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16 B~/ 74 NEEzaT2BFTHD 7327 F ] [CAS No.
71751-41-2 (7L A 27 F > Bla : CAS No.65195-55-3 KL ON7 L A 7 F > Blb :
CAS No0.65195-56-4 DIEEW) 1 1. RIT 4 7'V 2 MHIBEE A E D B E L EN R
TE STV Do AN DT A FERBR GRS 2 IV TR SRSB4 FEhE L 72,

P W BRAGE X, BENES (T > ) | EENES (K~ b B
U=, DX NIED) | 1B, FEENFEWEREL O (4 I1FE, EX
UK . atEEE (v b, vUARRTYX) | diatkmtt (7 RO X)
BN (FX) | BHEEREDAMEIES (T ) | BRAUE (U R) | 2R
2 (Tv ) | BAEREE (T %&U‘rﬁﬁ%“) . BleEABREORE TH D,

BRBROFERND, TR T F UG L DT IR L ek (HRERSE)

WZREO BT, FEDANME, EFHHREL jﬁféﬁ”iﬁleLﬁﬁ TR Lo T,

U E W R AERERERIC KW T, OFEE BRHov=7 giliNE. gy
FIDHEE . NEMED B M OVEAERIED ZE88 BV, Ziu D OB LITREW) OEEEED
WD B ONEZE 7RIS K 2 W7 BT 5 L & 2 b, IBIRICHT3 Dk
DOEFEAIC L D2 HOTIH AW L Hr S -,

FRBR TR LN SRR 5 b IMEIL, 7 v b &RV 2 HAEGEER D 0.12
mg/kg KE/H TH o7, —Ji. 7 v b &AW EmRaER BROIc VWL, BE
PENMEONT, R/hEEMEEIL 0.12 mekeg (AEHE/H TH-7-, %Ei%ﬁﬂﬁ%ﬁ%ﬁ%ﬁ@c:
BWTIL, 0.12 mgkg (KE/H CHEEEENE LN & L0 EYOBRGEERIC
VT 0.12 mg/kg (RH/ B TREIZEEITREO DT EFEEN GO Z &0 %

R MR EMERBRQ D/ NEMER 0.12 mg/ke (AF/ FITEFEEICTVEE X B,
Fo. INHOREBROAERELBETIUL, REERE AW Sl XDBNO
BRI 2 LT RS LELZLNT,

L7235 T, REEEEREEEMRES KOS ERLHEMHESIL. 7
N & W ERR R BR@ O i Ntk R TH 5 0.12 mg/kg RE/H 2R LT,
R H 200 CThR L 7= 0.0006 mg/kg A/ H 2 — HIEBEGFA & (ADD) L3%E L7,



. AN RBRERUBYAEERDOME
. &
T Al - R BUBRERA

. BRSO —RE4
& TRRATF v (TYL A7 F o Bla & 7L A7 F > Blb DIREW)

954, abamectin (ISO %)
. L4

IUPAC
TV A7 F 2 Bla

4 (10E14E16E222)-(1R,455 5656 R8R,12513520R21 R24.9-6"
[(9-sec7F 121, 24- P KuF-5,11, 13,227 F T A F/L-2-
FXY-3,719- M) AXHYT N T 7 1[15.6.1.148.02024] X & -
10,14,16,22-7 b 7 = -6- A 0-2-(5 6~k Ra-2H 7 )-12-
AN=26-TT A X -4-042, 6- T 4% 2-3-O- A F)v-a-L- arabino
-~NF VBT ) IV)-3-O- A F)V-arL-arabino ~F%Y YT ) VK

%4 . (10E14E16E222)-(1R 4855656 B8R,12S513520R 21 R,24.9-
6°-[(9-secbutyll-21,24-dihydroxy-5",11,13,22-tetramethyl-2-oxo-3,
7,19-trioxatetracyclo[15.6.1.148.020.24]pentacosa-10,14,16,22-
tetraene-6-spiro-2"-(5",6 -dihydro-2" H-pyran)-12-yl 2,6-dideoxy-4-
+(2,6-dideoxy-3- O-methyl-a-L-arabino-hexopyranosyl)-3-
O-methyl-a-L-arabino-hexopyranoside

7YV A 7 F 2 Blb

% - (10E14E16E222)-(1R45556S6 R8R,12513520R,21 R, 24.9)-
21,24-VkE RaXxi-6-1 Y 71t )N-511,13,22-7 kT A F/L-2-
A%-3,719- NV AXYT T 27 1[15.6.1.148.02024] X & =4
10,14,16,22-5 F T = -6- A 1-2-(5,6- t Ra-2H- 5 )-12-
AN=2,6-TT A X -4-042, 67T A X -3-O- A F/V-a-L- arabino -~
XY ET ) N)8- O AF)v-al arabino-~% Y 7 /) K

¥4 (10E14E16E222)-(1R 4855656 R8R,12513520R,21 R,24.9-
21,24-dihydroxy-6"-isopropyl-57,11,13,22-tetramethyl-2-0x0-3,7,
19-trioxatetracyclo[15.6.1.148.020.24|pentacosa-10,14,16,22-
tetraene-6-spiro-2"-(5",6"-dihydro-2" H-pyran)-12-yl 2,6-dideoxy-
4-O+(2,6-dideoxy-3- O-methyl-a-L- arabino-hexopyranosyl)-3-
O-methy l-a-L-arabino-hexopyranoside
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6.

CAS(7 /82 7 F > : No.71751-41-2)
ML TV AT T By
P4, . avermectin By
#%CASNo. 7-UL A7 F > Bla: 65195553
7YYL A7 F 2 Blb : 65195-56-4

. 9 FR 5. HFE
T )L A7 F 2 Bla : CasH72014 TV A7 F 2 Bla : 873.1
T X)L A7 F 2 Blb : C47H70014 T~V A7 F 2 Blb : 859.1
BER
TV A7 F 2 Bla TV A7 F L Blb

F1EHIE B1a=80%., B1b=20%

7. FRAREDERE

TNRAZF AL 16 BlR~ 7 074 REREAT H%BAITH L, JLHKRF LK
E ANV 7 #OLFFFEO T T, WAV R, &7 = BHREEEzETs~7 27
A RROICEMNRNTE SN, TR FURENT, ~7uT74 RR(LEW
IXGABA (y7 2 /lElR) 72=A F& L THIE, BHREODMBERDOESR A 4 F
¥ URUHER L THRES 7V 2 E L. SofERIZIIEICE S L D,

TINA T F A%, WA TIKE, DT X2 90 TEDLETREIEE L ORERS
NTW5, iz, BHAERELE LT, MIMNIBWTE, EEOFEExRE L
NER AT (R Ess) KOSNIEAER (¥ =51%) OBRERA (K TG4, M
WA L LTRSS WD, BARTIIEWAL O MAERL E L UKGRE
AN QAVAANR

2008 Yz BV XU S L0 BEEEERHA IS < BRERHES GOt
Bl 23, 0% BN Tng,

T, RUT 47U R MHIBEE AL S BIEEEE R E SN TN D,

k={1}



I ZEEIZHRIBBROBE
TR FANIT VA7 F o Bla &7~V A7 F 2 Blb DIREMTHY . UL
THIZ [T RX T F o) LRLEGAIT. ZNODOREWERET,

BHEmMAER (T.1~4) X, 7~V A7 F 2> BlaD T~V A7 FUFED 23 fif
DIRFED I % UC THEFHR L= D (LLF [abe-23-14C]Bla) &9, ) . T-UL X
JFERED 3, T, 11, 13 XU 23 iV 1 HTDRFE % UC TR L7~ b
@ (LLF Mabe-14ClBla) &9, ) . C5 MiD/kFE % 3H TR L7- 6 @ (UL F [3H-Blal
EWVVD) ROT YL A7 F o Blb DT L A T F L BRD 23 N.DRFED I % 14C
TEFL7ZbD (LUTF labe23-14CIB1b) &9, ) ZHWTERI T, e
TR R ORI BV TRE I 0 D32 WGEIE T N A 7 F U LT, (G150 iR
W e ONEARIRAERERR, BRAESEISFRIRE 1 KO 2 IR ES T 5,

1. BVERPEREER (Sv k)
(1) Yy
@ MmREHRS

Wistar 7 v kb (—#EMERES 4 JT) 12, [abe-23-14C]Bla XiZ[abe-23-14C]B1b
% 0.5 mg/kg RE (LLTF[. I\ T MEAE] L), ) L5 mgkg (K& (UL
T 1N T IEHE] Lo, ) CTHERRAOZRGLIL, mAREHER I ET S
iz,

M B REREHERS IR 1 IR EN TV 5,

EERALE, BehE, MR DD TR G 4~8 KR E TIZ Cnax (LT,
Ty 1X[abe-23-14CIB1b X ¥ [abe-23-14C]Bla T, F7/-#fEL DI TOCE < 72 HH
FIFRD B AL,

F7=, Wistar 7> & (—##E 4 VL) 12, [abe-23-14C]Bla %KM & CRIER M
Be5-(1 B 18] ERE 14 H &S LB PiREHERIC OV T O RET ST,
IR X GBAA 8 HEMOIZIE—E (]0.045 nglg) L7200, BHGHKTHIZ
FEIRICED L, BEETHE 1 HZRIZIZ0.02 pglg LT Ee o7,

(& 4~6)

1 REERBR ORI, 7T-UL A7 F 2 Blall oW IRV =F L2 U a—L 200/= % /) —L)N
32N IR BRI, F7-, ToULA 7 F L Blb IZOWTIIRY =F L7 Y a—)L 200/ % J — /L3
412N 72 DI A =,
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£ 1 MhlseeRE#EE (BEEORES)

B AN [abe-23-14C]B1la [abe-23-14C]B1b
¥ h5E (mgkg AR) 0.5 5 0.5 5
PR 1t ki3 Jiia i3 Y2 ki3 J4i3 ki3
Trnax (5 ) 4 8 8 8 8 4 4 8
Crax(ug/g) 0.057 | 0.049 | 0.62 | 0.52 | 0.044 | 0.048 | 0.49 | 0.42
T (FEH) 19 24 26 35 9 13 14 21

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

@ WwinE

ARV PEEEER (1. D @] L S o=k (F—UirRE &) F RO
HR PRI SR DN 7 — B A2FR B OB 50 DR S A7 BT ORISR, K Y
MECTENZEN 11.7 KX 23.0% Th o7, —J7, WNSh7zT7 v A7 F > Bla
FREVE 2B IR IR R O IC PRt SN D Z LR S e 2 &
FRIRMN A% G-RFD Tax R CORRRT B EN R O & 5% LIZFEF L THH Z &
NE | FROFRGHICEERIIRINEND Z EDVRB S, 7L A7 F o Bla 134
EENGIZTERICHRI S NS EHER SN, (B 4)

(2) &
@ HEEgOEs
Wistar 7 » b (—#ERHES 12 PO) (2, [abe-23-14C|Bla Z{EH®E I H &
THRREO#EE L, RS RBRFEE S 7z,
FEGEAR T OREBEREIRE L, £ 2 ITRENTWD,
B G- B K OMERNZ 30330 57 Tnax (UL TUXEIE . TR, B ONEN Chddtieg
WREDR R < 5 72 REERIZIIRENT K ORI DN REIREE A o T2,
AR EHERE AR . (1) Q] OHERRGHIZBW T, &5 7 O TZHHE
WP OB ESEREZAE L& 2 A, IRAERE T, B (0.065~0.164
ugl/g) . W (0.007~0.033 pg/g) K OWEIFF (0.006~0.012 nglg) T, mifHER
Tb. H5N (0.95~1.56 pglg) . B (0.061~0.309 pglg) KM UEIE (0.066~
0.160 pgl/g) T, HUNBEIREN & oTo, (Bl 4, 5)

x 2 FEMREPORERSEERE (ug/8)

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

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

0.5
mg/ke AE

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

11




Tmax {31 D

B 72 FR#4

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

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

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

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

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

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

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

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

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

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

Q@ REROKE
Wistar 7 v & (—#fif 4 PT) (2, [abe-23-14C]Bla Z{X A& CHRER DEE (1
A 1E, e 14 Af&ES) L, RO i S iz,
FEGHAR T OREBEREIRE L, £ 3RS TWD,
556 14 B ORI, IR EHER GRS P L TWh 2y, 2~4

BERWIRE TH-T,

&3 FEMEPORBHRGEER

(ZHi6)

£ (ug/g)

5B 1 Hi%

BeE-BAG 14 B

FEAT T HI%

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

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

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

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

117 (0.037)., ATFNiE(0.024)
PPEL(0.023), ii(0.014),
EE%(0.013), Kuf(0.012),
fiti(0.010), L:Mi(0.008).
H(0.006). 15 A(0.006),,
F15(0.004), 1f4%0.001),
1f.i#%(0.0014)
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® HEFRNES
Wistar 7 » b (—#1E 1)) (2, [abe-23-14C]Bla %K & CHAEIRN & 5-
L. RN ARy 520t S v,
FEGEAE T OFRE BRI L, K 4 ITRSNTWD,
B h- 6} 24 FFEE OBUBRIRE L, ROTEGLRKETHY | BROK5%D
WAL TH D Z LD sng-, (B 4)

x4 FTEMBDORBBIERE (ug/g)

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

N— & —J1£(0.82) . JiT ik (0.68) . i figk | Kz FAEMG(0.72). FFi(0.34) . Bl#(0.30).
(0.51) . M7 R (0.49) . -0 ik (0.40) | B Bk | FEhR(0.28) , MEHZR(0.25)., Miti(0.23).
(0.39). H(0.38). fig(0.32) . ‘B #6(0.24). | H (0.23). L& (0.21) . ‘B #(0.15) . i fig
fafR(0.24). 5 79(0.23). fiti(0.23). (0.14), Jifi(0.13)., #7;79(0.12). 1f.#2(0.04)
1f#%(0.07)
E) U TT T 4=k THIE L
¥ NEME ST

(3) K

[abe-23-14CIBla XiZ[abe-23-14CIB1b D HA[A[% 1512 L 2 HEi7RBR[1. (4)
@] TR BN E 1% 168 RO R K O, R BEIERER [1. 4) @] TR LTz
BG4 48 WM DR, 3K OEH- I NHEN AR [1. QD] Tl o -mHE
BED - 8~T2 FEI % DRI L O A 27kt & LT, REWIRIE - & a3
it S A7,

PR #L MR BB R O S 24133 5 IR STV 5,

PR FER ORI R OGS 2 — 2, MERER ONRG-EIC X 5213380 b
Mmolz, £z, 7YV A7 F 2 Bla KO Blb ORI Z—HHIUTHD L
Z b,

% 7=, [abe-23-14CIBla O ERE 0 512 & B HEIGRER [1. (4) @] D#:5-B4A 20
H#% E TORKOFEZFE E LIAGRWIRE « & &SRS e S iz,

PRI 10 FEEE, EPICIE 8 UL LD AMFAE L=, #EPCidBlubey
N B G- EDOK) 40%IFAE L7223, JRPICITBUL EMIITFLE L7z o 7o, Z DO,
[FIE ST 72 o T2,

