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Z by CRFEAITHD [~ F A2 ke r]  (CAS No. 173662-97-0)
IZONWT, FEERZ AW TCRMEREET T2 Ei L7z, 7ok, 26, EWkE
AR (L AT 1T ENE) OFGEENHTZIZRE S,

M O R BREGE L. B ENER (T v b, YERO=U RY) | EWIEK
WiEm (R, L& A%E) | /EWiRE. asEE (v b vV AROA X) |
fatErRRENE (7 v ) | BEENE (FX) | 1BEEEEBAENE (T v b)) .
HENAME (w0 R) | 2B (T 8 | BEFE (T PERRUHX) | &
CEHEORBEETH S,

KHEFEERBRERND, v T A MU EEICL BT, I (EEHE
o, MR RS KOERER (FRRAEMEER) (28D b, MfkErE,
FRNANME, BIREIZXTT 2B, ML OBEEMETRD b oT,

BHERBAER D, BEYT OREIRISEMEEZ~ T A havy (BULEY
DH) LFRE LT,

7 v M AW 2 RSB OB B O CREEMEEDERE CE R om0,
LV EHETH ORI ITONZT v FZ AW 2 FERIEMEEFMERE N AMES AR
BrClatEo EEMEE 26.7 mgkeg KE/HENELNTEY, M7~ FOEREEIX
26.7 mg/kg (KE/H ThHH EE X BT,

B ZEFERT, FRBRTHEONIEEEED S bi/MEX, 4 XZHWE 1
FEREMEFEMERERD 19.2 mgkg (KBE/H CTHo7-Z Enn, TNEBHLE LT, &2
%% 100 ThR L 72 0.19 mg/kg (KE/H 2 — BEIGEFARE (ADD) LHE LT,

Flo, v T A MR ECOEBROKZGEEIZI VAT HREMROH 5 EIEREIC
T oMEEED D LiR/MEZ., 7y hEAVWEEEMREERRTE LN
1,000 mg/kg (KETH Y . 71 N4 71H (500 mg/kg (AHE) LLETH 7= LD,
Az HE (ARD) Z8RET DMLENRWE I LT,
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g 2: (@25 AFNT 2 ) X)) AF N0 A FF TN
AFANLELTE LT LR
#4 : 2-[(2,5-dimethylphenoxy)methyll-a-methoxy- N-
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CAS (No. 394657-24-0)
4 o (R)-2-A FF o -N-AF)L-2-[0-(2,5-F 2 U LA F )0 b U L]
T7ERTIFR
#4, 1 (R)-2-methoxy-N-methyl-2-[a-(2,5- xylyloxy)-o-tolyl]

acetamide

v T ARrES S
CAS (RE#%)
g (9-2- A ¥ N AF-2-[a(2,5-F VL AF )0 kUL
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R 53 F D IEARIBE RS PR S O B SRS PRITRIE 1 RO 2 IR STV 5,

®1 BIEEGKRER [OI. 1~4] THUW-EHBILEY
g R A AR
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1. ERRERER
(1) vk
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a. MpBEHE
Wistar Hannover 7 » b (—#HERER 4 JT) (2, [ben-4Clw> T A hr b
Z 5mg/kg (KE (UT[. ()X NIz T HEMHE] &), ) XiT 1,000
mg/kg KE (LT[ M ET@QNZENT IHHE] £vwH, ) THEROKE
LC, MmHREHERE I RET S,
BB 5RO A & O U E) B 15 D VT EMEN R R N T A —Z TR 2
IRENTNDS, (B2, 3)

