERENESE/RUAEHFAER (v ) OFSREERSE
\ 0.75 1.5 2.0
B mg/kg A5E/R me/kg {EE/R mg/kg AHE/H
EERREERE i 0.7 1.5 2.0
(mg/kg AE/H) i3 0.8 1.5 2.1

SHBAEE & 1 ERE T ﬁ%&%i L6 B Do T,
F o FORBERBRICB T, HEORETHEGIC R T DI SER I ML X v

& <.

HOBHHEABZBLIVLEWEHERBADREZZ L2 b, PBPK

(Physiologically-based pharmacokinetic) T Y 7 FEEAOTHET » b
DOREMAHEFRED YV o b—a U EER U7CRER, MR REIHO G 13E
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<. TR RESHED S 23 < #ERR 3 B MR b,
HHREHETRD GNIFERTRIER 87T IRas T3,
BB G BE U TR O USSR EIERY b o Tz,

AFAERIZBNT,

2.0 mg/kg FE/H RGO THRBKR O ERAD S, 1.5

mg/kg RE/ A B EFEOHE 1 Fl TIRE & £ OB OETHFTD b0 T, EEE
TIHEC 1.5 mglkg RE/A, HET 0.75 me/kg RE/H (0.8 mghkg RE/A) ThHD
EEZ Ohie, BREMETRED ONR o7, (B 43)

& 37 ZEﬁFaEITzTEﬂTE/%fJ\AJ&HA”ﬁEﬁ (v b)) TRONEHEMR

EH iid i3
2.0 - RER, FEECL DB L - PEER, ERVIIC L AFECITThE
mg/kg /A (24 * ' L& @) *

« ALP #8550

1.5 - 1.5 mglkg AE/BLAT - IREE BERICLDET (1H)
mg/kg £E/R g R *Owx
LLE -
0.75 ‘ BHETRALL
mg/kg FH/A

* 2 BRI BRI A IR & T U7
* o P ERAATE 62 IEICIREGERD b, 100 BRI L,

(3) 21 HMAMMEAAERR (T92R)
ICR = X (—ReliEHEs 74 JT) % FIV = IBAE (B : 0. 2.0, 4.0 KT8 8.0 mg/kg

E/R : YRGEERERITE 38 2) REZ

HEELT,

X5 21 »ARFERAMRRH’FE

#38 21 hAMELNAERR (TVR) OFEREERE

X 2.0 4.0 8.0

BT H mg/kg (£HE/B | mg/kg {FH/A | mg/kg (FE/H
FHIRISERE Mt 2.0 4.1 8.1
(mgkg {&&/H) jife 2.1 4.2 8.3

8.0 mg/kg K/ A B EGREDHE TR T ROEMIHD bhic, ﬁﬁtﬂ e E

THEY L YER T 2 u A FIRENEE

WD DAL, IR L 2707

b, BEREICLSEETITRVWEZ L DN,

EHRGRETRD ONFBHRAT IR 39 IRENTVS, B GIZEELT
FEAESEBE O U 7= EEMEREIIR D bhido 7z,

ARRIZIBWT, 8.0 mg/kg (FE/ A HHREOMERE TAEERIIGRIESTED b
DT, MEMEITMREL & 4.0 mg/kg (KE/A (4 : 4.1 mg/kg (RIE/H, #f : 4.2
mgkg (KEH/H) THDLBL DN, BREAMETRD bhEoT, (BR4)
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%39 21 HARRLSABRE (YHR) THEHLNEMFR

BEF i A I
8.0 mg/kg A&/ R « FELCERIEIN - Rk
- BFE, REESMEDL. BREEL | - BREEINHI
. < A EHIANMHY
4.0mgkgFE/BLUF | EMATRA L BHETR2L

13. EREREEMLER
(1) 2 HAKERE (Zv M) |
SD 7 v b (—EEMEMES 30 IT) ZAVZMEIRER (BE : 0, 0.05, 0.12 B®

0.40 mg/kg (/A WE : F<H) 5082 2 REBERBAERB SN, P

PACREMYIT 2 mIsREL, HPEESE (8 : Fla. Fin)
&L, 2EZER, HESE e (LB : Fa,

F2b) )

L GRE TR BN AISR 40 (ORI Tn 3,
P TIL, REREOEEIRD oo, REMTIL, 0.40 mgkg §
B bivi, LR EE R ERR
(5. M@NzHBNT, TAAZFUoRANCRRE TRO NI &b, HE
RIZAH 2N L THRBEDT A F ACRBEINEZ L2 6N, £, TN
A I F L OEMRALP-FF %7 (ABCB1) ¢ ORENRHY, HABEEZD P-
Hiz 2 (ABCB1) EOBEWCE T, HEMa L 0 REMITT X 7 Fxt

H/A S CHEA R OR T RSN

T B

HREL R TND EEZ LT,

. Fn % F1 - OH B

ARBRIC IS D EHEERIT, ﬁ%%f%@k%xaﬁmﬁﬁm£04omwg
RE/H, REMp Tl E $ 0.12 me/ke (RE/H THH L E X bk, BREEICK

THEBIBOONR T,
(ABCB1) & @RhE

(ZOWTHE, [15. J2H)

(&P 45)

(FTARARXZF o DOFEEREE P-HEF 17

240 2 HERER (5 ) TROLA-BHFR

#:P, 12 :F.. Fin B Fu, 2 Foa, Fo

B H i i i
#1040 mgkg |FWHHRARL EUTRRL FHFTRAE L HEHERTRAE L
g |{FE/BALLF
% .

0.40 mglkg | « 4 A OFEL REEM - HA= B T EE

& E/H - A5 7, 14 ART 21 A AR - AT, 14 B RO 21 BATESRED
Prl - [RIRE VR s/ FIE R FE T SN - AR R AR B
& - [FIRE R B « HiEE, L LA IR EMEIN, 55
) - B, REL U AW R EMHEN - SR EE O ()

0.12mgkg |EMATRARL FHIRRL

{EE/B LT
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(2) HEHEMRR (S k)

SD 7 v b (—H#fiH 25 L) UD%valB BicihEliEn (5% : 0. 04, 08 &
U 1.6 mglkg (FE/H, B : <) ®RELT, BEBERBRPER I

BEMRORIE CRIERSOREIIRD bhiedoT,

72k, BEREHBR I, REHED 2.0 mgkg K&/ IZBWTRERYD, &
A 2L CHRCT LB b,

ARBRICB T A EEN BT, BEEOIRIR CARBORS A E 1.6 mgkg (&
BHTHH B2 DN, BHBEEIROONR -, (B 46)

(3) REBURE (VUF)
' NZW %% (—HEiE 18 IT) OFERE 6~27 BlzsEhEm (Ffs: 0, 0.5, 1.0
RU2.0 mglkg (RE/H, @& Z=il) &5 L T, BEFERBRIER SN,
BEWCIL. 2.0 mg/ke (FE/HRSHECEEENIG, BERRUCEKEDRD
D BT,
Hé‘LEdT i, 2.0 mghg FE/ARSHTOER, BH-L=T, AENRE, BE
AERORE, BHOREROBGEE RS bhis, “hboB, SEoE
ﬁ&%@?)ﬁfyﬁoﬁ%fm’@tﬁﬂmﬁﬂ LEBITRNREETH Y, BRI ARRiE
DEFEEFAIC LB L DTN EER bk,
AR B EEEEN, BEMEURIE T 1.0 mgkg FE/A THE EHZ
bivie, (ZR47)

(4) BEHEHMERB Sy P D

Wistar 7 & b+ (—#ilfE 30 IT) D4ER 7 B ~MF (o) 22 HIZARERRD (R
& :0, 0.12, 0.2 (' 0.4 mgkg {ZFE!E! R Il 5 LT BEMRE
MERBR DN <7,

HahciX, 0.2 mgkg (AE/H JAJ:&ELE*'C AR A E R O R
MABERD BT, BERRLIIEZZ bNRd 0T,

Rk, 2RS0T 0.12 R0 0.2 mg/ke (KE/R &ﬁﬂ%@%@i
% 5~22 A EENDS, 0.4 mgkg E/ B R SHOBE T 0.2 mg/kg (£E/H L
R EBOHE TS 29~63 HIZIREENRD SN, £/, 0.2 mgkg KE/H
YR EROMECIER D BESFED Lk, KRR R THS
tEZ BN,

FEBICBNT, BB CTHRERGICEELZEEMAIED LT, 0.2
mg'kg K8/ A UL LR GO REW) CIKEESE 5O 620 T, BEEERIZHE)
W TARBROEEHE 04 mp/kg A8/H, REWT0.12 mg/kg (FE/H THH &
Ex b, MIREEERDbNARN T, (B 62)
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(5) REHESHELR (Sv b @ - -