Z v MIBITA 7L A7 F o Bla O Blb @ FZAEHHRES X LA F AL,

KiEgfb, L7 Ra i VERORE R OILELEZ R THEIT T2 D LB 2 6
2o (BREB5~T)
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=5 FR. #E. B, BHRUVHFRAICEIT2R6E (BEEZEOKRS., %TAR)
e
s |5 }Lf Kk | BILAY 84
El
7 B [10.39) . [j](0.27). [gl(0.1D) . [kl(0.09) .
e [n](0.08), [m](0.01)
% 973 [h](19.3), [j](12.5), [i1(7.5), [kl(6.6), [g]l(5.7)
0.5 ' [n](1.7). [ml(1.6). [11(0.99)
' 7 B [10.17 . [gl0.09) . [j1(0.06) . [n](0.05).
i [k](0.02), [m](<0.01)
% 449 [h](23.1). [gl(4.8), [il(4.6), [j1(4.2). [k](2.2),
[abe-23-14C B ' [m](0.8), [11(0.5), [n](0.5)
IBla = B [1(0.4D)., [10.37), [kl(0.17). [gl(0.15).
o [n](0.12). [m](0.01)
% 94.9 [h](21.8). [j1(13.4). [i1(7.6). [g](4.2). [m](1.2),
5 ' [11(0.95)
7 B [i1(0.31), [j1(0.15), [g]l(0.11), [n](0.10),
i [k]1(0.06), [m](0.01)
* 98 1 [h](27.0), [j1(9.1). [kI(5.8). [i](4.8), [gl(2.8).
B ' [m](1.3), [n](1.2), [](1.0)
7 B [g](2.6). [j1(0.49).
i 9 FXEORFERKSY (4 0.02~0.51)
* 141 [1(27.9). [gl(21.3). [h](9.5).
0.5 ' 16 FIHORFER Sy (EnZi 0.2~3.0)
7 B [gl(2.58), [j1(0.28),
it 9 FHDORFER Y (£ 0.01~0.13)
* 169 (1(21.2). [gl(18.7). [h](14.2).
[abe-23-14C B ' 16 FFADRFIER T (FEH 0.3~2.7)
IB1b 5 _ [g]2.24), [j1(0.70),
e 8 HHDRFIER Y (EHZEH 0.04~0.39)
% 9.9 1(32.3). [g](13.6). [h](6.8).
5 - 16 FEEIORFEMS (Zh2h 02~5.2)
7 B [gl(2.57). [j]1(0.23),
i 8 FXHORFEERSY (i 0.02~0.37)
% 174 1(21.0). [g](20.6). [h](14.1).
' 16 FEORRIER Y (FNZ1 0.3~2.9)
. [j1(0.837). [k](0.14). [i](0.06). [h](0.05)3,
Bl 00T 10.02). ml0.0D). [n]©.01)
. [h](2.2), [1(0.71), [j1(0.66). [gl(0.49),
e #5120 | 029). ml(0.13). 1(0.06). [m]©.06)
[abe-23-14C . [k](1.20), [j10.78). [h](0.38), [m](0.20).
Bla | O° 012 ho.08) : ) ml020
[j10.11). [kI(0.04). [i](0.03). [g](0.01),
" ol 0087 | 6002, [m©0.01). [m]0.01)
% 99.9 [h](1.07), [1(0.16), [jl(0.16), [g](0.12),
' [k](0.11), [m](0.05). [n](0.05), [1](0.04)
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[k](0.56), [j1(0.38), [h](0.27), [m](0.15),

M 0.17 [i1(0.03)

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

1) mg/kg /K

2) 7~YL A7 F > Bla XL Blb
3) FHROHILEWUIMPBEBALIZEEZ BN D,
4) MRk UREE (TRR) 12X D EIA(%)

(4) HEtt

@ RRUEHH (BEZEOERS)
Wistar 7 v kb (—#EMERES 4 JT) 12, [abe-23-14C]Bla XiZ[abe-23-14C]B1b
FIRAE TS AR CHERRO#&E L, HRIEERD S S vz,
FeG4% 48 KON 168 IFEID IR K OFEHFPEIERIT, £ 6 (RS TV 5,
WERNLE, B E L OMERNC b B3, e 168 R TRa R Gk BE
(TAR) @ 93%LL_EASR K OFEHIZ PR S v 70, BRI IIFEP CTH D | 88.7
~95.1%TAR 2N#EHIZHRME S 7z,

(2 4, 5)

F6 REUEDHHE (BEEEORS. WTAR)

He=x? [abe-23-14C]B1la
#eh& 0.5 mg/kg K 5 mg/kg IR
PRI i3 it Vi3 i3
Frv s bR #* 7 #* bR £ bR £
48 HF[H] 097 | 79.7 | 037 | 682 | 1.27 | 727 | 0.74 | 46.7
168 IHFft] 1.37 | 928 | 0.72 | 939 | 1.8 | 945 | 1.22 | 95.1
e [abe-23-14C]B1b
Fe b 0.5 mg/kg K 5 mg/kg IR
PERI] i3 i i3 i3
BV R # R # R # R ¥
48 B 457 | 895 | 359 | 786 | 411 | 846 | 3.15 | 66.7
168 (] 486 | 932 | 391 | 90.8 | 4.34 | 88.7 | 4.09 | 925

E) #5168 DR Y I — DWeliik & Ete,

@ RRUESHM# (RELOHRS)
Wistar 7 > & (—Rfitf 4 PC) (2, [abe-23-14C]Bla Z{LHE CTHER DL (1

H 1[ehE#ke 14 HRIBES) L, HEMGER 350 S 7z,
Be5BAtAR 1~14 A RO G584 T#% 1~6 B (Fe5BA5A% 15~20 H) DR&

OFEPHR=RIT, R TIORSHTW 5,

15




FHRT 6 B £ TR, IRECFERIZ 97.2%TAR 23Rt S 7z, 2R
FITFETTH Y | R OYEIE 1%TAR Kiiii Cdh-7-, (B 6)

®1 RERUEDHHE (REZORS. WTAR)

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

) BB T 1~6 B OREENIIZ — VTR e E e,

® REUREMDHEH (HEERAEZS)
Wistar 7 v ;b (—#EE 4 J8) 12, [abe-23-14C]Bla # & & CHBIFEIRNIZ 5

L. PSR S S e,
Bebtk 6 JUr 24 BFRIO R L OFEP PRSI, £ 8 IR T\ D, T2k
RIEIIFEP CThoTz, (B 4)

F8 ’RE5H&6 XU 24 KREOREUVESDHME (BEEFIRAKLS. $TAR)

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

@ RBitohiEtt
EHh=a—L &AL Wistar 7 v b (—BEMHES 6 PT) 12,

[abe-23-14C]Bla Z /KM & CHERE &5 L, IEH sy e S a7,

B 54% 48 WFfEIOD IR, #E M ONEYF R ONT I — 0 ZAFRERIT, & 9 IR
ITW5B,

AR TP R RS K O TF N2 4.39 KON 2.94%TAR ERWNZ H 03703 5
T FPIZ 90% L B PRIt S T2 2 E D JRH AR L 2RV B E A~ PR
TR DO BRI S AV RRD IR & 0 HEE ~E T, k2 N7 Th b P-
W4 37 (ABCB1) I &0 =3 /L — (KPR PR S AR AR S 4L, &
TR Ch D LB N, (B 4)
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K9 BE5RABKREORKR, E, BADHPFEHRERUH—HRZER WTAR)

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

m YRR E D

2. EMAERRERER
(1) k=< b

IREFED b~ b (WWfE :Marmande) (2, [abe-23-14C]Bla % 25.4~27.1 g ai/ha
DOHET, F 3IEFHEM G 7 HREIFET 5 [ (BEHEAEEX : il & 132
g aitha) . XX 275~286 g aitha ®H®E T, % 3{EFBAEHS 14 AR T 3
[E1HcAT GEEIALELX : ¥afcfi B 842 g ai/ha) L. MDA E M ARBR AN FE0E S A=,

MALELX & ¢y | Bef& i (REYEALERIX i 5 | A, I@REEX ClE 3| H) 1,
3. 7. 14 K028 HAAICEREU L 72 BER OV FE 2Rk U7, BEYEREEX Tt 3 (0]
Hcm 1 R I b BER IR EL TR L 72,

k< N =R RE AT &ii‘% 10 ITREN TN D,

REXREPEER PO RRIT, SEEm 1 FFEZIZITRERIELD 845~
90.8%TRR T7-1E L7273, fkﬁiﬁﬁ 28 #1213 76.6~85.8%TRR & 72~ 7=,

HLERX T, W OREH B L OMRGEMb] (7~ A 275 Bla
D 8,97 BMER) ZETM N EER DY CThoTz, MERELEEX T, R 1
WEE % D RFER OFEICBW T, ZOESGNENL 68.7 X 75.2%TRR (0.14
} 18 2.64 mglkg) TA(E L7278 Fofk A 28 H#121E 221 51.4 K1 33.6%TRR

(0.07 }1X2.16 mglkg) & foeoto WFIERX TIE, Akl 1 REf % O HE
KOFEOE L, FNEh 83.1 KT 84.4%TRR (1.29 K 1*26.1 mglkg) 1F(EL
T2 DS IR 28 H I E N2 72.6 KON 50.5%TRR (0.42 K& T 37.5 mg/kg)
Ligot,

MAAEEX O RE R OFET, REwlcl. [dl. [hE ORI AFEE iz, Ri&En
28 H % OFEHENEXIZ BT, [EWle]. [dl. [ Oolix, REFIZIZTZENE
5.5, 2.0, 0.7 XN 1.0%TRR, EHIZIZZNLN 4.9, 2.8, 1.2 XD 2.1%TRR
Thole, ETIEL, 10%TRR #H 2 2k7 2 2 A (ZhZ4 2056 LY
14.8%TRR) {F/E L7228, [RIE SN2 h-oT=,

BA&HU 28 HZ OIBFULIEX O RFE L OEEIZIB W T, R, [d]. [ ]
KOoliZ, W 4%TRR Kiii T -7, FETIX, 10.3%TRR % 58 54y
LN, FESNRN-Tz, (B 8)
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#z10 k< FERARFEMRSTEES T (mg/kg)
RULERIX. : FaHiAT & PEAEILEX : 132 g ai/ha BREILEX : 842 g ai/ha
St ok 3z R 5
N ok | @ | P
(mg/kg) | (4TRR)} (%TRR)| (mg/kg) | (mg/kg) | (4TRR)! (%TRR) | (mg/kg)
3 [ E & 1% | 0314 | 953 | 57 | 3.87 |
B ASBCm 1 R | 0.205 84.5 14.5 3.50 1.56 90.8 9.2 31.0
7 BH1% 0.195 81.0 18.4 6.59 1.72 93.7 6.3 23.8
28 Ht% 0.127 76.6 21.1 6.42 0.57 85.8 14.3 74.2
V5 RHCHAEIRE LT ~L A 7 o Bla HGIRE
BRAT : REHET O (GTRR)
I : PR OIS DI+ JERHIPE A (%TRR)

R

(2) )L —

FOBHRIR S

T — (WLFEARRA, B E SR 15 em) (2. 3H-Bla XiZ[abe-14C]Bla % .
Al 3 %G 7 AT 4 8] CRAKEAX) | SU3RAE 5 %6 7 AFR
T10 [\ (RREAX) A L, W RPN IE A aliR 23 Sl S A7z,

B g, AR K OBURHR IR 11 IS TW 5, ZHE I OEE
REEN BRI L 7= R OSEA B LTe,

F 11 A=, LIERFIAR UG HREREEA
JVER X Ky OVIVER R TR, AP AR IR
ARG 3H-Bla : 11 g ai/ha A AIVER [E 1 |

i 3 L5 4 18]

SH-Bla : 112 g ai/ha

B 7. 14, 29, 43 Hi%

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

ISR E %, 14 AR

Al 5 HfE#% 25 10 [A]

H-Bla : 11 g ai/ha

SH-Bla : 112 g ai/ha

HAE AL B |

BAFE 1, 3, 7. 15, 22 H1%

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

AR R, 7 Atk

B U —3 B BN R AR TR 12 I RSh TV 5,
WTIOFREN | BGTRRITRALEREUEE (TAR) @ 4%A0 LK - 7=, il
D % TN TR PR BRI I T b RBEDOEM AR L, B LT
AUV AT T Bla BRI 2 52 00 AR LT PERR D E R LTz &5
2 BTz, WTNOMBRX T, B OB O BUR BRI 3R B LT,
FREHRIZIZBU L A I O bl S FAE LT,
REAX TIE, BULAW DN HERE#% DOIET 63.4~72.4%TRR, %X T 53.1~
76.8%TRR fF1E L7273, ALFE 14 A OEN X TIXENEN 11.0~175 K
21.7~30.5%TRR L/ L7z, EHblIL, WHEEZOE KR OET, 2L
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5.1~10.5 ' 0.7~10.9%TRR., ¥ 14 HHEDOEEKLIE T, TNEN 3.1~3.8
KN 3.7~4.6%TRR Th -7z, ALBE 14 HEDIER ZE TIE, N E 4 34.1~43.3
S8 27.4~37.8%TRR OHERED, WRMEB 7 I TAFE LTz,

X Tld, BLEY D LPRE % OB/ K T 10.8~284 K1 23.9~
48.2%TRR FFE LT, B 7 HZOBEK VX TITENEI 5.7~9.56 LN 11.5
~35.8%TRR Tholz, W 7 HZEDOIEKVE TIL, ENEI 40.9~454 KT
25.5~44.7%TRR OIS RE S IEBE /7 ZAFE Lo, REKEAX & [FER, XXV ET
FRPEE Sy OIFELN O DIE, BIZBIT 2 RBENZ D, TR T T
Bla 0NtfRsnizZ Lick a2 b0 EEZ b, REKIZE W T, fEb]
| TALFRE 1% DIER K TENEI 2.8~3.8 TN 2.3~5.4%TRR, 4LFR 7 H#% D
KOETENEN 1.2~1.8 X1 2.3~4.4%TRR TH- 7=,

FRFALERX D SH-Bla : 112 g ai/ha AURX T, 2K OFEOMPEET /) 2 S 5125y
BrU7=fE 5. Ratldl L OSRRIER SO0 &b 6 FENGEIE L, [diE
10%TRR LA F CThH-7=, (B 9)

& 12 )L —5 8PSt e (ng/ke)

ALER X ARBFAX

Ak A sH-Bla [abe-14C]|B1a
JUBES s 11 g ai/ha 112 g ai/ha 17 g ai/ha
Bk 4 ES 1= ES 1 %

R ALPRE RS | 2.74(1.3) 0.55(0.3) 26.8(1.4) 6.44(0.3) 9.57(1.7) 1.15(0.2)

14 H# | 0.20(0.4) 0.06(0.1) 2.69(0.3) 0.85(0.1) 0.52(0.5) 0.14(0.1)
43 H% | 0.01(0.2) 0.004(0.1) |0.10(0.2) 0.02(0.1)

ALBR[X JREA X

LU sH-Bla [abe-14C]B1a
YUBES = 11 g ai/ha 112 g ai/ha 17 g ai/ha
Bk £:3 E S 1 E S £ 3 E 3

BOREAVERIE R | 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 | 0.096(1.6) |0.008(0.3) |1.13(1.4) 0.24(0.7) 0.20(1.5) 0.020(0.3)

22 A% | 0.045(0.8) |0.005(0.2) |0.46(0.7) 0.05(0.2)

)

PR HUR BRI RS 1L 7 ~ L A 7 T Bla Huidjps
() PIEI%TAR #He : BRI

(3) Hf= (FEEEH)

7= (ML : Deltapin213) (2, [abe-14ClBla % 100 pg/3E D AVEE & CHE H B AR
L. BAAE%, 1/4, 1, 2, 4 X8 ARRICEI L7-ZE2 Rk LT, HWIANE
kBN It STz,

DI-DEETIIT DBSRESMITE 13 ITRSNL TV D,
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K13 DEOEICEITHBHEEDT (WTAR)

- RIAPEFK ik FERhHIE

U SLE BULEY) SHHE BULEY B hE
PUBIHIRES 99.7 99.2/99.4 0.6 0.4/0.6 0.1
1 B 82.7 36.4/41.0 8.6 4.6/5.7 6.3
8 H1% 19.3 1.0/1.7 15.9 2.6/3.0 23.1

) BUESY TV AT F L Bla
BULAW I ITED R D 2 TN o DT, Z DM )72/ TRY)> TR LT,

TP L ORIHHE T Cld, % 13 ITRSNTWABU LA, L#E(b]
AETE LTz, [blid, KImPEEE D CIALEE 1/4 AT T.0%TAR f£7E L7223, AL
P8 HARITIX 0.1%TAR 12 L7, i TiX 0.3~0.8%TAR f77E L 7=,

(204 10)

(4) Hf- (iEMEHH)
D7z (5 FRBRD Tl Deltapin213, iER@ Tl Deltapindl) (2, [abe-14C]Bla
e U, AE RPN E iR s e S 7,
PUBRERRE . Hofi B M OSBRI, 3R 14 (RS TV D, TR
INCEREL U72AR, o, ZE, D/, FrafkkOMmEZRARE L,

& 14 WIBRE. SmERUHPHRIE

kiR YUBEE s ALPRIRFIA AR HURE H]
O 20 gai/ha FEFWIS 7 HREME T 2 (A S
22.4 g ai/ha . . . p
) : FEHEMD 40, 90 KN 140 HE% BHCAVER 20 H 4
224 gai/ha

DIZAB P ERE SRR TR 15 [ITRS N TV D,

KBk D EERED R S H, BT OBATHRD v, 1O RERE
%, RO T 50 pglkg, ABROQD 22.4 g ai/ha JLFEX ) () 224 g ai/ha JLEEX T
ZIZEI 10.0 08 85 pglkg 177 LT,

WTNOMFX OFEFHIZ S, BUbEMITRE Shieh o7, £, FFFo
NV TFUEE Y ) — VRS DORRIIED B S RE MR S 4, T~V A 7 F 2 Bla
DORFNT K> THE U T RBDNEMIBRIZER D IAEIND Z & DR ST,