K2 EVPHEFH/NSA—F

52 5 mg/kg (K& 1,000 mg/kg A&

PER i3 e i3 e
vl Mg | 4f | fmgE | 4df | g | 4df | mgE | 2
Ty (hr) | B 225 | 29.7 | 183 | 27.0 | 245 | 369 | 29.4 | 421
Tmax (hr) 2.63 | 213 | 1.25 | 1.25 | 7.00 | 7.00 | 9.13 | 12.3
Cmax (pg/g) 0.842 | 0.523 | 0.829 | 0.455 | 69.0 | 51.6 | 49.2 | 33.9
AUCo120 (hr - pg/g) 156 | 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. MRiRE
HE 5% o i hgEiaer [1. 1D @b] 26/ b= &54% 24 B O R &
OREYT PO RED S HEE L2 R 1T, A7 < & b HET 97.0%, MET 94.7% TH
-lz, (ZH2, 3)
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PR RE D A Ve, HE R OEHIL G DEWIC XD BHE R ZETRED 5
Nighotz, £z, TEMEIERO LN -T2, (B8 2~4)

£33 FTEEBBRUMEBIICEITA2RIBMETEERE (ug/)

o 5
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NE(41.2), H(23.2)., B |/ME0.775), §15(0.247),
(9.66). KI5(6.24), Kl | KHE(0.198), AFME(0.147).
(4.93), HEAH(1.26), B&h&  |FEGR(0.061), H(0.055), fi§
M [(1.14), FERR(1.10), miE  [#45(0.050), BHiK(0.034), H
(0.720), M (0.461) AR(0.023), B (0.021).
JEER(0.019), IM4E(0.011),
lben-14C] 1f1.{#2(0.010)
S, 5 BH7(39.2), /M5E(33.2), B |/M5E(0.624), E#5(0.103),
ho ey (12.0). KXi%9.72), KFlg | FFi&(0.098). KA%(0.062),
(3.53), T=(3.35), UIE | 7=(0.062), H(0.041), Y
(1.63). Wéhg(1.32), FERH | 3(0.032), MEN#(0.020). H&
i M [(0.982), BiE(0.772). MmHE [14(0.019), Eh%(0.014),
e (0.434), RIE(0.384), Mgk |%&r(0.007), FRIfER(0.006),
(0.364), 1M (0.264) [ige(0.005), ‘& (0.003), #
/R J%(0.003), IfLi%
(0.003). 1Mm#%(0.002)
/N5(0.638), B 5(0.300),
KE5(0.162), FFl(0.130),
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~ T A 5 (0.014), F#N(0.014), ImiE
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(0.446), fENH(0.270), HIR
#(0.246), H—H A
1(0.239), MAE(0.227), Héfik
(0.168), ik (0.145)

/N(438.0). §/%(20.3), H
(19.3), HFhE(7.76). K%
(6.71), Bhg(1.73), 1m4E
(1.05), WEg(1.02), ik
(0.686)

INEBT7.7). BRF(30.4), K
f5(10.6). H(8.91). AFhi
(4.69), FR(3.24), 1=
(3.19), JFEL(1.81), HERA
(1.12), Big(0.923), Ml
(0.724), 51— 71 2(0.603).
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FEZX, R (LD~ T A b v uidlphe-“Clv T A b v v O HER
EREDOME A R X 1% 24 B 03 G125 0.08% TAR~5%TAR 8 57278,
B 51% 24~48 Bff] CiZ[ben-4Cl~ > T A bu v OEAERGEREOMED 2 T
iz, &RIZIE, R R, P, F. Q XU K 25T 13 OMRHW A FE S
iz,

T, KERGZOPEMFE[1. (1) @] TH LN =W 5% 0~24 FEREIE O
IZ 14 BEIKEBREKT 0~24 B4 DR L O E2 AW CREMWIEE - E &R BR
INESY TR gVl

RENZITREL D~ T A2 b r B TR b o Tz, YlE&G#% 0~24
FICRHIZQ. TR RU & 11 OB B FE S NN, 0TI h 2% TAR
K CTh-o7, 14 HEKEHR GBI D&KL 0~24 FEFBZORPICHRE S
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ERIRO LN T 07 7 A VT, EEMICITEETSH 200, EMEN
[ZIZFRIERTH 0 | PERI R O BB DiE N L o TR T 2RI IR 72 21X
RO LN, (B 2~4)

