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Z b)) CREEATHD [~ F A2 hrer]  (CAS No. 173662-97-0)

2D\, S FERBREGES 2 W CR MBS 2 5 L=, 72k, 4Bt
TEMFRRERER (WD TR 72) OFGENH- IR SN,

M O - REBREGE L, B ENER (T v b, YERO=U NY) | EWE
WiEd (UhE, VX R%) | (B, fadsEE (Ty b, vUAKROA X) |
AR ENE (T > b)) | BEEE (fX) | BEEEESAEE (T ) .
HENAME (v R) | 2HRERE (T N) | BEREE (T PERRUHX) | &
CEEFORBMETH D,

FHHEERBEREND, v T A e BEICL 28T, FICTFH (EEHE
n, FFRREIERSE) KOHURER (FURARA AR R) (128D bive, MfRErE,
DB AME, BRREICRT T D A, AR OBEEERIIRD bR o7,

FHRRBERN D, BEMTORETMEMEEZ~ T A oy BYLEW
DIH) LFRRE LT,

7 v FERAWE 2 HREGERBR O BB O CREBEENHE TE R o288,
IV ERAETHhOERHMITONTT v N 2RV 2 FERIEBEEMEFE N AERER
B ClIMioEREMER 26.7 mg/kg KE/ANELNTEY ., MT v hOERMEET
26.7 mg/kg (AE/H TH D EEZ BTz,

BREZEFZERIT, ERBRTHEONT-EEEED > bR/MEIZ, A XEZHWEZ1
FEEIEMEMERBR D 19.2 mg/kg (AE/H ThHo72Z &b, ZhERHILE LT, &
2%k 100 TR L 72 0.19 mg/kg (KHE/H % — HERGFEE (ADD) L% E L7,

Flo, v T A MR ECOEBROKZGEEIZI VAT L0 H 5 EIEREIC
ST rEEEED Y biR/MEIZ., 7y hEAVWEEAEMREERBR TGO
1,000 mg/kg (KETH YV | 71~ N4 7 (500 mg/kg KE) LLETH 7= Lvb,
SZHHE (ARD) Z3ET HLENR T LT,
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it (RS)-2- A ¥ -N-AF -2 [0 (2,5-F > VLA F )0 b VUL
T7ERTIFR
¥4, (RS)-2-methoxy-N-methyl-2-[a-(2,5- xylyloxy)-o-tolyl]

acetamide

CAS (No. 173662-97-0)
4 2:[Q2,6- Y AFNT = ) FI)ATF N0 A hF N
AFNREBTERT IR
¥4, : 2-[(2,5-dimethylphenoxy)methyl]-a-methoxy-N-

methylbenzeneacetamide

~ T ARrbEY R
CAS (No. 394657-24-0)
4 o (R)-2- 2 F¥ L -NAF-2:[0-(2,5-F U LA F )0 kUL
TERNTINR
#4, : (R)-2-methoxy- N-methyl-2-[a-(2,5- xylyloxy)-o-tolyll

acetamide

v T ARrbr S
CAS (RE&#)
fida 0 (8-2-A FF L -NAFN-2-[0-(2,5-F 2 U LA F)-0 UL
T7ERTINR
#4 2 (9)-2-methoxy-N-methyl-2-[a-(2,5- xylyloxy)-o-tolyll

acetamide

4. HFK
C19H23NO3



5. FE
313.39
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I RLEHICRLIFABROBE
HrEmAER [I. 1~4] THOWEREEWIE, R 1LITRINTWD, Bihe
TR OIS 13, FFICHT 0 72 W55 1T i iE (&SRR ho~r T
A2 e bErORE (mgkg, pg/lg XX nglg) ([THE L7-fEE L TRLE, KW/
SIEDFEARIRE SR O A SIS 1 KR 2 ITRESNTWD,

K1 BEEMAE [I. 1~4] THW=EHBILEY

W& R WL &Y PR E
[ben-“Cl~>F X b b < T A hrbEy R¥ U8
[phe-“Cl~>F 2 b b v T A Ra By 7 x ) X UH
[ben-14Cl~> 5 A hub v R ~UTARrbEV R P B
[phe-1“Cl~>F 2 futr R ~ T ARt R VA
[ben-14Cl~>F A kb § ~ T ArpbEV S P UB
UC-E K R K RoPUB

F o ERRICIIE T UC VWL, RUBUVERXIIT = X UVEORENY —IER SN,

1. BkmEG R

(1) 39t
@ iR
a. MPREHER

Wistar Hannover 7 v b (—#EfERES 4 JC) (2, [ben4Cl~> T A hr BV
% 5 mg/kg RE (LUTF[. (D K@) TIZBWT MEAR] &), ) Xk 1,000
mg/kg fAE (L. () K@ JIcENT IEHE] W), ) THERAOKRS
LC, MmHREHER I RET Sz,

BB 5HE O M O U E) B 15 D LT Y ENREFRY X7 A — & 13k 2
(ZH 2, 3)

RSN TW 5D,

K2 EYPEFH/NT A4
5

52 (mg/kg (AHE) 1,000
PRI Jii3 i3 JAi3 i3
Ak Mg | 4if | Wi | 2fd | miE | 4d | W | 4m
Twe (hr) |  PBHA 225 | 29.7 | 183 | 27.0 | 245 | 36.9 | 29.4 | 421
Tmax (hr) 263 | 2113 | 1.25 | 1.25 | 7.00 | 7.00 | 9.13 | 12.3
Cmax (ug/g) 0.842 | 0.523 | 0.829 | 0.455 | 69.0 | 51.6 | 49.2 | 33.9
AUCo-120 (hr - ug/g) 15.6 | 10.3 | 139 | 11.1 | 1,540 | 1,170 | 1,260 | 963
AUCo-, (hr - ug/g) 16.0 | 10.8 | 14.1 | 11.4 | 1,580 | 1,250 | 1,300 | 1,060

b. MR =

A 5% O R R HEEER [1. (1) @b] X v 55 7= Bilalf 5% 24 B o
PR B OB DO RED HHEE U772 WK X, D 7e< & HIET 97.0%., MET 94.7%

Tho7T-,

(M2, 3)
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Wistar Hannover 7 v b (—#flffi#E% 4 ) 12, [ben-“Cl~> T A hr b
# L<IZlphe-4Cl= T A hu b U 2 EHAES L IIEHECTHEBIRE L, &5
168 el t4 £ TRIFIIZEBIZ B L, XiZ[ben-14Clv > T X v v 2 KA &
TI1, 6, 105 L<IF 4 BREROEES CLF [1. (D] 2B\ T IKE#HRS]
EV9, ) L, 5 368 K4 & CRERFAIIZEUEL Z 8RB L T, RN sl s 352
i = A7z,

FEfgas K ORI 1T 2 FRE AT RBIREE 135K 3 IR STV 5,

Ha OB &R T3R5 0.5 T 2 %, SmHE CI3RE 8 FiE#&IC
K45 Dfgigs T Cmax 278 L7223, 85 168 FF[EI#% Ok th 78 88 b 6E IS 2% TAR
i &N TH o7, 14 ARIER GREO RS 2, 168 KT 336 K#f#El12 Tl
2 FRRI (R R A RE I e B A 7 L7278, 168 BRIt DR eI )T H

V. 336 FEf#ZICITIT L A PO CREBRRBECTH -7,
PR AT RE D AR 12, A EN O LAM DBV L A HEE R EITRO 5

Nighpolz, £z, FREITRO STz,

x3 TERSBRVCHEBICEITHERERS

(R 2, 3. 4)

EEEE (ug/g)

s #E &
fEM@ # | (ng/kg| PR 5 2 Xt 8 R4 2 B 5. 168 B4 b
- (k)
NE(41.2), H(23.2), Bl |/ME0.775), B/5(0.247),
(9.66), KiH(6.24), K& | KH50.198), Flk(0.147),
(4.93), HERH(1.26), BM& | WENE(0.061), H(0.055), A&
e [(1.14), FER(1.10), MmAE  (16(0.050), B&(0.034), H
(0.720). 1f1i%(0.461) AR(0.023), EIE(0.021),
R (0.019), 1 #%(0.011),
lben-14C] 1 #%(0.010)
- 2 5 Bh7(39.2), /ME(33.2), BH |/M5E(0.624), E/5(0.103),
NNy (12.0), KRF5H9.72), FFlig | FF1i%(0.098), KAH(0.062),
(3.53), 7&(3.35), JEE | T=(0.062), H(0.041), J§
H[A] (1.63). Fhee(1.32), AERA | 32(0.032). MHENE(0.020), H5
B 5 M [€0.982), BMEi(0.772), ImAE (15(0.019), EhEi(0.014),
(0.434), FIEF(0.384), gk |B5(0.007), 7RinER(0.006),
(0.364). 1Mi%(0.264) JEigi(0.005), E(0.003), #
F£/F J%(0.003), Ik
(0.003). 1m#%(0.002)
/NE(0.638), B 15(0.300),
[phe-14C] KIH0.162). fiThE(0.130),
% 5 e H(0.055), Hi#(0.035), A
ANy 16(0.021), #¢E/E
(0.014), F#NK(0.014), IniE
(0.009). 1#%(0.009)
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/ME0.526), B5(0.177),
KA#(0.110), AFE(0.092),
H(0.058), YNEL(0.046), M
§i#(0.044), HEAK(0.031), M

i3 li§(0.030), +E(0.026), &
fi&(0.019), HR(0.010), #i=E/
F2 f&(0.008), ffafiR(0.006),
Jiti(0.004), f#%(0.004), Ifi
2(0.003)
H(3,010). Ei5(2,500), /) |/NE(17.8), AFiE(9.03). &
#5(1,560), KAH(1,520), AT |#5(5.55), Ki5(4.18), Bk
li&(165), FENK(83.8), Bl& |(2.63). ARIMER(1.91), el
o (72.4). Jiti(69.7). EN(54.3). | (1.56). H(1.09), LM
Mm4%(52.5), Mmik(37.7) (0.762), 1Mmik(0.732), M
(0.644), MU (0.607), HERA
(0.593), #E/HE(0.522),
[b‘in'ffC] 14(0.170)
Ny 1000 M(8.270). F(L820). X | MBE.3D. P19, &
15(1,370), /IME(926), Fhigk | 15(5.49), KI5(2.99), 7RI
(173). fENG(94.9), Bl BR(2.71), H(1.78), Bl
it (71.2), JpH(64.1), *& |(1.46).1Mmi%(1.35), M4END)
(61.2), WNE(54.0), FIE
(53.5). #tE/RE(45.1), I
4%(44.8), HRAR(29.8), 1
172(29.0)
/NE5(22.0), H(7.59), fiFliE
(4.72), BN%(2.65), Bl
HE o |(1.16), MmH#E(0.773). K5
(0.644), PENK(0.571), MLik
(0.495)
oo NE(17.5), E5(8.86), B
LA (5.77), AFHER(2.03), K%
(1.47). +&(1.31), JiE
it (0.874), N (0.635), Bk
[ben-14C] (0.446), A&1H(0.270), H:IR
~ T A 5 #(0.246), 51— A
=R 1(0.239), MAE(0.227), JHfiek
(0.168), 1fi%(0.145)
/N(43.0), E5(20.3), B
(19.3), AFhER(7.76). K%
e |6.71), BMER(1.73), MmAE
18 (1.05), FEN#K(1.02), Ik
6 H (0.686)
WNEBT.7). B#(30.4), K
i | 15(10.6), H(8.91). Al

(4.69), FN(3.24), 1=

LR - ISR A B BRWVRIED Z L B — I X L)
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(3.19), InE(1.81), Aghh
(1.12), &H(0.923), fHfiek
(0.724). J1—7 2(0.603),
1 4%(0.513), 1{%(0.322)

ME62.1), H(33.8), Bl
(33.2). KXiF(16.7). HFh

&
14 H

e [(11.8), BiE(3.06), Ml
(1.62), 1Mm#E(1.58), Ik
(1.03)
N (7.8), BE(G6.1), B
(17.4), KHEH(14.6), Al
(6.62), TE(4.38), M
(2.88), INHL(2.36), MR
i [(1.32), FUIRAR(1.20). AERA
(1.15). Bg(1.09), H—7
Z(1.04), Mm4%(0.582), EIE
(0.427). Ai(0.417), MK
(0.376)
NE95.1), B(42.4), H |IF#0.415), /ME(0.381),
(26.0), KIH(20.3). ik | §15(0.351), KH5(0.168),
(11.6), JiFhee(10.2), &g | BH8(0.109), ZRMER(0.105),
(2.46), RENH(1.96), MmAE | FJE K OWEE0.093), 71—
o [(1.20), FRRAR(.12). B — |4 A(0.059). FENE(0.040).
77 2(0.933), Mik(0.781) | B ##%(0.038), Miti(0.032),
H(0.030). JHHE(0.029), H
WER(0.028), F(0.020), I
#%£(0.014)
Bh(71.5), /NE67.4), B |/M5(0.814), ATE(0.686).,
(27.0). KiH(17.0), & | E15(0.486), KAE(0.271),
(8.87), T=(4.81), & |H(0.119). JrH(0.105), &
(4.37), BW&(1.57), H—4 |§&0.091), TE=(0.090), i*
" Z(1.17), IPE(1.12), mHE |1 ER0.068), FENK(0.067),

(0.868). Mg (0.840), AEHA
(0.803), HIHKMR(0.686), I
%(0.571)

71— 2(0.062). K&K
#%7E(0.044), 1Mmi7(0.044),
HERA(0.036), Jifigi(0.036).
Jiti(0.033), EIE(0.017), &
(0.010), 1m#%(0.008)

a: HER G OEA R TI3RE 2 BH%, mAEN TIIkE 8 ik, KERE TIIkE 2 K%

b KIE®RE T,
ND : s d
/720

@ fH

a. RRU#Erh

A& G- 168 FEfE#%

HE#& 5% 0P [1. (1) @] TR LK EH% 48 FFH DR K O# 2 v

TREIFE

= e B2

E -« EERERNFEE S 7,

WTNOERERICEBWTHIRFPICKREN D~ T A Fr EIIERO LT, (R

13




#H QLU & 15 MOMRBWNFRE S NN, WL 3%TAR Kl b
>77,

#HPZIE, REBIEDO~ T A b e vidlphe-4Cl~ T 2 b r B v OEHER
HHOMAZ IR I 51% 24 R OZEFITK 0.08~5%TAR # o biizh, &5#%
24~48 K] Tidlben-4Cl~ > T A e BV OEHEREGHEOMO A THRE S
7o FEHFIZIX, B R, P, F. Q XOK 25T 13 ORI IEE STz,

Fio, KEEG#OPMRER. (1) @] TH LN -WEEE% 0~24 KRefIf Ot

Z 14 AMRAEHRGHT 0~24 KR O IR K O3 2 W TREIFE - € 2R
ﬂ%héhto

JRIZIIRZAL D~ T A b r B TR b o 7o, FlE& 5% 0~24 I
FICAHITQ. T AU Z &L 11 EOMHW B FE SN T v 2%TAR
Kiwi T o7, 14 ARIRKIEERGICB T D R&EK S 0~24 KRB ORFICHRE S
T AREIL. mfﬂ%ow&mRﬁﬁk%#?%oko