(ZH10)
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& 15 HE-FEHPERBRSEREE (ug/ke)
L SO P 1 i B TR | T e
@ |20 gai/hax2 [l 25 70 396 228 50 37
22.4 g ai/hax3 [A] 55 | 125 46.4 11.9 10.0 43.5
= 224 g ai/hax3 [l 107 169 404 97 85 750
(5) MAED

X—=TNF VLY LRy, T L—T 70—y OREXEIZ[abe-14C]Bla3% 1
[EAT L, @AY HAFONT 1, 2, 4, 8 KON 12 &RICERIR L= 3223k LT,
TR PR E sl 23 S0 S A7z,

AT RN ORI FE OB, R 16 ITRSN TV D,

F16 ZHMERVNEREDKR

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

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

WTILOLERX T 4 | REREHIFHR T K OFR OfhtHicix, siikamm (07
LA 7 F v Bla) KOEID] O BMIEE S iz, BAAE % O REL IR
ik, BUEEW A 82.5~88.7%TRR fF(E L7-75, ALFR 12 ##%I2i% 0.2~
6.7%TRR Th > 7, Rt OBULEDITH K T 8.1%TRR Th o7,
wllix, WIFhoiEd H 10%TRR KiiCh-7-, (B 11)

& 17T HAZOHMPRIEERE (WTRR)

R—=TNF LY (4 pglid) F—TNF LY (40 pglHBE)
RER P R R P R
BAY H 98.6 1.3 0 100 0 0
4 Wtk 52.3 40.6 71 28.8 58.1 13.1
12 Ji 36.3 55.2 8.5 6.7 84.1 9.3

3 ARREBRTIE, 7oA FUERRO 3, T, 11, 13, 23(iDRFEE UC TG L= b D% Az,
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LEY (4 ngliE) TVL—TTN— (4 pg/H3E)
RIERH R R IR R KA
A A 98.4 1.7 0 98.6 1.4 0
4 % 43.7 43.8 12.5 73.9 23.0 3.0
12 % 32.7 58.8 8.6 40.9 54.7 4.3

) RFERM - REREVEEE T O RUREE
%TRR : B3R, FEEORAOEREBSEO A% 100% & Lz & X 0ElE

R P COTFRFHERE L LTk, b~ FTIET UL A7 F > Bla 75 Bpkb
2kl B ez X0 [dEOMIAEL, Eoicdlrbmbic kv
[l ER S, F2, v~/ e 74 FEBPBEEL, AvaiRkEALEY blb4E
RS, ) —CIERMADI RO e Fa %o URId 2R, 7= RO A
X O TIEEMRD] 2 ERRZIC, ZNEIVRS LA/ | BRI
DRI FIET DR DE 2 BT,

3. TEAEMGER
(1) RN EDEGFHER

[abe-23-14CIBla %, i+ (A A R) 12§ +5H7210 0.22 mglkg DFHETHRML
20+£2°C, HFSAT 365 HIMA v F 2— bk L, A5 3EE iR A i <
iz,

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

BULEY) (T~ A 27 F 2 Bla) I&, LBEZD 97.9%TAR 725, BRERET
BEIE 1.4%TAR L380b L=, it & L Cidlel, [dl. [el XM AFEE S, [l
L O3 28 HIZZENZ UK 10.3 L O 15.7%TAR L 72 ~7-, [elidiug
168 H# i K 8.5%TAR, [flIZAEE 90 H#%IZA K 9.3%TAR 17 L7, T Dfth
2L DRI DBFAELTZD, WING 41%TAR LU F Th o7z,

BULE K OV OHEE RN, 18 ITREnTW5, (B 12)
= 18 FHILEYR UL EYIOHETE 3B ER
BULE® i el [d] [e] [f]
HEE A (H) 18.0 32.5 35.4 83.3 105

(2) KB/ RTAEK IR DER AR
[abe-23-14CIBla %, i+ (A A R) 12157210 0.22 mglkg DFHETHRML
20+ 2°C, BESAMECTURMNT 27 HIEA > % 23— b L7284, BT ACIRRE L L,
Z HIZ 120 HIFA % 2~ — b LT, 45K 38 i m sl s J2 i <
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iz,

T3 0 FhiH S ORI, KIRIERHARIE % 1T 83.56%TAR Th-7=73, iR
Bfs T QEACIRIEBEAR 120 HA2) 1213 67.2%TAR & Tlb Lz, I
H P T RE VI IR B BRAB L% O 124%TAR ToHh o 7223, RERK THRICIT
28.4%TAR Th o7z, R TR OAKMEFHEHEEIL 4.3%TAR Tho7-, 14COq
IE, RS T 2.0%TAR AL TRV, BKESH T EA ERAER
XIS 2 T o T,

BALE WL, HEACIREBIBE B IITKMEE O EERTERZEN 1.5 KO
30.6%TAR ToH o7y, FRIEIZHECD L, BRI TRAIZIIKME R O HgER T2z
0.2 KON 154%TAR Th o7z, mfmtle]. [d. [el KOUBNGFEL, [clidi
K 14 HZIZLERIZRK 9.9%TAR (F1E L7ohy, SB& THRFCIZ 8T
4.9%TAR Th o7, [dl. [el X OUNITHEACIREERRAAE % - B CORKEZ R
L. Z1nTh 14.2, 2.8 LN 4.4%TAR ThH o7z, ZDMAKREDKT INSEAT
FELT=08, Wiy 5%TAR KifiCdHh - 7=,

BERMIEK BRI 5 7L A 7 T Bla, el & ONd] o HEE -0
X, ENEN 276, 122 K ON270 H EHEH SN, (BHE12)

T D FEOMRRRE & L UL ARG FClid, 7L A 7 F 2 Bla
TR L, B RrXiokic kv ldl, iz kvldP”4E L5, SHiCE
Ra 32Ul LT BTl CO2 K UE B FR BB e o 1=, B EIISAT T Ty
D> VR L, [l RO SN2, 0 SITRMI ORISR TF TR
STz, BAEHZITREBIREMI e DI B 2 Hiz,

(3) TIBWBERERD

5 PR DU HEE[HER - (RA Y KOAA R) | L (RAR) | BEL/
OV NEEET (RAR) | UV NEETL (RAR) [EHWT, TRV ATTF
Bla & T-HeW i & 5Bk 23 SE0E X 7z,

Freundlich O ERE Kads X 76.8~334 TH Y . AEIRFBEARIZL VAL
L 7= %35 Koce 1% 5,700~7,890 Tdb-7-, F7-. PiaERE Kdes |, 55 1 [
EBRTC 72.1~380, %5 2 [H7RBA T 87.0~362, AHERFZAHRICIVMMIELT
i 5 A% Kdesoc 1%, %5 1 [BABR T 5,640~7,590. % 2 [AI5B2 T 6,670~8,880 T
HoT,

(&R 13)

(4) TREBERERQ

W (BER) Z W T, 7UL A 7 F > Bla O HEEW SRR T S -,
Freundlich OWERE Kads (X 36.5, AHERF S AT L0 #HIE L7-WEtRE
Koc 1% 1,670 TH 7=, £7=. BiAELRE Kdes |3 92,7, AHERFEHRIZ XL W HHIE
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L 7o iAE 5L Kdesoe 1%, 4,250 Th-o7o, (ZHi14)

4. KAEMHER
(1) mkHFEFER

[abe-23-14C]Bla %, pH 4 (7 Z/VigtkEiik) . pH 5 (WilefEfEN%) . pH 7

(U VPEefEiR) & pH 9 (R VERREEIR) OFIREEENRIZ 0.11 mg/L & 72
LE L, 50C, WS T HREA o 2 X— b L, DK R (T
B M ST,

pH 4. 5 K7 Tix. [abe-23-14ClBla D43 fRIIERD H o772, 25C
ICHAR L7256 1 FLLERETH D EHEE I, pH 9 TiE, RERBALAIFIC
[abe-23-14CIB1a 7% 95.2%TAR 1F(E L7223, 7 H#IZIL 58.9%TAR & 72 ~7-,

[abe-23-14C]Bla % . pH 9 OIEFEFEENRIZ 0.11 mg/L & 725 X H i L., 25°C
T36 H, 50°CT25 H, 60CT 11 A, WFRIFETA ¥ 22— M DIK5
R (R 235 S,

pH 9. 25°CC, #RBABHAA 32 H.IZ[abe-23-14CIBla I 89.3%TAR L 720 | #E
EHNT 218 A L EH ST,

S L. [pl. [ Xl 23 & iz, [plid. 25, 50 &Y 60°CTEH
IR 6.7, 24.6 LN 25.4%TAR f71E LTz, [dXOelix, 25 KO 50CTix
1.5%TAR LA FCTH - 72723, 60°CTlElal ik 17.5%TAR. [r]l23f K 15.6%TAR
FEL, (B 15)

(2) KpknfEaER @ER

[abe-23-14C]Bla %, pH 7 ®V U ERJIAEFEERIZ, 0.1 mg/L OPRETEHRML .
24.7+0.7CTxk /T 7 (tHE : 38.8 Wm2, HIEWHE : 300~400 nm)
% 37.5 HREHEH (12 BRI Z L ICHIRF 2810 8 2) L. AKHO R s 23 54k <
iz,

[abe-23-14C]Bla 1%, B THHIC 1.6%TAR (2B L=, HfEme L. [b]
DRSS 13 BF R I RN 8.2%TAR 77(E L7228, =Dk L, HS 12 B2
S 2o, [ciZfH 18 HIZITHRK T 5.6%TAR 1F1E L7, HEHTCIX
[abe-23-14C]Bla IXZE TH - 7=,

TV AT T Bla OHEEFRINE, 24 Fifil, HORICHT 2RO KBIETIC
PR LT 5.0 HEBEM SN, bl oReE R 41.4 W, H R,
FEOKBHFICHELT8.6 HEHI SN, (B 16)

(3) KepknEEER (BARK)
[abe-23-14CIBla % Ji HIAK (MoK, B : 25, pH 7.37) 12 0.53~0.55
mg/L OIEETHIRML, 25.2°CTxt /T 7 O : 21.0~21.2 W/m2, #l
EW R : 300~400 nm) % 41.5 HFEHGEIRGT L, KA /0 figetin s S8k S vz,
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[abe-23-14C]Bla |3, B THAZIZ 17.3%TAR 12 LT\, L L
Tlbl2s. W& 14 HHZICHRK 9.2%TAR 174E L. BB THIZ 3.0%TAR & 72 -
7=,

TV A7 F o Bla OHEEHRHENL., FR, FEOKGE FICHE LT, 39.8
HEBEHEINEZ, (R 17)

KRR & L Cid, VKRB W TIX, 7L A7 F 2 BladTE A Y
LLTlpl2s, XiF~7 T4 FERAHAL TV Fax i baWlgl 28 Tlrl
ARSI, HfRIZE W T, Bkl R OSe B kbl 2/ T, < Do~
A F—AbEW R ST, BRI L S L DRI E 2 BT,

5. TIREBEER
KR A - B (R0 ROWHRE L - B (&) 2N T, 727 F
sfElol, el [dl. [el ROl &t & Ui TR RER (BRasN L ONE)
D3I 7,
FERIIER 19 IR ENTWD, (B 18)

#19 TIRERBHERAE GEEFRE)

HEE Y (H)
kR i 1k . . TIRA T F
THITY | aphembt

RN KPR A - dEdE 21 24

o 0.25 mg/kg - —

AR s - 45 64
I P BRI 7 8

e SO L - 5

) * RGBT, BSERBR CRLAl 2

6. {FEBRAER
B KOSEEAWT, TUL A 7 F 2 Bla O Blb W ONA# 0] 2 54kt 52
k&t & LTV Ea sy I S 4Lz,
FERITBIE 3 1TSS TS, ToUL A 7 F o Bla KO Blb i ONZ bl DA B
AL, SAEHon 7 BRRICDE LA GRAR) @ 0.481 mglkg Tho7-, (M 19)

BIAR 3 DIEMFRERBR O HTEZ VT, 7L A 7 F > Bla KT Blb i ONC
[b] % ZBEa it S b a W & LT, BN THRE: S5 BEY ) DI S 25 #EE R
BNE 20 1IRENTWDS (B4 28)

2R, AHEEEREOE X, BE SR FENS T LA 7 T2 Bla KO
B1b i NZ[b]l DA B R OFREE &~ RS T 7T o AEMI R S,
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T -

TR K AR KON 2L IR0 E DIRED FItTo 72,

&2 BRPIYVERSNEGTANILAYFUBlaRUBIbIEWIZ[b] (FE) O

HEERE
ES|ERa ) /N (1~67%) b i (65 kLl L)
(1A H:53.3 kg) ({KH:15.8 kg) (IR H:55.6 kg) (1K H:54.2 kg)
BRI 1.39 0.61 1.28 1.76
(ug/ N/H) ) ' ) '

7. REFNEVBESRR UV RESER
(1) EVEEHR (F. ETRE)

A (1288) 12, SHAERT S A 7 F % 0.3 mg/kg RE CHIEIRE F&E L, 38
YN AERRBR S i ST, Comax 13RS 1 V2 HEIZA B, £ 0.09 mg/LL TH
STz, FFlig, B, fhA. JEN R QML) 5 T ldZEhEh, 4.6, 5.7, 5.6,
8.1 K47 HTh-oTz, F 50%TAR »3fe5% 7 HUWNDFEFIZ, 1~2%TAR
DR S AT,

JFig I, BULEHTHDHT UL A 7 F o Bla . LB I b 5T 34
~61%TRR # 587, JENTIZ, 7L A7 F o Bla OEEIIHRS 7 HEOD
52%TRR 725 21 HED 25%TRR ~& b Lz, 7L A2 5 Blb I&, JHiE
Tt 1~5%TRR. BB TIi% 0.5~5%TRR % 7=,

BULEWICINZ, BT R Oa L A7 e — L= 27 5 —BUBL L7 8RR o3
PRI 00 G gl S RIE Sz, (88, 89)

AN, SHAERR T S A 7 T2 % 0.3 mglkg IRE CHIAIE TG L, i 6e
R ONT 78RR 7 F o DI HNTZ,
BEHGHNTIOREEDOIBNT S, B ORI ORIREIL, Bl O A
R b EEICEN ST, BILEMTHDL T~V A 7 F 2 Bla B3, {723
DR RIREM BT D EE R L O Th o 72, - T, FFlEM OHER 2 EER IR
EBZON, TULRA T Bla Mg ~——lb &2 b, B5 1T
~21 HEOM., W T 25~ — I —OHIGIE, i T 0.55~0.36,
JENS T 0.65~0.20, PIT 0.74~0.51, BT 0.48~0.24 OFFATHH-7=, (&
% 89)

(2) ZEHER (4)

@ #OHLE G

WIS RNV AZ A UFE, —FE3EH) 12, 73227 F 2% 0.01, 0.03 %T00.1
ppm OIREHREMAUMOHETE I F o 72Uk 28 HEEO&E L, %Y
BRI S e, BRI R 0@ U TRV 28R L. sk 1 HIZ ISR %
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L7z,

g OEIG R ORI I IO L 0 & @ -7z, &GHLG 1, 2, 3. 5.
7. 14 k028 A OAINFEBIRELNE Lz L 2 A, mHAEHOR LA 2,
3 &5 H% (154 0.001 mg/l) . 7 Hf% (0.001, 0.002, 0.001 mg/l) . 14
Ht. (0.001, 0.002, 0.004 mg/L) . 28 Hf% (38HC 0.001 mg/L) WONZHFH
OS5 Hi: (154, 0.001 mg/L) TR INZN, Zh Lo &L )Y
PR CIIZ L A R &N o 72 (<0.0005 mg/L) , (B 90)

@ KRT#HE

4 (1288) 12, SHAEER T N A 7 F 2% 0.3 mglkg (KE CHEIRZ FHE L, 7%
BRI S iz, BEG-7, 14, 21 KO 35 B O/ O HEZ HIE L
72

FERITE 2L IR SN TWD, 85 7~35 BEOB R, I &L O TR o5k
MO IR T T N THELL Ce, BEEMAHRLS T, Tl THRE 7 KD
14 HRZICEmIR BRI 2o LTz, 6521 B & CITHTIRO 2R IR 1L, %
LY BIEL 22 oT, WG TIL, &5 7 HEICREERE L 720 |
HRVERHREZ /R LTz, (SR 88)

£ 2 FITHTHERRTIREROEMBEHEERE (ug/ke)

e ¥ 0.3 mg/kg A HE
5% B 7 14 21 35
Ji ik 619190 168+95 61+33 9+6
HER 444+110 130+76 63+22 35+10
P 42+10 10+8 4+1 1+1
5 Mk 143+37 36+8 11+5 2+1
P GHAL A 2,022+1,720 537+61 59+87 <4