Wistar 7 » & (—HElE 30 L) Ok 7 B ~HE (%) 22 HICHERED (R
f£:0, 012, 02 R 0.4 mg/kg FHE/H, B . <) &5 LT, REMRS
PR M X Te,

FE I, SREHT, SHRDI I EER O RIS bR,
FWFTR LB X DIRh o7, 0.4 mglhkg RE/ B B 55 CREERMD B OO
ISR EBDWDHRD B, ‘

WEW TIE, 0.4 mefke B/ H B SREOMERETE/NT, Bk, RERESED 5
i, T b ofEFEEER AT L s, EORR, 0.4 mgkg (AE/ Q5
HTIIHBREMEDIT R L, 444 38 A THREBREfTH o7, 0.2 mgkg (FE/A
BEBEOHRETAER 5 FICHERNA, £ 5RO TS 8~63 HIZIEAE
WERD btk Fi, 0.12 BT 0.2 mglkg A8/ B & SHOME TR DEESFRD
BV, BEEIZH TR L ThH LB L b,

AR I, 0.4 mglkg (RE/ BRSO REM ChEoRE IR BEREBO S,
0.12 mg/kg KE/A L LRGSO RS CIERAEE SR b =0T, EEER
IXFHENMS T 0.2 mg/kg (AEE/H. JREMWNT0.12 mg/kg FE/HRF THHLEZXD
e, BEMRERRBDONRM o, (BHR63)

1 4. RIEEERER

TSR F L O O TR BB, T o =— R A X —VT9 HHla
RAWIRETRRERAR. F v A =X AR 2 —IPEEEMEE (CHO-WBL)
# B\ in vitro Qe BERBON~ 7 R & O/ MERERE Rin vivo etafk

RERBSEE S,

%ﬁﬁﬁ%ﬁ%ﬁiﬁ 41 &C?T'\‘é;}’[,"c%b\ ‘j‘&f@af&*@%of:o foC?jg’_)T\ F IR Y F
NCEEBIERR OGO EL DN, (B 48~52)

F4 BiEEEHEREESE R

R P AELRE - e & FER

| invitro | HIREEREER Salmonella typhimurium | 313~5,000 pg/7" 1~

e (TA98, TA100, TA102. (+/-89)

TA1535, TA1537 &) =3
Escherichia colr
(WP2 uveA &)

BLETFRRER | FrA=—ANLRAF— (D25.4~42.3 pg/mL (+S9)

Eav g V79 #ika (HGPRT &{&F) | 2.64~5.1 pyg/mL (-S9) ~ R
@25.4~42.3 pg/ml (+89) | =
0.254~5.1 pg/ml, (-59)

| REAFFES T A=—ZNBAE G | 4.23~21 2 pgmls (59) | o

Yl Mol (CHO-WBL) | 8.45~30 ug/mL (-S9) -
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mvivo | /MEERER ICR+=U R (B#EHAR) 4. 8. 16 mglkg A& Bt
(—BEHE 5 JU) (RO 5) -

RARRE ICR =D A (FEEHAL) 1.2, 4.0, 12.0 mg/kg (& -
i (—EikE 8~12 IT) (BERE O E) 1=

) +-89 : KBNS RTEE T RUHEFET

&I DOHE & AV ER BT RERN I i, RBBRRIIE 42 IoRs
NTEY, BETH-20T, REblICEEZEIRNbDEZ LN,

(21 53)
, F 42 FHREATEFNBERSE (K3MbD
BRI g : SRS TER
ezl S, typhimurium , 10~3,000 pg/7" \~h
(TA97a,TA9S, (+/-89)
TA100,TA1535 #) - .
B coli Bt
(WP2., WP2 uvzA.
WP2 uvrAHKM101 #)

) +-89 : REFEERFE FRUFEET
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15. FOMOEER
(1) BERBAICEATIAN-XLEKR

1970 ERIZER LI CF-1~ 7 AZ W=7 3% ﬁa"—/mﬁL@;ﬁéﬁ;r&ﬁ@

[15. @ DRUV@<EET—5>] KBV T,

@ BT L-REWT, BCANCSSMEORE, SESBESNERN, EFE
ECEEARE CTLRERSOREEIRONT, ik, BROFEREMN
(20T, BEMERRLILRLY,

@ BRICOBHBFRIND,

LWV S TSRO LAz & UT, 1980 4E{RIC, BIRE G L~ T, BipREN
BOIRXt, 8, 97 Bl (RE®bD BT, CF- 17&%{:%?57&
A7 F DR EORHEIRER SN, ‘

FD%, 1990 E4%12, Schinkels iz k-~ T, 73R ??/@iﬁf&ﬂﬁ“‘%f?ﬁ;

BAYLA 7 F U RERAMESTE (MDR) 2545 Py <2 (ABCBI)
DEHIZ2 D 2 & FONERRIZ P-iEZ %2 (ABCB1) KB L@AEE, «
AR T F AR R I BRI, TheDZ b, CF1 +
U ARUEDMOEYEEZ AT, PPEX %7 (ABCBL) L7 AZF U DF
HERFOBUEE MG 2 RBREm X vz,

@ PR D FoOBEDOLE: (CF-1 R ORRU IR TIR)

CF-1 =Y AR ICR < W RICT A ZF % 5 HEESHREEN (5 : 0
FBR0.8 mghkg FE/A ., B <) 5L, HESEERORRLBETS
REBRAER S i,

SERTEIIER 43 IR EN TV B,

& 43 FERIEREK

pr—, ® ® ® @
= 7 AFG ' CF-1 - ICR
TRAZF L ARERE
(mgfkg RE/A) 0 0.8 0 0.8
P/ s s | A pees spr | gpmes 5 o
HE - KO PT

| S AEIEREEOEAIIENE LB U, ATEERIIRRE 4 DRBIC—HE L5
Lize WIHOMEE SR, IMEOZEBRZEE L, St Frek
By AH 7y METPHEZ L% (ABCBL) %M L7,

YEIEMRAIT, REABEQOHE 12 Bk OME 5 AI-CR i, YWIFEERT, # 1

5 Schinkel et al., Disruption of the mouse mdr1la P-glycoprotein gene leads to a deficiency in the
blood-brain barrier and to increased sensitivity to drugs, Cell Vol.77, 491-502, May 20. 1994
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&R P-FES 1737 (ABCBL) OREBEBHTHOMBETHRO bR o7,
HE 1T P-HEZ %27 (ABCBY) i3 S BSREREI R - T,

ZOMORBE T, WEAEIZRD LT, 0T hoOEETH PiEx
237 (ABCB1) 2 aniz, iz P-EZ 237 (ABCB1) X CF-1
< ALY ICR =7 A THRADERENEVVEABED Bk,

o, BBRHQOETFEED D b LZTINRh o= EE (—FplfEREE 5T,/ 7
INA G F ARREZAEEF) WRNTABRFEOR DL 351D ICR w7 A (— Lk
% 5L 10 ) 2V, TAXZF U EERD (BE: 10, 25, 5.0 &
8 10.0 mg/kg (R, L D<) #59 HRBRNBER Sz,

TR T F AR MEAD CF-1 =7 2T, 5.0 mgkg (REL EHEHT
i, BEOREE CETMESITARD B, TR b s
o7, ICR = 7 A TIIRER 5-OREIFRD bR o,

CF-1~=7 A% ICR <~V ADEBERBEOEL, P-HEX %7 (ABCB1) DFE
DEL—ETHEEL LN, (BE5T)

@ HEBERR(FNAAVFUOBRIHRISIERSND CF-1 7R :8,9-7 RIERK)

CF-1 =7 ADMBIED L DT /S A 2 FUBECHT ABRSHOE N &, BRI

B2 NEHBLEOBEFEERTFT 57012, CF-1 v U X% Ani-AEERR
DSEESE X i,

D CF-1 =7 RZTF R A7 F 2 0.4 mglkg FE AR OGS, &gy
OMERFER % R U T BRI MR, R X Ao e BRI MR & 2008
ST,

 HERCRMEEEED CF-1 = v R (—EEE 25 IT) R 6~15 Aiz, 7L A2
F Bla® 8, 9-Z Bk (RG] : 72 7F L EREOFEERETSH) &
EHERELD (0, 0.5, 1.0 BT 1.5 mgke (EE/H, Bl <) £57 53BN
ERisnT, £, BEZMEEHO CF-1<7X (18[L, *HEEE4L) b, MR
6~15 Bzl & imblEn (0.2~1.0 mgke &HE/A, B I<H) s
T AREBERBRNER SN, U\anéﬁffﬁ*& AFEEETTIR 18 Hizk
iz,

RO S EIY, 5B 0.2 mg/kg (KE/H Th-o 723, BRI
4 BEXY 03, 0.5, 1.0 mghkg KHE/B L4 12X, 1.0 mgkg FE/H
5% EMJ_ EEHETERRO N0, 2 BEEEEHIE L, EROE
bz kv, 18 Porf 12 FlASENE & a2, AFREEITEOSHRBRETRE T
0.75 mg/kg RE/H TR 3T,