ERIGRO LN T 07 7 A VT, EEMICIEEES D 00, EMER
_iﬂﬁf%w\i%&Uﬁﬁﬁﬁwgb_ioT$W#éﬁﬁ%L@%ﬁ%
BOLNRNoT, (B2, 3, 4)

BBt

A R ERER [1. (1) @] TH D7 A R YR 2 WV CREMIFE - E &R
RN FE il S AT,

JEH IR B DO~ T A e B NIRRT R F O/ vy v Ui
FAE IR ¥ E 6 R4 12T 33.2% TAR. T 36.7%TAR i ® Hiv/=1Eh, X
YR, P, QO SEORKIWNICw T A E Y DHIVKRBEEO 7 V7 v
MR A RNFED BT,

JAE =2 —VEFHALLET v NOFE5% 24 FER O R PR & HRiEER
[1. M@ THESNTRPREMDO T a7 7 A VICHHERZITRD SN o T,

(ZH 2, 3)

AR B UHRER

HEE 5% O mRER 1. (1) Q] TE L msE, Ak OB gz v C
REIEE - EERBRNER S N-, MEC>WTIL, [ben-“Clw T A hr b
Y ORHERETIIER S 168 Wil £ TRIEFMIZ, [phe-Cl~ T A hrbEr®
IR & TR E 168 Kk, mHEHOMETIX 72 KM% £ T, HETIX 36 K
M4 & CRERFRIICARE Y DREHT 23 FhE < A7z,

MEF ClEREBbDO~ T A br e iiben“Cl= T A o B rOEKAE
HECII&RE 0.5 K. mAERE TIIERES 8 L £ TR SN, Z0%IE
Ewghﬁ#okoﬁ%%KelQ S & &G Tr 13~15 FOMHB N AR LT-

. 5 168 B ICITHY T ROV WMENHRHE SN =DHTH - 7=,
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FRlg i, A3 I, Q. S ZENRD L, &5 0.5~36 Rtk IR miRE
R LIZRITIESL TR Lz, REMMDO~ TR ha B AMEHEFORED
168 el #4 K ONE H ERE OG- 2 REfEIZ O A2 TR b7,

gz, (E K. Q. P, TERREDH L, 5 0.5~8 Btk IC & m ik
FEZ s LTRSS LT, RE(LDO~ T A b B3 Ehianro
77

Fo KEEGHO SRR, (1) @] TH o= FIEEE 2 FEF% &N 14 H
MREHR G T 2 % o mE, sk OB g A2 AV CTREMWIEE - &R
%méﬂho

T, RO~ F A b ans, REmJ, K. S, Q &
UJ 031@/\{2!&75)1%75 R ENTDHRTH ST,

P O g 2T, REbDO~ T A2 ba e it an s, REm I, J. K,

P. R, S. TR Q BNMENIHRBSINTZORTH-T=, (B2, 3. 4)

@ it
a. JRR U3 h ikttt

Wistar Hannover 7 v b (—##fEES 4 ) (2, [ben-“Cl=> T A hr bV
# L<Zlphe“Cl= > T A hur B U 2 KHE CTHER D& G L% 168 i
DR OFE 2 BRI 2 BEEAER. [ben-4Cl~ > T X hu vt % 14 BHENEHRS
L7tk AatBa 1. (1D @iz W TRER SR H (5% 0~336 K¢fH) DR
K O 2 R BT 2 HEakBR . & Y [ben-4Cl~ > T A hu B U2 KHET 14 B
KiEHS U KB 5HT % 336 B DR K O 2 3ECT 2 RN nth
FEhE S L7,

A 5% OR K OFERPEIER TR 4, KERESZORK OEPHEMRIIE 5
IRENTWD

Hi[E# 57 168 B OHE=R 1L, 88.0~92.0%TAR T - 7=, K4/ IT#x 5%
72 FERICHRE S TR | &5 72 K% O YRR I3 T 78.3~87.0%TAR, M
T 80.3~85.6%TAR T, FIZFEH~PRit iz, MR, Bk Iz X 58k
M R — 2 DFENTRED o T,

FAEBERETIE, BEKT £ TITHET 70.5%TAR, T 64.2%TAR 238 &
iz, KBB4 T 1% 336 R OHEMERIX, T 11.9%TAR, M TiX 12.7%TAR
T, BEEHMPICHRT ST,

Bt 2 — PRI AR, e 5B R OB BRI DEWIFERD Lo Tz,
(W2, 3, 4)
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x4 HERSEOREUVEDH#IE (ATAR)

[ [bfzn-14C] [phe-“C] [bfzn-14C]
_ - <~ T AR EY < T AR EYV < T ArbE Y
PRI =
IREfH] 1,000
(R5FE) (mg/kg K HE)
PR
Stk ic2 i3 i3 i3 ic2 i3
i 16.5 19.7 14.8 20.5 16.6 16.4
0~72 : 61.8 64.5 66.7 59.8 70.4 69.2
aar 78.3 84.2 81.5 80.3 87.0 85.6
IR 17.1 20.2 15.2 21.0 17.0 16.9
0~96 £ 67.2 68.5 70.3 62.8 73.3 71.1
aEt 84.3 88.7 85.5 83.8 90.3 88.0
FR 18.0 20.6 15.8 21.5 17.2 17.2
0~168 £ 72.9 71.3 73.9 66.5 74.8 72.0
aar 90.9 91.9 89.7 88.0 92.0 89.2
(Z:j%'agg% 5.31 6.17 4.22 6.64 3.78 7.21
EULZIES 2.13 0.974 1.69 1.31 1.22 0.702
NEIES 98.3 99.0 95.6 96.0 97.0 97.1

£5 REKSEORRUVEDRHRE (BTAR®)

o g 5 #AE , e — 70
AAEHER L (B 5 HIHE % 0~336 F51) BB 544 T # 336 Bl
e Jii3 i3 Jii3 i3
JR 13.3 14.8 1.90 2.08
£ 57.2 49.4 9.96 10.6
o — VPR — VIR & Te) 5.94 7.81 0.472 0.772
EULZLUN 0.176 0.194 0.092 0.063
&t 76.6 72.2 12.4 13.5

a: 14 HEOWMKTEEEIZH LT

b. BB ekt

fBEH =2 — L %4 A L7~ Wistar Hannover 7 v b (—&ElMEES 4 JT) 12
[ben-14Cl~ > 7 A b o B 2 KA E CHEERR O S LT, IBH A HEmEER A3 F it

i,

PR BEROEA P PEERIIR 6 ITRS TV D,

5% 6 BRI IET 76.8%TAR, M T 76.4%TAR 2 AEth~HEi S iz, &
B1% 24 R OB R K OFEH ~ O3, 7T 98.1%TAR. T 96.2%TAR
THY., HET 79.6%TAR, T 81.4%TAR 2IE S iz, REOES
PEaRBR (1. (D @a] OFEES ., FICEtF 2 L TEPA~E SN EEZ S
iz, ML D8R N2 — DN, BE I =a L —ra v OFEICK D RFHE
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HA~DEWVTRD N oTz, (B2, 3)

F6 PR, ERUBETHH#E (WTAR)

EEEER (BFRED) e A3 i3

0~6 . 76.8 76.4
H\

0~12 it 79.2 80.3

RE.- 79.6 81.4

7 17.4 13.3

0~24 E 1.09 1.54

&t 98.1 96.2

RE.7- 79.7 81.9

7S 18.0 13.8

0~72 > 1.43 1.92

&t 99.1 97.6

0~168 A — IR 1.55 1.62

0~168 =3k 0.036 0.068

168 EILZLEN 0.262 0.388

(2) v bk (RUYTRMAEYRRUI VTR LAEY )
Wistar Hannover 7 v b (—#fHERES 4 ) 12, [ben-UClv T A brE Y
R Zlben-1Clv 7 A2 hr by SEZEHETHEROES L, #iE N EGR
YN TRy W

® #%
B 5.7 A& ERER K OFARR S BRE S A, FREE B REIREE 3 IE S A7z, ik
SR ORI S RE DB FHE. 0.1~0.9%TAR L {ENThHh - 7=, TR IETEE
MR E < 5B b= DlE[ben-14Cl~ 7 A kv v R EHRECIIIFhR (7
0.058 ug/g. M :0.084 pg/g) | [ben-4Cl~>F A hu v SEERETIIEN (k-
0.189 pg/g. M : 0.168 pg/g) ThH V| £ < Ollifigs K OFEHE T3k KBRS T
bolz, (B2, 5)

@ K#

H5% 4 HORKROELZ AW TREWEE - EE&ERBRPFEE I,

Be 5% 3 it 4 BORKOFEFORBWILER 7TITRINTVD,

[ben-14Cl~> 7 A hu v REGRHOEENRHWIL Q. [ben-14Cl~ T & K
ney SEEHTIIF ThoTo,

~UTFARO Y RERSUTFTA IR EY S DT v MIBIT D ERHHRE
I~ T AP RTIE. (D)7 = ) FEBSND A TFIVED VR XAk,
QN-AFNEDOKEEL, S5I1I2Q@)7 =/ F5 2 (i A FLVEOKER L, X
DN A F AL R UK GO A TF b Th -7z, v~ T ArbEr 8
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T, D7 =/ FVE 4 MVOKBELEOZNICEL 7V 7 o fginsg, Xix©Q)
T )X VEBSMDOAFAED I NLRX AR R k< Q)N- A F LD
KEE (., X)) 7 =/ FUHE2NMNDAF VIO KB TH -T2, (B2, 5)

K1 BE5RIXIZIBOREVCEFRDOKEY* (hTAR)

PR AR [ben-“C]~ T Aot R [ben-“Cl~ T A bt §
PRI Jai3 i3 JAi3 i3
) ol | om | o | o®» | % | o » | %
Eivg=a
I 0.6 1.2 0.7 1.1 0.6 3.1 0.7 3.6
N 0.5 | <LOQ 0.4 0.3
0 1.0 1.1 0.6 0.4 1.8 1.8 1.8 0.9
R 1.3 5.1 1.2 3.1 0.6 1.8 0.6 0.8
P 0.7 1.3 0.5 1.8 1.1 4.7 1.6 4.9
F O &R 0.3 0.1 4.3 0.2 1.3 1.8 3.4 0.5
T 3.9 7.9 4.3 5.2 0.6 1.2 2.6 0.8
J 0.1 0.7 0.1 0.7 0.2 1.8 0.1 1.3
F 0.0 5.5 0.6 4.4 0.0 23.1 0.0 28.4
Q 5.7 32.9 11.7 29.5 1.3 7.0 1.7 5.7
S 0.5 5.3 1.1 45 | <LOQ 1.5 0.3 1.7
K 0.1 1.9 0.5 3.0 1.2 18.0 3.8 11.6
A[FEAH) © 6.9 6.5 6.1 4.5 6.6 6.9 8.2 4.5
EZHH A 69.5 58.7 72.7 64.7
R 3.9 4.1 3.8 5.1
&t 21.6 73.4 32.1 62.8 15.3 76.5 24.8 69.8
a: [ben-Clv T A bty RESEECIIEEG% 3 H, [benCl~ 7T R bty SEHRECIIE
5% 4 H

LI /= /3 URE NN
c: 7T~16 O EH
/7L

<LOQ : E &R A

@ Hitt

5% 7 HORKOFEZ AL L CHRMEER 2 i < 7z,

PR O FEHHESR 133 8 I REN TV 5,

[ben-4Cl~>F A bu bty R¥EGHETIIEEH 2 B, [ben-“Cl~> 5 A b
vy SEERETITHRG% 4 B T90%TAR 23k S, FicEh~Hat S h iz,
WP OEREZ S LIZ5Ea THOHEO TN ERYER N E o T2, 2. &5
#% 1 B OMNSFICHHEIZRD b hotz, (B2, 5)
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x8 REUVEHHM#E (%TAR)

- kb e | [ben-Clv> T A vy R | [ben'*Clwr T A b S
B HUREfH] VER]
(H) =ty 1 i3 Vi3 i3
bR 21.0 31.4 14.0 22.7
0~2 #* 70.2 59.2 62.8 50.5
BEF 91.2 90.6 76.7 73.2
PR 22.0 32.7 15.4 24.8
0~4 #* 74.7 63.9 76.2 69.7
aEt 96.7 96.6 91.6 94.6
7 22.3 32.9 15.8 25.4
0~17 £ 75.7 64.5 80.6 73.3
Xl 98.0 97.4 96.4 98.7

(8) 2/ 0Y—LAIZKBRHE (in vitro
7 v MEO~ T 2D S9 B3I TNI T >~ k P450 O/ F =1 U A )L AFEHL R
R7uV—LEHNWT, T A EY RER~UT A Ra bty SOl
BT LM in vitro THET SNz, 72, v T AR EY RRO~S T A |
ey SEEEE LT, 7 MF S HZ &N CYP HuiE SFHEAZ T L T
In vitro (2B T 2D e S v 7=,

D v FRUITIRDOEF S ES %A -KBEER
~UTAMREVRAELIIES (RRE 1, 2 X010 M) %27 > M S9
4y (MEHES » h2, #R¥EPEE 0.3 mg protein/mL) Xix~ v AT S9 M4y (fE~ 7 %
3, #XJEFE 0.2 mg protein/mL) KX UB-NADPH (GKEE 3 mM) & & 12 37C.
HFRHIRE T CRE 20 01 v Fax—ra v L, REREIE Sz,

T MFSOHAFTIE, v F A by REDSHEINC LY R#Y D, E
EOF sz, v~ > T AMabEY SICHRXTRORHZ VT T ABK
o T,

~URAFSOHHTIL, v FA by RECSHEIMCL Y R#% D, E X
O F 2 s, (G E ~OLEBRPIHETH -T2,

@ Sy rPABODNANF1O9SIILARERI Y OV—LANE-KBERER
VUTFAPREY RELILS (IRE L uM) 27 v b P450 O \F 2 v
ANVZFEBREI 7 v Y —2n (CYPIAL, 1A2. 2A1, 2A2, 2B1. 2C6. 2C11,

2 100 lEOF— /L ENT-T v b S9 H4y
31,025 IEO T —/LEizlfi~ 7 2 S9 HEidy
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2C12, 2C13, 2D1, 2D2, 2E1, 3A1 XX 3A2, #&JEFE 20 pmol P450/mL) .
B-NADPH (#&iEE 3 mM) KT MgCle (#REE 3mM) & & 612 37C. 4F5HY
ZETT30 591 vFax—va L, REWNEIE SN,

T AR EY REDRSOWTILE CYP1AL, 2C6, 2C11, 2D2 KO 3A2
TR# S, CYP2A1 X R OAERB LIz, 7 v MFRIZH T 5 &0 FREO%
HESEA2ZETDLE .~ T A ba B rofREHTi, 12 CYP2C6 X XCYP2C11
MNEFE LTS LRS-,

® S5y FFSIESIZCYP AR UHEEHRZFRMLT- in vitroREHER

v T ARy RE S (KBE 1 uM) 27 » NI SO #isy (MEET ~ k.
IR 0.3 mg protein/mL) . CYP2C6 (MErE—Z ~ ) & L <1X CYP2C11 (g
7 v hO&H) HiE XL CYP2C DOFHFEA] (sulfaphenazole, 10~100 uM) & &
ML, 7 ey —A2XaGEHRR [1. Q@] LRERC, I HEE S
77