MRS - 0.3 pg/kg (A& . 3pgkg (IERA) . 0.7 ngkg (A5 . 1ugkg (B . 4 ugks (%
BT

HEDF4 (—HE 5 AL OIRRE 150) 12, 73 A7 F 2% 0.2 X1E 0.4 mg/kg
(RECHREIRZ TG L, %5 ﬁ%@%%émﬁmozm¢g¢E&ﬁﬁi&542
J V49 Hi%, 0.4 mglkg (REHRGHETHR G 49 B #%OKM@EIED L ONHEHIZ 3
DT NA Y FUPRE R RIE LTz,

WTNORFRIZEN TS, EERR (0.02 mgkg) K&l Tho7z, (ZH90)

FEEROMEE (—HEMERES 6 BH K OSO IRIEMERESS B BH) (2, T\ A T F %

0.2 mg/kg RE CHBIZ T# 5 L. 7R ﬁ%#%héhtA&am:w3542
49 KN 56 HIZITHRRZ AL L 7=,
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fARITFR 22 (RSN TW D, S OG- ORI AL 1T, #2549 H
& E CICHRHRAARmICIE T L, (M 88)

K22 FITHTHBERRTREROEMBEHEERRE (ug/ke)

Beh& 0.2 mg/kg (K
Fe5% A 21 28 35 42 49
J i 53 14 9 2 <1
NERS3 78 13 5 2 NA
A 6 2 1 <1 NA
X gk 13 4 2 1 NA
e R IVA T 5,200 2,000 550 2 <1
R 1 pglkg
NA : sirg

A (—REBEH) 12, TR F %9 0.3 mg/kg IRE CHIEIE &5 L, &
BRI STz, #&5 5, 10, 15, 20, 25 KN 35 HEOKFRRF 7~ 2 7
F v BlaREZWIE LT,

FERIFE 23 IR EN TN D,  (BH 88)

R23 FITETHEARTHREEOSMEBDTNILA T F U BlaRBREE (ug/ke)

e #90.3 mg/kg {KE

5% A 5 10 15 20 25 35
JFh 310 210 110 30 7 16
NEN; 320 130 73 30 4 12
A 27 NA 8 3 <1 2
5 ek NA NA 36 9 2 6

FEENLAH A 21,000 3,300 5,400 800 1,600 570
FRHIBESY © 1 pglkg
NA : g3

® NEEM (RT7HY) B5 Ei
B (TZV—=U7 U, —HE 6 BHAOSIREE 150) OEEIc, 7 A7F L (R
T A A & 0.55 mglkg RETHEISNZEBAM (KT 40) &5 L, #itHo
PR ek 52kt < iz,
5.2 A OIS, K 0.023 mgkg DT /S A 7 F RN R LD,
5. 14 A& TIIMBHERA (0.001 mgkg) AME TR T L, (B 90)

WAL (P ——H, — 6 BHELOSHIRRE 1 80) OFERIC, 7327 F o (K
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7 A HHK) & 0.55 mgkg RETRT A5 L, Fit o) F2 06 S
iz,

5.1 BEOAT 6. K 0.014 mgkg DT 34 7 F UFRREN RO, FD
%5 4 ABIITEERA (0.003 mgkg) TEE TR T L, (2R 90)

(3) EYENERE (UF)

e @WECRE) 12, SH AT ~UL A 7 F % 0.005, 0.05 T 1.0 mg/kg
KE/ATEZF oA 7/MTED 10 B OE G L, SEyEhieatings it S h
77

FHpNDH 80~99%TAR, SR 5 0.1~0.6%TAR 23 [EI 4177,

1.0 mg/kg R/ GEECIE, BEPIFR TR b E L (K 98 ugkg) . KIZ
e (e K 50 pglkg) BB OVONE (k23 pglkg) W ONTFLR (oK 13 pglkg)
Tholz, HIHToE-EIx, &5 4 AR TERIRIEEL 720 | 1.0 mg/kg R/
TR 2.3 pglkg ThHo Tz,

TV A 7 F v Bla OEIEIE, FET 76%. Bk, R OHEN T 99% TH
o7, Fef@EmiE, REWlgl <. BULAITR G L TFEEL T,

(&2 90)

(4) EVEESBREUVZERR (F)

o (MERESR 1 8H) 12, SHAEER T ~L A 7 F > Bla % 286 pg/kg (R CHnlFE
N5 U, SEERBRA 2 Sz, iR, JREOHELA &G 14 H#% % CTHEL
L7z,

F7o, Mo 288 (MERESS 1 80) IC3H %7 S A 7 F % 286 pglkg (RE CTHL
FERE OG- L, Mk, JREOEZES 7T HEE THRILLT-,

MR OFERITFR 24 ITRENTWD, MakBRClE, PEhIZFEEeIc#E %
L TIToIL, 0.5%TAR K QNIROSEIN Sz, (B8R 91)

F24 FITHTHHEEEORSERDF/NTA—4

BHWE SH 15857~V A 7 F > Bla SH G T N A 7 F

B h& 286 ug/kg (AH
PRI 1 it iia i
Cmax (ng/kg) 34 28 47 67
Tmax (RFfH) 24 12 36 24
Tue (H#H) 53 57 88 49

o (MERE) 1, SHAERRT XA 7 F % 286 nglkg (RE CHERE ARG L, B
HERDNFERE ST, 53, 7. 10 LN 14 BLIZEBT . JEN. R R OV
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fige R 2 E L7,
FERITER 25 ITRSNLTVW D, (B 91)

£ 25 FIIHTLBERROKREROEMBEHEERE (ug/ke)

e aoN Y 286 ug/kg (AH
Fe5% A 3 7 10 14
Tl 374 116 33 19
NERS3 354 141 41 35
i 42 14 ND ND
X gk 105 41 11 7
ND : fat =7

AR BN T, MR O W T 2 TR~

A K OB ClE, BB DIZ E A ETRTRT LA 7 F 2 Bla & LTHF
FELTEY, REMOGFEZ R TIEHIZR ) o7, LI LR, Tl & O i
Tl [FE SV TWZRWBRIERI DI ED R STz, #&h5- 3 KOV T A% DT

MO g O O 3 MbEL, TV A7 F 2 Bla THDHZ EDRII
7=, (R 91)

51T, KREHZOWT, TUL R 7 F o Bla OFEREIEE 2508 LTz,
FERIEER 26 IR ENTVWD, (B 91)

F26 FICHETHHEBREORSEROSMEBDTANILAYF U BlaRBRE (ng/ke)

B b 286 ug/kg ARE
5% A 3 7 10 14
Jfi 226 (60) 56 (50) <L.OQ~31 (58)
&R 307 (88) 116 (93) 27
i 37 (88) <L.0Q~21(93)
X ik 74 (71) <LOQ~50 (75)

() IZTRR%
ERIRA (LOQ) : 10 ugkg (P, AL OV . 5 ngkg (IE)

(5) BRBHER &
BEFLIR (—RES 80) 12, 7 A\A 7T (MIRIAD %25 MH&E (0.3 mgkg (AH)
T, OB (—H#E 35 12 2/%% (0.6 mgkg RH) CTHRIEZ MG L, 7%
R 2 S 7o, HHERGHIIRS 14, 21, 28 X1*35 H#ZIZ, 2 f5&E#H
GREIRE 28 ARICHMEEHIL, 7L A7 F o BlaREE2 08 LT,
FERIIFR 2T ITRENTWV D, (B 90)
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x21 KICETH5HERTHRSROSEBHRTNILA Y F U Bla BERE (ng/ke)

Be gt B 2 {5
5% B 14 21 28 35 28
FIEpx g 5 5 5 5 3
<L0Q (3), <L0Q (2), LOQ.
JiRg:4 q ? @ <LOQ (5) <L0Q (5) <L0Q (3)
0.0061, 0.0035 0.0033. 0.0054
<L0Q (2), 0.0052, |<LOQ (3).
e <LOQ®B) | <LOQ®BG) | <L0Q 1)
0.0051, 0.0033 0.0032. 0.0055
i Al <L.0Q (4), 0.0026 |<LOQ (4). LOQ <L0Q (5) <L0Q (5) <L0Q (3)
n <L.0Q (3). 0.0056, |<LOQ (4). 0.0021
iz 0.0021 <L0Q (5) <L0Q (5) <L0Q (3)
EEREAR (LOQ) : 0.003 mgkg (EMF&LOVIFIR) . 0.002 mg/kg (Bl OFHA)
() PIEEES
8. —AREERER
Z v F RO X T2 RSB N I S 7, RESRIEE 28 loRE Tk
%, (ZH20)
28 —AREEIEEKER
R ER O FEES EAL7/ o/ (mg/kg 1AE) e & e FER O
5589 (mg/kg (AH) | (mgkg (A
':P _ﬂ&u%ﬁ?\ &5@% 1~24 Hifﬁaﬁl
B pwin 7] . 0.0.5.1.5. L5 4 * PRSI O
b Wlstir # 5 4.6 - B 5
. 7 .
'j‘jf il (EH) 6 — |mEaL
2 &
s Vglita: #6 | 0.05.15.6 6 — 7N
= SrREfA Y
I
o mUE L 0.0.25.0.5,
Bl | F jf M e 4 1.0 6 — el
i AR (I 7|VEEA)
e | RERL
w [T R U T AL | Wistar 0.0.5,1.5.6 o
B yen | 5on | #6 () 6 B el
e Cre. pH
H) BRIKIEIT AR FURRE SRR LT b O AR O BES LT,

s RMERIEDSRE TE 20
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9. SMEHMHER

(1) 2SR (REF)

TNATFUEDT > b =0 A JOD Y F % T @ iR 2 <

iz,

FARBROFEFRITE 29 (RSN TV D,
T RRA T F AT E L . KT E A ETEIT W=D, < ilcEfE L <
B LIca L. AT vt —2KERICEE L TG LA LTk, &5
BOWINEN R | NP EERBLOREICRESEET 2 b0 & HEHls -,

(M 21~29)

=29 2UEMHHBRERME (FEK)
P G R Iggﬁm&gﬁ§> Bz STk
AASEENK T, ST, D oJE
OWEROVEN., R, B, s
SD5 vk 039 os | N WER MERL IR PROLAEE,
MR 5 T v B OAREIBIL, W, WR TS
JEIBHOOWRIE, SRR . S
HERE : 275 mg/kg IRELL ECHE1EH
BATRR. e
SD 7 v k 8.7 19.8 1 : 6.67 mg/kg (KELL ., i : 10
HEERER 10 DL 2 ' ' me/kg PRFELL I CHE T
(|
CF-1~m 2 JEATHE | k. SRR, LB Y BORE K
SEATHRIE 10 T 41.3 R~ 7 A 5 mglkg KELL L,
FTARE 12 T T IR~ 7 A 10 mg/kg RELL T
19.0 e
i .| DO, PIRPERCR, PR, (5D
iﬁ;@%x o ‘%ﬁT\ﬁ%ﬁ@ﬁ%%%\iﬁ%
Br 340 - 7
FERRMEA 20 T R Sk o A R OUER~ Y % ¢ 5
: me/kg LI FCHE L
SDZ vk BRI OIREL, AT, TEEIEE T
S 5 >330 Z330 g L
(REH NN, TEBIEE T, AR
NZW 743 1600 W, SRS T, A4TKTE. R, 57
.- MRt 40 P : HIE Y KRR
" JHERE : 200 mg/kg (AELL ETHELT A
PREBNG] . IR, (BRI, R
NZW 74 BE BR(TRTE. SIS Eh X
pres sps | 2000 | PRO000 ) amotie e, e BRI
P fAl7 L
LN LCs0 (mg/L)
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ik, THENAK T, RO, T
IR, MR Db, A& IR, AL,
<0.21 <0.21 RHE, MR, REIRDEME, A,
SR, EEME, T —E

MERE : 0.21 mg/L LA THETEH)

Wistar 7 v k
MHERfESS B T

BROTGI, B R M
K. MO, Hx &, BAFX
>0.051 | 0.034-0.051 | HDOIK T, #BEi/afRHE

o BRI L

I : 0.051 mg/L THELH

Wistar 7 v k
WERES- 5 PT

) DORBRCTIIAE A UL 0.6%MC KIEIKR, 2) ORBRCIIIT~HAEEE L THW:
(2) 2HUEESEE (FRILAYF > Bla, Blb RURSEY)

7~y A 7 F o Bla, Blb KOREMbl O~ 7 ZA R NT v k& A= 2Rk 0
FMRBRN Sz, fERIIK 30 ITRENTWS, (B 30~32)

F30 FMEROSUARBEREYME (PARILAYF 2 Bla, Blb RUHKHEY)

LDs0 (mg/kg {AH)

B BRE EL7p o e i BRI NTIER
) AT, IR, IREE, 25
kaﬁl ;; &x 92.2 | Y R
10.0 mg/kg R E/H LA L CTHETH
) AT, RARME, HREE, 25
Cfﬁl - ‘lf; 938 | HYEHOWL
5.0 mg/kg RELL LTI
) WATHHR, TR, IRER, 25
C%ﬂzéx 136 | 0 KON
2.5 mglkg (RELL T H]
CF-1~1 % AT, REARPFL, HRHR, TEE)
] W 101 183 | MEIET
;;;V 2.5 mg/kg KELL [ CHET-
:/ P! \/* gu /(\{/A N — W R
Bla ICR <~ A i&fnﬂ\ TR HRH . JEE
10 pC 174 -
10 mg/kg (R LI ECIELHI
ICR <% = BT, R, T, D)
e 10 P 18.7 AT
10 mg/kg (KHELL B TR
PRHE . JEEMHEAIR T, TR, &
SD 7 v K 10.6 113 R, At SHEY KO
HERE 4% 10 PT ' ' I, FRIRIER
HERE - 8.0 mg/kg (RELL - CHET (]
SD 7 v b 159 PR
FrAEIR 10 T : 1.0 mg/kg {RELL_ETIELAH
7oL AT, HRER, AR, [
Ao CF-1~w7U X 11.4 10.8 PEE . IRk T 1
B1h BERESS 10 T : : Mt : 5 mgkg (AELLE. M : 10
mg/kg (KELL L THLH
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TEENMK T, FRERIER, AT,
[RAg T

M - 5 mgkg (RKELL L, Hf : 10
mg/kg KELL LTI

R (b] CF-1~w7 =% >80 >80

(3) StmESEER (S k)
Wistar 7 » b (—BEMERES 10 IC) % Vv 2imlie o JRIK 0, 0.5, 1.5 &
V6.0 mglkg (KEE, ¥AIE : I<il) £ X DB M aaER »3 52 STz,
6.0 mg/kg (KEHRGHEOHET, BIMAAT R OITEAAT, 1.6 mg/kg (RE/H LA
R EREOMERE TR T OIR T 3380 bz, PSRk O FERA R F AR T
S *ﬁﬂiﬁ%—@@%ﬁﬁ“ D LRI T,

AR T A RIE, ML b 0.5 mglkg RETH L EF A LN,
(M 33)

10. BB - REICXHT SRHMER VR ERFHERR

NZW 7 426 % Fu 7o ARAIREC MR M OV STt ekl s Sl S v 7z, & DGR,
TRA T F ATEREME A R S 22 0o T, BRI U CIRRITR M T 20y ST
IRRIEIEDR B D EFE 2 HivTe, BJERITEIERERIZIW T, 1 FI3 S 8 HIZITIET
L. BiE#s (380 mgkg (REH) WRKEB R b,

Hartley E/LE > b (M) & HW72 R EEEMRE (Maximization 1£) KO}
CBA/Ca/Ola/Hsd ~ 7 A % T2 B RN EERRER (R U > NEiE) 23 FE STz,
WTNORER T, BEEIEEITRED b o7, (B 34~38)

1. BEREEHUHEER
(1) 90 HEHSESHSEER (v k)

Wistar 7 > ~ (—HEHERES 16 UT) ZHWossfilfen (RIK: 0, 0.4, 1.6 &
V4.0 mglkg RE/H, W T~ B5ICXK 25 90 H M HEaM RS T
iz,

B GHETRD DN EmMEIT IR 31 IR STV D,

4.0 mg/kg RH/ H & GHEOMERE L, #5146 7T HZICAMICEEMET L, —
FIRBENIAL L7720, 2flatha L&k Lz, $£7-. 1.6 mg/kg (KHE/HEHHED
ﬁk& 1 FISFETE, 0.4 mglkg (REE/ H B GEEOME 1 FIA—IREEOE LD 7= D YhE &
HEINTN, ZNBITREERGICE 2 D0 TH o7, F£7-. 1.6 mgkg (KE/H KRS
FEOME 1 BIAEHIC X v oA L& En,