BBt

AR R PEIERER [1. (1) @] T L 7= B B OVR & AW TR RE - E &R
BRI EHE ST,

AR BN D~ T A e B IBoo T (@M F o7 v s o g
TEEB S 6 FEfEIZ IZIET 33.2%TAR, T 36.7%TAR B HiL721Eh>, 1R
#HR, P, Q. SKOKIWZV T ARNBE L DIIVRAFRIEO TV T v
A A58 b v,

JREN =2 —LVEFHA LT v bOEE% 24 FFE O RSP & Pt e
[1. W@ THELNERFREIO T 0 7 7 A VICHEREITBDO LN o T,
(M2, 3)

@R VIR

A% 5% O SmaRER[1. (1) Q] 5 vz, gk OB g2 v ¢
REIEE - EERBRNEE S Nz, >V TL, [benUCl= T 2 hr &
OB CIIRE 168 FR% £ CRIFFEYIZ, [pheCl~ T A hrbE v D
R ERECIIBE 168 FEfdtc. mAEREORETIX 72 FE#& £ T, #METIX 36 K
1% F CRREFEARE I O FRHT 73 3k S v7z,

MFEF CIERE(LDO~ T A Fr e iiben“Cl= T A hr B OEHAE
BECII S 0.5 it WA ER TIXEE 8 % £ CHRII N2, ZTD%IX
RO Lo, KRB K, J. Q. SEEETe 13~15 EOMRHM DA LT
2. 5 168 BRI IZITH T KOV WMENIHRHE S NT=ORTH -7,

Rl i, 3 J. Q. S 580 b, #5 0.5~36 FEMZ IR mIEE
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R LTERITESHIZED Lc, REMD~ T A hu B UIMEHEROBED
MSﬁW&&Ummgﬁ®&52ﬁ%%@ﬁf WD HiT,

Bz, (R K, Q. P, TENHED O, H5 0.5~8 RffE & I f e
FEZ R L2 RITESC D Lic, REMDO~ T A hu B3t S niRnsro
77

Fo KEEGHO SRR (1)@l THoN-EEE 2 FEM%Z &K 14 H
MR G-/ T 2 Reff 2 o Mg, ATl & OV g2 O TR ENE - & &R
%ﬁ’rﬁéﬂto

T, RO~ F 2 ba i Eans, REmJ. K. S, Q &
W @?@/\Wﬁ)@i) IR ENTZOHRTH -T2,

RO g I, RO~ T A b ridgtand, REw 1, J, K,

P. R\ S. TR Q BNMENIBHINTOHLTH-T2, (B 2~4)

@ Bt
a. RERUEDH#

Wistar Hannover 7 v b (—BEEHES 4 PC) (2, [ben-4Cl~> T A b b
XitlpheuCl=> T A e B U A KHE CHERROKES LT, &5 168 K
DR K O 2 BT 2 BEGEAER, [ben-4Cl~> T A hu v % 14 AMKERE
LictEn a1, (1) @lIZis W TRER G+ (B 5% 0~336 FEf#]) DR
R O 2 BT 2 HEEAER . KON [ben-14Cl~ > F A b b U &2 KHET 14 AR
KiEBE LT, KEH 5T % 336 Riff] DR & OVZE 2 BT 2 R N = 2
NN S,

A 5% OR K OFERPEIER TR 4, KIERE% OR K O#EPHERIIE 5
IRENTWD

H a3 5% 168 FR PR 1%, 88.0%TAR~92.0%TAR T > 7=, KEbmix
Pe54% 72 BERICHRIE S TR Y . &5 72 FEE % OHE R T 78.3% TAR~
87.0%TAR. T 80.3%TAR~85.6%TAR T, TiC#Eh~Frt sz, MR, 1=
FRAR DB K DR Z — 2 DBTFRD B T,

KEBERETIE, BEKT £ TITHET 70.5%TAR, M T 64.2%TAR 23 i &
N, RIEHEHT % 336 R OHEM 21X, T 11.9%TAR, M Tl3 12.7%TAR
T, EHEFPICHRT ST,

BRI R 2 — TR BRI, 5B K O S-EIEOEWITED b7,
(BH 2~4)
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x4 HEBRSEROREUVEDHMIE (KTAR)