IERSET RO BEMW TIL, RIERSOREIRED bR -7,

RO BEY TIL, BERTIE (R 15 B) £ AT LEES 6 4
ThHoTeds, 25 2HIERE 17 BIZFE T XIIEEREcEha L F ani-, £7=,
BV Gl S B OB B AS80 BTz,
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BEMA ORI OV O el LR A DB R b, BRI EE TR
RUVINBIZ P-gES o3y (ABCBL) OFEBUIRD bIRh olz, BT

THROTROEE b RBE VNI P45 /%7 (ABCB1) ORESED bR
Yol

REMA T, l@iﬂiﬁﬂ%rﬂ IRFETHEINASERD B, R 18 BICAFOMYR
) 4 Bih, EFRRABEINEOI 1HIThoT, FERSHER UM S
NOTRETY, DBEFHORAEREM U, ABROBEMEEITE 4 IDRERT
VB, FOM, BEBEIZEE LAE, PR UER OERBNIERY bk
DTz,

A3 C P4ES %7 (ABCB1) 75=%ﬁu‘£b\ CF-1 = AT, T84
7 F U RUREMDIOBESR BN Z VR EhE, $, MTPF 8
7 (ABCB1) REHRLTWAREM TH-TH, KR DEZIIRHMIbl o
HBIEFELTHEMNT A Z LR RENE, (B 58)

K44 DERFEHE

*fEREE BB
Bt FEREEN | Bzt SRR R
BE5E 0 0 0.5 1.0 1.5 0.2~1.0%
¥ 5B D
oo 25 4 25 25 25 18
iR 18 HATE
e 29 4 24 23 25 4
BRI 273 43 295 294 307 11
O3 RBAK 7 0 13 21 61 5
TR (%) 2.4 0 44 6.9 20 45

* o B ERARFT, 0.2 mehke RE/A THofs, MERRIG4 AH LY 03, 05, 1.0 mghg FE/H
LiRcizmE R,

® P-#i4 /%Y (ABCB1) ;RGTFEIE Diﬂﬁid)ﬂﬂﬁﬁ@ﬁi‘l‘
(CF-1 =™ X : 8, 9-Z BRiktk)
CF-1<=Y X, mdria DEBRNPH—T2<, P-FES %27 (ABCB1) X1 G

fmFm
PEFET D,

E) OfEif L, TRLSORRE (EimR

++BY

+-5Y) Ok

H‘é‘ﬂ%@i’%‘{ﬁ%ﬂ& 8, 97 EM:AFE (faib]) DOFMERI OO BME LR

TA7DH

. P-gEZ Y (ABCBL) Bt ral2mMEL-CF-1<U A

o L\ ﬁﬂl& Licle 2 (—HE 12 10) OIER 6~15 B i{k#ialo] & bl

0 (0 RN L5mgkg KE/H, B -

7’:.
]

BEMWTIX, FETHIRLS, BRERGOREBIIB/O LN -T,

BRIRIZRIT 2REREDEE L LTI, OF2OLNRE

i) RETLIREFEMFBRIERL S

J b, FHOMNE




PR 45 RSN TV,

45 TRICEWVEIIADEEFERUHEE SN BREOEETFROES

o amrm | MEBGD | HENCG) | R5BGM | REBGH | RER)
RELAT DRI | | IH-| &4 | S | R4 | I+ | R4 | S| @44 | I
BROBGEFROD | He oo | o A A
Hin LORIE 25:50:25 | 0:0:100 | 100:0:0 | 50:50:0 | 0:50:50
Rpbloks & 0 - L5
(mg/kg &F/H) :
R R ' 108 105 141 125 127
H ERGE AR 1 0 0 18 80
(FBEZE (%) ) (0.83) (0) (0} (12) (58)

)

FREPlbli 22T EMEITIR 6~15 HiTH&,

BmFR - OEEIC T 3 RE IO ITED TR &b, d%':;ﬂ%o)ﬂimmnﬁ.!xm/
B FE R,

it\ HHE 4~6 JEIZ W TR DMEIE TR 2 fAT L. NEROFBEER
T2o BIROEGETHONEREROIRIREGFE L O OERFEARITE 46 12
RENRTVS,

BROBEFERR++ TIIRABTHOBATERD b, BETEB--OB4, 0
EEIDFEAERIT 100%iTh2 7=,

%46 BEEETRORNBERVERBEETE L ONSERFEEE )

s KHREEH) | HTRBECH) | REBEGH) | BERHG) FBEFEC])
?HEI\Q?G)E{E QA | S| Rl | S | Qb | S| R4S | G| R4 -
PRIROMEFRL | 4+ 4o | | HE e |
OEHLOFE | 26:50:25| 0:0:100 | 100:0:0 50:50:0 0:50:50
BEFHRE L ' ,
B IR ) 66 (&) 50 (4) 39 (4) 72 @) 60 (5)
RIROBEFE | w4 |+ | o+ | | | - e |5 | b w4 | o
Z L DITE 153219 01 0 |50130| 0| 0 ]31] 41 | O[O 29 | 31
OERRAER olofo]-t-loYo|-|-[of[16 | -]-4113 [ 80
RBEE W) 0]0]0 010 0 [39.0 44.8 ] 96.8

* o RAERs (DERPBDLLNTMEE / BROBEGTFHD

"L OILED) X100 (%) RUIE,

E BT, MG RCEREEC D 4 BEMOIRIES 10 T (&R 10 IT)
20N TE R ONRHE O St bR 233 X v, BT+ R T

REIRD
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iz, —h., B OEETE, P-#ES 237 (ABCB1) Aiahi (&

R UL E ) ERERLRRD BB, SN T, W ofEE
b, AEMRRICRIT S PHEX 7 (ABCBL) ORBHIIRD bR >T,

ARBOMBER, BT+ X+ 0 a2 5 L-EE. B8

N G- DR ERIFTD b dyoTc, RMBRA~OFERHZ LD, UERDFE
MDA TH Tz, ZOZEME, OBEROBAEFELRIED mdria ODBET
BNIEEN H B Z AR ENT PHEX 327 (ABCBD) IIHE TIIRBERET,
JREECORBNRED DN, BRICRE Lz PHEX 237 (ABCB1) 2k
0. REDDLIDEIR~DOFZBENFEI I, NEHOBALEEL TV 2 AHREM
PRI, (B 59)

@ P-$45 232 (ABCBI) BETREOBASLEOMEMORN
(ICR = IR : 8, 9-7 Ri&lF)
mdriaDRBBRNZERHENTWAICR~ VA IZEKIT 58, 97 B (£t
#b]) DEBEBEE A7z, ICR<= 7R (—#i 22 ) DR 6~15 8
REM] &AL (0, 0.75, 1.5 &1 3.0 mgkg FE/A. M . T<#h)
BT A RAFERBRNEE S L,
BEMIZETHIIT R . EOMOREREORELFED bILRd o,
JEIR R 5 OB ENIERD bR o T, AEZNL,0.75, 1.5 BT 3.0 mg/kg
FE/ARERTENLEN 2, 1 R4 FRERH RIS FEERITENEN 0.73,
© 031 BN 14%) . R BERBANEERD LT, £, WThbERT—¥
DHEIPAAN (0~8.7%) TholeZ &b, BAEHEICRERSORETRNWES
Zbhi,
[ USSP B DR TR OFE R, T COREET P4 %y
(ABCB1) #EETEIIH+TH o,
PEEy, CF1=y ATRDoNAEREMDLIEESIC LI HNBEILICR U R
TIRFRENT P4EF 7 (ABCB1) OBREHZEROEESRAEBIEDOTRE
BICEE+ 3 2 L RENRE, (BB 60)

® SEPEGRRE (OF-1 ¥R : PRAVFURUBEELELSY)
CF-1 = DA LB BT 32 7 F R OEELAez >0 T, CF-1 = 7 ADif
AN L B ENEGOREVERFT 50 0RBRPEmE I, A
TR I FBHED 5 MLDKEE SH TEB LT SA 7 F o Blakz<
A7 F 1 Bla BN T UL A 2 F L BHO 22 RUI23 (OB ES T TEHR L
A~ YL A 7 F o Bla®, TNEFNEIEROEERLEY (FTRAATF L, mv R