AAERIZIBN T, 4.0 mg/kg RHE/ A 5 5-FEOMERE CRMUVLIRER, T TE D
BOLNZDOT, HEEMEITMEE b 1.6 mgkg AE/H THH EEZ B,

(4 39)
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Fx31 90 HREEAMSMEHER (S b)) TROON-FMEMR
B bR i3 it
4.0 mg/kg AH/H - Una LA ORI (BGREMG | - UhE L RRE ORI (B 5-BkAR

7%, =)

- BRI, TTUEAMT, SLHiE
D RSO AL, B (1
i) . B L, SLOAEEO
Hiv, FHA, LE

- BORIEMEZAL (BT FH HMRE B
DRI, L, HEFEKROVD A
ORI T/ 0D JAE)

7%, =)

« PREEE IS

- BERRRER, TUBHMT, SLHIE
DRSSO, LEMEDD
MEAL, HIE (AR . S,
FAHAER, TREWEIR T, &K
O H A OGI, FAEAH, 5L
%

- HORIEMZA (BTH IR E A
DRIE, IR, MRV DA
S ONERERSE T/ 8 D )

1.6 mg/kg A/ H
LUF

w7 L

w7 L

(2) 18 ARBESIEFERR (4 X)
E— 7R (—REMERER 3 D) & Vv asEdR o UK - 0, 0.25, 0.5, 2.0
MO 8.0 mg/kg RHE/H, TAIE . <) 52K 5 18 M (126 HHE]) #igtk
PR 2N FEhE X 7,
8.0 X1 2.0 mg/kg (KH/H B HHETIL, HGHRMEZICIETHINTRD HITZD

T, ENEN 1 KO3 EITHERGEZfTHY) -T2,

FRGHET

D BV IR 32 IR SN TN 5,

FRGREOIETHITIE, Ozt & OO 5 FRIEAGED iz,
AGABRIZIBN T, 0.6 mglkg (REL/ H B GREDOMERE T2 5 i IR 25580 B

TeDT, HEEMEEITME LS b 0.25 mgkg (AH/A TH D LB b,

(&1 40)

32 18 EAMBEZMEMHER (/1 X) TROoN-BHMR
P 50 i3 il
8.0 - BT (2 41) * A G
mg/kg {AHE/H - TRk - TRAR
(51 [A])
2.0 < BT (261 * < BT (1) *
mg/kg KE/H
(£ 5- 3 [A])
0.5 - RH TR, ATIGHE, W, | - T () ¥
mg/kg R/ H W, BEFLOXESCETEELE, NEM:, 58 | - SR FHRIEE, AT, BiE, it
[ERER Vi, BEFLORFESGEEAE, MM, 7]
[ERER
- IREIIIH
0.25 AT R L TR L
mg/kg IKE/H
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* ORI BRI R &Rk LT,

(3) 85 HEIESMEHEER (1X) <8BT—4>

B — 7 VR (—REMEES 2 PT) & AWV ZIRAT (FUA - 0. 0.25, 0.50, 1.0 KX
4.0/2.0* mg/kg KE/H) 512K 2 85 HEHAVERERERY, 1 SR1EMEE:
AR 12. (Do HAEREHER & U TS Sz, ABR ClamBik s
MEEN TN LD, KARESTIESET —X & LT H- T,

B GHETRD DB IR 33 IR SN TV D,

4.0/2.0 mg/kg R/ A G T, MIERGICER S 2 —BeRBOE L, KE
J OMEEE D TREMEIR SR80 D78, #58044 6 ki 2F23hE &
BENT, £z, FEEOME 1 F1TiE, 4.0 mg/kg (AH/F#F5HIF P, &%, =95,
TEENICEH, TR O RYEREEES DGR By, F5-ED 2.0 mg/kg (RE/HIZ5
X R oNRiE, ERITFED oo Tz,

AR T, 1.0 mgrkg R/ H & G- EEOMERE T AR FLIHEE R D588
LD T, MEEEEIIMEE L © 0.50 mg/kg AE/H THDH LEZ BT,

(S 41)
#33 8 HEHESMHZMUAR (/1 X) TROoh-HHEMR
B ERE iia il
4.0/2.0 mg/kg A&/ H -Una R (Af) - U R (Af)
 ARE N OB AT &)  ARE N OB A &)
1.0 mg/kg IRE/H L E |« BEFLAECEHE K - PEFLRIE SRS R
0.50 mg/kg KE/HLLT | BT A2 L BRI L

2. BSHRRRUENAMRAR
(1) 1 FHEBESEHER (1 X)
B — VR (—HEERES 6 PT) & FVWVIRET (5K : 0, 0.25, 0.5 & T 1.0 mg/kg
RE/H : FIRAEBIURITIER 34 2/) 51K D 1 FRIeMEEMRERN i S
iz,

4 RIRIT, PRBRBRAAIEIZ 0. 6, 13, 25 K TN 100 ppm DR TREIE G S 7728, 100 ppm #E5HET
VXBRE 7 FE T B K OV T LSRR B ALT= 720D, BRERBHAS 20 H A ITHRIREE G2tk L L C LA
B 5 L, SRBRERE 29 B O IREFRE % 50 ppm & L CTRAEZ L Lz, £72.6.13 XU 25 ppm
BHGRETIE, BEEORD RO b, &G 9 BBUMR, REFREZZNEN 8, 17T KT
32 ppm & L7,
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3 34

| FREMHEMRER (1 X) OFHRKERE

\ 0.25 0.5 1.0
BeGRE mg/kg RE/H mg/kg RE/H mg/kg KE/H

SRR A B i iz 0.24 0.49 0.94

(mg/kg AHE/R) iii3 0.24 0.48 0.95

B GRE TR VI RIEER 35 IR N TV D,

AFBRIZBW T, 0.5 mg/kg R/ H DL B ERE O MEE ClE L E R RS0
BOBLNT-DT, EEIEEIIMEES b 0.25 mg/kg (AE/H (MR : 0.24 mg/kg 1K
#H/H) ThdrEeExLN,

(2 42)

&35 1 FREMSERER (X)) TROLIW-FBHERR
P51 1t e
1.0 mg/kg RE/H | - SECUIERAL K BB * * PREBIN], AR
* PRESTINSN, AR * BUN, Cre, W/
- BUN, Cre, TP/, ALP 8
0.5 mglkg (REE/H | - BEFLEDESEEA, BE5(E « BEFLADESOFHA, e
LIk * Alb 8» * Alb 8
0.25 mg/kg fRE/H | TR L P ERT e L

* ORI BRI R &Rk LT,

(2) 2 FRASHSE/ ENAEHEEER (Sy M)

SD 7 v b (—BEMERES 65 I8) & VW VZIREE (JRIK: 0, 0.75, 1.5 2 2.0 mg/kg
RE/H  ERAEBIEILER 36 ) K512 X5 2 FMEMEME S ARG
BRSNS STz,

& 36 2 FRIEMESE/ EAAMEHEHER (Sv ) OFHRAERE

. 0.75 1.5 2.0
el me/kg (KT/H | mekg KE/H | melkg (KT

SRR AR A R A 0.7 1.5 2.0

(mg/kg {ATE/H) i3 0.8 1.5 2.1

XERRRE & R GRHE TR RICH B R ZETRD bR o Tz,
7 v N ORI T, MEOAENHERRIZ I 1T D IE IR M OfEAR XL 0
B, BEORBENMHEE LIV b bEWHEHRBmAA LN Z &6, PBPK
(Physiologically-based pharmacokinetic) €5 U > 7 FiE4 VW CHERET »~ b
ONEMRERETIRED Y I 2 b— 3 V& SEE U7ofE R, i hIRE IO 7 h3
<. BEWHRES Tt Jr 3 < HERE T DM ST BTz,
B EHETRD DN BMEIT IR 3T IR STV D,
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R 52 B U C I8 AE4EE OB U 7= ISR A8 133860 B s> 12,

AFRERIZIBN T, 2.0 mgkg R/ H & GEEORE TR &L OMR BRI, 1.5
mg/kg (R HHGREOME 1 FITIRIE & T DB OILT DD SN-D T, ERHE
3T 1.5 mg/kg (AH/H . T 0.75 mg/kg KHE/H (0.8 mg/kg (AH/H) THD
EEZ BN, BORAMITRO NG -T2, (B 43)

#& 31 2 EMIEESE/ EAVALEHEHER (Sv ) TROOnEFHERRE

B 5RE Ji3 il
2.0 - iEEE IRERIC X YA &R - PR RERRIC L AT T hE
mg/kg AT/ H (2 %1) * &% (3HI) *

- ALP #4/n

1.5 1.5 mg/kg (KE/HLLT - R, REREC I DR (1 )
mg/kg IRE/H | BERTRZA L *OwE
LIk
0.75 AT R L
mg/kg {RE/H

* BRI BRIV ERE &I LT,
o RGBT 62 IICIRIENERD HAL, 100 3 B IZFEL L7,

(3) 21 hAMELNAMRE (THRX)
ICR ~ 7 A (—REMERES 74 VT) % FAVZIRET (FUA 1 0, 2.0, 4.0 2 T* 8.0 mg/kg
(KE/R  PERRERERITER 38 2R) BHIC XKD 21 22 A RS AR 5
fiti S 3L7=,

& 38 21 MARMENAMRER (YIR) OFRKERE

\ 2.0 4.0 8.0

Be i mg/kg (AHE/H | mg/kg KE/H | mgkg (KHE/H
SRR EE I 2.0 4.1 8.1
(mg/kg AHE/H) ki3 2.1 4.2 8.3

8.0 mg/kg {AH/ A B G REORE T LT ROBINNAERD Hivl-, L ITELEE
TV 2 EE YT R A RIEEDNTEO BTN, RS TN L Zeh o7z
ZEMND, RIEEEICL ARETII RV EE X LI,

B GRETRD bNT-F AT RIZHR 39 [TREN TV D, HREEICBEE LT
FEAEBERE O U7 BR300 B Lo 7z,

AFRERIZIBN T, 8.0 mgrkg (RHE/ H & 5-EEOMERE TIPTS50 Hiv
7eDTC, WEMEEIIMEME S b 4.0 mg/kg AE/H (Ff : 4.1 mg/kg (KF/H | M : 4.2
mg/kg (KHE/H) ThbHEEX BN, BORAMETEEO bLenoTe, (S 44)
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F39 21 HARENAMRER (YDX) TROON-FMEMR

B i3 it
8.0 mg/kg IAH/H R ARES: )l - PRk
- PR g, MRBESME L, BREE » PSEHE
+ PEEE D
4.0 mg/kg (RH/H LU | MEET R L mIEET R L

13. SERAESHHER
(1) 2HREBHER (Sv k)
SD T v ~ (—REMERESR 30 PT) 2 AV -s@dRe 0 (5YA : 0. 0.05. 0.12 KX

0.40 mg/kg RE/H |
HACHEM X 2 I, HPEESHE (REMW) © Fia.
EL. 25K, HPESET (RE .

W Tl G XD 2 REGERBR D I S s, P

Fun) . Fu % Fy S oHE

Foa. Fab) &

A G TRED fbhtﬂﬁfﬁﬁ IE 40 ITREN TV D,

BEW TIE, BIRR G O
/A HGHECHAE R oS R BN
[w(w®]

VIR 20 L CTRIREEDT S A 7 F 2

RO LR T,
WFD BTz, FLit iR E
IZBNWT, TR FUPHAIHTERE TRO LN Z L b,
IRBINTEEZONT, £12, T

HEM CIE. 0.40 mg/kg &
AR
e

%&%/@ﬂ@%ﬁiPﬁyxn&(Mmm)k@%@%%@ HAEZ D P-
B %7 (ABCB1) EDOEWZ L - T, BHEM L0 IREMW) CTT N A 7 F %
ﬁéﬁﬁ@ﬁ%<@ofwék%z%mto

AR DRI, BE) CHERE S & AERO s & 0.40 mg/kg
%Em\E%%TM%E%Omm%Q%Emf%ék%Z%ﬂtoﬁL%Lﬂ

THEBIIRO N ol (TARARATZF U OFMREIL P-HEx R
(ABCB1) & O#EICHONTIL, [15. 1) (3 45)
Fz40 2HRFBESHER (Sv ) TEOOA-EERR
. P, 2 Fia, Fn Bl Fuw. 2 : Foa. Fa
BeTR e i it i
#10.40 mg/kg | FmMEFTRZ2 L TR L TR L MR L
§ [(AFE/BLLT
Y
0.40 mgrkg | - HAH OB EHIEM - A B osE T R0
{AH/H <R T, 14 B RON21 HAEERED < A% 7, 14 B ROV 21 HARTERRED
I « (RIS R AR/ R BE R AE T SR N - [N VAR R
) - [FIRE AR EE R < B, WeEL L WIREMREIN, =95
7 - By, WL L2 R EME N - MAEEE DR, (1)
0.12 mg/kg | @M R L BT R L
KE/HLLT
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(2) RESHEER (v h)

SD T v b (—RfME 25 L) DR 6~19 FIZs&fIF D (J5fA : 0. 0.4, 0.8 &
O 1.6 mglkg RE/H, I T<lh) 85U T, SRR EE S 7,

FEEh) B OBV TRV 5 OB TE8D b o T,

k. HERERBRTIL, e HED 2.0 mgkg (K& B2 W TRERD . #E
iR AR LT&EE?“%S@MF WO BTz,

N N ST AR I = !@b%&@ﬂﬁﬁf AR OB e A& 1.6 mg/kg 1K
H/HTHD k%z BT, EEMEIIERD DN o7, (B 46)

(3) REZUHER (VY%

NZW 74 (—#flE 18 PB) ik 6~27 Bzt D 5k : 0. 0.5, 1.0
J 2.0 mglkg KE/ B, IREE : T<il) Beh LT, AR i S v,

REWCIE, 2.0 mgkg (R B HGRECIRERIIMG], BETER UK EORD

SO BT,

B BCIE, 2.0 mgkg (KE/ HREGRECOEDR, Fr~ L =7, ANE. MoE
SYEIDRLR . BEHED B K OVELEBE AR DTz, T DO L, R
fH DT &Uﬂﬁ%&ﬁ@%bﬂfﬂ%ﬂ CEDTIRMREETHY . BRIRICKR DRk
DEFEERICL D bOTII RNV EEZ SN,

ARERIZF1T D EmEt L, BEW) L ORI T 1.0 mglkg (AE/H THDH &5 2
bz, (R 47)

(4) REAESHESRER (Sv ) O

Wistar 7 > b (—#HE 30 J8) OWHIE 7 H~WE (Oriftt) 22 Bizifikn (5
0, 0.12, 0.2 %110.4 mg/kg R/ H ., L . T~<i) &5 LT, HEMRE
PEERBR N S hE STz,

BEMWTIE, 0.2 mg/kg (KE/A UL EEGRET, ARURIR IR E K& OEAH &b
JJD75> B LT, TR EITEZ N0 Tz,

IHEMCIE, SR GEEOREIFTONT 0.12 XY 0.2 mg/kg (RE/H BEGREOMECA
% 5~22 HIZMREHNN, 0.4 mg/kg RE/ H &% 5HEOREN Y 0.2 mg/kg A=/ H LA
R EREOMECAER 29~63 BIIMERESFED b, 72, 0.2 mgkg (KE/H
DL _$e GREOMECRER D EBIEDSFRD DS, IREKEICHE- 72 IR (L TH D
EEZ BN,

RERERICB VT, REW) TR G 2B U 7= 3T Ao 5109, 0.2
mg/kg RE/ H UL GREO B CIRAREEDF8D A7 T, Mgk &l I RE)
W) CARER O e &= 0.4 mglkg (KE/H, VBT 0.12 mg/kg KE/H THH &
Bz b, MREEIIRRO N oT2,  (BR62)
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(5) HEmMESHERER (Sv k) @

Wistar 7 » b (—#tf 30 P8) OITIR 7 B ~WHE (iftk) 22 BIZHRHIRE O (&
0, 0.12, 0.2 %T10.4 mg/kg RE/H, &L . T~Ji) 5 LT, ks
PERBR N I S 7z,

BEMW)TIX, SEGET, R IR E R OB RN D203,
TR L 13E 2 SnRdo Tz, 0.4 mglkg AR/ H £ 51 CREATERD K ORED
[RGB E DOV SR b,

REMWTIE. 0.4 ma/kg (KE/ H G REOMERE TR/ NR, ik K ORI 3386
S, 2D OEEITEEILATICEhE R S Tz, FORERE, 0.4 mg/kg (RE/H
SR CITRBREmEN R L, % 38 H Tz Hll-7-, 0.2 mgkg K/
H$¢ GREOMERE T 5 HICREIIND, BB G HEOMERECA% 8~63 HIZIKE
HNRD BT, £72. 0.12 XY 0.2 mg/kg A H/ H #&-GHEDOMECRER BN FE
DIV, BRI E - 72 IR L TH D L EZ B,