7 MF S B 7 OFUREINT X 5 RE AR EIZ. ZIITRINTWD,

CYP2C6 X CYP2C11 Hikd iRz, ~>7 A hr 'y ROREHY E LU
F~OZ 1% 05 U, HEDO M S 43 TIEAE D ~DOZH IR E S iz 23,
HEDRT S9 7 H TIEBRE 2 HE TR O b e n o T,

CYP2C6 i CYP2C11 HUAo#MiE, v~ 7 A bty SONEHY E LT
F ~DZEWZHE LT,

Sulfaphenazole IMIZ LY, v T A by RXIL S o E KO
F ~OZ# I A EHEBERICIE Sz, 3 D A~ ER XM TlIzho
7

x99 Sy FFS)BELFOMAERMZESKEMEREE
(R ERKE : pmol/min/mg S9 protein)

Hog v T AMBEY R v T ARrEr S
i S9 — FRa D E F D E F
= =% IR 43.8 166 64.8 25.1 48.7 80.4
| CYP2C6 26.0 72.8 36.6 28.0 42.5 51.1
CYP2C11 15.5 47.2 60.7 19.5 22.2 55.4
2y b — LIy 28.9 147 64.2 5.7 39.8 63.3
| CYP2C6 24.1 71.2 40.7 3.5 21.5 39.0
CYP2C11
YR/

~ T AMarbEy REXSO in vitro UGB O R, 7 v PR~ T ZADHF
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SO W4y TiE, E D, EXOF ~OZHNFIZZRD S,
Z v MIF S9 BHAYIIBITA~ T A b roff#EizEic CYP2C6 Xix
CYP2C11 "&EEHE L TWa EHEHI ==, (ZFE 2. 6)

(4) v¥

WHY X (N> o7 V72, —#fE 188 (C[ben-4Clv T A brE Y
XiZlphe-14C] ~>F A Fr bt % 351 Xi 16.0 mg/Ha/H (FEIFEE 14.3
1% 12.7 mg/kg (ZAHY) T1H1E7 BEIKED 7 E0&E L, #3iEN
EA BRI FEHE X7z,

Fofse 5 6 el 1% O RERE M OSBRI H O Lt O ZR R AU RBIR EE 133 10,
FHAR L O O REITE 11 122 NEIUR STV 5,

AP E- 6 Rl ofafk (BB, BlE. IFI&. APy, ik OumsE) ok
W DA EIL, [ben-UCl~ o F 2 vy Kk Rphe-4C] v F A hu b o #
H#£T 0.330 2TV 0.267%TAR L{ENTH 7=,

A& 514 6 BRI O R R O PRI 1T [ben-UCl~ > T A b B & EHET
39.7 X1 38.1%TAR. [phe-14C] ~>F A ha & 58T 35.2 L1 42.5%TAR
Tholz, 1 BOWEHEHED 67~108%TAR NRELOERICHHE SN, (B
2. 7

£ 10 mRES 6 BEROBEBRUVERBBE PO TP OZRERSERE (ng/g)

St} Be i [ben-4C]~ > T A b b [phe-4C] ~>F A b b
N 27.7 11.6
REWG (Ehig) 33.5 13.1
REWG (K2 F) 33.4 9.66

B ek 412 170
J ik 613 319
A (BphEER) 15.6 12.2
A (BB 14.1 7.91
iIR7:3 75.9 28.2
1 4% 93.4 42.2
FLit OKPEE5) 5.66~17.9 3.70~9.41
.yt BEE5y) 6.30~35.2 8.00~32.7

E o AitiE 1 B 2\ FET (READ ROVFRICERIRRE LT,
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x 11 EBRUILAPOKEY (ng/g)

Tk WAy | i | Fit ok " e - e

wam | e Wy | pemsy | T | HELOBEES B

< FA ROy 122 | 08 | 473 | 6.5 7.2 2.7

I 1.7 0.5 49.8 | 185 | 06 0.7

R ND ND 3.1 214 | ND ND

3 ND ND 8.1 3.8 ND ND

T 1.0 0.4 ND ND 15 ND

J ND ND | 106 | 117 | 07 0.5

[]f{elif 1Cl D 1.1 0.5 384 | 149 | ND 1.5
< T AR

ey F ND 0.4 5.0 ND ND ND

E 0.9 ND 9.1 ND ND ND

Q ND 2.6 ND ND ND ND

S 0.9 ND 7.8 ND 0.6 ND

K ND ND | 65.1 | 83.1 1.2 ND

H ND 0.5 4.1 2.4 ND ND

F o7 vtk | ND ND ND | 548 | ND ND

v FAbobEy 10.7 10.0 3.6 5.7 2.3

0 ND 3.0 ND ND ND

R ND 2.8 6.1 ND ND

P ND 11.0 | ND ND ND

T 1.4 8.8 7.4 ND ND

J ND 13.5 3.7 0.8 0.2

[p\hiMC] D 1.9 24.9 5.9 0.3 0.6
< T AR

.y F 2.0 2.6 2.9 ND ND

E ND 6.4 1.0 ND ND

Q ND 0.3 ND ND ND

S 1.3 4.9 ND 0.3 ND

K ND 64.1 | 425 | 04 ND

H ND 1.6 1.6 ND ND

F o7 vin/igiak ND ND 25.3 ND ND

o Rl E 6 REREIE OfER. &5 7 H B OFHOAAENIE S KOS 6 B B O 1% OFL KM
T OWTHRT EnT=,
ND : B End /7L

(5) =D k)

I (n—~> 770, —#E 10 ) 1Zlben-4Cl~> T A hrE X
iX[phe-14C] ~>F A bur bt % 1.80 mg/Pl/H (FAkHEE 13.2 Xt 134
mg/kg I[ZFHY) T 1 H 1[5 14 AR O#EE L B NEm R e S 7,

IR O A& 4% 5- 6 RE 1% O R O FR BT BE e ORI R 12 IR ST
W5,

A 6 R o/amk (BERG. T, AR OE) HoRE SO &
1%, [ben-UCl=>F % b b Kk Rphe-UCl v F R b B 58T 0.090
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F ) 0.070%TAR & fENTH - 7=,

B HURRRIL, Bkt 5 6 FEf#% & CodityHiZ[ben-14Cl~ T X hr BV
K Wphe-14C] ~> T A hr B V5T 984 KON 83.4%TAR B LIz, 1
H O EHUREED 80%TAR UL L3kt hicEl sz, (B2, 8)

12 RUHEBHOZRERSERVCKHEY® (ng/g)

i ik e
{;ﬁ@ o AR e | o | ome | s | mEws
TR B8 U RER 75.2 299 24.0 54.3 32.2
g (%TRR) 88.7 49.7 58.3 72.7 88.8
7% (%TRR)|  11.3 49.4 41.2 26.8 8.4
v T ARty 24.9 6.4 0.3 0.8 10.9
I 0.3 36.2 ND 1.4 3.1
[ben-14C] 0) ND 2.4 ND ND ND
<~ T A b P ND ND ND 0.7 ND
BEY T ND 2.6 ND ND ND
D ND ND 0.3 ND ND
F 3.3 8.0 0.6 2.6 2.1
Q 2.8 ND ND ND ND
S ND 1.2 ND ND ND
H ND ND ND ND 0.5
7% B UH REIR S 113 295 13.5 47.8 32.5
hHE (%TRR) 91.5 49.8 50.8 69.3 90.7
7 E (% TRR) 8.4 49.6 48.3 29.3 3.4
v T APty 58.0 8.7 0.3 1.5 16.1
R ND ND ND 1.4 ND
[phe-14C] P ND 3.2 ND 2.2 ND
~ T A b T ND ND ND 0.9 ND
= Vg J 0.8 7.0 ND 4.4 ND
D ND 2.8 0.5 1.3 ND
F 1.7 44.9 ND 2.9 1.4
Q ND ND ND 1.0 0.8
K ND ND ND 0.3 ND
H 1.5 ND ND ND 0.9

as @77 740 7%, IR R OERSICHOWCIEHEE. g O R & Ic >\ it g
S OVl R 2 B 3R I DN K S iR AL B U 7= [ 55 % 2 6D C Ffif S iz,

b [ben-4Clw T A br U EERETIZ 12 HH, [phe-Cl v~ 7T A o U HE5HTII 11 BRI
BEL L 729z >\ Tt Sz,

ND : mishd
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2. lEhENEmHER

(1) LER

L& A (fFE : Buttercrunch) O#EfE 41 H#&IZ, [ben-UCl=> T A hr b
Nixlphe-4Cl= > 5T A hr v % 800 g ai/ha (BITHAEDK 1.3%) OHE
T 10 AR T2 EIEAmAE L, 5 1 [ELE 5 B LUV 2 BILHE 5 A& L4
AELABEL T, RPN ERRER N FEh S e,

PR TR RE

TW5,

DAL 13,

B DT U BE X OMREIT R 14 IR S

FRBE HSRE D KED oy DI PR 7> 6 [ S 3L 7-, fHER O B2 0 1R
b~ F 2 e THY . 1Z30T 10%TRR 28 X2 ASITED Hivieh o

2o E£7o.

B O~ FA L r e O R SHITHI 50 : 50 THY, 7T
I RED 2 f1ox B~ —{LiZiw b ok,

(M2, 9)

& 13 BEBRSEEDS M

. e IR OHTEE | RIEVHRIR fhitg | fhzE
RS AR | e (o) (%TRR) | (%TRR) | (%TRR)
[ben-14C] 51 [EALH 5 B 1% 27.9 87.8 12.0 0.22
~ 7 Abuvey | H2EMEE 5 Hi% 41.6 78.5 20.4 1.07
[phe-14C] %1 B4 5 H 1k 35.1 88.4 11.4 0.21
~UFA by | 2R A% 43.1 81.9 17.0 1.14

& 14 HEPORKBRETRER N HY
e =R [ben-4Cl~ T A b
AR B 7% 1 [EIALEL 5 A% 55 2 [FILEE 5 H %
B 53 K IR HhHE K EVEFIR Hh e
D) %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg
~ T ARmEY | 87.0 24.3 5.88 1.65 78.5 32.6 10.5 4.35
D DAk ND ND 0.37 | 0.101 ND ND 0.64 | 0.269
E Ofaik ND ND 0.70 | 0.198 ND ND 1.50 0.626
F &k ND ND 1.57 | 0.437 ND ND 2.77 1.15
H ND ND 0.57 | 0.158 ND ND 0.98 | 0.404
I 0.22 | 0.061 0.49 | 0.136 ND ND 0.65 0.269
b o [phe-4C]~ > F A b b
AR B iRy 4] 7 1 [ELEE 5 A% 5 2 [AIALEE 5 Hi%
B 5 K VEFK e K VEK fh e
D% %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg
<~ T ARoEY | 884 31.0 5.52 1.94 81.9 35.3 9.18 3.96
D D&k ND ND 0.42 0.148 ND ND 0.52 0.226
E Ofaik ND ND 0.93 0.327 ND ND 1.26 0.545
F o &E ND ND 2.20 | 0.773 ND ND 2.73 1.18
H ND ND 0.69 | 0.239 ND ND 0.59 0.255
ND : st shd
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(2) I

/N#E (S5FE : Promontory) DO#EfE 37 HZIZ

. ben-uCl= 52 b v XiZ

[phe-14C]~ 5 % hu b % 300 g ai/ha (BfThEHED 0.5~1.5 %) OHET
BomE L, PR 7 B RO 14 BIRZRICRBEFADO TN Y LT LE A2 0L 104 A%
IZE DD R OER BRI L T, RPN ERRER D T S i,
FREE U RE D 34T 133R 15, BB ORI U RE X OMUHIITR 16 IS

TW5,

FHMO FORE D oA, FLEFORE D XOF ofas

BRI 3 10%TRR B x Tl aniz, /=, Ao~ 7R M:v

(£

Iz

O R:SHIIFB0:50 THY, TR I RED 2o E~—{LILER
Lo Tlz, (B2, 10)
#1565 EBBSeEDN
=it EY [ben-14C]~> 7 A b B [phe-“Cl~>F A b b
Akt XD | FLE | £Ebb | &k | HX0 | TLE | Ebb | #h1
R R AT REIR 10.4 | 9.04 | 2.49 | 0.089 | 11.1 6.21 1.85 | 0.012
(mg/kg)
FmiveEik (%TRR) | 33.9 19.1 2.79 41.0 23.3 3.72
& (% TRR) 60.6 72.8 64.7 72.7 53.2 65.8 58.7 | 67.0
ThH 7% (% TRR) 5.45 | 8.12 325 | 273 | 5.76 10.9 37.6 | 33.0
[ Syhred
F 16 ¥ hOHRIEZRSTEER UL HHM °
PEHAV &Y [ben-UCl~>F A hrE Y
Akt HAD b T LED Fpbb FHL
%53 %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg
v UF ARy 59.9 6.25 | 22.7 | 2.05 | 1.99 | 0.049 | ND ND
D 0.22 | 0.022 | 0.91 | 0.083 | 6.42 | 0.160 | 3.12 | 0.003
D DAk 547 | 0571 | 12.6 | 1.14 ND ND ND ND
E ND ND ND ND 293 | 0.073 | ND ND
E Ofaik 426 | 0.445 | 6.85 | 0.619 | ND ND ND ND
F ND ND ND ND 1.50 | 0.038 | ND ND
F &k 5.39 | 0.563 | 5.49 | 0.496 | ND ND ND ND
H 2.85 | 0.297 | 0.83 | 0.075 | 0.42 | 0.010 | ND ND
I 3.20 | 0.334 | 1.52 | 0.137 | 11.8 | 0.293 | 60.6 | 0.054
K ND ND ND ND 458 | 0.114 | ND ND
=it ey [phe-“Cl= > F A hm b
Eav HAIY b T LELD Fpb b L
D% %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg
v UF ARy 51.0 5.68 | 26.2 | 1.63 | 1.38 | 0.025 | ND ND
D ND ND 1.30 | 0.080 | 9.50 | 0.176 | ND ND
D OfE R 10.6 1.18 | 11.2 | 0.697 | ND ND ND ND
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E ND ND ND ND 2.09 | 0.039 ND ND
E D&k 6.15 0.685 [ 6.26 | 0.390 ND ND ND ND
F ND ND ND ND 1.23 | 0.023 ND ND
F oin&E 3.36 0.375 [ 13.1 | 0.814 ND ND ND ND
H 0.30 0.033 | 0.75 | 0.046 | 0.66 | 0.012 ND ND
K ND ND ND ND 2.87 | 0.053 ND ND

a: fhHE 2K ARV U 7oy 2 3 D T M S T,
b REPAE L O E O &

ND : fii s 7

(8) T4

e (Anfd

FHE

Phoenix Liberty Link) O#%f# 59 H 1%

2. [ben-14Cl~ > F %

ke Xitlphe-UCl= 5 A b B % 400 g ai/ha (IE1THE A E DK 0.7 %)
OFET 1 B IX 2 BRI T 2 BHER A L, 2 BHLEX OFX ) &
O I ONT 1 B X OfEF 280 L T, *ﬂ@ﬁiﬁ@éﬁnﬁﬁﬁ);@ﬁméﬂto