- [ben-14C] [phe-14C] [ben-14C]
AN L Lo .
LT <2 T AR EY < T AR By ISV A Sl N = i
IRF EREEN ¥ 5 mg/kg (K 1,000 mg/kg (K&
(F5fE) PERI
-~ 1 i3 1 i3 ii2 i3
PR 16.5 19.7 14.8 20.5 16.6 16.4
0~172 # 61.8 64.5 66.7 59.8 70.4 69.2
it 78.3 84.2 81.5 80.3 87.0 85.6
SR 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
JR 18.0 20.6 15.8 21.5 17.2 17.2
0~168 o 72.9 71.3 73.9 66.5 74.8 72.0
it 90.9 91.9 89.7 88.0 92.0 89.2
(Z::;%fgg 5.31 6.17 4.2 6.64 3.78 7.21
EULZIES 2.13 0.974 1.69 1.31 1.22 0.702
ElEs 98.3 99.0 95.6 96.0 97.0 97.1

F5 REBKSEORRUVEDRHBE BTAR®)

o g Fe 5 H . ke 70
AR B (B 5B A% 0~ 336 F5F) A PE 55T 1% 336 KEfH]
Eavas Jii3 i3 Jii3 i3
SR 13.3 14.8 1.90 2.08
# 57.2 49 4 9.96 10.6
iy — VPR — VB E Ee) 5.94 7.81 0.472 0.772
K 0.176 0.194 0.092 0.063
&t 76.6 72.2 12.4 13.5

a: 14 A OkKREEICHHT 2EIE

b. Rk

& H =2 — L %4 A L7~ Wistar Hannover 7 v b (—&ElMEES 4 PT) 12
[ben-14Cl~ 7 % b & b o 2 &R CHERE OS5 LT, ket £
=Tz,

PR, R OWEHPHEISR TR 6 RSN TV D,

BeE-1% 6 BRI IET 76.8%TAR, M T 76.4%TAR 2 AE s ~HE S iz, &
51% 24 We OB | IR & O ~OPEM =13, T 98.1%TAR. T 96.2%TAR
ThY ., T 79.6%TAR, M T 81.4%TAR MAEHF~HE S 7, RIS
PEtakBR (1. (1) @a] OFSES, FICHTFZ N L TE PPN EEZ S
i, MEREL D8 N2 — 2 DiE W, [BE =2 L —a COFBZKBRPHE
HAOBNIRO bR hoTe, (B2, 3)
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&6 PR, ERUBETHHEM#E (WTAR)

EREER (RRRED) e A3 i3

0~6 . 76.8 76.4
EI\

0~12 M 79.2 80.3

R 79.6 81.4

JR 17.4 13.3

0~24 £ 1.09 1.54

&t 98.1 96.2

RELH- 79.7 81.9

iR 18.0 13.8

0~72 % 143 1.92

&5t 99.1 97.6

0~168 A — VIR 1.55 1.62

0~168 r— 0.036 0.068

168 EILZ/EN 0.262 0.388

(2) 9k (RYTRFAEYRRUI VTR ERAREYS)
Wistar Hannover 7 » b (—#HERER 4 IT) (2, [ben-4Clw> T A hr b
R X iZ[ben-UClv 7 A br by SEEMHETHER D&KL LT BWENER
AR E S S T,

ORE il
Fe 57 B 1212 EEEs K OSERR2SER A S v, FRE T REIREE S HIE S 7z, B
PR O R U BE D& 3T, 0.1%TAR~0.9%TAR LT 72, RE
FETRE 2 LA < 3R b= DiZ[ben-14Cl~ > T A hu vy R &KERETIIAF
fige (H : 0.058 ng/g. M : 0.084 pgl/g) . [ben-4Cl~>FT X huby SEERET
IXENS (M : 0.189 ng/g. M : 0.168 pglg) TH Y. %< Olifias L O Clim
HIRR R CchHh 7=, (B2, 5)