AFBRIZI T, 0.4 mg/kg R H/ H & 5 REORENMY) CRiED[RIIE VL B 2 DS 03
0.12 mg/kg KHF/H UL L GREO MW TIAESENRD SN0 T, HEikE
IR T 0.2 mg/kg (AE/H ., JREMW T 0.12 mg/kg AE/ A R CTHDL L EZD
Nic, MRREMEIIEED LN oTe, (B 63)

14. B-EHHER

T NA Y F o O & TR IRZSRE REER, T v A =— AL A X —VT9 il
OB G TSR RAER, T v A =— AN AR Z—FJIRENHE (CHO-WBL)
% F\N = in vitro YR EL E BRI ONZ~ w7 A & AU T2/ MEZaBR M OV in vivo YRR
B R BRI ST,

AREERIIE 41 1TRSNTEY, TXTRETH Tz, LER-T, TRATF
NCBEEETRWb D EE X BV, (B 48~52)

F& 41 BaEHBRERSE (JK)

Yy PO RLPRPREE - $e IR S
nvitro | 1IRIIRIZE Salmonella typhimurium | 313~5,000 pg/7" =}
AR (TA98, TA100, TA102, | (+/-S9)
TA1535, TA1537 ) etk

FEscherichia coli

(WP2 uvzA k)

BIGTZURER | T A =—ANLAL— 025.4~42.3 ug/mL (+S9)

v V79 il (HGPRT 15 1) | 2.564~5.1 ug/mL (-S9) -
©25.4~42.3 ug/mL (+89) | =
0.254~5.1 ug/mL (-S9)

Yufh (K L THA =X NBAS G| 4.28~21.2 pg/mll (+89) |,

ABR B kA (CHO-WBL) | 8.45~30 pug/mL (-S9) B
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invivo | /MZiRlR

ICR~U A (HHbAmAw)

4. 8, 16 mg/kg {KHE

(—REHE 5 D) R 1 12 ) =i
Gea R ICR <7 A (Hfiii) 1.2, 4.0, 12.0 mg/kg {AH sk
B (—HBEHE 8~12 J0) (HA[EfR 1 #5) -

1) +-S9 : ARENEMACRIFE TR UIEFE T

FA ] ORI & = SRR AR TN S

Tk, BHETH70 T, REbIITEEHERTIRNb D LB X bk,

PBRRE R IEER 42 IR S

(&1 53)
=42 EREARAZTESRERME (K& bl)
R E kR AL RS
4 [b) S. typhimurium 10~3,000 pg/7" V=)

(TA97a,TA98, (+/-89)

TA100, TA1535 #£) o

E. coli .
(WP2, WP2 uvrA.

WP2 uvrA/HKM101 ¥k)

1E) +-S9 : ARENEIECRFE TR UL T
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15. TOHMDFHER
(1) EHRBRICEHT A DX LHR

1970 AU FENE L7 CF-1~ 7 A Z W =T R X 7 F o DR D3 A gkl

[15. Q DRUV@<EET—2>] IZBW T

O P L-RE T, RN ST EORE, SIENSBIZ L=, AL E

ETCIEEABR CORERSOREIIR LT, £o. RO HEMEM
22V, ﬁﬁﬁﬁ%%h&w

@ MRICOBHEDPFEEEIND,

mot%@ﬂ WO BT L LT, 1980 AR, BAFE BIC L - T, BN
MRS, 8, 9-Z B (REMb]) 1B\ Th, CF-1 U RICKTH T
A7 F v DM B RSN S -,

Z D, 1990 E1UZ, Schinkelb 512k > T, T3A 7 F L OBEFILEH TH
HA YL A 7 F o NS EERG M (MDR) (2542 P-BE~ 237 (ABCB1)
DOIEIZ2 D Z L OIS PBEZ > 7327 (ABCB1) 23K4E L7Z @ik, o
NIV RA T TF @SR R T Z E R SN, TRz EnE, CF1 <
T A K OEDOMDEYFEEZ FNT, P-HEZ 737 (ABCB1) &7 /327 F D
PEFREBL DO BILR & a7 2 sk 2N FEhE S 7z,

@ FNRAOVFUOOEHOLE (CF-1 RORXRUICRTVR)
CF-1 v~ AKWICR ~ VAT NA 7 F % 5 HREEGHRERE D (5K : 0
N 0.8 mg/kg RE/H, Wi . i) &5 L, MiEsEEER OB L8121 5
ARBR DN FEHE X T,
AREAREITER 43 IREN TV 5,

& 43 HAEREFER

akBRAE @ ) ® @
~ 7 AR CF-1 ICR
TIRRA T F o EE
(mg/kg A=E/H) 0 0.8 0 0.8
. Hft - 49 T
DL/ HERESS 5 P i + 50 I HERES 5 P WERESS 5 L

B 5L BRSEIRREDEMRITYIE & & L, EFEIRIIRKE S 4 BRI % & &%
L7, WINOER S RKIMZE, /IMME OZEG 2 L, S bt &
W2 7ay MECTPHEY 7 (ABCB1) ZkiH L7,

PSRRI, SEREEQOIE 12 i L O 5 FICTRRD v/, BsEMEARIT, #E 1

5 Schinkel et al., Disruption of the mouse mdrla 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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Bz brE P-PES 237 (ABCB1) OFELLAWTILOM T HFED e o7z,
HE1FITIEP-HESZ 37 (ABCB1) 13 S AU 3R BLRRE 1 HK D > 72,

Z OMOFEREETIE, BEEERITRD ST, FARTZWT oMK TE P-gEX
> X7 (ABCB1) 2z, sz PyEx 327 (ABCB1) i CF-1
~ DALY ICR ~ U A THRELOFREE D @\ MEA 25580 BTz,

Fio, RBHQOOEFELD 5 b LS T BN (—BEERER 5 )87
ISR F ARSI S ONTEREREFQ L U@ & 1350 ICR ~ 7 A (— Rk
% 5 ULIME 10 ) &RV, TAA 7 F U2 HERR D (B : 1.0, 2.5, 5.0 &
OV 10.0 mg/kg REE, 8 . F~il) 59 2R S Sz,

T NA T F AREZVEERD CF-1 ~7 A TlL, 5.0 mgkg (RELL & GRET
I, R DR N OV TN BTN, SELCOHSEIREE 35RO H 7>
o7z, ICR ~ U A TIIMIRE G- OB IZEO b o7z,

CF-1~7 AL ICR v U ZAD@MHRBLDOZEL, P-HES 7327 (ABCB1) D38
DEE—FTHEEZLNZ, (BB

Q@ RESHHER(7/\AVFUBRZHERITIERZHED CF-1 TR 8, 9-Z EHEE)

CF-1 ~ U AR L DT RRA Y F oGk DI MEOEW & BRI

BT 5 OFZEAEOBRE AT D202, CF-1 ~ U 2% AW 38 ERMERER
INESY RV d Wil

D> CF-1 <~ AZT N A 7 F 2 0.4 mglkg (K Z HERR Q#5144 g L
DRI 27 U7 RIS e, TR S 72200 T BRI LIRS M e & 08
STz,

R VLRt D CF-1 ~ v A (—#EME 25 JT) DR 6~15 HIZ, 7YV A7
F > Bla ® 8, 9-Z HMK (Ragilo] : 73X 7 F o LREOFMEEZHT D) &
sl a (0. 0.5, 1.0 XN 1.5 mg/kg (RH/H, I I< i) &5 5580
Ehi SNz, £, EZMEREO CF-1 ~7 A (18 L, XIMEEE4 L) 2., R
6~15 HICRHIb] ZimHRen (0.2~1.0 mgkg AE/H ., Wi I<il) &5
T2 RAEFMERBRN NG SN2, WITNOREREL ., AFEIRITERE 18 HiCk
I,

R RO GBI, B85 BAMAFEC 0.2 mg/kg KE/H TH o723, RERBAAE
4 HE XY 0.3, 0.5, 1.0 mg/kg KE/H & R4 IZHEME 72, 1.0 mg/kg K&/ H
BHRICEML, HENE TS50 b-7=, 2 BREERG 2R LTz, EROE
fliz kv, 18 PEH 12 FIAMhE & &% Sit=ny, ETFHEIRIZZE O%RBRE THRFE T
0.75 mg/kg AT/ H TG-S,

ISR O REMW) Tl BIAR G- OREITRD v o7z,

BEMEMREORFEM Tl FGHE TR (BEIR 156 B)  F THAAFE L7ERDY 6 11
ThoT=h, 56 2 BIFNR 17 BIZAETE FBSEIRAE TUlhE xR ST, £ 72,
JEZ M R C VAR SN S OMBER R 0378 b7z,
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REENA 0D I Ko O NI D e B RBRRA L ZF OB DRE RN B | SRS TR

K OVIMIBIZ

7’»
—o

IRECIE, RS MERE Clia RAE TN AN
B 4 Bih, AR BIE SO

NWOHFRETY .

N7,

P-#i% %7 (ABCB1) O35l
DT IV MM OV MRS

TRRO SR, FRRS IR
P-¥Esx o /x27 (ABCB1) OFEHLN

b

R B, HE 18 HIZAEFOHE
1T 1B ThH Tz, FERGE ML O T
OZBHORBAENEIN U=, OEBROBAEHEITER 4 (TRENT

WD, TOML, BRIAERGICEEE L7, g OV O REINEERD b7

BRI T PHEZ 237 (ABCB1) EBLLZ2 CF-1 =7 ATlL, 734
7 F 2 K ORI b]l OB BN D Z L AVRENT-, F72. T P& X

7 (ABCB1) "L TCWAREMWI CTH->TH., BIED O HZ 2T H b 0¥
BEIIKGFELTHINT 5 Z R ENT-, (B 58)
F44 OSHRLEHEE
S PR P51

B JERE M | s FER M Bk
5 0 0 0.5 1.0 1.5 0.2~1.0*
B 5-BRAREED
S 25 4 25 25 25 18
IR 18 HAEATE
B 22 4 24 23 25 4
oY =i 273 43 295 294 307 11
A WA 7 0 13 21 61 5
AR (%) 2.4 0 4.4 6.9 20 45

* o B EBRAARET. 0.2 mgkg (RE/H TH-7T203,

ERAICHEINSE T,

@ P-#42>/%0 (ABCB1) EEFE & OZHHEADBEEEDKRET
(CF-1 <X : 8,9-7Z B1&%F)
CF-1 ~ 7 A%, mdria DFENE)—T2 < P %7 (ABCB1) X8 (&

iR
WDFTET D,

/) Ok s TR LS OFEER BT

+/+7

lRBAAR 4 HH XY 0.3, 0.5, 1.0 mg/kg {KH#/H

+-) OfE A

FRIROMEIG TR L 8, 97 Fbkfk (b)) OREMERIIORLEE O BSE A it

ERAYS

(2. P-¥E# 37 (ABCB1) Ein f OB RZHR LIz CF-1 U X

AR L, MR L7~ A (—EE 12 P0) OfEiR 6~15 HIZAHM[b] 2 5akike

1 (0 %O 1.5 mg/kg A=H/H .

7‘4-
—o

REMWTIE, FECHNITR <. MIERG ORI
MBIk ik G o8 L LT, HER

DIRHIT

TR LR 0Tz,
B BT,

e - A~i) G o R AFMEARRD R S A

EHEDO N2




BUIEHAE 1335 45 |TR STV A,

&4 REICAWVY IV ZADEBEGFERVHAGFINIRKREDEGFEDEE

TS SHERECHS) | SHERECH) | BEREG) | SRR | BERECH)

fip WD s 7Y

BT OBET | LH-| IH-| L4 | S| QH+ | DHAE | QH- | S| QH- | -

FEVEDTEIRTBID | A o4 o= |+ oo | A | A | A

Hig LoEA 25:50:25 | 0:0:100 | 100:0:0 | 50:50:0 | 0:50:50
Rbl o5&

(mg/kg (Ka/ ) 0 L5

TR A 108 105 141 125 127

H 3R AR 1 0 0 18 80
FAE (%) ) (0.83) (0) (0) (12) (58)

) bl O LEIR 6~15 B2
BT - OERIZHRT Dbl OB IR TRV Z & B G REOME T+ S T+-
HID Frm Tz,

FTo, BHE 4~6 JBIZOWTHRITOBEE T RIZMT L, NDHEHOF AR L
7o BRI OBE TR OMTHRE R L OB VB R 78 2 & O N HZPEESRITER 46 12
IRENTND,

R OBR TR +H+TIT O ZFHZOBAITRD LT, BB O%4E, 1
FHELDFAEZRIT 100%ITH> > 72,

& 46 REECFEOBIMTBEREUVBREEEFEILOOZRELEE ()
it SHRAEGH-) | SetRRREC) | BREREH+) | B GREGA) BeGHECT)
?EM)?@‘EE QA | SH-| R | | R | A | R | I | R /-
RV DEAG TR | ool | A+ H o |+ A | -
O EOFE 1 25:50:25 | 0:0:100 | 100:0:0 50:50:0 0:50:50
B FRAE L7
P 66 (5 50 (4 39 4 72 (6 60 (5

JsVae (e ®) “ “ ©) (5)
BRIBOBTFTL | i+ | - | o | 4+ | - | o | e | | | A | | | A | /-
Z Lotk 15(32(19] 0 | 0 |50139| 0| 0 |31 41 0] 0| 29 31
BE 1S ojojoj-|-]0]O|-|-]0]16 | -]-]118/] 30

&A= (%) )| 0] 0| 0| - O 0] - 0 390 - - | 44.8 ] 96.8

* o RAER= (OFAPBEOONTIBIEE) | BRROBLEFR T EOILE) X100 (%) TrRLTE,
X BT, TR KO EREC) D 4 REEM) OGR4 10 VT (BEEIRIE 10 PT)

(ZOWTERHRR K Ot D S0 AR L AR A D3 FEfE S AL, BAR TR+ KO-
FRWRDIT E A & TR ORI P-BEZ 327 (ABCB1) OFELNAZED 5
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iz, —Jh., Bl r8--ofE T, P37 (ABCB1) MRt (K
et CY . S NT) EIR RO ST, LMD R o To, W OfER
t, OZHFRICRIT 2 PoEY X7 (ABCB1) OFEBUIRD LR -oTz,

ARFRBROFER, BB T UTH-OREM G bl 2 & 5 LI-%6. B8
N G-OREITGRO bR Do Te, BIRA~OEENRH LTI, HZERDFE
EHEINDITIHoT-e 2D b, OBRDOIRERLIERO mdria OBEET
ANIIBEN S D Z & DR E N T, PP X 7 (ABCBL) 13 02 CTI3R BT,
R CORBNFRD HT=T=D, BBERIRE Lz P-yiZ 7 (ABCB1) Tk
D, Rl ORI A~DORBTENFFE S, OZHFHOFA L BE LT 5 alRetk
DRI, (&M 59)

@ P-#E42>/%0 (ABCB1) BEFE & OBERFEDEFEMHOMHE
(ICRVYHX : 8, 9-7 BHK)
mdrlaDKBRZNZ ERMBN TS ICR~ 7 AIZEIT 5 8, 9-Z BMEA (%
#bl) OFBERET 57202, ICR~ 7 A (—HEME 22 JC) OFIE 6~15 H
(AREM 0] 25RO (0, 0.75, 1.5 %O 3.0 mglkg K/ H ., AL 2~ i)
B 59 258 R B N 2t S T,

FEMNZIETHNT 72 < . ZOMORBREER G DORE LD bR o7,

FE VTR A R 5- DB TR B o 1=, H#54%,0.75, 1.5 O 3.0 mg/kg
RE/ARGHTENEN 2, 1 L4 FRED Hivleny GRAEFRITZENZEI 0.73,
0.31 KO 1.4%) . WA/ HEMBEMIED T, 72, WihbEnT —#
DOHIFAN (0~3.7%) Th-o7Z &b, BAMEITHRER G OREIT N E
Z Bl

REE K OB U T EEM) O BAR TR OFE R, T X TOEIRT P-HEZ 37

(ABCB1) Eix1HUI+H+TH -7,

PEXY ., CF-1~7RATRDLNTAGHMDI G L5 0HZUTICR v~ 7 &
TIEFBH ST, PHEY %7 (ABCB1) OEMLHI7RIEHOG NI LR MEDIE
BB L Z tavraniz, (B 60)

® HYERERHER (CF-1 IR : FIAAYFURUVEELLAY)
CF-1~ 7 RZBIT DT NRA 7 F v R OEEAEMSIZHOWT, CF-1 ~ 7 ADi&E
(RPN X D RNER OFEW AR 5 72 O ORI S 7z,
TV RA T F U FRED 5 ALDKFE % SH Thiatk L7277 /3 A 7 F 2 Bla (R~
AT F 2 Blali NI T~V A 7 F gD 22 KON 23 (LD RS % 3H Thgak L7
AYV AT F 2 Bla %, ENENTERDIFERILEY (T AAA T F v =< R