8 Ry FY (4-FAR A (TEAFATI)) TrULA I F Y Bla BEEEE) TR, (-~
A TF (22,23-P a7~ R 75 Bla) it, BpRIESER (FARERAISE) IXEES (B
BAD & LCRAVONLD,
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9 FVREEBAROA VAT F) THRUTCF1 vy R (—RHE 4 D)
I EERIE A3 5T B PER R E S he, BERIT. TAAT T
0.1 RU*0.2 mglkg (FE, =<2 7 F 14301 mghkg EE, A~V AZF 0302

mg/kg fREH & ik,
CF-1<=D XX, P-HEZ %7 (ABCBI) BT

iz,

(PR

= )

el L;c+/+2 i/ ﬂo)ﬂﬁ]{z{s

ENLENORGEECI T ST RO FREERRIR 4T KRR 48 IIRSh

Ta,

S BENZBT A MP Cuaxid, HHEID 14~23FThH o1,

F7m, RECEFHEERIZOWVDTE 49 IRENTWD, EEHEHRE IV

NHEFTHY,
EIERIROGENEIREZ T LB 2 bhis,

%47 MAPHEEERERS

JEITEHABL R D bEPPREEAET Ui, DI hokam s,
(ZH:61)

B as R (i TRRATF IRRATF | ANNWATF
®EE (mgkg{&H) 0.1 0.2 01 0.2
P it +H+ /- ++ -+ ++ /- ++ -f-
Trmex{REFD) 4 12 4 — 8 12 8 8
Cumax(ug/g) 0.010 | 0.023 | 0.28 — | 0013 | 0019 | 0.015 | 0.030
Tua(EFfH7) - — — — 186 | 376 — —
H)  SEERENX. TAENBULEMIRE (ERERUEERR LA E ST
—F—FaL, EHEELT
* HEORDBRTTERERELU,
7= 48 MIER RS RE R EHER
it [y TR Fy TIATFY | A ULA T F
RE5E (mghkg A8 0.1* 0.2 0.1 0.2
Bin TR +H - HE | R 4 - +H+ -
Tmax(EFE) - — 4 — 8 12 8 8
Crmex(ngle) — — 0050 | — | 0.026 | 0.034 | 0.032 | 0.056
Toe(PEHD) — — — — 19.5 — — —

) ERERER, %n%hﬁmA%%%ﬁE(@%&U#F%ﬁmAﬁéﬁﬁ)
— F—ERL, XIEHEERT

*-ﬁﬂﬁ%\zwtw7~¢%6nf
*x - DT R THEER A PR L,
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F49 1B5#96 BEORRUE BT GTAR - S LA YHREEY

BEEY FIRRATF o Tw AT T ALYV AT F
BEE (nglke (FE) 02 - 0.1 C 02
BiEFE HE -f-% +/+ -f- ++ -f-
IR 0.57 — 0.56 2.06 0.17 1.18
- S 95.0 — 89.5 62.6 95.0 69.3
e U 0.14 — 0.18 1.38 0.23 0.61
a8 95.7 — 90.3 66.0 95.4 71.0

) # EERUIEERSU LA E ST

=L
EEOT i CEERE Pk LT,

® MRRERUHERICEHITSP-ME /30 (ABCB1) DORE (Sv M)

Sy hEAVVE 2 HREFERER(13. (1) 1I281 T, AR EORINRE
Houhi, 7y VER~NDT A 7 F o OEWRERE P-H¥ 237 (ABCB1)
DB L OERERETTT 57012, SD T v b (ALRME 36 /G, JEATIRME 4 IT) %
FIu iz P-gE# /% (ABCB1) REEERRBRISTM Sz,

FEIR 20 B OMTHRME 4 FilE LR L, FMEROEIEORIEMRES 1 FOME %
IBASEElE LTI SN, SEMpIc >k, FE b S, Fdimmt 2
FiHs B b FERER I,

T2V DR B ARSI S8, £7% 2~20 B OFEROME OZiER’ s & L
THIENT,

FHR 20 H OBEWCIX. 758, IMECZERT P-fE4 737 (ABCBL) DX
PSRERR XT3, #&Eﬁ&wzﬁﬂi P-§i# 2 (ABCBl) DOZEBUIFRD LR
o7,

BEIR - FEIR T, S TO PFEZ %7 (ABCB1) OFEIIAE 8 ALY
RICIEERD b oiz, &% 8 H CREIHEER S, DR B BB ED
HWUZA, £ 20 BIZBWTH, BEREMICHEA~ZEBIZ BT 2 BT 20
EEZ b, BT, RIE#H~4&% 20 BOWTHhOREThH Py Y

(ABCB1) ORHANPED LILIZH, HAED TORAESL 100% 55L&, £
11 AEAET IR 10% LA T TH 0 A% 14 A T 19.1%. BEFL 3 54 20 A Tt 89.0%
& BB o T P& 2232 (ABCB1) OBEMMERS b,

BT N A 7 F UG LIRS, FAERTANEA LTI RATF U
BREIND, KEAROKELY, Ty MEREUH LRI T P& Y

(ABCB1) ##HES VRN LD, JrER~DOEELRBEMEBIZ >R B > T-hE
PSRRI, FHS, FAERTIIZEGD PHEX 77 (ABCB1) OFRENRE
FERTHDZ LD, TAAZFrORINMPMEE XL, MIEHICEEDT NA S
FUBRFEETHZLITRBEEL LN, (B 64)
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@ HHABROFARILADFBlaRENERR (5v k)

‘Bla BEZ KT 5012,

BEMIZT SNV AT F 2 Bla #RBOBE LEZBEOAHFDOT RV RA T F
Zy b CREERE, —#AlE 3 D) DR T A~THE

(%) 18 Bz UC TEFR L7~ A 7 F 1 Bla (BBEAr B ) 2768 (2,
5 & TX 10 ppm, BRAREEEGE : 0.19, 0.45 R 0.79 mg/kg (RE/R) &5
B0 (0.16, 0.4 RTY0.8 melkg (KE/A., AL : 2 < i) BETIRBNEMS
iz, 723, 10 ppm {BEER SRR N 0.8 mg/ke (KE/H IR OB EHOA, H
F (D) 11 B CRERKT & sk,

10 ppm {REEIR ERED REW) THEEAHML, FETHOL ITEK6~11H
R LI, IRATIRERE N URER OB 580 O3S BN OIS TR E] A3
BOLI, REBRENVEVEETCHoE,

HIRGREO R RO IREMENERBEREIIR 50 i8S THha, HEh
TR 3 M X 0 P ol o7, BT OB ERIRE I mIEH X v
&L, ~OBATIID RV EEZ BT, WEWO MR RERE L Tho
RFH S REM O MEFRE LY S<, BHEREORWINHIERBE S NZDH L
Zzxbohi, REMWMOMPEINGERE IZREM ORI EIT 2 BEDH 5~T7 £ T
Holz, ik, REMNESREOLHICERBEINET TR, BRIZRITS
P-¥ES %7 (ABCB1) OREDRBRTZH, RIEBRHICEZIELED &
Exibhi-, (BK65)

£ 50 BEYRVESMERRNEERE

a5 R SritE B (uglg) REn (uele)

R = g | it 4 [ ife ik
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
AR Sppm 18 0.085 0.348 0.013 0.204 0.093
Joppm 4 0.109 0.525 — — 0.104

11 0.067 — — — —
0.16 4 0.033 0.083 — 0.050 0.022
mg/kg FE/R | 18 0.028 0.097 0.005 0.050 0.023
Go2gil| 0.4 4 0.088 0.556 — 0.126 0.080
%0 |mgkgB/R] 18 0.087 0.512 0.015 0.193 0.085
0.8 4 0.177 0.683 — 0.228 0.110
mglkg BE/R| 11 0.155 0.709 0.023 0.274 0.135

) — T :

@® WHRIZHTDHMMMEDRENE (Sv k)
Sy MEBWICT SR 7 F oG U RO miEhREHE 2 RAT 5720,
8~492 HimdD Wistar 7 v b (i, IEAH) (o752 7F o 2imfln#s (5
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& :0.16 X1 0.4 mg/kg (KHE, ¥t I<) TH5RRBEMEI T,

MR BEEHERS IR LRI TV 3,

8 BT v Mol Uk o Mgy, Bl (22 ROV 42 Hi) o 2
fERER L RoTz, 22 AL 42 Ao MIEPIREHRBIZITZEERRD bR -
7. (&M 66)

=51 MmigdREEE

oAk (H) 8 22 42
wEE (mghke &F) | 0.16 0.4 0.16 0.4 0.16 0.4
Trmex (D) 12 12 6 6 6 8
Crax(ngle) 39.1 78.6 17.4 37.5 16.6 34.6
AUC(ng/mL) 1,160 | 2,380 | 103 852 218 690

©@ P-#4 >/ (ABCBI) MAEM@bEnse (Hiu) @ -
EEEICBITS PBZ %7 (ABCBL) OR#ALZBETHEDIC, $hET
TP (1~2 iR, HERES 4 T0) O, IR OB R TRgEfiibss
RN EiE X, P-#EF /%7 (ABCB1) ORBIZSWTRETEE,
MEfE & S WDTNOMEMKETY PB4 %2 (ABCB1) S Eni=, Beao
BXiE, gD EMIBEN &R LB < KO TR O/NMEHEMLE O PN R
W =GR T DIETH -7,
WET HFPIILT LR 7 F AT BRSNS EERIE N = & A8
BATWABN, ZOEMAEL LT Px 7 (ABCB1) BESELTWAZ L
WRE S, (BMR6T) ‘