FREE T RE D43 AR 1332 17, 2 [RIALFRIX DO F M Y K OFE - D #a57% BE I RE K
REIIFE 18 ITREN TV D

2 [ELEE R DA 1) |z ial%fﬁﬂ:@v VT A REE VA 19.8~22.4%TRRFR
Hiv, fE D offtaa k. F ORERaE&k T H 22 10%TRR ##8 % THIH S
T2AET, WL OO EDOREWNED STz, 2 BLEX OFE1-FIZITRE
ko~ F A b rn 25.1~30.7%TRR RO 5, EY F oA EN
10%TRR Z 2 THH SN721E0I2, WL O OMEDRE 1 Z80 bz,

k.1 IEI&&E!&IX@@%EP@%%B%&% IZENTH Y, [ben-4Cl~ T A b
E VR TR RIE S N2 IR %h?‘m:o 7. [phe-dCl~> 7 A hmEr
B TIIRELD~ T A ha B ERB O LT, [[E SN0 13 K 23
8.70%TRR. F OFEAIEN 7.98%TRR LT D O &AM 3.58%TRR TH -
7o E£72. REfFO~F2A o0 R ST 50:50 THY, TR
RED 2O E~—(LIZBO SN -oT-, (B2, 11)

K11 BREBSBEDS M

sl [ben-1Cl~>F A b [phe-“Cl~>F 2 hu

JILER [ 2 [a] 1 (] 2 [a] 1 [=]

Eavs HAD Fi 1 Fi 1 HX D F 1 i1

SRR U]

AL 14 10 ol 14 40 o4

B U E (mg/kg) 3.44 0.644 0.110 3.99 0.469 0.051
FmPEEiR (%TRR) 34.2 36.7
fhHE (%TRR) 58.3 99.9 90.7 54.9 85.4 81.5
HhH7RE (%TRR) 7.53 0.11 9.26 8.38 14.6 18.6
[ oyired
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£ 18 2ENEROFNY R UVEFHOBEREBSERKHEY

b E [ben-“Cl~> 5 A hu b [phe-“Cl~>F A b by
ok HA D i1 HAI D i1
D) %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg
< UFA MY 224 | 0.771 | 25.1 | 0.162 | 19.8 | 0.790 | 30.7 | 0.144
D 0.11 | 0.004 | ND ND ND ND ND ND
D O¥ERAIE 12.4 | 0.428 | 5.07 | 0.033 | 12.1 0.48 6.50 | 0.031
E OpEfa &8 2.80 | 0.096 | 3.62 | 0.023 | 5.11 | 0.205 | 3.06 | 0.014
F Opifa &k 27.0 | 0930 | 11.0 | 0.071 | 35.6 1.42 14.5 | 0.068
H 0.16 | 0.006 | ND ND ND ND ND ND
K ND ND 1.27 | 0.008 | ND ND 3.41 | 0.016

I FAD TEREPAHE R O E T OAFHE, T TIIfHE T o5 5HE
ND : s &4

WZB T D~ T A e B OFENRHREKIL, 7=/ FHED 4 LoKEE
EXIE7 = ) FVEEITHES LT A TFAEOKERE & 2612k < A (R
"D, E. F XOZNLOEAEK) . =—T WiEE OBRZIC L5 T DR,
A RFTVIEOMBATF I L DR H OFERKE N T = ) 5D 5 L AT
NEORRIIZ L 2RE K D4R TH D EEZ B,

3. LTiRPESEER
(1) FRHETMPERHBRDO (ToTXFQEYA)

wEL (FrY) | EED L (FrY) | HEEL EE) KOor MEEL (58
E) oKD ERERKE pF2 ICHHE L., 2002 CORESMA T T 15~28 HE 7 L A
V¥ a—y g v L E L ICEben 4Clv 5 A b v R Z[phe-14C]
YT AMRbEY R A&, EEW L, HEELRO L NEE LT [ben-14Cl v
TARBEVE 0.8 mgkg B2t L7220 X OIZIIML, 2062 CORESMT TR
120 HA > F 2 _X— M D450 R EGREBR N FEhE S iz, KO8 &I 8
~11 B Z &L, BB Rl ze & A S a0 IR L D ERME(L
EWEHE LT,

HEEFRIITE 19 ITRENT VWS,

RKEADO~ T A rEY RITEEEIZED L, O 120 A% T 225~
63.8%TAR TH o7z, SIEIIMHE SN o722 LD RIEND SE~D Bt
RITIE Z BB 2 iz, FERED & LT, 2 K 23K 16.9%TAR,
I I DR 8.6%TAR 788 HLIZ1E D, i H, 1 K OVN M EIRH &
iz, 13D OFFERL 1T 14CO2 T, WTH D BTV T HRERFAYIZIEN L |
120 H#IZ 4.2~25.1%TAR ThH-7=, (B2, 12)
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£19 ToTRAMOEY ROMEEEFE (H)

[phe-14C] ~ > . .
)‘L 4 -14 N QN
ALER X Y [ben-14C] ~>F A bt R
1 iviE 1 BEw+ HHEE 1 v NEET
HE 7 T 84.1 | 534 227 50.6 102

(2) FRMWTRPEGHARD (ToTXRQAEYS)

wEL (FrY) | EEW L (FrY) | HEEL EE) KOor MEEL (58
E) oKD EERERKE pF2 ICHHE L., 2002 CORESMA T T 15~28 HEf 7 L A
V¥ a—y gLz bentClv T A by §% 0.8 mgkgiat &7 %
K 2ZdmL, 2022 C OB FCTRE 120 HEA > F axX— T 550+
HEAEMRBR N FE SN, KOERIT8~11 H Z LI L, RERIR e
HZe K A ER AR L) M L EmE e LT,

HEE RIS 20 IREN TV S,

RKENDO~ T AP EY 8%, REFAOICHED L, 48 120 BT 34.7~
T1L.7%TAR Tho7-, RIKIIBRHE SN o722 &t SIK) S RIE~DHME
RITE Z BB 2 iz, BB & LT, 2 K 235K 10.5%TAR,
IR J DN ERR 4.8%TAR 788 HT21ED, i H, T K OVN M ENIRHH &
iz, 13D OFFERL 1T 14CO2 T, WTH D BTV THRRRFAYIZIEN L |
120 HIZ 4.4~19.9%TAR ThH-7=, (2, 13)

#£20 woTAMOEY SOEFEEFE (B)

oy i i+ BED+ i+ vV NEEL

HE & -8 85.4 323 92.0 120

HROTEFIZB T~ T A ha B OEESRERKIL, 7/ X HEHD 27
IE 5 ALDATFNFEEDOEE (Y J R ONK) . =— 7 /Ui & OB L NE e
<t (of 1 KOV N) D4R, A VOB A FUIZ L 5 0 H o4f
KTHDHEEZ Nz, 2. RIKE SIKEDEBITEZ S0 EeEBEXHNT-,

(3) WRMWLTEPERARS (KEMK
OV NEEL GE) | EEL GEE) KUmEL (FMY) 28KE pF2
ICFHEE L, 20£2COEEMHET T 15 A7 LA v F a_X— g o LIz, H4C-R
@ K % 0.88 mglkg #2+& 7220 LI L, 2022 CORESMH T CTHRE 120
HEA v F 2 _X— b o R EMRBRAER I N, KOEEITX8H D
EATHREE U, R R R 22 SR A R R IS B A L e S DR B W) &
L7,
HEERRENIFE 21 ITRENT WD,
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RO K%, BRI L, ALEE 120 A% T 8.2~16.4%TAR TH
ST AvFax—2g 07T HEBEOIL NEEHICBWTHEY N 2 0.3%TAR
B ST EDICRIE ST X 72 o 7o, B3 O FEFh HME i BB 1R
BT HEAN L. 120 H1212 36.6~48 4% TAR Tk - 7=, T3 H b DIEFE ALy 1% 14COy

TREFRYICHEN L, 120 H1%1Z 38.0~52.2%TAR ThH -7z, (B2, 14)

x21 KEMKOEEFBEH (BH)

+ VIV NEEEA+ B+ fibtgE +

HETE IRy 21.9 30.3 41.0

(4) BIKEKTEDESRR (TOTAMOEY RARUIVTAMOEY )

Wit [, 170 gt (149 gz EMY) ] 12K (80 mL) #Mx., €%
[ CES LRSI L, 2512 COREME T T 20~21 AR LA v ¥ =
R— g L7=#%., [ben-UClwr T2 b vy R, [ben4Clwr T A hat 8
XiXlphe-“Cl~> T A hubtr RuE 14mgkgint & 7225 X HZKEIZHML,
ORI 5 K O IR, 2512 CORESM:T TR 181 HIfA v % =
AN— N D BRI K i HhE A BRI e S T,

HeE WL, [ben-14Cl~> T A hr bty RS 144, [ben-4Cl= T & b
By S 1.5 K Rphe-UClw o F A o by RN 1THETH-T-,

KB OEBEREEEIL, AEREE D 59.1~70.8%TAR 7 HFRRFAIIZED L,
RLFR 181 H#% T 1.2~1.4%TAR Th o 7=, FEEHIRED D E 2R ITREND
~ T A Mo BV TREEXZD 57.5~70.6%TAR 7> 5 4LEE 181 HZIZIX 0.9~
1.4%TAR ¥ TR L7c, KEFIZIZS#Y H, 1. J KON K 23 S 1723,
WG 0.9%TAR LT Th - 7=,

TR OFREAEEIL, AEREE D 29.5~41.8%TAR 7S FEEFAZHEN L |
RLFE 181 H% T 97.2~98.5%TAR Th»7-, EREDIIREND~ LT b
B THLERE %1 28.4~39.8%TAR 7B 541 MLFE 181 H (2 78. 2~95.0%TAR
Ll otm, TEERIII Y H 23R K T 16.6%TAR #2 H i, (2o PR T
J RO K B SN ENT, W h 0.7%TAR U\T’CZ?)OKO %ﬁ%ﬁﬂ;ﬁﬁaﬂﬂlﬂ
DOERVEWE (14C02 KN UCHy) DOAERITENTH Y, &5 T 0.9%TAR LLF
Toh-oT,

T2, RIRE SR oEBITE- St EZx 6N, (BB 2, 15)

(5) TIEWARERAR
SHEEOTEAZRAW -~ T X ha oo HIER SRR i S vz,
% 2B D Freundlich OWEFRE M O EFREILFE 22 IR SN TV D
(2. 16)
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%22 Freundlich DIREBEZRHE R UIRE R

+-1% B Huh Kads Kadsoe Kdes Kdesoc
g+ BE 11 367 14 461
HEiE 1+ Hi[E 14 279 16 316
TV NEEEL e [E] 7 274 9 362
BT NEEE A eS| 18 454 21 546
HE A+ £ 10 743 12 926

LV AHIE L 72 RE TR E

Kads : Freundlich W 51%%, Kadsoc : HHRFE & A FIC
2K D RIE L iasRk

Kdes : Freundlich ®iiER%E. Kdesoc : HHEREEH R

# 5

(6) TERENIRRER (ROTAMAEYRRUIUTFAMAEY )

TEERE S L— b [TV MEEL EE) . EA4 3 mm] (Z[ben-14Clv T
A hv vy R, [phe-ldClv> 7 A vy R Xiilben4Clv> 7T A hubr 8§
% 8.4 mg/kg ¥zt (200 g ai/ha fHY) &7 n L olcHERmUeEL, &/ v
Z 7 (FEEL : [ben-4Cl~> T A hr by B K Cphe-4Cl~v> T A b b
R ;20.5~28.3 Wm2, [ben-“Cl=>F 2 bt §;22.7~28.6 Wm?2, K& :
290 nm K& 4~ B) & 20£2°CT 30 A EIRE 32 B3R 60 Ak 13 FEhi
iz,

HEE I 23 IRER TV D

~ T A M bEr R ERH X CABEERR D 94.0~95.8%TAR 725 30 H%
1Z1% 62.6~66.T%TAR £ TR L7, M SN ER0mix. 5w 1. J.
K. LEOXNTHY, ENEhHmKT18, 6.7, 64, 1.5 K} 4.5%TAR PR B
T, 1IN H MEDTRHRE S vz, BT IRIX CIIAAEE % D 94.0~
95.8%TAR 75 30 H#%121% 69.3~71.6%TAR £ T L., HREX & Rk 5
R D3 B KT 8.1%TAR 58 Hii=,

~UFA Moy St EHREX TOEERD 96.5%TAR 75 30 A#%ICIE
65.9%TAR F T L=, i IR L, 30 BT fEY H. 1. J.
K. L KON RnZ1E1 0.6, 3.0, 4.8, 3.5, 1.6 LT 5.5%TAR 8 617~

REFT 5 B IX CII LB B # D 96.5% TAR 7> 5 30 A #1213 75.8%TAR £ Tl L.
o H, 1. J. K XKOYN 23K T 4.7%TAR B b7,

RiKL SIEE OEBIIBD N2 hoTz, (B2, 17)

4 BARKRBEYE (dbf 35 FE, 4~6 H) D 2.6~3.7{FI2HYST %,
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& 23

IUTAMOECO#EFEL (B)

HER RIS D 20 EEAYNT A
[EBIESEGES (Jbk& 35 £, 4~6 A)
LA e P N e s+
) 5y N Va EE ~ "
sibc | TR |y | M | gy
ﬁﬁF IZ ﬁﬁ d
q:
[ben-4Cl~>F A hatbt v R 49.2 61.7 239 154 748 57.2
[phe'Cl~> > % FoE> R| 556 | 845 161 174 505 72.4
[ben-14Cl~>F 2 rabt o 8 63.8 82.9 277 209 912 75.7

a BEETRIRIXIC 51 D TR R E 2 75 L[V THITIE L7z, S RO F: T & 2 i

b SR DT O ARIEEE ) D L7 BAAKRESE (L& 35 . 4~6 H) (Z31T D oto ik sl

¢ a TR D AVIZRRBCR T CO MR ) S U2 BSROKREEE (Ibi& 35 £, 4~6 H) Toenfig:
B

4 e TR O AV fiE BE L 38 o R 22 Nk U CHRIE L7z, BRI (b 35 2, 4~6 H) T
D F3EFR A T D 5 -

4. Kep:EdHER
(1) MALPBRAR (TOTRAMAEYRRUR VTR MOEYS)
pH4 (7 Z VEERE®ER) . pH 7 (U EREENR) &K pH 9 (R v EEFEEIR)
DEWWEEEIRIZ, [ben-14Cl~> T A hr vy B XiXlben4Cl~> 5 A hu bt
> 8% 1 mg/L L5 L 5L, 50+0.5°CT5 AR, BEArSE T CAf %
2 ~— N U CTHIZK 3 ekl 23 320 S v 7z,
vUTAMREY REBUTA R EY SiX, WTOFEERFTIZHENT
HRE T OEMIIBE SN o722 L b 25 CITIB T D INK A fEH-REH 1 E
v UTAMREVREON~YUT AR ESY S EHIC1IEUEEHESIN, (&
M2, 18, 19)

(2) KPEADPERABRD (BRAK. IVTAMAEYRRURVYTAMAEY S

Wi B RAK (FEE. pH 7~8) 2. [ben-“Cl~>F A Frt v R. [phe-14C]
<~ T Aoy BRXElben¥Cl~ 5T A hua by 8% 1mg/L & 725 K )12
ML, 252 CTHRE 8 B, &/ T 7 OLiEES : [ben-UCl~ > T % b1
vy R ;277 Wm? | [pheCl~>F At R ;26.7 Wm2, [ben-14C]
~UTARrbEr S 251 Wm? | R 290 nm KfE B N ZRE LT
IS iR N FEHE S Tz,

