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 () *

36




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,

37




| 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,

49




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

TR BILE, TAAZF UL, GABA TE=X b & LTHA L. ZORE, E#A 2
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- 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
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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
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(B8R HIRE3)

- ff : P8 10 FF~12 EOERSEHE (B 57~69) ORESUTE S BEEENE NA)
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AT OF— F TR RIBRRIE Tho i ie i, EREDIETEZH TR,
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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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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
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25
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39
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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 |

oY E AV IR—RAIEEREE (GLP #5%) : Merck Sharp & Dohme Research

Laboratories CKE) . 1981 4, RAFK

EAEy MIBT D EEREERER (Maximization ) (GLP &t)&) : Covance

Laboratories, 2001 4, RAH ‘ _

= 7 A F AW EEEEERR (BETY @i (GLP %%) : Syngenta Central
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