@ P-4 >/30 (ABCBI) iR erse (HL) @[1995 &£, JEGLP]

SRBEICBITS PHEZ %7 (ABCBL) DOREBRAZHFTHIEDIZ, HIET
J YL (ME9IT) OB, FEWNIE., BRROBMEUVNEZE W ThREHEBRL
FHREREE S, P %2 (ABCBl) ORBBRIZOWTHREI ST,

BEWORBREE OCTERRTII P-HE# o737 (ABCB1) OREMBFED b,
JERTHABICIIRBITIR DO o7 b DD, KM, /INEE O/
TP-gEZ s (ABCB1) OFEEBRD LN,

MET HFFNIXT R T F U IRICRT DRSS BRI LR
SALTWAN, FOEMBE LTHRES M P-fEY %7 (ABCB1) 251
SRELTHWAZEREELTWAZ LAFRRINE, (B 68)

52



@ FRILAYFEORFEOSHRVIPRENERER (VL)
[1985 £, GLP]

EREIZBI AT NA I F UV EOBERRERTT 2720, 75V
(—HEHERER 2 L) (27 N A 7 F UK O AUV A 7 F VR 2 iR 1 %
B3 AR EM S iz, #5013 2~3 B iz 1 B 5 13 @{Thil, #®
BE S L5 ER 0.2 mgkg REN LML, &R 5L 24.0 mg/kg
FEL SN B <) o 2, &5 17, 24 LU 29 HOBEREIC,
AR IRFRLZ M R B DS HIE S e,

WL otc, THFVMICBITAT N A7 F O RH LDso
EX 24 mglkg % ERIZ&EEBZ LM, Ty MO URLEBRLTEVMETH >
7o "

BEIZ L BIERBED bR REAEIIE 52 ITREN TS,

EOEZMEOROVGETRIIELETHY | B/ BRI 20 mgkg FAELZZ S
iz, '

RO2 TINAVFIREARNAD FREICE SERIVRBO N RIERSE

A
<ﬁ§$%g> FRA T F AP IR G F
24 - Bk - S
12 -
8
6 s
4 .
2 « g . IERt:
1 FHEITRZZ L TR e L

o, RRBHER L A~ A 7T (BIEM) & MRS LBROBRRRT
REHRBLURERZ, 3R EINTNS, (R 69)

& 53 FTHTYIERUVE FOMmIRRRE & FRERFT RO

In 47 iR R OERERET A
REE T AT SN
meke B |\ g ANNAIFY AT T
(EEFEdn)
24 - Mg, B, SEEMb | - nEnk, BlE, SEEHb
(390 ng/mL) (680 ng/m1L)
3 o TRH: « 1@
(150 ng/mL) (270 ng/mL) -
) VELE. . B
6.6~8.6 .
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9 » Ut - MRAt:
(76 ng/mL) - (110 ng/mL)
0.9+ BT R L BHEFTAAS L hEITRLZ L
) (RAI7E) (RHEIE) (20 ng/mL)

*: kB FTOTEERISEE SRR
oAU AT F (BRE) Ot MIBITSRKRLASE
() : mEETRAE, / RBRERXEEERL

(2) RERMURER (CF-1THR) ,
CF-1 = U A& BARERRIZBOTRIZICOERB AR SRR,
RRIRD—ERIZ, P-§5% 2327 (ABCB1) BAxTKIB{EHE [mdrla (/) EH#1877
ELEZDEEZ BN, _ ~
RBEE T, TR F R EE L T8N TV AR—4—TCThb P-
§i5 %7 (ABCB1) 23, {BPYORERR: (T, B, IRERSE) W RBL LV,
ZOE D IRBETIE, BESNET AR S FUEIBRRMCRR S, BiEE
ML THRBICREZFERTH LB 2o, o2 db, CF1 = AZAN
=RAENRR (16, 2) O~C@] BEFT—F L L,

D HEBUEREBR CF-1T9R: 7RLAIFUBla) D<PET—E>

CF-1=1 A (—HHME 25 IU) DIFE 6~15 AiZ7~ UL A 7 F o Bla % MiliE
1 (0, 0.1, 0.2, 0.4 0.8 mgkg (AE/A, A . =) ®ELT, B4EH
PERER S FESE ST,

I TR, WP ORERTHETHASED b, FiE 0.1, 02, 04 &
100.8 mg/kg FE/ARESWHTENEN L, 8, 6 RO 8 FITHoTz, FIMKIL
W DR TANICIRERE CBIES B S, ATFRECRIKR S ORI
biiRolc, 7oA 75 Bla OEBFERR R ERTHHIERITED 6
iginoi,

AEZORAMEEIL, KR4ITRENTVS, (R 70)

=54 OESLRE

B E5RE (mg/kg (RE/A) 0 0 0.1 0.2 0.4 0.8
A ATEER IR BUREE 292/23 | 270/23 | 261/22 | 227/19 | 244/19 | 199/16
A R A BRI 0 0 0 0 512 10/4

@ RESBHUER CF-1 7R : FRLAVFUBla) Q<BET—2>
CF-1~w A (—FE 20 IK) D4R 6~15 BIZT7~Ub A 75 Bla & iR
B (0. 0.1, 0.2, 0.4 XU 0.8 mgkg EE/H, B . <) RELT, B4ES
PERRBRA DS X7z,
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BaETit, 0.2 mghkg (FE/A R LIRS REFHIHTHIFERD b, FilE
120.1, 0.4 X *0.8 mglkg FHE/BERGHTEN TN 1, BRT2HTH -7, 3L
CEFEROTRHBCANCERE CEEN R AN, ATFREEICREEREORE
BIIRD SN T, TUL A 7 F o Bla OFREFEMRER R UME RS S HH|fEA
IR ehiRdotz,

AZROFEAMEEY, RE5IRENTWND, (B8 71)

F 55 NBERFKLEHE
5 (mg/ke FE/H) 0 0

0.1 0.2 04 | 08
REATER B 184/16 | 234719 | 195/16 | 242/20 | 165/14 | 199/16
SEEAS S ko 0 11 1/1 0 4/2 514

@ TIREEHMEMRER (CF-1 TR 8 9-Z RitE) D<B/BT—H>
CF-1<=wA (—EE 11~13 5 DR 6~15 HIZ 8, 9-Z Bkl (R3]
EREIED (0 RO 1.5 mglhkg (RE/H, B T<h) &5 L C, SBEBRERR
ANESTTRY (o . ‘
PURPBALAIFIL, WE5EIX0, 1.5, 3.0, 6.25, 12,5, 25.0 KU 50.0 mg/kg (K&
[B & &Nz, #E 5%, 3.0 mg/ke (KE/B L R EBECERE 2~3 DT
PR HHT= T2, BRI EGHT 1.6 mg/kg KRB/ HEEHOR LR o1,
BBV I, BWERETHECHIAHES 0B 14D bz, iz, RRET—
IRPED EERINEIASFED bz,
NEHOBEAREL, RH6IRERTNS, (BRET2)

F+ b6 DMEFLHEE

BEH (me/kg E/H) 0 1.5
A A AR RS 163713 83/7
O TR A IR RS 0 24/4

@ EEDSHRE (CF-1 792X : 8 9-7 Bitk) Q<BET—4>
CF-1 <R (—#HE 11~13 I5) O3EiRE 6~15 A 8, 9-Z Ekik (18]
 EMEHED (0, 0.05, 0.10, 0.50 BTN 1.0 metke (RE/H, WL Zw) £5
LT, BAEEERABRSER <N,
BEW I, 1.0 mg/hkg FE/HRERET 1HAMNSEE L, 0.5 mgke (FE/HPS
BT 1 FIBMEEREOFENED b= o8hE & & S i,
FRIR T, WTNOBREHETHXRHL VARG CERE >R, AR
FEBINEIIERS B IR > T, 0.10 mgkg KE/ A UL B ST OEHOTENT
Bbiin, FAREEIISE 5T RSN TWAA, FEMBEENIEETRL, Bk
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BEOEBIC LD L0 E ot

(B T3)

57 DEBUSeasmE

58 (mgkghE/R) 0 0.05 0.10 0.50 1.0
A AR TERR RS 136/12 104/12 115/11 90/9 91/11
M =20 A IR T B & 0 0 1373 11 7/4

® REHFERR (CF-1 79X ;8,97 Rikfh) D<eET—4>

CF-1~v A (—REME 25 10) OHE6~15 HIZ 8, 9-Z BiEfA (b)) %
MEERD (0, 0.015, 0.03 X TR0.06 mg/kg (FE/H, WK : <) ®ELT,
FAEZHRBRER I,