HEE T 24 IR ER TV 5,

v T A My BRI, MEEXLD 95.9~97.9%TAR 75 HRE 8 HZIZIX
19.9~25.0%TAR £ T L7z, Bl SN ERomix. oy G, 1. L
EOM THY, TNENHEKTS8.1, 6.7, 15.9 KN 6.8%TAR B b7z, X
IR H, K X O'N 23K T 1L1%TAR 589 b7z,

5 HARKMEYE (dbf 35 B2, 4~6 H) D 3.2~3.6 {FI2fH4T %,
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~ T AbMobEYy Sk, WEERD 95.1%TAR 76 %MHEE 8 HELICIX
31.4%TAR F T/ L7z, M SNi-F 2oL, o G, 1. LEKOM
THV, 6.2, 6.1, 11.5 LD 5.0%TAR i8% b7, 1F0InfE H, K XN

NERT 0.4%TAR D ST~

R{Z'Kk S{ZF&@%E@ mu&)%mfiﬁ)/)ﬁ_o if:_\ it Fﬁﬂﬂgl:fi ‘?:/7‘2 k

DBV REOR~UTARabEY §EQITHBITRD o7z, (B8 2,20,
21)

®24 TOTAMOEVOHERFRE (BH)

. e e ERA PN Pis
Rl &% Xt/ TN (it 35 FE. 4~6 F)
[ben-4Cl~> 5 A hu b R 3.4 12.1
[phe-14Cl~> T A b b R 4.1 14.0
[ben-14Cl~>F A bt 8§ 6.4 20.5

(3) Ko RREERQ (BEE. vVTAMAEY RARURVTAMOEYS)

pH7.0£0.2 OWEHIEEE () > 8#2) 12, [ben-14Cl~ > F % h 1 &> R, [phe-14C]
~ T A Rubey RXtlbenUClv 7 A hry 8% 1mg/L &7 d K HITH
mL. 25+1CTHRE 30 AWM. &/ T 7 (iES : [ben-14Cl~>F & b
2R ;26.1W/m2 .| [phe“Clv> 7 A e EVR ; 23.8W/m2, [ben-14C]
~UTARrEYS ;251 Wm? | R 290 nm KfE By M) ZRE LT

Koy iRIER 78 S S T
HEE FRENTE 25 RS T D

v T AR EY RIZAHEHEZD 97.1~98.7%TAR 76 A 30 BZI21X
0.5~2.5%TAR F T L7z, BHIN=ER0EmIL. W G, LEXOM

THY . ZNENEHKNKT9.6.24.0 XN 17.7%TAR 388 %Wzo E N AR H
I. KEXO'N 25 KT 4.6%TAR 338 H L7~

<~ T A RrbEY Sk, WEEEH%D 93.4%TAR 75 6HEE 30 A%ICIT
2.7%TAR £ TR L=, SN0, 5w G, 1. LEUMT
HY. 7.5, 7.2, 18.6 LD 10.5%TAR B HiTz, 1FNZHfEM H, K XTYN

DK T 3.0%TAR 8 b7,

R{Z’K& S{Z’K&O)W:Jﬁ mh&)%j/bf(ﬁfj)of\_o i‘]"\_\ i Fﬁij—ﬁ,gl::«ci _?:/51\2 K

DbV REN~VUTA MY SEBIIHIRITERD Lo T-, (02,22,
23)

6 EARKBEYE (Jbf 35 FE, 4~6 H) D9 3.1~34 {FI2HY T %,
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x25 IUTAMOEVOEELELR (BH)

L — H IR K5
i PAN N ~ N

[ben-Cl~>FA bt R 5.3 17.8
[phe-“Cl~>FT Aot R 3.6 11.0
[ben-4Cl~>F A bt S 4.6 14.8

5. TEREHER

KWK L - k) . WELE - EE Ea) L KR E - EEEE (BBAR)
KILKAbHEE L - VBT - (FEIRE) | WL - e (FF) KOEMEL -
wt (B ZHWC, ~>TAMrEVR w7 AMabr S, WG HEY
J B OK 508t et & Uiz BB £t S h iz,

FERIIFE 26 ITTRENTWVD, (BH 2, 24)

& 26 TIREZBHARAIE

HEE R0
FRBR R ik N v UF AR EY+
iR J B OV K
%%WJ%EOBm%@) KK+ - gt 364 AL E 364 ALLE
R st - HE 244 H 279 H
KK+ - 90.7 H 96.5 H
KUK A -t 60.7 H 66.0 H
KUK AVEEF H A -
Ei?i it | 600 g ai/ha? | @%ﬁﬁ%% 43.6 H 44.6 H
MAEL - hEEL 16.3 H 19.3 H
MREL - B 13.5 H 14.4 H
JEFE L - mb At 18.2 H 189 H
V7% b= Y IVEIR 2 40% 7 1T 7V
6. EFMEYHER

(1) EEBHEB

ERNICBWT, £E, BREZHW I~ TA MYV R v TAMrEY
S, WK D, F KT 208t at & LT AEmE g B0 FEhi <
7=

FERITHE 3 IRENTWD, v TAMrEY RENVYTARrEY 8§
DEFTOFRRFEEMEIL, B 1 BRICINE L7, 7o (FHE) @ 29.6 mg/kg
Thol, @D, FEROI OEKREEETNTHE G T, @WD
DNEUA 7T BR D 0.38 mg/kg, it F 23 3 B D 1.75 mg/kg K OMHI 1
A 7 H% D 0.52 mg/lkg Th o7,

T, BBV T, WHE IR =k E Ay, v 7T A e B v ROMEY
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I Z ot g e & LT VEaR ekl is 35 S iv7z,

FERITAIE 4 I RESNTWD, v T A hr B ORREREEIX, 8 3 B
WCINFEL 7= H T (B3E) @ 2.15 mglkg Th o7z, W 1 O REAEHEIZ.
Bt 38 HIRICUNHE L7722 (Fiv) KROWGH 1 A, 3 AL 5 AERICIE L
b D (3 @ 0.02 mglkg ThoTz,

(=2, 25, 69)

(2) REDREHRR

RIED b~ hOFEEFIC, ~>F A haber7a7 74 % 600 g aitha O
BC3EEAAAE L, b~ MR DI Z AT 722035 % il EO B & S AI L
HL70 KN90 A%, B—~ U o EEAILEE 64 KO 91 RRICINEL T~ 7
Abobty REOR~UTA by SOAFHITENIRH#H I, F, D, J KK
TR & U T- R EMEE R R BR S EbE S 7o, FERIFRIR 4 [TR S
Wa,

v T AR E YR T AR S WNAREHE I, F. D, J XK
I, WITR b RHERARm Ch o7z, (B2, 26)

(3) HEEDE
BE 3 ODIEMEERBRO S EEZ AW T~ T A b a B i B 249
HELEBRIZEMF LI VERSNAHERRENR 27 I3 TW5 (BI#HK 5
2R
B, AMEBREORE X, HHEICESIHEHFENO~ T A hr EVR
RO 2T RS T, SEEHREE SN2 TowEHEMIER S,
T - FRERIC L 2R B OHEEN 2L W E DIRED T T 72,

x2] BRPLIYERINLIGTUTAMOEVOEEEERE

[ R AR (1~6 %) LERT g (65 ML k)
(fK# : 55.1 kg) (K : 16.5 kg) (K : 58.5 kg) (K : 56.1 kg)
B 1,010 416 927 1,220
(ug/ N/H) ’ ’
7. —MRIEERER

7 v b E AW BN S s, MRIER 28 IRSh TS, (&
F2, 27)
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F 28 —MRFIEARSIE
. wEE | P
REROME | B @%? (mg/ke () ?#fﬁ%§(?%fi§) RO
5y | TS e
EER e R 0. 200. 600,
IHEEAImE | SD 7 » b 6 | 2,000 2,000 — R L
IPSiskse &)
EFE%;;;; ~ 0. 200. 600,
0w |SDT v | HES |2,000 2,000 — WL
1 [EH R & (&)
Sy "

) e LT 0.56%MC KIEES AW BT,
—  /MERBIIRE Sh R o7z,

8. mitEHEBR
(1) ESHEER

< FR Ry (B 0F v kA AR g S A7,

29T TW5D, (EH2, 28, 29, 30)

il el

£29 IHESHABREE (R{HE)
Bk LDso (mg/kg (AH) gz g
g B TE o it BEINTER
2,000 mg/kg (KRB CHLFHJE PHDIF L
o Wistar Hannover 7 » b ~9.000 LkOHEWE Z&iikE (5 4
TET | g 6 1T ’ T %)
FET 7 L
. Wistar Hannover 7 v~ k JER R OFETH 72 L
35 e 5 T >2,000 | >2,000
g A Wistar Hannover 5 » I | LCso (mg/m?) ERRUSETH L
—HEMERESS 5 T >4,970 | >4,970

& D, F KO T W ONJRARIREIEY 1 KO 2 2 W 7= 2ERE O iR s F2 ki

i, ERIZE 30 ITRENTWD,
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30 FEEOSUHEHBRERE (KEVEUVEREREERED)

R BT LD mgke BH) B2 S ik
D Wistar Hannover 7 » k ~9.000 IERROSETHI7e L
—HEIE 6 T ’
b V_\’;;t;;é—l&nnover Z v b +2.000 JEAR K OFE 72 L
2,000 mg/kg (R E T H 3 EE)
Wistar Hannover 7 v k Z) ﬁT‘ ﬂ}ﬁ%%ﬁ‘ H E?Mi‘ ‘HE
I el 6 >2,000 | FOTHI, MBI, FURM O
Bk (%5 30 431%)
FETHIZ2 L
JEAR Wistar Hannover 7 v k 300~ SEL TR, ﬂilﬂﬁ\ﬁﬁé&@\{tﬁ
RAEW 1 | —REME 5 PT 2,000 | (£5 4RFHE)
’ 2,000 mg/kg {ARH TH T
JE& | Wistar Hannover 7 v h ~9.000 JER K OFE LB 72 L
IRTEY) 2 | —HEME 5 T ’

(2) amESHEER (Sv )

Wistar Hannover 7 v ~ (—#ElERES 12 PT) |

-
—

U TFT A RrEY%E 0,500,

1,000 & X 2,000 mg/kg AEE O HE CTHEIFREOHS L T, St Etaliinse
fiti <7,

HHREHT

O LT FMEATRITER 31 1RSI TV D,

PRIRBEA R PR EIZ BV T, BERREICL 2 EEITIRO bR o T,
ARBRIZIBWN T, 2,000 mg/kg REBGREOMEME Tk B A ES B (RES)E &
WXiIBEshEH &) IKTHARO N0 T, EEHEMEEIIMMES © 1,000 mg/kg

FETHL BN, SYEMREERITRED bhkhrol,

(ZH 2, 36)

#31 2MHESEMERR (Sy ) TROONEFEEMR
58 . &54H) i (F54H)
2,000 mg/kg A - EE E R OB EEE R T - BEhEEE(XT
1,000 mg/kg AELLT | BUEFTAR L BT R L

9. BB - BREICHY DRAER UK EBRAEESER
~rT A rEy (JFE) O NZW 743 2 FI 7 IR K OB R i
PN S T,
Z DGR, 7YX DMK L CTEE ORIIRMEZED b, 7o, VEIRZIRD

RENTo, BREICR L TRIBIETRO o7,

Hartley /L€ > b & W72 R EEAEMRER (Maximization 7£) 23FEHE i,

BAEIEISRMETH - T,

(M2, 37, 38, 39)
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10. BERESESR
(1) 0 HREERAESHESER (v )
Wistar Hannover 7 > & (—REMERES 12 I8) ZHWREE (JR{E : 0. 800,
4,000, 10,000 & X 20,000 ppm : FEIMAEREILE 32 2H) #5125 2 90
[ i S e R 23 FE ki X 7z,

F32 90 BREEIAMEEGRER (v ) OFHREKERE

B 58 800 ppm 4,000 ppm 10,000 ppm 20,000 ppm
ARG | B 54.0 283 743 1,540
(mg/kg (RE/H) i3 61.6 320 789 1,890

B EHTRD DN BEFT RILE 33 IR TV D,

HEDO B NRIZF5V T 20,000 ppm B 5-FE THTRILE DR DAL, i fHk
LECIET ~ MR 2a2u- 707 ) U OILETH D Z EDNMHR SN TE
. bt MZHTL2EEFHNERITENEE N,

ARERIZIB T, 4,000 ppm LL_E# 58 OMEME CHARIERENE D iz o
T, EEMEE IR S B 800 ppm (M : 54.0 mg/kg (KE/H ., M : 61.6 mg/kg &
#H/A) ThdrEEZLNE, (B2, 40)

(PR OV R IR A~ D EIZEE T2 A h = X 2588k 1x [14. (1)] 220R)
F33 OBMELMSHRER (v k) TROOh-EHMR

BeHRE JAi3 i3

20,000 ppm - GGT #Ehn - GGT #ghn
- & 5 - 1/ H i,

10,000 ppm LA E + T.Chol ¥hn + T.Chol ¥hn
 FORAR A N H AR o JFRer K ONE B B THE N

4,000 ppm Ll E o BTt e ONE B HE iy il RiEN
« BT AR R

800 ppm FPEAT R L FPEAT R L

(2) 90 HMESMEEMEHER (TOX)
ICR v v A (—REMERES 12 P8) ZHW/-iREE (R : 0. 1,750, 3,500 KN
7,000 ppm : FEIRRAEEEREILER 34 M) 52X % 90 HRESMEFEERRBRN
FEhe <7,

&34 0 HEEIMSHEHE (IVR) OFHREERE

5B 1,750 ppm 3,500 ppm 7,000 ppm
SRR R i3 204 405 807
(mg/kg IKE/H) i3 252 529 1,110

T KEHEEOZLALKEES VY UUTREL, ) .