6 T RATF L -FTAXL4- (ZERAFALT ) TYLRA T F L Bla ZEEEEE) 1TEHK, (X
VAT T (22,23-U 8 Ru7~L A7 F 2 Bla) 3., BB EL (F4 RERERAIEE) SUTEESES (BR
HAD L LTHWLILS,
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JFURRBERIE, ANV AT F) THINLTCF-1~v A (—#f 4 Po) (2
BA AR O 557 D IRPEMRBR S s S 317, WE &1L, 73 A7 F130.1
KN 0.2 mg/kg (KE, =~ A7 F 0% 0.1 mgkg (KB, A~LAZF 0% 0.2

mg/kg (K & ST,

(T - =)

CF-1~v AL, P-Hi# 737 (ABCB1) & ARUCE L TH+ XL/ RO fEFR

% U2,

ZNENOHRGHTIB T L M KOS T IR EHERS 133 47 K OF 48 (TRS

Tb\éo '/'iﬂ@l%‘ﬁ'éfﬁltp Cmax hj:\ +/+9jg@ 1.4~2.3 {%T}?)Of:o

Fo. REOFEFPERIZONTE 49 [TRSNTN D, EEEPRIERERITNS
NHEPTH Y AITIIHHRL D HIEPHRERBET Lic, WIFholbEm b

XIERBEORNEEL T EE 2 bz, (BH61)
F 4T MAMSTREREHR
wH5EY TINA T F v IRATF | AR T F
B hf (mg/kg ARHE) 0.1 0.2 0.1 0.2
En T ++ /- ++ o[- ++ /- ++ /-
Tmax(FFR) 4 12 4 8 12 8 8
Crmax(ug/g) 0.010 | 0.023 | 0.28 — 0.013 | 0.019 | 0.015 | 0.030
T2 (FfH) — - — — 186 | 37.6 — —
) BURREREL. TN ERBUL AR (k& OFEfes b o & & e)
—T—HeL, XFEREINT
* OO CRERZ IR LT,
3 48 MIFPRGTREIRE HERS
wH5EY TINRA T F v IRATF | AR T F
B hf (mg/kg ARHE) 0.1* 0.2 0.1 0.2
Bin 8 ++ -/- ++ Y ++ -/- ++ -/-
Tmax(FFR) — - 4 — 8 12 8 8
Crax(ug/g) — — 0.050 — 0.026 | 0.034 | 0.032 | 0.056
T2(R(H) — — — — 19.5 — — —

E) BURREREZIL, TN EHBULEYHIRFIRE (R OIRESR Lo e E )
— 7L, EEHEsAT
AR I A0 T — 2R LT
o mEo T bt TR e Ik LT,
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F49 5% 96 FEIDRRUVEDH#HE (%TAR : RILESYIREE)

HEAEY) TINAY T TR T AIV AT T
558 (mgkg (KH) 0.2 0.1 0.2
g ram i) ++ -[-* ++ -/ ++ -/
FR 0.57 — 0.56 2.06 0.17 1.16
# 95.0 - 89.5 62.6 95.0 69.3
o — VYRR 0.14 - 0.18 1.38 0.23 0.61
At 95.7 — 90.3 66.0 95.4 71.0
) # R OYEESRU L e A BT
— i T=ARL

* oo TR A Tk LT,

® MBERUHERIZEITSP-HE42 /9 (ABCB1) OHE (Sv k)

7 v MRz 2 EREGERER[13. (1) 1B\ T, FiAEN O TR OE IR
DOz, Ty MHERADT RRA 7 F o OFMREEL L PP~ %7 (ABCB1)
DOFBLE DR EFFTT H7-90I2, SD 7 b (4L4RME 36 VT, FEALURIE 4 JT) %
W= P-¥EX 37 (ABCB1) FEBUERERERN S0 Sz,

IR 20 H OUEIRME 4 12 L3 L, SMER OEIE O ERES 1 Bk 22
AR LU CEREL S -, RHEMIC OV T, B b IR S T, FELIRNE 2
B S E BRI S Lz,

780 ORI T BRI S8, 1% 2~20 A OFER DML 2223308 & L
THE ST,

IR 20 HOREM) CIE, 5. ML OZEG T P-FE2 > 37 (ABCB1) DR
DSERR SHUT=208, FEIERMETIX P-BEX > 7 (ABCB1) OFRILUIFRD Hi780
-7,

JRW - FrAERTIX, 2250 P-oEZ %27 (ABCB1) O3FIZA% 8 HLY
wfimbghﬁ#oto$%8ﬁfﬁﬁﬂﬁmém DA% BSOS B DS
WL, A% 20 BIZBWTH, BEAEMICHEAZEGIZ B 238 &IT D700
EEZ LN, T, RIEM~4% 20 H @b\fﬂ@lﬂ%@;ﬁf‘% P-HEX XD

(ABCB1) OFBINFED LI, ERE CORBEEL 100% & T 5 &, £k
11 HEARTTIZ10%LL FTH Y 2E1% 14 H T19.1%. B3 544 20 H TIiX 89.0%
& HEIZLE-> CTP-BEZ > 7 (ABCB1) OEINNGERD HivT-,

REMNCT S A 7 F o &5 Lizhha, Sl iﬁ#% LTCT AT F T

FBEIND, ARBROBERLIY, T %Hﬁb%&ozsﬁi BWT PhEHX

(ABCB1) FBLEDV DN T L3, Bk~ EE focm:r %2&“&_07‘@7%0717 HE
PEDSRIR STz, FRIC, BAER TIZZELO PoEX X7 (ABCB1) O3EHLR
SERTHDH T EnD, TAATF U ORIIMEES L, IERTICSEOT NA Y
FUNFETHZ LD EEZz LN, (B 64)
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@

HAAPDT7RILAS F U Bla BEIERR (Sv k)

REMICT NV A7 F 2 Bla 2 OH%G LICBEOHNSFOT XA 7 F
BlaBEAMRFTT 57202, 7y b CREARB, —H#EME 3 VL) OUER 7 H~THFE
(rttk) 18 HIZ 14C THEER L= 7 UL A 7 5 Bla (BEEFRALE ) % 1REH (2,
5 &N 10 ppm, MIARFEECE: : 0.19, 0.45 X1 0.79 mg/kg IRE/H) #5358
0 (0.16, 0.4 %10.8 mg/kg (RE/H, A - <) 59 25BRH i X
Nz, 728, 10 ppm {BEFEEGREML O 0.8 ma/kg (AR E/ H IR Q& 5/EDO I, Wi

B (Otk) 11 HTREKT LS,

10 ppm REFR S RO REMW) TR LN L, SEEH 0% < 134% 6~11 H
(ZRB® BALT, TREHER G OSSR O 5 5RO 9700 S Ve Eh CIREH I 23
RO B, HEBENZWEEHE Th-oT,

KB REO R K OVE BRI 132 50 (R SILCnb, RE
TSR B TR X 0 it P Tl o 7z, B OB REREE X mAE T L v
<, ~DOBITIZ W EE 2 bz, WEMO A SRR E T Vo
RS REEMW O MAERRE X 0 &< BEHBEREORWIIHCHRE I NZ2D &
EZ BT, WREMW OB U REREE (X BEMW) ORI T DIRE DK 5~T7 5T
Hote, THUL, REMIDEIRE OFLITICRR SN0 TRl BNIZBT 5
P-Bi% /%7 (ABCB1) OIEBNKIMIRTZD, BRIKBIMFICESICZE LoD b
EZz b, (ZH65)

L

x50 BEYMEVRSMAEARNBIER

B 5 e % HEW (uglg) IREY (ugle)
R B H %% 1 A 2Lt ik I A i
2ppm 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
e oppm 18 0.085 0.348 0.013 0.204 0.093
10ppm 4 0.109 0.525 — — 0.104
11 0.067 — — — —
0.16 4 0.033 0.083 — 0.050 0.022
mg/kg RE/H| 18 0.028 0.097 0.005 0.050 0.023
i il 0.4 4 0.088 0.556 — 0.126 0.080
#&0 |mgkg KE/H| 18 0.087 0.512 0.015 0.193 0.085
0.8 4 0.177 0.683 — 0.228 0.110
mg/kg (KE/H| 11 0.155 0.709 0.023 0.274 0.135
H) — o AR
HERICEITHMBPEEINE (Sv k)

Z v MEER

(CTNA Y F o h ey LT B MR EHER 2 et 5720,
8~42 Hin®d Wistar 7 v & (M, IBEARB) 127 X 7 F o Zagfilig n#& s (R
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& :0.16 %10 0.4 mglkg R, L I~ 58BN I ST,
MAEPRERERS 33 51 IR STV D,
8 HiiD T v MG L7BRomAEFIRE L, BEFL#% (22 KON 42 Hifn) O 2
ERREEE L o Tz, 22 il 42 HEO MIEHIEEHER IG5 B o
7=, (&4 66)

F& 51 IMIFHREHERS

o Him (H) 8 22 42
#e 5% (mg/kg{AHE) | 0.16 0.4 0.16 0.4 0.16 0.4
Trmax(FFH) 12 12 6 6 6 8
Crmax(ng/g) 39.1 78.6 17.4 37.5 16.6 34.6
AUC(ng/mL) 1,160 | 2,380 103 852 218 690

@ P-$4 >3- (ABCB1) MREfiliLErEeE (i) @

EEHICBITS P %7 (ABCB1) ORBAWRETT L7200, ST
AT (1~2 k. WMERES 4 D) ORK, Il U225 2 - C otk by
AL N Il S, PEX o7 (ABCB1) ORBUIZOW TR &7z,

MERE S BT OMERTH P-BE¥ %27 (ABCB1) M SN, Lo
IR S, B O BALE 235 B IR < o RO TR OV MMM & o PN EHERE
A DN ZE Al - DA T d> - 72,

NET T 7P IALT )L A 7 F UFFITH T D RS s i & & 3 Hn
SENTWDN, ZTOHEMBELTPHiX 7 (ABCB1) "EELTCWbHZ L
DR SN, (B 6T)

@ P-#4>/30 (ABCB1) MfufEiigiib2ae (VL) @[1995 4. JEGLP]

EEHICBITS PHEZ 37 (ABCBl1) ORHAMBT 572012, HIET
A (ME9UL) OfaE, ENEE, MBI O OVING A W Ttk
LRGN EE S, P-HEZ %7 (ABCB1) ORBUIHOWTHRH ST,

REENY) D RGOV = NI CTIE P-4 Z > /X7 (ABCB1) O3EENFED B,
R TH/IMBITITRBUIFR D Lo T2 b DD KAN, 7N OFE/ 71Nk I
TP-HEHZ /"7 (ABCB1) OIRBNGED LT,

AT 7 ANLT IV A 7 F RIS T DS MRS R B AR & & 23 Fn
BNTWAD, ZOEE E LTHRIESH BN P-HE¥ 37 (ABCB1) 23+
DFEBFLTWALAZ ENEELTWAZ ERREBENE, (B2 68)
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@ FARLAYFUEOREEOSER VM PRENERER (VL)
[1985 £, GLP]

FREICBIT LTSV A T FUBHOBREREZRFT 270D, T 7L
(—BEMERERS 2 V0) \ZT XA 7 F U JFUR L O UL A 7 T~ 2 JFR Z sl il 0 #¢
43BN Ef SNz, BEIT 2~3 BB X2 1 B3 13 EiThil, #&
HRZ IR ES 0.2 mgkg (KEHHEM L, HE&HRG-EFIZIE 24.0 mg/kg
REE Sz B <) o £70, &5 17, 24 LT 29 HOE 5%,
PRI LT I H 3 BE A3 I E S T,

W7o Tz, THTFFNMIBITHT A7 F U EHOZMRE D LDso
fElX 24 mgkg # LREIS EZE 2640, 7y MO T RAELLKBEL TEVVETH -
77

BHAIZ X DIERD RO b IEHEITE 52 ITRSn TV 5,

OO WETRITIELTH Y | R/ EMEEIL 2.0 mgkg (AEHEBZ X6
i,

£92 FTNAYFURFANNADFUOBREICEDERNED ON-RIEKREE

L AN

(ijﬁ%ﬁ) TRAYF o ARV RA Y F o
24 - PAFRE - $AFRE
12 - i
8
6 - i
4
2 + M- + M-
1 P R L P R L

Flo, ARBAERE ANV A 7 F 2 (B ZE MCEREG LIZEROBRKRAT
R L7eRE R RIE, £63ITRSNTWD, (BH69)

&53 FTAHTYILRUE bOMEFRRE &ERKRFTROLE

I PR M OV IR T FL
EREER ¥ T ATYI =N
(mg/kg {AH) . . - . ALYV RA T F
TINRATF A RA T F ()
94 - W, W, SEEb | - R, HE, SEEHME
(390 ng/mL) (680 ng/mL)
8 « Nt » Mt
(150 ng/mL) (270 ng/mL)
. Ment-, i, S L
6.6~8.6 (RH)
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5 « Nt » Mt
(76 ng/mL) (110 ng/mL)
0.9 BT R L TR L HEAT R L
' (RHE) (CRHE) (20 ng/mL)

. b hTCTOHREERSHRE SN HE
AL X 7T (EEE) Ov MR DR &
() ffEdyEE. o R RIS L

(2) RESMHHER CF-1<woXR)

CF-1 v~ Az HWRAFBERBR WO TRIBICOZF AN AL 2 RE
IR D—H#RIZ, P-FEZ 737 (ABCB1) & -KEEA[mdria (/-) EK] M?
fbtﬁ@k%z%hto

KABMEURTIL, 7TV A7 FUHE B T8 b T AR—Z—Tbh 5 P-
B 2% (ABCB1) 23, (RNORENEs (X, I, M) (OB L2720,
2 ) focﬂﬁlleif 1L, |EINTT LA &%A@E T =4, fRig %

NMLUTHIBICREEZFRT D EEZONZ, 202D, CF1 v AZHAN
t%éﬂrﬁﬁ[w.Q)®~@]@£%f—akbto

D RESHHEB CF-1THUR : PRILAYFUBla) D<BET—4>

CF-1 ~v A (—HifE 25 P) DR 6~15 HIZT UL X 7 F > Bla %5l
1 (0. 0.1, 0.2, 0.4 0.8 mg/kg REE/H, WL . =) &5 LT, 54w
PERRBR N i S 7z,

REMClIE. W oRGHETHIRTHIDERD Hiv, #lFkix 0.1, 0.2, 0.4 K&
0.8 mg/kg (KE/HEGHETENEIL 1, 3, 6 X8 HITH-7-, FL{EKIE
wﬁh%%tm_%ﬂﬁwﬁ@ﬁﬁﬂéhtoéﬁ@%_ﬁ%&ﬁ@%@iﬁ
SR o Tz, TUL A 7 F o Bla ORESE/ER K ONE R 3 B HmHIVER 1%
2}%@?75)0 776

EHROFEME L, X4 ITREINTWD, (B T70)

xO4 DOZHRELHE

58 (mg/kg KHE/H) 0 0 0.1 0.2 0.4 0.8
AT R EURE S 292/23 | 270/23 | 261/22 | 227/19 | 244/19 | 199/16
BERRANR B E L 0 0 0 0 5/2 10/4

@ RESMHE CF-1IHUR : FRILAVFUBla) Q<BET—4>
CF-1 ~7 A (—Fflf 20 PB) OIFHE 6~15 BIZT7 UL A 7 F > Bla i@l
M (0, 0.1, 0.2, 0.4 XT*0.8 mg/kg (AH/H, ¥ : <) &5 LT, B4HE
PEERER N it ST,
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REW T, 0.2 mglkg (KE/H & GHEZ R EGREIIECHINGED B, Bk
12 0.1, 0.4 21 0.8 mglkg AEH/HEGHTENEN 1, 3 L2204 TH-Tz, 3B
tﬂﬁlﬁx FOTH G FE RN IR N OV N2 STz, A EIRICRR IR0
BIERD BN o T2, T UL A 7 F 2 Bla ORSBSEVER K OWG V23 B VE
;’cE &b e hotz,

FROBABE X, £55 TSN TW5, (B 71)

F&5Ob OERREHE

PeERE (mg/kg (AE/H) 0 0 0.1 0.2 0.4 0.8
*ﬁﬁéﬁﬂﬁﬁi&/ﬁﬁi& 184/16 | 234/19 | 195/16 | 242/20 | 165/14 | 199/16
LR AR R NE 5 0 11 11 0 4/2 5/4