BEM T, ETHIEED O, SHRERH ICRERSOEZEITHRD bk
Mo,

FEVETrL. 0.015 me/kg R/ H B EfED 1 61CHEHHEE
RERHICRERSOEEITZ DO Loz, (B 74)

S b, DM

©® FEMERE (CF-1 79X : 8, 0~7 RiEHk) O[1986 %, GLP] <BEF—%>

CF-1-ww A (—RAME 25 IC) OIEE 6~15 Az 8, 9-Z Blkik (k#ilb]) %
RO (0. 0.015, 0.03. 0.1 XTr0.5 mg/kg (RE/F. ¥ . Z<#) ®EL
T, B4R TN X,

BEMW L. 0.5 mekg RE/ A ESEEO 1 FICIEEWEDIE T R USEBFIRD R
DB, IEIREE & R ot L B S, TSRS OB SN
» LRh T, |

BIRCH, AR SR OERORAENT
TV 5,

0.015 X Tr0.03 mg/keg (F&E/ABREHTE 1RO BN NEFNL, ERHEH
KRWTRREOFERFRECBSE I T b, BEOEERTHLLE

WO BT, %éﬁf” 3R B8 IIREH

Z b, (BRRT5)
558 NZJHRLEHEE
KEFH (mekg BE/R) 0 0.015 0.03 0.1 0.5
BAEATERR R EUE R 261/23 283/24 238123 279/24 233/23
PEELRA NG R 0 111 11 6/1 2416

PAEEY, CF-1~7ADIRRTRD LiL- AEZEINEARSR < 7 A2 P
&% (ABCB1) BSEGEFIINBEW< T AREENTWDH Z &R, EEREE

FRIZORB TS EEBZ DN, PREZ 7 (ABCB1) ORI
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TWB ICR =7 A TE, TV A7 F o OBERIIIBRES N, BHEMEIETRD
Biviedoto, £, 7y MIEREUGIBIE T P-FEY 7 ORBEERR N
ED, Ty MEROKECREMERR2FEERREZECEEL WS EEXL
iz, —7H, VT, SIERBORTO PHEZ 737 (ABCB1) O3EHNEE
HhhT-, '

b NORATIR, MERLE, TR B BE IRROHRERC PFEY ]
2 (ABCB1) B%HL, £< @%%%EE&T@%%%#&P DR EE-> T
D BB TIERAT A FRAVECOEFICLEE L THWD Z EXHMLNTWS (B -
BTTRRT8) , iz, EMROBHINCHREE L, ZOEAITERHIEEY)
B TND EEXLNRTWS (BB 79) , MRS, IHEMENIGEROAE
PERIEMARIC P-FEF v 2% (ABCBL) »RH L, BREREL TS B
T8 RUR80) , FHETHINLIIMIEOm, B, R, B, M, LIRS PpE
& 237 /mRNA (ABCB1) 33U, ZTOREIBROBE & & bITHEL,
HARIZRANZE L TRO LIS (B1 77, 81~84) , ¥, BHOMRT
WX, BRI P-3EF o2 (ABCB1) AMAIRME O L EMie R OISR~
BUEE T OMRE RISEIC BB Lz WO S H D (BRTI) .

BB, BEOLZA, B MIBWT P-EZ %7 (ABCB1) O&MKIEIC
RT3 ERMEOHFTRE SN TR,
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I. BREEEEIE

BEROBMAERS (742 F ) 13, ROT 47V A MBS BE
YRR E SN TD, FANTONT, BIICHT B2 FIV TR R R BTl
ZERE L,

UG TERR SN T AR F U EHWET v b OBHEPEMREERICEN T, 7
AI2FUDEXEBERGTHDET WA TF 2 Bla ROT UV A 7 F 2 Blb ik, Wih
b BEER 45 4~8 BFRIRIZ Cuex (CHE L, Tinid 7~V 22 F 1 Bla T 19~35
B, FoULRA 2 Fy Blb T 9~21 B TH o7, UL SN T~V A 7 F 2 Bla
P R EE IO BB R R O R S D Z L BSEER e T & Bk
P SO Trax B COMBPEGRESE O RSB LIZERCTHH Z EMb, 7
AR F Bla HEEED DIGERSICRIRENS LHEENT, TNVAZFU
Bla RU' B1b DWW 6 BEHE O3 54% 168 RERIZ 93% TAR LI LA R KR U2 HE
et ERPEERRRIZEF ChH o7, P-FEF /37 (ABCBD #XE L TW5 CF-1
<+ 7 ADERN S FORE L~ VVHEARFOENBIREIZAHE L T A Z EANRENE,
TV A 7 Fr Blald, RRTIRERE, JED6. FER U B IR I L
Fre 7 v MIBITAT VA 7T Bla LN Blb OFERGHERIE, WA FAAL,
KL, FLT7r P VRORRROB RS ER TETT b0 LB bR, |

k= bh, AU — :bTJ’aU\?b%%O%FHb\T;ﬁﬁ%ﬁ%ﬁéﬁﬁ%ﬁ#%ﬂtéhto &
@t & Llbl, [el. [d] [h] &% ol S TRE L 72,

WK OFKERNT, TULA 75 Bla RO Blb UNCfEHab] 2ot gt &
E U EERREER N E S, ToULA 75 Bla LU Blb N ARE bl D
EE OB, B 7 BRI LR G55 ©0.481 mgkg Thot,

4 IEPERUES AV - FESHNEDERE RS & OSBRI W RS AV - e
BOERiS o, 4 (BTHRE) | IWEE (Eas) ROE ErRs) O, EiE,
HARIERIZRBN T, LA 7 F Bla REBERBEMTHE EEZ N,

FRBEARRERDN D, T34 7 FURGIC L DI EICHRAER (R, H0ES)

TR BILE, TAAZF UL, GABA TE=X b & LTHA L. ZORE, E#A 2
o OIFEFRESREN L, R AR OE B AE A LA Z Lo kY, R, i
ERERTAHLEEZ DN, TRLDEEOWTFRE AEREEE R L, 2 OBEDR
DENAEETHD B2 bz, BEAM, BhERelord 5 2Bk UELEELRD
bR, . '

X ROERAFERRIIBONT, DEBE, FE-ov=T, BN R, WES
EORE. BHOET LU LEESRO LR, Zh b 0BbitBEpOBREED
WD R CEE R ER NG 2 TRV BETH B L E X L, BIRICEH 28k
DEFERIC L 5 b0 TRV EHIlF S s,

A RER Nz 18 ERIEEMEEER O 1 EREESERBRIC B O Thiifi 5 E%IC
BESNEEE, BECERT 230 THS, JhbOEEKCHEIh TN LS
AR RAERE L TV 3 WEEE b BE CE AVR, BEICESEFIC VT
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ENNIF R B R0 T,

CF-1 =7 A AViERBABERRBRICBOTRIBICOERRAZ LB, TORK
(IR O—EIS P-#E S o7 (ABCBY) BIFXIBAEHSTFE Licizd LB Z bR,
DR S ST Uiedodz, Ty MRV 2 METRRRIC W THAERDOE T %=
- OBIAR LN, EORRIIREERCHERICBNT P-#E¥ 37 (ABCB1)
CRBEENDRNZ EPFER~OEBREEEBIC RN o E L BN,

P-fE% %2 (ABCB1) DRISIED LA ICR vV ATIE, ToULAZF4H .
DOEERIIRR S, BEEEIRD R0, T, TATH PHEF -
7 (ABCB1) ORB|ARED b, |

b b CIRAERATANC NG, RPHICIERIAG R AN R M AER IR A EB LT
P-$84 737 (ABCB1) OFEBHEMPEHLND, £z, BEDCELZA, b MIBWT
P-§5 45 7% (ABCB1) O@EAHFIRICHERE 4 5 ERHEOHZMEITRE ShTL,

ablix, 7L A 75 Bla hoERMIZ LD ER S, EWEEGR
BB ORI AR OATRO LA, D LY BERTOZREMIISWE
TR F L ROREMb] &5 E L, :