37



AFBRIZFB VT, 7,000 ppm Fr G ORETHFHEXT K UL E BN, HETI3RE

BHEIZXD
{RE/H)
Zx b,

FFI~ D B

E/
oy A ;irs

. MECAEER D5

(R 2, 41)

(3) 0 BHESHSHEHAR (41 X)
v — VR (—REMERES 4 PT) ZFAW-iEEE (B4R - 0. 4,000, 12,000 K O®

40,000 ppm :

INES/ TRSY g i

ﬁ 35 90 E FEﬂEIL,\’I

PERAEREITER 35 Z2) 52X 5 90 B HEESMERE

B BT T DT, MM I HET 3,500 ppm (405 mg/kg
& 7,000 ppm (1,110 mg/kg (AE/H) ThDH L&

BT DA =X BRIT [14. (2)] 22

HE R

BHHEER (1 X) OFYRAFERE

B HRE 4,000 ppm 12,000 ppm 40,000 ppm
R AR R R i3 90.9 268 933
(mg/kg (REE/H) i3 103 304 820
BHREGHTHRDO ONTEFEATRIEER 36 ITRINTVD

AR

2BV T, 12,000 ppm PA_ER 5O MERE TR/ NEE O 28 5

lJ‘LA

SN0 T, HEEVERIIMEE S & 4,000 ppm (M : 90.9 mg/kg AE/A . L&E 103

mg/kg (KE/H) ThHEEZ LN,

(R 2, 42)

=36 90 HEMEZRMEMHER (/1 X) TROON-FEHMR
B ER JiE2 i3
40,000 ppm - HIJE (3 fi) - HIlE (1 f1)

« (REHININE R O =T

- AST. GGT. TG KU Glob /0

- Alb, A/G tt. T.Chol } O* Glu &
b

* M Ji e ONRIT ST it et e U8 PL B Bk
s

» ST PR B/ B v PR HEA

- BA

© (REH NN R O 2K T
- AST. GGT kU TG ¥4/n
- Alb, A/G kb, T.Chol X T Glu

N

12,000 ppm LLE | - ALTa, ALP 40 - ALT=, ALP #/1
JHDNERLHEEN  ROEHERE | - NEROHEEEROEERE @
4,000 ppm FIET R L EREGIBTNANS

a: 12,000 ppm & 58 TITAEZEIZRWVDN,

b HEEITRVD,

BE DR LW LT,

(4) 90 HMERMHMHESHEHER (Y )
Wistar Hannover 7 v b+ (—#EERES 12 L) 2 AW 7-IREE (5K : 0. 1,500,
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5,000 & TX 15,000 ppm :

PEppREERMERBR N il S vz,

PR AIEREITER 37T 2 M) &5I2XL % 90 HHHER

#3790 HEERMEMESEER (Sv b)) OFHRKERE

58 1,500 ppm 5,000 ppm 15,000 ppm
IR AR R E JAi2 99 338 1,020
(mg/kg KH/H) i3 122 415 1,220

15,000 ppm & 5-FEOKE CTREHEIMNPNH] L OB &K TN
K51 X %2

O B, HETITR
138 LR T T, MEFMERITHET 5,000 ppm (338

mg/kg (KE/H) . MECTARBOKEHE TH D 15,000 ppm (1,220 mg/kg (KE
/) ThHoHLEEZOLN, HAMMREEIIZED bNRhoT,

(5) 28 HEHESMHEREBHEER (Sy )
Wistar 7 v b (—FEMEES 10 J8) 2 AW/ k. (FEE 0, 100, 300 KO
1,000 mg/kg RE/H ., 6 BRRE/H) #5110 K5 28 B B d 2R i #rEaBr s £

i,

(PR 2, 43)

RABRIZB T, WTNORSGHTHLRERGICL 2ZBITRBO o rhoTo
DT, EEVEEITME S OARBRORSHETH S 1,000 mg/kg (KH/HTH 5

EEZ BT,

(R 2, 44)

11. BEEEHBRRURLINAMER
(1) 1 FRBREEEER (1 X)

E— VK (—EEMERES 4 TT) ARV -IREE B : 0. 200, 800. 4,000 &

W 8,000 ppm : FHIRAEREIIFER 38 &) HEIZL D 1 FEHEMEEERERN

Fhfs S iz,
& 38 1 FHEEBUSHSRR (41 X) OFEHRKIERE
B HRE 200 ppm 800 ppm 4,000 ppm 8,000 ppm
R AR R i3 4.3 19.2 92.0 181
(mg/kg (KH/H) i3 4.5 20.4 92.0 226

B 5 TR DN EERTRITE 39 IR TV 5,
ARERIZHB VT, 4,000 ppm UL EEGHEORE T ALP #8/1, 8,000 ppm % 5-#
DM TR RE DT O b0 T, BEMERITHET 800 ppm (19.2 mg/kg

{KE/H) . MET 4,000 ppm (92.0 mg/kg (KE/H) THDH EEZ LI,

2. 45)
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F39 1 FEBMESEHER (X)) TROON-FIEMRE

s nisa Jai3 i3
8,000 ppm « FHERERE R K OTAEfd (32 00% | - ALP #9n, Alb J8i
- JHEARRE AR K O /e €658 Uh o5
4,000 ppm Ll E | - ALP ¥ 4,000 ppm LLF
800 ppm LA F mHEFT R L BIEFTR L

(2) 2 FMEBHEY/BNALEHEERER (SY )
Wistar Hannover 7 v ~ (18P MEREREE © —REMEMES 20 PE, 03 AUPERER
BE . —HEMERES 50 PT) & AW -iEER (44 - 0, 400, 2,000, 7,000 & Tr 15,000
ppm : EHRRAEIEITE 40 BFR) B 51085 2 FERIEMEFEEAE DS AEIER
T VINESS TR gV i

&40 2 FREIEESE/ EVAMFERER (S b)) OFHREKERE

B GRE 400 ppm 2,000 ppm | 7,000 ppm | 15,000 ppm

B | 25.5 130 449 992

TR AR | B | M 31.3 151 535 1,140
(mg/kg RE/H) | AN | HE 21.0 105 376 804
AR | M 26.7 135 475 1,020

KHEGRECRO OB RITE 41, I CHMMAFERD b - IR A
& OHEGEMHIRZE OFAEBLIIER 42 ITREN TN D,

YN T3 B AR AR 5l 5% - TR EE LS O %8 AR L AB TAl i 8 CHE I 2358 0 BTz & D
®. Fisher O EEMFERE CITABEZEITRO LT, BIEEMERZE OBF R OHE
MEFED B oTe, Fio, AFER-FEEREA & B AT R -FIEELRE OA 5
DIAEREITEFT — X O&FENICH -T2 &0 KR EIC L FEL I35
RO o],

ARBRIZIBWN T, 7,000 ppm A EFREREOIE KON 2,000 ppm LA R G- O
TR B PEAL/IE REZE GRS S -0 T, EHMEEITHET 2,000 ppm (105
mg/kg (KE/H) . #ET 400 ppm (26.7 mg/kg (K&E/H) THDHEEZ L=, %
MAMEITRRD B2 inoTz, (B2, 46)

(FPig e ONRUIR IR~ DT BE 92 A = X L3RBT [14. (1)] . JRE RO
BREBE IR L7 A 7 = X AT [14. Q) KA ] 2#5H)
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F4-1 2 FRENSHE/ENAVEHEHRER (Ty k) TROON-EHMR
(FEEEMHRE)
& HRE JAi3 ki3
15,000 ppm - (RE NS - GGT #/n
* GGT KO T.Chol #&hn
7,000 ppm LAk - JHFHEx K OV B 0 - T.Chol #4§/1
- JE AR R AT B T b/ A R - JFHEx K OV B S
- JFABRaZEfaql 2 - JFABRaZEfaql o
- FURIR A e B R AR R AR R - R A e R R R AR R
2,000 ppm LI E | 2,000 ppm LLF - (REHE I
IR R L - MR A EE e /AR R
400 ppm LT BIEFT AR L

a: 7,000 ppm G5B TITHE LTV, B b0 -k L,

FA41-2 1 EMEEEEH (Sy b)) TROON-FHEHRR CEEBMRZE)
B 5-RE Jii3 i3
15,000 ppm - REE RIS - GGT #ghn
- GGT X O T.Chol ¥4
7,000 ppm UL E - it ek K O b B B HE N - (RE I
- M RR AT ER A b /RER - T.Chol 4/
« FRAR A B Rz A e AE R - JHFREEoeE K ONL EE B HE N
- R AR AT Ee A /AR R
- FIRIR A R R AR AR K
2,000 ppm LA | wPERT R L PR L

FA42 NETEMNBOONEEBERE S EOHIEEEREDEERE

5B 0 ppm 400 ppm | 2,000 ppm | 7,000 ppm | 15,000 ppm
A EN YK 50 50 50 50 50
AEFE SR - ZE I AR 3 8 5 6 5
(%) 6 16 10 12 10
BEVEAGESR - SRS » # 2 0 1 4 6
(%) 4 0 2 8 12
BT ER 4 N O & 5t ac 5 8 6 8 9
(%) 10 16 12 16 18

CHEARRAMERE (Peto, P =0.005)

: Fisher O E#HfERKRE (FH) CTHEZEZRL (p>0.05)

- FHEARRAMERE (Peto) XM STV,

D IR AT RE S & 54 L T Bk

RERFESERERI ISR 5 T v AW 2 FREBEFEEEDSAEIFERS (8RB o RT—4% 4
PSR- FIBEREES 5 0~4%., AFEFR-MIEREK ; 2~48%

o o o H*

(3) 18 M AMELSAMEER (TUX)
ICR =7 & (52 H[A#% I & &R « —HEMERES 12 DT, M AMERBREE - —F
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WERESS 51 P8) & W ZIREE (R : 0, 700, 2,000 & TF 7,000 ppm8, FEfEA
BEIEIIR 43 2 R) KEITX D 18 7> H RIZE D AR Il S vz,

F43 18 HMARENSAMRER (IOR) OFREAERE

B 58 700 ppm 2,000 ppm 7,000 ppm
R R TR B & i3 82.5 239 824
(mg/kg {KE/H) It 99.2 280 994

AKRBRICBWT, WThOREHTHRAEERGICIOEEITR O NT, HB4E
BEFE ORI U -BEEMERZE iR b e o 7=, EEHRIEEITMERE S AR O K
mHAETH S 7,000 ppm (7 : 824 mg/kg (AE/H ., M : 994 mg/kg KE/H) T
boHEEZ LN, BRAMMETRED ONRhoT-, (B2, 47)

12. £EREBUHER
(1) 2HREKRESR (SvF)
Wistar 7 » b (P A% —FEMEMER 26 PT, Fp AR —BEMEESR 24~26 JT)
ZHWT-IREE (JRIK : 0,1,000,3,000 & TF 10,000 ppm : FHMSEREITE 44
Z) &EIZ XKD 2 HARETHHER N F i 7z,

&4 2HAEEHER (S b)) OFRFERE

B 58 1,000 ppm 3,000 ppm 10,000 ppm
VA 56.2 166 559
. | Pt i
SEE R AR E I 62.5 195 629
(mg/kg (AE/H) 1 84.7 255 881
&rke Fi AL i
i3 90.1 275 929

B GHETRO DN EEFTRITR 46 ITRINTND,

ARRERICB VT, FHEM T 3,000 ppm LA EFEREORER TN 1,000 ppm LA E
BB O TONEMEFHIFAE RS, RE) Tl 3,000 ppm LA EEGREOIE K
10,000 ppm 5 5-HE O M TR & N B SR D E DGR LT DT, M
BT OET 1,000 ppm (P : 56.2 mg/kg (KE/H ., F1 : 84.7 mg/kg &
H/H) | WET 1,000 ppm FKiii (P : 62.5 mg/kg (RKE/H R, Fi i : 90.1 mg/kg
{RE/H ARG . REMWORET 1,000 ppm (P # : 56.2 mg/kg KE/H ., Fi ik : 84.7
mg/kg (KE/H) . #ET 3,000 ppm (P i : 195 mg/kg (K=E/H ., Filtf : 275 mg/kg
KE/H) THDHEEZ LN, BHHREICKT 2 EBITRB D N oTz, (R
2, 48)

8 v A& M- 90 A EEAMEEMERE [10. (2)] offRIcESE, ERAED 1,000 mg/kg R/
FIZIZIEMHE T2 7,000 ppm = AR OKEAEICHE LT,
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F45 2HAREEHER (Sv b)) TROON-BUEMRE

. #H:.PLR R HoFi. R Fe
BSE T i G i
10,000 REHEININE) K | - ARESENNE K& | - REEIE K | - AREEE IS &
ppm B EKT DEHEKT DEHRET OEEEKT
FRRAEFIARIE |- Bk R OVRER | - FORAR K OV | - DRBEHESH K OV
P G AR M RO EER | EER
&, IEEFER |- =i L0 | o /NBEJE I T AT
JEPESEAIIR | EERED AR EBHIR S | Bt fmRILE.
e - FFREAE/FHNRIEIBE | MESE IR IR JHREE T 78 PR =
CHRIRONEMEA | Bt EbE, 1 P S AR
e A AE R /NEEE R AR . AR A
Bt FEILE, R ORIRE
JIEAE &) BHBR Ry ER RN EPN
P IR IR
Bl REE HE A
# [ 3,000 - FOBR G B O A - PR /FAARE | - BT R O
Y| ppm LA E | RIROMEE B G EFELR | B
0 . ONBPERTAE | - FFRARAE /P R)E
« OB AR AR B A FEEEIEREE Y
K &
1,000 1,000 ppm « fF#ax & ONEEE | 1,000 ppm - ONE LT A AE
ppm UL E | FEFTR L B BT R L K
« OB B e AR
K
10,000 < REHEINNE] | - RESEIENE] | - (RESIENE] | - (RERE IS
ppm « By BEEAE - FEBA OB AL < JEifE Rt e ONRER | Pt M OV ER
7 =R B
& | 3,000 L & ONEEE | 3,000 ppm LR | 3,000 ppm BAF | 3,000 ppm PLF
¥ | ppm UL E | &R BIEAT R L BIEAT R L AT R L
1,000 IR R L
ppm
(2) RESHSER (Sv M)
Wistar Hannover 7 >~ b (—H#{if 24 JL) Oz 6~19 HIZHRHIEEQ (R

0\ 100\ 300 & 1* 1,000 mg/kg AE/H .