@ IEIEEMEMHER (CF-1 vHR : 8, 9-Z B D<B8ETF—4E>

CF-1~v A (—Faf 11~13 PB) OIFIE 6~15 HIZ 8, 9-Z B (fR3#H[b])
ZORRE D (0 KON 1.5 mglkg (KH/H, ML . 2 <l) 5 LT, AEFEERR
PSSR ST,

ARERBHAAIEI T, BEHEIL 0, 1.5, 3.0, 6.25, 12.5, 25.0 21" 50.0 mg/kg KHE
/B & SR, wilEBEG4%, 8.0 mg/kg R/ H LA G8ECTARE 2~3 BT
DERD BT T20, FAEHIC SR 1.6 mg/kg (AH/ AR GREO I & 72572,

@J%f‘ L. WERETHTH TR 8 HHIC 1 BERO bz, £, [RET—

i@{a@tﬁébnﬁnﬁﬁw B bz,

BAORRAME X, £ 56 ISR TWDS, (B 72)

FO6 DOZHKELHE

58 (mg/kg KHE/H) 0 1.5
R AEATRE R REEL 163/13 83/7
HEORARR IR EEE 0 24/4

@ FIREYEERE CF-1 <X : 8 9-Z BiElk) Q<8ET—4>

CF-1~vU A (—#itf 11~13 P8) D4R 6~15 HIZ 8, 9-Z B (fREH[b))
ZeailRe o (0, 0.05, 0.10, 0.50 %Y 1.0 mg/kg RE/H, AL : 2~il) &5
LC, AR FEh ST,

KB ClE, 1.0 mg/kg R/ H & G5HET 1B L, 0.5 mg/kg K/ H &5
FEC 1 B N OVMFIEDGR O b= 7-otha &R Sz,

FEVETIE, WTNOBRGRETH X IREEL W ERBIECER -T2, HE
AR IR i do 72, 0.10 mglkg RE/H DL EHGHETOFROIAENG
D BT, FEAEBEITER BT ITRENTWD A, FAEMBEMENIHRE TR, ik
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BHOREBIZ LD Lol S oT-, (R T73)

x5 OEREEHE

58 (mg/kg (AH/H) 0 0.05 0.10 0.50 1.0
AR IR EURE S 136/12 104/12 115/11 90/9 91/11
HZUFE M RR B S 0 0 13/3 11 714

® RASMHE CF-1<9X 8 9-Z 2K D<8ET—42>

CF-1~7 A (—#ff 25 JT) OIFE 6~15 HIZ 8, 9-Z ik ((UHlb]) %
SRR O (0. 0.015. 0.03 X 0.06 mgkg (AH/H ., Wi I<H) #5 LT,
SRR Fe it S ATz,

FEWCliE, ETHITERO T, SREHE B ITHRIEKR 5 OREIIE bk
MNoT,

FEVRClE, 0.015 mg/kg AR HE/ HIERGRHED 1 4 CTHZEZNZBO iz, Do
REEH ICREBEGOREBITERO b hoT-, (B 74)

® HRESMHFER (CF-1 TR : 8 9-Z BH{K) @[1986 £, GLP] <BET—4>

CF-1 ~7 A (—Fflf 25 J8) OIFRE 6~15 HIZ 8, 9-Z Hi:k (fUi#Elb]) %
SRR O (0. 0.015, 0.03. 0.1 X Tr0.5 mg/kg IKE/H ., Wi . <) #&5-L
T, FARMERBRN I S iz,

FEWCIE. 0.5 mg/kg IR/ HBGHEO 1 BITTEEMEDOIK T &U‘%@ﬁii}%ﬁﬂ%
DO, PSRIRRE L Te o T2 T2 0UhE LR S, FNLISMIRIRE G- D21
DB T,

JRIRTlE, B ERECOZZIORENRD bV, RAEHEIIE 58 RSN
TW5,

0.015 % 0¥ 0.03 mg/kg (AH/H & GHETH 1 FERD - NEZNL, mHER

ICBW TR O TN EHEE B SN TWD Z Enb, BEOEETHD LE
b, (ZHT5)

F&5O8 OERREHE

58 (mg/kg (AH/H) 0 0.015 0.03 0.1 0.5
AR IR EURE S 261/23 283/24 238/23 279/24 233/23
LD AR IR ENE S 0 11 11 6/1 24/6

PIEX VY., CF-1 =7 ADOIRIETRD Hivlz O ZREEINIA R~ 7 A P-FE
K37 (ABCB1) MNBIE AR T ARG ENTWD Z L, EER M
I OIRN o TS EEZ BV, PHEZ 37 (ABCB1) O3NSO Hi
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TS ICR ¥~ 7 A TIL, ToUL A 7 F o OFMEFBUTEIR S v, (EaTHEITED
bR noTz, iz, 7y MAERK ORI TIEP-HEZ > 37 OFRBLENMENZ
EDL Ty MIAROKCHREINEERE L EERBEICEEL TVnH E&EX 5
Niz, —Ji. VLT, SFERNSINTO PFEZ 27 (ABCB1) OFREIBNGR
DL,

b FORCATIL, MBI, P, B BE. B R ORI PP & X
7 (ABCB1) 238U, £ < O3 % IE &35 Z3EFIEGEO&E 2 - Tk
D RECTIIAT O A RRALECOEEICHLEE LTS Z ERMLATWS (B
FR77T JONT8) , Fiz, EMROBMIIZ LRI L, ZOLA Iz Hw)
BEFo TWNDH EBZ LN TS (BIRT9) , dERIL, IRATHICRE O A ek
PRSI P-BE~X > X7 (ABCB1) 23BLL., BRIEZE#EL WD (B
78 LN 80) , MHRHHIDITNRIEOMG, B, AT, B, M. OIS P-bE
2287 /mRNA (ABCB1) 2%BLL, ZORREIREOKE L & HITHE L,
HARITRABZE@ L RO LD (B 77, 81~84) . 7o, HHIOMAT
X, MRS P-BEZ 2 o%s (ABCB1) AMAIAKER O#E bRz fiE K M=,
MMEE T ORISR BL L W omEL H D (R T9)

B, BED L Z A, B MIBWT PHEX N7 (ABCB1) OEBHIKIEIC
FLIR T2 BRI F O REILHRE ST,
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. BAREEZET(E

B OB AESRS (727 F ) 1k, RPOT 47V A MllBEE AL S B E
FEENTRTE SN TS, RFNZHOWT, ZRRICET TG B2 W TR AL R 2R
% S LTz,

UG THEERINTZT N2 F 2NV v b OBEMIRNEGRERICBV T, T
AT FUDEERS THDHT VAT F o Bla KT ~L A7 F 2 Blb i%, WTh
t BAERE % 5 4~8 FFIIC Crax (ZFEE LT, T X7 UL A 7 F 2 Bla T 19~35
B, 7L A7 5 Blb T 9~21 Kiffl CH 7=, WIS N7=T L X 7 F > Bla
VAR AR IS T LA ISR L O PR S D Z L B3R S = 2 & BBk
N GBED Tinax AL C ORI H R RENR DR 54 L IZIER U TH D Z LD, T
VAT T Bla ITEENDIZTERITRINEI NS EHEll Sz, TV AT T
Bla K, ONBlb O b BRHE O 54 168 FEFIZ 93%TAR LLE2SR K OFE 2 HE
XA, EedRiREIIEPT ch o7, PHEX 37 (ABCB1) KL T5 CF-1
~ 7 ADFERN G | F OFEBL LA~V ARFORNEIREICBIE LT D Z L AVR STz,
TV AT F o Blald, RN TIXEIE . TEG. TR O im0 A0 L
2o 7 MZBIF DT UL A7 F 2 Bla KO Blb O FEERHRRIIL. BlA Tk,
KEE(L, AT v Ra I VBROBREK OISR TEITT 52D B2 b,

= b, B — BIEEEUODAESE W TR NIEM BRI T S T, 1%
# & Llol, e, [dl. [h]X Ol 3 FAE L7z,

B OGS E FWT, 7L A 7 5 Bla KO Blb IONAGEHb] & ot gt
W& UT-1Eis iR £ S iz, 79U A 7 F 2 Bla KO Blb iONCAGE#[b] D
BEtOREEIL, SRR 7 BRRICIFE LA G @ 0.481 mglkg Th o7z,

A IEE RO E O S RPN S BN RERRER [ O Al DN & T 7R
BRONEE STz, 4 (PG | e (O#E) KOS (ROES) OfflE, B,
R K OMERFTIC BN TIE, 7L A 7 F o Bla NTEEARREM THD L EZ BT,

BRSNS, TAA 7 F UG L DT IR O RN (RERE)
WO BTz, TA T TF 0%, GABA 73=A & LTEH L, ZORER. hEA A4
> DOREFEPED BN L, ARSI OBl SRz £ U o 2 Ll kv, HR, s
BMARBRTDHLEZ DN, OO OV S RN EZ R L, 2 OBEDR
DONDENTHD EEZ BV, FENAME, BIEREIZxT 2 2K WNEIREEMEI TR
Y AWAVI Y

Y E W RAETMERBRICBWO T, OEA, oL =7, milENEOR. E sy
DR E ., NERED Bw L OVEALEBEIED RO HIVZA, 2D O LIZREW) OIBETED
WD K QR 7 (R EIEINBIHNC X D “ IR B TH D LB 2 b, BRI 2K
DOEBHERIC L D HOTITARW SRS iz,

A X &AWz 18 I H AL O 1 AEMIEMEEERER I W TR 5EZIC
BEINECIE, BEICGERTH DO THSD, ZNHDOEKICHRESNTWD LD
TRIBIRIZE B BEHE L TV S AIREME R E TE 208, SECICE DT OV T
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BINNTITR B2 T2,

CF-1 ~ 7 A& W34 ERBRICBWTRIBICOBER RN LN, T OFRA
SRR O—z P-FE& > 2327 (ABCB1) L{K%K?Eflﬁlfdxﬁ>ﬁf Licle B2 b,
ﬁﬁ@ﬂ%kmbﬁﬂoto?y%%ﬁﬁk2ﬁﬁ%ﬁﬁ%’%wfﬁi LDFELHR
DRI ST, ZOFKIFIE IR OHEERIZRBWT P-FEZ 37 (ABCB1)
FEHLEDVD I T L BNPERA~OEE /22 ;ofmwt(‘:%z%ﬂto

P-¥E~ %7 (ABCB1) OFHNFRD L7 ICR v~V A TlE, 7YV A 7 F U8
DOFEMERBUTIN, S v, EHFEIEIIRRO BN -oTz, £/, A TH PEX X
7 (ABCB1) @%%fﬁz» &b%;mio

b b CIEERTICI PRI AL IR AN e N AL TR A A3 L C
P-HE 2 Xy (ABCBl) @%%EE# WD, £, BHEOLZ A, B MIBWT
P-Bg 5 > /37 (ABCB1) OB RIBICERX T 5 [EIEMLFEOBIEITHRE S TV7R0Y,

Raalbliz, 7L A 7 F 2 Bla M HREEMAGIC L 0 Ak Sh, *ﬁ%ﬁwﬂ@éﬁiﬁ
B S QUK fRaBR D 7 TR BTz, LLEX D | RpEY O Bz el S e
TNA T F R ORE] & E LT,

KR I6 1T D MM & O/ Nt I dER 59 IR SN TV D,
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=59 FBHRIZIBITIESUH=ERUR/NENEE
=p 55 M I/ N ST

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

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

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

~TU A |21 7°H 10.2.0.4.0.8.0 M 41 M- 8.1 HERGE - (R EEHEINANH]

B A I - 4.2 Mt : 8.3 £
(GEM ANEITERD
Y qWATY

X (AN 0.0.5,1.0.2.0 REM K ORI BEWI L OMEIR - | BEMW (KRR

RER 1.0 2.0 i) 2
BRI . OEEss
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e 5 & R e/ N B "
BRL | R onee thE/R) | (mefke KE/FH) | (mefke (KE/A) %5
A X 18 H ] 0.0.25.0.5.2.0, | #HEHE : 0.25 MERE < 0.5 B« 4By T P B
dh 8.0 s
FERRER
1 A 0.0.25.0.5.1.0 |k - 0.24 M : 0.49 BHERAE + R PRI S
TP I : 0.48 TH RS
E) - RNEMERRETERo T,

IHB i/ Nt TRl B At OB & 7R,

FRBR TR LN EEE RO O i MEIX, T v v 2 HAESTEERO 0.12

mg/kg (KE/H Clhot=, —H. T v MO REREERRO [13. 6)] k0
Th, SEHERSE LT, fNEERIE 0.12 mgke (KE/H Th o7, ks
PERBAD [13. )] 1235\ Tid, 0.12 mefkg ARE/ A CREBM R LT & LY
EHIOBAEER [13. (1) 1125 T H 0.12 mefkg A/ A THREICZELRD bR,
WEPERAR DN 2 LD, TR ENRBROO 5 N MR 0.12 mg/kg R E/ H
FEFIERITTO L E 2 DN, £, ZREORROARRE L ZET T, Bh
FERA N 2 SIS E DIBMOESRIIT 2 £ 5 2 ESEY L EZ B,
L7iso T, RiEeR B R BEa Tt LR GBI REES SMRERIT, Ty
I % VRS R BB O B B T 5 0.12 mefkg FRER/ A ZARHLE LT

LR 200 TER L7= 0.0006 mg/kg K8/ H 2 — HEIGEAE (ADD) &E#%E LTz,
ADI 0.0006 mg/kg AR E/H
(ADI B EMRMEEL) I e R
(B FE) 7w b
(HIR) IR 7T H~TE (%)
22 H
(&5 H51E) SRR 0% 5
(/N ) 0.12 mg/kg fRE/H
(2250 200

EEEEENED beim B 2 30T
TEFEMEM D FLIE L 21T 2 BRICHES 972 2

RIERIZOWVTE, YaHERER A E A T

L &I D,
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<P 1« AW FRA R >

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

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

2-Epi-NOA422601
DT1

2-TE-T YL AT F L Bla

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

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

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

2006 4EJi PN BTR S

1 <0.002 | <0.002 | <0.002 | <0.002 | <0.002 | <0.002 | <0.006 | <0.006
1 3 <0.002 | <0.002 |[<0.002 | <0.002 |<0.002 | <0.002 | <0.006 | <0.006
08 5 7 <0.002 | <0.002 |<0.002 | <0.002 |<0.002 | <0.002 | <0.006 | <0.006
— 1
1 <0.002 | <0.002 | <0.002 | <0.002 | <0.002 | <0.002 | <0.006 | <0.006
1 3 <0.002 | <0.002 |[<0.002 | <0.002 |<0.002 | <0.002 | <0.006 | <0.006
7 <0.002 | <0.002 |[<0.002 | <0.002 |<0.002 | <0.002 | <0.006 | <0.006
NS AT AR B
1 7 0.351 0.349 0.033 0.033 0.089 0.088 0.473 0.470
108 3 14 0.057 0.056 0.006 0.006 0.014 0.014 0.077 0.076
e 1 7 0.043 0.042 0.005 0.004 0.015 0.015 0.063 0.061
(f;%) 14 0.011 0.011 <0.003 | <0.003 | 0.005 0.005 0.019 0.019
JTLR
2006 4 £ PN BT RS
1 7 0.335 0.333 0.043 0.042 0.103 0.102 0.481 0.477
108 3 14 0.051 0.050 0.008 0.008 0.015 0.014 0.074 0.072
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EET IR (1~6 1%) YA Bl (65 HELL 1)
FERAIE (1K E:53.3 kg) (IKE:15.8 kg) (1K :55.6 kg) (54,2 k)
e 4,

(mg/ke) fr R I R I O I IR

@NB | GugNB) | @NB) | GugNB) | @GN | GuglNB) | @ND | (ug NP
nE 0.009 11.3 0.102 4.5 0.041 8.2 0.074 13.5 0.122
E—< 0.080 4.4 0.352 2.0 0.160 1.9 0.152 3.7 0.296
F = 0.032 4.0 0.128 0.9 0.029 3.3 0.106 5.7 0.182
ERAYR 0.008 0.1 0.001 0.1 0.001 0.1 0.001 0.1 0.001
PAN 0.270 3.0 0.810 1.4 0.378 3.5 0.945 4.3 1.161
& & 1.392 0.608 1.277 1.762

) - R, HEESNCOAERARE - BED 5 b5, FRBRX O ERREO K KIEE Az

(S AL 3) .

- ff : SRR 10 E~12 SEOERSEEE GBI 57~59) OFERIEES< EREERE (@ NH)
PR RN ONEFEMHE IR DRI T L A 7 F 2 Bla, Blb KUl (B88) e

R (ug/AM/H)

s AR OT—HEIT R TERBIRN CTho7o/o, BEEOFHFEIZED TV,
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