FREBRICBUT A EFHER CR/EBERITE 59 ISR TW 3,
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&5 BHERRICHTIMBEERVRNELE

= BEE EEMNE /ANEEE
B | BB | o thErE) | (melke H8/B) | (melke BB/ w=e
Z v bk (90 HEE 0.04.16.40 . |HEE: 16 R : 4.0 B« B R,
mAaM TS T4
2 4EH] 0.0.75.15.20 |#E: 15 20 e IR R DB F A
B M ;0.8 M 15 &
FEDAANE i AR R CHRER
CiRcret
(BBAMETED
ey
2 A% 0,0.05,0.12, BLEN HE HEM . BT R
FIERER 040 P iR O P HEHER O L
FoikEHE : 0.4 T e « — RE . AR D3
RSN
1R Ehi 1R Eh
P EEER O o R OF (BPHREITRT B
Fo itk - 0.12 FoftEHE : 0.4 EEIRD LN
)
R 0.0.4.0.8.1.6 BEMWIE OWEE 1.6 | BEME UIRIR . — |HEMWI R ONEIE &
Y i . MERF R L
(fEATIEIRRY
‘B
FEME |0, 012, 0.2, 04| FEMW : 0.4 BE - — SE MR R
HHRERO \RE « 0.12 WEEh : 0.2 L
' (REhy « IS
(MEREMIIEED
biauy)
FEEMRR |0, 012, 0.2, 0.4 FEM : 0.2 FEEM : 0.4 BEW . FERER
ARG IREM - 012 R | REMD : 0.12 b
BB - (RiEEE
(FEmR
B bhiauy
w7 A |21 A (0.2.0.4.0.8.0 HE 4.1 HE: 8.1 SR « AT
ZEA A M- 4.2 I - 8.3 2 '
RER
(EBAETRED
B
T3 | FAEFEE |0.05.1.0.2.0 SEWMRCRIE . |BREMECIT: |28 AEEMNY
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A X

- BEE i RNEEER
o R (mgkg WE/R) | (mg/ke {AE/H) (mg/kg HE/A) =52
1838  [0.0.25.05.20, i : 025 HEHE - 0.5 R AR
T 8.0 =
1 4[] 0,0.26,0.5,1.0  |BEHE : 0.24 HE 1 0.49 R « BE LR YERA
B - i : 0.48 EFS
ERER

H - RNBERABE CE Ao,
DF%R%mﬂ&%T%®6htﬁﬁ®ﬁﬁé%¢a

ERBCHEONERERED > bR/MER., 7y MRV 2 HHREGERERD 0.12
mg/kg (RE/H Thote, —H, 7 v bRV sEHREERRO [13. B)] 2k
TiL, ESHENELNT. R/IEERIT0.12 mgkg ﬁiilﬂ Tholo, BEMFRE
PERBRD [13. @] 1z TiL, 0.12 mg/kg FE/H THEGHERBONEZ &, K
D EROEFERAR [13. (D] 2B\ Th 0.12 mg/kg (AB/H CREIFETRD bh
THEBEHEMEIONILZ L ﬁna FEMREERROO 5/ NEER 0.12 mg/kg (KE/

HITESERIGEWEZE2x b, Fh, Zhb0RBROMAERE b EETIIEL, &
NEMEEERAWZZ EIZEDBMOREFENL2 LT 22 LBBHLEEZLNT,

LEdoT, BRRESEBRRIL. 7 v bRV ERERREEAROOR/\FEE
T 5 0.12 mgkg (FE/H ZR#LE L CL2M#$ 200 TERL 7z 0.0006 mg/kg #E/A
#—BENGFAE (ADD) &B®FE L7

ADI 0.0006 mg/kg {5/ H
(ADI R EIRILESRY)  FeErrl it
. (EviptE) Fvh
() SR 7 A~WE (SRR
22 A
5L SRR iR
(/N EEE) 0.12 mg/kg {&<&/H
(20 200 '

EEEEATD i B 23O RBEIC OV T, HEEARERE X L
EREHEEDREL 21T )RR D2 & &35,
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<P 1 : FKE/ SRR >

A &R ¥4
[b] NOA 427011 8,9-Z7 YL A 7 F. Bla
8,9-Z 2tk
[l |NOA448111 8a-7H3% V-F oL A 7 F 1 Bla
[d | NOA448112 8a b Fu¥i -7~ 27 5. Bla
[e] | NOA 457465 4 FaFs 8at ¥ Y- Tyt 7% Bla
[l | NOA 457464 482k Faki 7Yl A2 F > Bla
[g] 24a0H 24a-t R AFNT~YLA S F 2 Bla
NOA 439245 ‘ '
[h] | DM 3-OFARFN-FT~YL A 7 F > Bla
[i] 270H 27 FrF I -7~ULA 7 F Bla
[l | 3DM2420H P- OFAAFN, Ua-t FRF TR FL Bla
[k] 3"DM,270H 3 OFARAF, 27-8 Faxi -T2 5 Bla
[ 3"DM,4a0H 8" O-FAAF N, da-k Faxi T~ULA 7 F - Bla
[m] |DO,3'DM,4a0H FARAVT v Ran, ¥-0FARFN, da-k Fafi7~
NAZF Bla _
[n] | 280H 28-t Fui -7~ 2 7 F . Bla
[o] ((28,4S,68,8R,99)-8-sec- 7 FL-4- & Fa F-9- A F)-1,7-
TAF- A ulb by T h-10-T 22 A V) B
[p] 2-Epi-NOA422601 | 2-=t-7~n 2 7 Bla
DT1 '
[ | DT4 | 1,18Vt FeF -7l 255 Bla
[r] DT3 FrUb A 7 F o Bla OFFEE
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<RIUHE 2 - RGN >

B Z X
ai HP SR (active ingredient)

Alb TNT I

ALP TNHIVRAT 7 Z—F

BUN MERRER

Crnax i 5 B ORn 3% o f RE A R B

Cre APl a==W
GABA v7 2R
Ht ~<pr7 Yy ME

LCso NIRRT

LDso NI R

MC AF N E—R .
PHI BREEDIHEE TR
Tie MR

TAR s (L) Fdee

Timax e I R R

TP WEBRE

TRR PR e
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<BIFE 3 : 1R R RE >

# B me/ke)
T : P : - N
ot | B wam | B | e | TTVAZTS | TR fasl] a
wE | g €90 | @y | B o — : —
BEE | ¥8E | BRE | THE | FE | EHE | ERE | FHE
¥
- AHISHTHERE
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 | 0.0006 0.005 0.005
14 | 0.0006 0.0006 | <0.0005 |<0.0005 §<0.0005 [<0,0005 0.002 0.002
95 9~ 3 | 0.0029 0.0028 | <0.0005 [«0.0005 | 0.0005 | 0.0005 0.004 0.004
. 1 4.6 8 3 7 <0.00056 |<0.0005 |=<0.0005 |<0.0005 |<0.0005 |<0.00056 | <0.002 | <0.002
(h%) . 14 =<0.0005 |<0.0005 | <0.0005 [<0.0005 |<0.0005 [<0.0005 [ <0.002 | <0.002
x*
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 | 0.06007 |0.0007 |<0.0005 [<0.0005 0.016 0.014
14 | 0.0006 | 0.0006 |<0Q.0005 [<0.0005 | <0.0005 [<0.0005 | ©.002 0.002
95 0 3 0.0036 | 0.0036 | =0.0005 [<0.0005 |<0.0005 |<0.0005 0.005 0.005
1 4é8 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
. ARIHTHERE
1 0.044 0.044 0.004 0.004 0.005 0.005 0.053 0.053
1 T2 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
= 14 0.008 0.008 <0.003 | <0.003 | <0.003 |['<0.003 0.014 0.014
(€9
2006 AL FEP AT HTHSRE
1 0.062 0.060 0.008 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 0.028
: 14 | <D.003 | <0003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.009 | <0.009
1 0.08% 0.088 0.009 0.009 0.007 0.007 0.105 0.104
1 108 3 T 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
N Er R 1]
1 0.014 0.014 <0.003 | <0.003 | <0.008 | <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 13 17y [ ooss [ 0028 | 0003 | 0.008 |<0.003 |<0.003 | 0.044 | 0.044
ot 1 7 0.009 0.008 <0.003 | <0.003 | <0.003 <{.003 0.015 0.014
(;é%) . 14 <0003 | <0.003 | <0.003 | <0.003 | <0.003 <0.003 | <0.009 | <0.009
2006 £ ' TEPISTHTERRE
1 | 0023 | 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 <(.002 | <0.002 | <0.002 | <0.002 0.012 0.012
14 0.002 0.002 <(.002 | <0.002 | <0.002 | <0.002 0.006 0.008
' N
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 | <0.002 | <0.009
108 3 7 <0003 | <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
—(;?%j; 7 <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.009 | <0.009
2006 42 i TP TR
1 <0002 | <0.002 | <0002 [ =<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
7T |=<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 | <D.002 | <0.002 | <0.006 | <0.006
1 3 0.003 0.003 |=<0.002 | <0.002 |<0.002 =(.002 0.007 0.007
7 =0.002 <(.002 | <0.002 =0.002 | <0.002 <0.002 | <0.006 | <0.006
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&= R B ng/ke)
1Edne | B ] FrNA s FLw | FrpAss -
| ERE - | PII 4[] &3
Lax [
(53 %ﬁgﬁm (g aitha) (%c) (B Bla : Bib
% EEiE | POE | REE | EE | S6E | EEE | EelE | FHE
AR T
1 | <0.003 | <0.003 | <0.008 | <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 s 7 | <0.008 | <0.003 | <0.003 | <0.003 | <0.003 | <0.003 | <0.009 | <0.009
1 | <0.008 | <0.008 | <0.008 | <0.003 | <0.003 | <0.003 | <0.009 | <0.009
1 3 | <0.003 | <0.003 | <0.003 | <D.003 | <0.003 | <0.003 | <0.009 | <D.009
A 7 | <0.003 | <0.008 | <0.008 | <0.003 | <0.003 | <0.003 | <0.009 | <0.009