MR M TR S T

1 OOO mg/kg (KE/HFZEREDORIE T E#
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EAREDFRD BT, WTAOFRBSEE & B E MR O 57 — X 9D
NIZH -T2 Linh, BEFHERIFEN B 5N,

AFABRIZIBV T, 1,000 mg/kg {ZFE/ HEG5HORE R R IE TldnTh ok
SR TOHUMERGICEE L 2IIRO LN 70T, BRI REY &
VIR CAREBR OK S = 1,000 mg/kg (AE/HTHD EEZ LT, (BEEME

RO benole, (W2, 49)

(3) RESHHER (VYF)

NZW 7 %% (—#filf 24 JT) OFHR 7~28 HIZ3EHIFR O (54 : 0. 100, 300
KON 1,000 mg/kg (KE/H ., A : 0.5%MC KER) 5 LT, FAEFMERBRN
Fhe <7,

AR T, BEW R OB IE & & a5 1CBE L2 2203580 b e )
ST=DT, ﬁiﬁ%iﬁ@%&U%ﬁk%Kﬁ%@ & A& 1,000 mg/kg A/
HCThdeEEBEXONT, BAFEHEITRD NPT, (B2, 50)

13. EESHRR
v T ARy (JFIK) OMEZ AW ERIERERRER, Fr A =—X A
22— sEfiln (CHL/IU) Z Bz in vitro e R B EHRER ., F v 1 =— A
LA L —PRER MR (V79) ZHAWZEBL T R2AEERABR LN~ T 22 =/
kBN i S iz,
ﬁ%#%iﬁ46zﬁénfwé&ﬁw\éfﬁﬁ?%ok:a#%\vy?x
o BB REET VW DO EEZ OGN, (/R 2, 51, 52, 53, 54)

9 2002~2010 £ 11 FBRIZI1T 5 Wistar Hannover 7 » h TOREMEE | FHREFT®REB(LAE
fa =R 3.7~28.3%., HEHHBEFIAEIEE 0~10.1%
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® 46 BEEEEABREE (RK)

R x5 PR - 55 it
Salmonella typhimurium TA100, TA1535, TA1537
(TA98.TA100,TA1535, 9.77~313 nug/7" -+ (-S9)
#Im2esk | TA1537 £%) 39.1~1,250 pg/7" Vb (+S9) _n
7 BB Escherichia coli =
(WP2uvrA £) TA98, WP2uvrA
156~5,000 pg/7" -}
F¥ A =—ZANLZXZ—PEH | ©1.0~10.0 pg/mL
pShilinl (-S9. 4 WffiaLes)
(V79) 8.0~128 pug/mL
(+S9. 4 EpfaLE)

BAR 229K ©@16.0~144 pg/mL o
in 7 BBk (+S9. 4 FEfEALER) -
vitro @7.5~50.0 pg/mL

(-S9. 24 HrfALEER)
16.0~144 ug/mL
(+S9. 24 WFREALEE)
Fr¥ A =—ANL2Z—ffifik | ©40.0~80.0 pg/mL
i He (-S9. 6 FEfEALER)
(CHL/IU) 100~150 pg/mL
Qb (R Ew (+S9, 6 MEfEMLHE) _n
B ©3.91~15.6 pg/mL -
(-89, 24 HFRHALER)
100~150 pg/mL
(+S9. 6 HFEALERL)
i ) ICR v 7 % 0. 500, 1,000 %X 2,000
i /N RER (—HEfE 5 ) mg/kg {KEE/H Y
(B fffmA) (H[al#E 0 % 5-)

+- 89 : NG RFE T L OHEFAET

G D, F (@R CHEHR) KOV T (@MW, YR OBRERR) WOIIR
IRIEY 1 KO 2 ORI 2 AW T AR 2SR SRR 2N F2 i S e, RsRITIR 471
REINTWHEBY, 2TCRETHsT, (W2, 55, 56, 57, 58, 59)

® 41 EieENHABRHRE (KEYMERUVRIEEEY

R

- R PIES PLPRYREE - B 5-& it o
D S. typhimurium 156~5,000 pg/7" V-t (+/-S9) =3k
F (TA98,TA100,TA1535, | 156~5,000 ug/7 V—k (+/-S9) =ks
) | TA1537 ¥k ~ - - 2
I e _ ) 156~5,000 pg/7 V-t (+/-S9) M
Rk mwam | o ~5,000 pgf7 b-h (+59) | bk
BLEM) 1 2 FR AN (WP2uvrA ) 78.1~5,000 pug +/-S9 =
JE A . "
. ~ VA% - =X
B 2 5~5,000 pg/7 v-F (+/-S9) M

+- 89 : RANEIELREFE TR OHEFET
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14. TOMOHR
(1) FFRERUVBRBE~NOEE (Syb)
7 v M HW= 90 A RESMEFEMRER [10. (1) ] [T, g (EEHN,

FRHEFRAE REE) R OVEIRIR (ARAIRAER) ~ORENED LNTZ, v~ T A b
n L, CAR DOIEMHEILZI L CEMRMBERNFEINLG 7 = /e X —
v (PB) CHEUEILAEARN S D EHERI SN 7=729, Wistar 7 v & (—BEMERES
1008) [Z~> T A a7 X% 14 ARENEEE (5K : 0, 400, 2,000, 7,000
J Y 15,000 ppm, #G-HEOMEE & SEHRAEEBREITR 48 ) 5L T, v~
TR MrberE5HOKELEL, BilE, MaEE, HEERTORE, EF
RIVE PR, TR OE R DNA & &% OFF 3B R 5h B8 E S D et &
iz, 72k, BrExtie & U< PB #[REEIZIRER (1,000 ppm) 5 LB S 3072,

K48 BESBHOBELTHREERE

o YT ARREY PB
400 ppm | 2000ppm | 7,000ppm | 15000ppm | 1,000 ppm
7 H i3 23.3 116 379 744 57.0
& 5HE | M 25.7 131 420 812 66.2
FRmAERE | 14 B | B 796 55.9
(mg/kg KT/ A) | #GHE | M 952 63.3
e | KE 805 52.9
R i3 896 64.9

WBITEHRE 7 A FREHR G2 7 H R OWRIEBF N E S,

[ BERE L

v T A MR EURGRICEREGRET
FHEEMEITE B0 ITTRIN TV,

D b BAITFE 49, KR EITS

7T RGO~ T A hr By 7,000 ppm PLEFEERED 10 #ild 2 FillzHOWT
B PAMBE MR 2V EhE S v, 15,000 ppm £ -5- O ERE CHFRIAE O ¥ /N R O 1Y
AL RIBEOMECRAPEIATE D FRD B v,
UEDFERNS, ~ T A e ErBEIZEID | RO E/NaROEE AT K
% ONEMEAT AR A, AT EE O, CYP2B KO UGT O#5E ., T84, TSH

HEANE N AT AR 0 BrdU ARFR=REEMN A ZE 0 B iz,
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®49 TUTAMOEURERICEBRERTEDON-EIL

P i ~ T A RrbEy PB
1l 400 ppm 2,000 ppm 7,000 ppm 15,000 ppm 1,000 ppm
WAL MR - PREEH NG| - ARESINEG| - AT & O
8 B A) (4, 8 ¥ 15| EHEHM
- ONEMERFRRE] B B) < NIRRT
AE K - R R O SRR AR
I - BrdU 1Esk| HEHM - BrdU #&Z5#%
T REGH B C CEPEFERINE B
AE K
« T4V
+ BrdU #Ei#=
N
- PREEHE NN | - R & O
(4, 8 ¥ 15| EEHM
HH) o FRHR Bt s Bz
i3 - MR R OV | OV EE R
HERMN n
o HORR ARG RT Re |+ /N HRO T
o OLEES | MRk
14 PGB n < Ty D
- ONEMERTHERE| - TSH 88
AR
« Ty B
- TSH #4hn
+ BrdU #Ei#=
N
o et e VR |« BR Rt et K
[EIfCR S EEHN (0=
- Ty n
WAL WL - PR ARAE S K | - AREEHE 0B | - (RS0
OV E Y (4, 8 x*15| (8 HBE)
o HH) - JiFfE st K OV R
- ONEMEITHIRE| - AFiesct e Ok EEEHN
AE K HEREN o FRHR Bt s Bz
- ONEMERVRAR| - FURARM S | O E R
ARa R L E A n
. Jra A K o < NIRRT
el HE T8  BrdU Bk | - O IEEAN ARk
B0 fE K - CYP2B.
- DNEMERIRER| CYP4B KO
AR bR UGT %
Jra e - Ty
- TSH #4hn - TSH #4hn
» BrdU &% | - BrdU #Eik=:
10 B0
. - (REHSINED | - AREEEEINENH]
14 REGH Hl(4, 8 XY (8 HA)
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15 HH) - it & OV
- T e OV | EEEHE N
HEHEN - HOR e et K
- FRORR itk O E &R
KO\t E & n
HE AN < NIRRT
- ONEMEFHIRE| MR AER
AEK « Ts KON Ta P
- ONEMERRER| D
ARE ERzA | - TSH H#&h0
Jra e  BrdU #2553
s T3 R ONTaB | B0
A
- TSH #4/1
[a] R WL WL
[ TEERL
=50 HEYRBIBRFELTH
5% (ppm)
iZE= el Be 58t v T A E YV PB
400 2,000 7,000 | 15,000 1000
" 7 BB 58 148 1289 T872 | 11,360 | 12,510
CYP9B [EIERE 135 11235
i 7 BB 58 112 7305 | 12,580 | 17,990 | 126,900
[l & 108 1334
” 7 H B G5RE 98 99 120 124 1167
CYPAA [EIfCES 141 121
i 7 B E5RE 94 86 89 85 T129
EIfCE | 76 |77
e 7 H 58 1123 130 1150 1148 1191
—_ s [l e 113 1136
i 7 B8 95 100 117 136 T123
[EI1E R 109 110
[ TEERL

T AERGHER ONEHERE OMERESS 6 IEOFTlIC SV THIE S v,

- Dunnett #7& X1Z Student ® t #7E (T EHEAD 2 AW TRBEE L OFBEERELXIT-7- (T | :
P<0.05. N1:P<0.01) , BhOHIEIILEBOBZ L L THRBEA 100 & L7254 DOIHE,

(2) Fig~DEE (¥IX)
~ U A%z iz 90 AREELEMEREMERR [10. ()] IZR8W T, &K HE&fF O/

TIIATHE e O L E RN, HE Tl 52 L D
v M D Pl O IR~

BIIERO N otz T

FERFRER [14. (1)] TIX PB RO IEMRH
BEEOFENEZ LN LD, KRB TIE~ U RACB T 2 ERAB™BRE SN,

ICR~7 % (—Hf 1000 2~ F X hrb % 7 AR (5E& 0 KX
7,000 ppm. FERRIREREIL 0 & O 814 mg/kg K&E/H) %5 L T, FFl&~D
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EEDRET S T,

VT AN EUEREIZEY HE~ T A TIE Cyp2b 25558 (XHHREED 170%)
iz,

FFlgE O 5 BEAL AR 2 O A Tl MR FEMABEETRD oo 72, 10 4
3 Bl ZER A AR AT BAYE /AR, 10 ildr 2 (511 8R4 7 AR B 5 Ky OV 2,
BRILEDR O b, KEZL, FEEE& OO BrdU 7% RI2 oW T
TR G I LD BITRO N o T,

UIEDFERNG, v~ T A b2 G SN~ T A TiE, FTHHV Cyp2b
FHENFRO L, BELRIFIEREOENRBO Sz, (B2, 61)

(3) TFTRAFRTFAVRUIR IS OCHA—IEARADKE (RVTAMBEY, /in

vitro)

T v MRV 2 EREBMEEENSAMHERERR [11. ()] 2B\ T, JiE
fEds (AEFESR-TMZE) ([CHMEmNRO LN Enb, TARNAT RV ROT
A KT VA VAR DR B ER N i S T,

b MR R E BRI (NCI-H295R) DB RICY T A hr v % 10 nM
~30 UM L, 48 BEfEIZ DT A M AT v v K= A T U4 — /L3 JllE I
oo TOMRER, KRBEFT YT AR E U ETAMAT B RO A T
A —NERICHE L nWEE LN, (B2, 62)

(4) EFIR MAOFURBERRUT7 Y ROFVSBRIZHT IRERNER (T

TRAMAEY, REMWME, F. KRV Q. /n vitro)

7 v MEAWE 2 FEREMEEEESAMEFEEE [11. Q] 2B\ T, JiE
fE (AEFEZR-TIE) [CHIMERARO SN2 b, v T A br Bl
R E, F. KX QODZ A My KN v NaFr UsRZ RIS 5, 7
A=A MNROT & I=Z2 MEHORE KRGSV,

t bR beFrzBiEo (hERa) KON ER JGE VR —Z —%ZE A LIZZE
Rk (hERa-HeLa-9903) WMt b7y FuZr2a5iEk (hAR) KO
AR IGE VAR —Z — %8N LT ZERE iR (hAR-HeLa- 4-11) # Wz b
RN—H =BT T v A DNE S,

BRI DOALFRIEE I E 51 IR EN TV 5D,

ZORER, KRBEMNT T, v~ T Ay, (@Y E. F. K X0 Q 1%
hERoX& O hAR IZfEH LW &2 bz, (B2, 63)

10 28O~ F A Mo B ORMIBRTH D 100 uM A i E & L, 2z CHllaitk %
EE L7 L CUBBENHRTE I N,
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#51 WERYPEOLERE
hERa hAR
WERE oy TUHIT=A R T H=A |k TR IT=A K
T A=A M RR k5 A k5
Y "‘“;{
?gz/ 10 pM~1 pM 10 pM~1 pM 100 pM~10 pM | 100 pM~10 pM
K@ E| 100 pM~10 M | 100 pM~10 pM | 100 pM~100 uM | 100 pM~100 uM
R F| 100 pM~10 uM | 100 pM~10 uM | 100 pM~10uM | 100 pM~10 uM
R#M K | 100 pM~100 uM | 100 pM~100 uM | 100 pM~100 pM | 100 pM~100 pM
K@Y Q| 100 pM~100 uM | 100 pM~100 uM | 100 pM~100 uM | 100 pM~100 uM

o EBEET OB ERE OVRIRA TH 2 100 pM Z iR & L, Uiz Cllla st 2 Z &
U7 B CRVERREE S8 E STz,

(5) 28 BM%HEEMHER (Sv H)
Wistar Hannover 7 » b (—#fitf 10 PT) A2 H 72268 (J54: 0, 1,500, 5,000,
0" 15,000 ppm : FEGAEREITE 52 ) Fb5-12 X 5 28 A G EIER
BRINERE S N7, B E LTy 7 uk 27 7 3 F—KwE S 24 B%H
5 4 HEEGECIEIEN (50 mg/kg (RE/H) 59 D RENRRIE S L7,

#5228 HERESEEHER (Sv b)) OFHRKERE

fi i

1,500 ppm

5,000 ppm

15,000 ppm

T U (mg/kg PR/ H)

i3

147

471

1,420

AABRIZIBNT, WTHORGEHTHREREICL2EBITRD Lo T
DT, BEMEEIAHKBROKEHETH D 15,000 ppm (1,420 mg/kg (K&E/H)

ThoHeEZOLN, REFBEITREO DRI,
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M. BH@EERTd

SHRIZET BRI AV TERE w7 X ha vy ORMEEREMN % 56t
L7,

UC TIE&R L7~ 7 A e e 2 AW -8 NEMRBRORS R, 7> MO
AN~ 7T A hr B OERNRIGERIT, 5% 24 K TO72< & B HET
97.0%., WET 94.7% L BN Si7z, 5% 24 Kl E TOMEH, REOFER~DHE
R, HET 98.1%TAR, MET 96.2%TAR TH V. FITHHHZ A L T ~Hrit
iz, 14 BREHRG%ZOPERLESC)HTh o7z, £/, v~ TAMrEY B K
W TAMREY SOT v N TORNIREIZHEREITRD Do Tz, S
Y (YXRP=T hU) Tk, K&&E5 6 Refi% oM ORE I REIX VT
LENTHo T, BEEBREFIZIE, REEO~ T A M EroiEs, RN
ZHRD LI, HEAERE TR ON-MREWIED, F. IXOK Tho7o,

UC TGRSz~ T A hu e rz AW IR EMRER ORGSR, 7
BEICIE, REMDO~ T 2 b ErDIiEhn ShORFNEBD Shvi-, IhNE
DB 1 28 60.6%TRR (0.054 mg/kg) M OVp7-OfEFHI#Y F
DOFHIEED 14.5%TRR (0.068 mg/kg) A3 5Lz,

~UFARBEY R ~wUTFA M EY STNCREY D, F RO 25kt
e e LIERNICB T 2 TEWEERBROBR. ~ T A Moty RED~ T A
Fa by SOEFFORKREREMIL, =7 (X¥E) @ 29.6 mgkg Tho7-, Rt
YD, FEOI ORREZETINTULE G <. fE#H% D 2 0.38 mg/kg,
RE F 2 1.75 mg/kg K OREH T 28 0.52 mglkg ThHoTm, v~ T A E VK
O I 2ottt & LN C B D1 B O R, ~ v F A |k
0 EVORKERMEIZ. WHZ (RE) @ 2.15 mgkg, Y1 O RKFEZHEIT,
izt () KOWH I (RE) @ 0.02mgkg ThoTo,