2(55%%4;;% : AR

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

108 . 7 | <0002 | <0.002 |<0.002 |<0.002 |<0.002 |<0.002 | <0.006 | <0.006

1 | <0.002 | <0.002 | <0.002 |<0.002 | <0.002 | <0.002 | <0.006 | <0.008

1 3 |<0.002 | <0002 |<0.002 |<0.002 |<0.002 |<0.002 | <0.008 | <0.008

7 1<0.002 | <0002 |<0.002 |<0.002 |<0.002 |<0.002 | <0.008 | <0.008
N DL e el

) 7 | 0.351 | 0349 | 0.033 | 0.033 | 0.089 | 0.088 | 0473 | 0470

| 08 4 | 14 | 0057 | 0056 | 0.006 | 0.006 | 0014 | 0.014 | 0.077 | 0.076

) 7 | 0.048 | 0.042 | 0.005 | 0.004 | 0016 | 0.016 | 0.068 | 0.081

(ﬁ%ﬁ) 14 0.011 0.011 <(),003 | <0.003 0.006 0.005 0.019 0.019
2006 EEE A s

1 7 | 0335 | 0333 | 0043 | 0042 | 0.108 | 0.102 | 0481 | 0477

| 08 4 | 14 | 0051 | 0080 | 0008 | 0.008 | 0015 | 0.014 | 0.074 | 0.072

1 7 | 0.062 | 0.050 | 0.007 | 0D.006 | 0.016 | 0.016 | 0.075 | 0.072

14 | 0.015 | 0014 | <0003 | <0.008 | 0noos | 000 | 0027 | 0.0%

) RBI TR AW _ _
C CHICERIRRAHEECT — £ OB, FHEHET OB ERBREZ RN L boL LTHE
N %
CTRTOTF— B EBRARFOBEEERBFEDC T <2 L TR LA,
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<B4 : HEEEE >

EEFH AR (1~6 578) AR FihE (65 BRLLE)
FREfE (i H:53.3 kg) (kE:15.8 kg) (tR#:55.6 kg) ({&H:54.2 kg)
{Edn4, tmgke)

| (g ff R Fig BhE ff R ff R
QMDD | (ugNB) | GNA) | (ugNA) | GNB | (gD | GNB | (ugNR)
Eet-3 0.009 11.3 0.102 45| 0041 8.2 0.074 135 0.122
| 0.080 4.4 0.352 2.0 0.160 1.9 0.152 3.7 0.296
+R 0.032 4.0 0.128 0.9 0.029 3.3 0.106 5.7 0.182
ERAVE 0.008 0.1 0.001 0.1| 0.001 0.1 0.001 0.1 0.001
7 0.270 3.0 0.810 1.4 0.378 3.5 0.945 4.3 1.161
& B 1.392 0.608 1.277 1.762

i)

- BRI, BRSO CODERARY - B0 55, FRBREOTRBRMEORKEE AV

(B8R HIRE3)

- ff : P8 10 FF~12 EOERSEHE (B 57~69) ORESUTE S BEEENE NA)
- RBE  REER CEEDENRPLRDET L2 7 F 2 Bla, Blb U] (B8 OfE

B (/)

AT OF— F TR RIBRRIE Tho i ie i, EREDIETEZH TR,

66




<HBH>

1

10

11
12

13
14
‘15
16
17
18
19

20

21

it WIMDFOBIEEYE (R8F0 34 ﬁﬁiﬁiﬂ"% 370 5) O—MEWETSHH (FAk

1748 11 B 29 BAHI AL 17 454 B 15755 499 B)

BRI OWT (B 1944 A 9 BT EATBERERZE 0400004 5)

BIEWRT A7 Fr (BB (FRE 2043 A 21 HEGED 1 P F Uy

BREEth, 2007 4B, —IBRETE , _

Z v MBI ARERER (T A 7 F Bla ORI, A6, HEEAEOEER) (GLP %t

Js) : Syngenta Crop Protection AG (AA RE) | 20014, KAK

Z v MR BREEER (T2 7 F 2 Blb ORI, o6, HERUYHE) (GLP &

Jx) -: Syngenta Crop Protection AG (A R[E) . 2003 4. RAF

Ty MBI DRBRBR (T2 7 7Y Bla RERSHOWIN, 576, HERUHRE)
(GLP 5this)

7 v MBI ARERR (REHETE LORBHREORED  (GLP i) : Syngenta

Crop Protection AG (A4 AE) . 2003 4, FAFE

M MBI ARHIRE (B=ERER) (GLP 4 : Syngenta Crop Protection AG (A

4 AE) | 20034, KAEK '

T U —si BNEERER (GLP #%) : Florida KEESKIEE L #— CRE) . 1988

B, RAR . ' :

I 3B (GLP %) : Merck Sharp and Dohme Research Labs CKE)

1986 £, RAK

MAEDITIT BAHRE - Merck CGKE) . 1984 4, ks

W-C AT ~L A & 5 Bla OIFRBOBERAIHIRTEARE (GLP %/55) : Syngenta

Crop Protection AG (A1 A[E) . 2001 4, RAFE

TV A 7 F 2 Bla OB ERERE (GLP ®E) : Syngenta Crop Protection AG
(AA AE) . 2001 %, F£AF

TV A 7 F o Bla @KLK 2 BERER (GLP #55) : Syngenta Crop

Protéction AG (R AE) , 2006 4, RAF

T~V A 7 F o Bla OANKSE (GLP) % : Syngenta Crop Protection AG (A1 AE),

2001 &, RAF

T Uy R 7 F o Bla kTS HE (GLP) S - Syngenta Crop Protection AG (A1 A

=) . 20014, KA _

T YL A 7 F L Bla OFRE HHRKICKT 2KFES8EREER (GLP %) : Jealott’s Hill

International Research Centre, Syngenta (Z£[E) . 2006 45, KAk

HEERENRR . Vs D AU, 2006 F, RAFE

YRR AR : S0 Vv Dr U BaRtE. 2005~2008 4, RAE

e {RISRE~ BB (89 5348k (GLP #155) : Syngenta Central Toxicology Laboratory
(FE) . 2006 4E, FAHF

7 v MEROCAEE AR (GLP X)) : Covance Laboratories CKE) . 2001
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22

23

24

RO .

Fv bERWESEROSZERE (GLP %/&) : Merck Sharp & Dohme Research
Laboratories CK[E) . 19814FE, RAK '
v AR AWEAMRAFERE (GLP /&) : Merck Sharp & Dohme Research
Laboratories CK[E) . 19854, KAk

= AEAWESEROEMRESE (GLP #4%) : Merck Sharp & Dohme Research

- Laboratories CK[E) , 1985 F, RAEK

25
26
27
28
29
30

31
32
33
34
35
36
37
38
39

40

7 v b EAWZ MR (GLP %f5) : Merck Sharp & Dohme Research

Laboratories CK[E) . 19854, RO ’

TR R HW i AMRE SRR (GLP #fi) : Merck Sharp & Dohme Research

Laboratories (CK[E) . 1983 £, RAF

73 A BV SRR SRR (GLP %f45) @ Merck Sharp & Dohme Research

Laboratories CKE) . 1984 45, sk/A%k

7 v MBI AR AZERER (GLP %15 : Covance Laboratories (3EE) , 2001

F, ROER A

7 v M 3 AMEAZMRER (GLP #17) : Syngenta Central Toxicology Laboratory
(EE) . 2003 4E, RAK '

TR T F o Bla D7 v MBIU 7 2% fVi- 2R 0343 : Merck Sharp &

Dohme Research Laboratories CKE) . 1977 4F, KA

TN A7 F Bl O U A AWERMROFERE (GLP #)E) : Merck Sharp &

Dohme Research Laboratories (KE) | 19854, FRAF

8,9-Z 7YV A 7 F > Bla D=7 A% FW-&ME 0 EMRER (GLP %/i~) :Merck Sharp

& Dohme Research Laboratories CKE) . 1986 4F, A

Zyv FERWEROREGIZ L D2MEFEEERR (GLP #I&) : Syngenta Central

Toxicology Laboratory (ZEE) . 2006 4E, HAFE .

YRR A R —REEMERE (GLP #%) : Merck Sharp & Dohme Research

Laboratories CKE) . 1981 %, Ra® A

U & RV IR—RFEERER (GLP &) : Covance Laboratories CKE) ., 2000

LN S |
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