KHEFEERBERND, v T A MU EEICL BT, I (EEHE
o, IR RSE) KOENRER (BRERAEMEIER) 2RO bz, MfRErE,
N AME, BIEREIC R D A, AR OBEEFEEIIRD DR o7,

T ENEMHAEBROFERE, 10%TRR 22 52#HmE LTI KO F oAk
MBD LN, REMILOF X7 v MzBW TR an=REmch o722
EMD, BEYHORGEIMRIEMEE~ T A ey (BULEMDOH) LEEE
L7,

FlBRICIIT 2 MEEMEESEIIR 53 12, HERAORGZEICIVEEZIND EEX
HILDFMRESIIER b4 IZEN TR LTV D,

7 v M RWE 2 HRESHRER OB B O CREEMEEDEE CE R o720,
LV EHAETH ORI ITONZT v FEHWE 2 FERIEEFEERE N AEIER
B ClitE o BmEMEE 26.7 mgkg ME/BENELNTEY . M7 v FOEFREEIX
26.7 mg/kg (AE/H TH D EEZ BTz,

BREZEZERIT, ERBRTEONT-EEEED > bR/MEIZ, 4 XEZHWEZ1
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FEMEMEFEERBRO 19.2 mg/kg (AH/H ThHo722 &b, ZHRERILE LT,
%% 100 TR L 72 0.19 mg/kg (KE/H 2 — BEIGEFARE (ADD) L3HE LT,

Fo, v T A MR ECOHEBRAOZEESICL YV ETDAREMEDOH D BRI
T oEEEED D biR/MEIZ, 7y hEAVWEEEMREERBR TGO
1,000 mg/kg (KETH Y | 71~ M A 7 (500 mg/kg KE) LLETH 722 b,
Az HE (ARD) Z8RET DMLENRW M LT,

ADI 0.19 mg/kg {KE/H
(ADI B2 ERHLE L) 12 P2 AR
(B tE) A X
(HA1#D) 1 AF ]
(&5 H1E) IRER
(75 ) 19.2 mg/kg (K E/H
(2750 100

ARID REDMEET L
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&5 BHRICETLIRBUESF

- kb5 HEEME /N R ’
B R (mg/kg KE/H) | (mg/kg KE/H) | (mg/kg (KE/H) i
0. 800. 4,000, | # : 54.0 M : 283 R - FEHERRAE
10,000, 20,000 | i : 61.6 M - 320 K%
90 HFH ppm
i H£:0.54.0,283.
FMERER | 743, 1,540
Mt:0.61.6.320.
789, 1,890
0. 1,500, 5,000, | f : 338 HE 1,020 HE - AREE N
15,000 ppm M ;1,220 o — il %
90 HIH -0, 99, 338, W - FEERT AR
i 1,020 L
Rk EME | M0, 122, 415,
B 1,220 (A MER
MITFR D b7
V)
0. 400. 2,000, | i : 105 i : 376 WERE < B R AT
7,000 . 15,000 | M : 26.7 M - 135 Fe AL/ AR R 2
ppm
& PEFE B R (DS ANEITER
VAR 9 4 ﬁiéo\%gg\l%\ D BV
18w/ \
R Mt:0.31.3.151.
FEM A
praate | 030 LU0
TS AR B R
1#£:0.21.0, 105,
376, 804
Mt:0.26.7.135.
475, 1,020
0. 1,000, 3,000. | #HE BlENY BE
10,000 ppm P I : 56.2 P/ : 166 MERE © ONEMERT
P : 0, 56.2, | P :— P itf : 62.5 HIAE A
166. 559 Fi it : 84.7 Fi1 1 : 255
9 f{% P i : 0. 62.5, | Fultff : — F1itf : 90.1 REN)
RSB 195, 629 B e - R %
T Fiff : 0. 84.7. | REMW UREaLY] OV B 4
255, 881 P : 56.2 P I : 166
Fii : 0. 90.1, | P i : 195 P itf : 629 (BHHREIZ XT3
275, 929 Fi - 84.7 Fi1 1 : 255 %y-Z IEei Lol
Fi it : 275 F, i : 929 FU7RV)
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—r 5 & Bl /A EtE
B R (mg/kg KE/H) | (mg/kg KE/H) | (mg/kg (KE/H) i
0. 100, 300, | F#Eh#p : 1,000 | HEhy : — RENY)
1,000 B : 1,000 BeIR - — MR R L
i Hﬁb%
igﬁﬁ EFT R L
({ Tﬂ:/ w}uj
D HAVRY)
0.1,750. 3,500, | f : 405 1 - 807 HE - FFREser B O
90 HE 7,000 ppm ME ;1,110 W — e E SN
2 M 0. 204, 405, W - FEMERT R
wiistm | 507 -
i 0. 252, 529,
% 1,110
0. 700. 2,000, | i : 824 R WErE - FPEAT R
18 A 7,000 ppm I - 994 W — 7oL
o) | HE:0,82.5, 239,
FEM ANE
B 824 (FED AMEITER
- 0.99.2, 280, ab%irwzcu\)
994
0. 100, 300, | ~#Eh#» : 1,000 | ~HEW) . — ISXILY)
1,000 B - 1,000 Bl - — FEIERT R L
. Hﬁb%
oo ;%ﬂ@ EEFTR L
({ Tﬂ:/ w}uj
D HAVRY)
0. 4,000, - 90.9 1 - 268 MR - T/ NSE
12,000, 40,000 | i : 103 M : 304 MRS S
90 H ] ppm
Eip=tis J:0.90.9. 268,
FIERER | 933
i : 0. 103, 304,
. 820
0. 200, 800, HE:19.2 7 1 92.0 HE - ALP £#50
4,000, 8,000 | M : 92.0 it : 226 el UPN
1 44 ppm o3
e P s | M0, 4.3, 19.2,
Fa%i 92.0, 181
0. 4.5, 20.4,
92.0. 226

— ¢ EEME I/

v ﬁtf% /N

PEENER

RETERMoTz,

i%fum &) Eﬂf_%ﬁ@ﬁg%ﬂ“ﬁ“o
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#&504 BHREEORSFICIVATHARIEDHLIENZEF

BE5 & EMEELR OSSR EREICEET S
Eubz/Ed N (mg/kg (A8 XX mg/kg | =2 FARA > Y (mg/kg KE XX mg/kg
{KE/H) {KE/H)
W —
RIEFERR | 0. 2,000 B - ACFRE O TR O B & ol
R
MR < 1,000
SR
2B 0,500, 1,000, 2,000 1y . copmimmm (RiE® R R OVSULE
BhEEhE) KT
S 0. 1000, 3,000, 10,000 | JE&Eh#
ppm P 1 : 559
P I : 629
eeriosrs | PHE: 0. 56.2. 166, 559 '
2 HEAUSRARR P it : 0. 62.5, 195, 629 gﬁ j SS;
Fifft: 0, 84.7. 255, 881 | ' -
FiME: 0. 90.1, 275, 929 | 1o g . w2 dobtrr s L
F& I+ 1,000
AR | 0. 100, 300, 1,000
R - B3 AT R L
F& 2+ 1,000
U | RAEFMRE | 0. 100, 300, 1,000
KR - B A PEAT R L
ARFD RIEDVETR L

(B FA7{E (500 mg/kg A=) LLE)

ARfD: 2SR &

1

—  BEERIIRETE RV
B NEEE TRO NI EREEFT R AT L,
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Bk 1 : A&/ o R IRAE D s >

AL s s {b54
D (RS)-2-[2-(2-hydroxymethyl-5-
2-CH20H-S-2200 methylphenoxymethyl)phenyl]-2-methoxy- N
methylacetamide
E (RS)-2-[2-(5-hydroxymethyl-2-
5-CH20H-S-2200 methylphenoxymethyl)phenyl]-2-methoxy- N
methylacetamide
F P (RS)-2-[2-(4-hydroxy-2,5-dimethylphenoxymethyl)
4-OH-5-2200 phenyl]-2-methoxy- N-methylacetamide
G $-29200-PR (RS)-2-[2-(4-hydroxy-2,5-dimethylbenzyl)phenyl]-2-
methoxy-M-methylacetamide
H (RS)-2-hydroxy- N-methyl-2-
MCBX [o-(2,5- xylyloxy)-o-tolyllacetamide
I De-Xy-S-2200 (RS'.‘Z'(2'hydrf)xymethylphenyl)'Z'methoxy'N
methylacetamide
J 9-COOH-S-2200 (359-2-{2-[l-methoxy-1-(Mmethylcarbamoyl)methyl]
benzyloxy}-4-methylbenzoic acid
K 5-COOL-S-2200 (RS)-3-{2-[l-methoxy-1-(Mmethylcarbamoyl)methyl]
benzyloxy}-4-methylbenzoic acid
L ) ) (RS)-2-[2-(2-hydroxy-3,6-dimethylbenzyl)phenyl]-2-
5-2200-0R methoxy- N-methylacetamide
M 3-9900-ORC (RS)-N, 1,4'tr1rnethyl'6,11'dlhydrodlbenzo[b,e]oxep1ne-6'
carboxamide
N DX-CA-S-2200 (RS9'2"[l'rpethoxy'1-(Nmethylcarbamoyl)methyl]
benzoic acid
0] 5-CA-2-HM-MCBX (RS9'4'(hydroxymethyl)'S'{.‘Z'[1'hyd?‘oxyj1'(Nmethyl
carbamoyl)methyllbenzyloxy)benzoic acid
P 5-CA-2-HM (RS)-4-(hydroxymethyl)-3-{2-[1-methoxy-1-(N-methyl
-S-2200 carbamoyl)methyllbenzyloxy}benzoic acid
Q P ) (RS)-3-{12-[1-(W-hydroxymethylcarbamoyl)-1
5-CA-5-2200-NHM -methoxymethyllbenzyloxy}-4-methylbenzoic acid
R 5-CA-2-HM-S-2200- (RS)-4-(hydroxymethyl)-3-{2-[1-(V
hydroxymethylcarbamoyl)-1-methoxymethyllbenzyloxy}
NHM O
benzoic acid
S 5-CA-S-2200-NDM (RSD'S'[2'(1'9arba}moyl'1'methoxymethyl)benzyloxy]'4'
methylbenzoic acid
T 5-CA-MCBX-NDM (RS'S'[2'(1'9arba}moyl'1'hydroxymethyl)benzyloxy]'4-
methylbenzoic acid
U ) Q. ) (RS)-methyl
5-COOH-5-2200 3-12-[1-methoxy-1-(N-methylcarbamoyl)methyllbenzyl
methylated
oxy}-4-methylbenzoate
JFARBE®m 1 | - -
JRAIREY 2 | - -
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<BIHK 2 : BRAESRIE R >

& KPR
A/G tt TNT I TuT Y
ai HE5r & (active ingredient)
Alb TINT I
ALP TINHYKRARAT 7 2 —F
ALT 73?‘/7‘I/ F?‘/7\\71§;—ﬂf ‘\
(=B IviEerergh7 A7 15— (GPT) ]
AST 72/\*’3#“‘/@7\:/ F?‘/x7jc§—*k“ \
(=B A xY el s7 27 I —8 (GOT) |
AUC SEN IR FE bR T T A
BrdU 57 HE-2-TAFTY U
CAR T R AKX LT —DIEIFEE (constitutively active receptor)
Cmax e e
CYP Fh7a—ALP450 7T A VA L
GGT y'f/v?i/lxl\?‘/f7::“7:—*[z““ ‘\
[=y- 7NV 2 IV T ARTFH—F (y-GTP) ]
Glob 7= IV4
Glu T a—A ()
LCso PREIEIR
LDso PRI &
MC AT m—R&
NADPH |==2F 7 IRTT=0 VX7 VAT RY U
PB Jx /)L EX—)L
PHI BRI BIE £ T B
Tz EESS Y
Ts MF—FRHAmr="
Ty Ao
TAR ks (LB e
T.Chol |zl ATm—/L
TG N ZUEY R
Tmax 5 e o P B i R
TRR TRFREE FUT RE
TSH RO RIS A £
UGT TV IV N T RAT 2T — 8
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<BIfK 6 : HEEEIE >
ES)EBs) N b kg @b
e, FREEE ({K : 53.3 kg) ({AF : 15.8 kg) (fK# : 55.6 kg) (K : 54.2 kg)
(mg/kg) ff BHE ff B ff B ff BHE
@NH) | WgNB) | @NB) | g NB) | @NA) | @wNB) | @NB) | W/ NH)
KE 0.06 39 2.34 20.4 1.22 31.3 1.88 46.1 2.77
ZOMOE
- 0.03 0.1 0.003 0.1 0.003 0.1 0.003 0.1 0.003
Xy Y
GEF v~ 1.88 24.1 45.3 11.6 21.8 19 35.7 23.8 44.7
Y EET, )
ZEok 27.7 5 139 1.8 49.9 6.4 177 6.4 177
Xron 17.9 2.2 39.4 0.4 7.16 1.4 25.1 2.7 48.3
Z DD H
55 7R 29.6 3.4 101 0.6 17.8 0.8 23.7 4.8 142
LR (Y
P A0
b Logs 29.1 9.6 279 4.4 128 114 332 9.2 268
ie, )
k= b 3.15 32.1 101 19 59.9 32 101 36.6 115
723 0.63 12 7.56 2.1 1.32 10 6.30 17.1 10.8
X9 Y
(H—%> 0.54 20.7 11.2 9.6 5.18 14.2 7.67 25.6 13.8
Zaie, )
SRAYE 0.71 7.6 5.40 5.5 3.91 14.4 10.2 11.3 8.02
fﬁf?ﬂm“ 2.69 1.6 4.30 0.5 1.35 0.2 0.54 2.4 6.46
?;ijf%% 3.40 2.4 8.16 1.1 3.74 0.1 0.34 3.2 10.9
ZED 3.87 1.7 6.58 1 3.87 0.6 2.32 2.7 10.5
VAT 1.68 24.2 40.7 30.9 51.9 18.8 31.6 32.4 54.4
HARZ: L 0.85 6.4 5.44 3.4 2.89 9.1 7.74 7.8 6.63
H b 0.05 3.4 0.17 3.7 0.19 5.3 0.27 4.4 0.22
VSN 2.12 0.1 0.21 0.1 0.21 0.1 0.21 0.1 0.21
bR 2.93 1.4 4.10 0.3 0.88 0.6 1.76 1.8 5.27
BIESD
(FxlU— 2.86 0.4 1.14 0.7 2.00 0.1 0.29 0.3 0.86
aie, )
5ED 3.01 8.7 26.2 8.2 24.7 20.2 60.8 9 27.1
S 1.41 9.9 14.0 1.7 2.40 3.9 5.50 18.2 25.7
ES 25.8 6.6 170 1 25.8 3.7 95.5 9.4 243
ait 1,010 416 927 1,220
) - FREEIE. BEESHUCV S HERREY - ERAERIC XA ERBEOEHEDO S L, v T A e

EroORKEEY AW (BROBK3) .
< ff PR 1T~19 FOBLEBRHEE - EREHRE (B 65) O RICE S BEMEIE
(g/ N/H)
cBEE  REEEOEEMREENORD T A M B OMERRE (NH)
s FOMDOTIEIZHOWTIE, WAITAEDDOEE FV =,
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