@ K#H

H5% 4 HORKOEEZ AW TEWIEE - EE&ERBRSFEE I,

P51 3 it 4 BORKROFEFOMRBWIZHR TITREIN TN D,

[ben-14Cl~> 7 A hu v REEHOEERHH ML Q. [ben-14Cl~ T & K
ey SEEHTIIF CThoTo,

VUTARBEY RERVUT ALY §OT v MIBT 5 E /2R
I~ T AP b RTIE. (D7 = ) FVESADOAF NLEED D VRT VI,
QN-AFNLEDOKEEL, EHI1I2QB)7 =/ R85 2 ffd A FLEOKER L, XX
DN A T AR R UCHE LS B) OB A TF UL TH Tz, v~ T ArbEr 8
Tix, D7 =/ F V& 4 MOKBIEERZIZH L 77 v igasg, Xix©2)
T2 )XV B LD AFIED IR E ALK R UK (BN A FILEED
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KEfb, T 7 = /2 X H 2 LD A FNEDOKEELTH -7z,

(M2, 5)

K1 RERIXIZ4BORRVEFOKEY* (KTAR)

TRk A

[ben-“Cl~ T A bt R

[ben-“Cl~ > F A+t §

PRI

i3 i3

iz i

Y

s

ik

it

21.6 73.4 32.1 62.8

15.3 76.5 24.8 69.8

a: [ben-uClw 72 bu vy REBEGER TIIHE#% 3 A, [ben-UClw 7 X bu by SEEHTIE

5% 4 H

b Vs m CEERAR

o

/7L

:7T~16 FEEOAF

<LOQ : & BRI A

Q HEitt

5% 7 B ORKOFEZ R LT HRIERER N £ S,
R B OFE PRk 1322 8 IO STV 5,
[ben-14Cl~ > 5 2% k1 By REFERETIIEEH 2 B, [ben-14Clv 7 % b o
By SEERE TR ER 4 B T90%TAR 23k S, IR ~FEit <=,
WO E B LI B0 T H O S S BT E o T, Ei, 5

% 1 A OFERPITHESREITRER O DR o Tz,

18
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®8 RERUEHHME (YTAR)

2 F I RN [ben-“Cl~>F 2 bt R | [ben-“Clv>F A2 rab 8§

IR PR 5t bt i i

73 21.0 31.4 14.0 22.7

0~2 £ 70.2 59.2 62.8 50.5

aF 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

&t 96.7 96.6 91.6 94.6

PR 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

(3) F=H0Y—LIZKDRE (in vitro
7 v MO T ZADF S9 B4 NT T >k PA50 D 3F o1 7 A )L AFEHLR
/Y —LEHANT, v TAMrEY REBNY VT A MrEY S OFEIC
BT BN in vitro THFTENTZ, £/2. v~ T A bV RENS T A b
nEy SEKEL LT, 7y MFS9 H4 &N CYP HUR SUIREAR 2 L T
In vitro \Z BT AP BET ST,

@ FvERUVTIRADAEF SI ES =R -KBEEER

v T AMREY RTS RIEE 1, 2 XTN10 uM) %= 7 ~ AT S9 HEi4y (it
HEZ > h2, #IBFE 0.3 mg protein/mL) XX~ v A S9 H4y (M~ w7 A3, Kk
F£ 0.2 mg protein/mL) K& UB-NADPH (#&JREE 3 mM) & & 12 37C. @FXH)
FUETCTRE 20914 V¥ aX—2 g LT, REMNHEE ST,

Z v MFSOHEASTTIE, v~ FARA by RERSTEIMZ LY R#H D, E
EOF BZEaniz, ~o7FA by SICHRTRORBZ VT 7 ARK
X ol

~UAfF S EASTIE, v FT AP EY REOSEIMCL Y R#EY D, E X
O F s, R E ~OZBBNRIHECThH - 7=,

@ SYFPAODNAFODCIILARRRZI I OY—LAN-RBRER
<V UTARBEYRXITS (BREE1 M) 27 v bk P450 DARF 217 A )L
AFEBRI 7 v Y —2A (CYP1AL, 1A2, 2A1, 2A2, 2B1, 2C6, 2C11, 2C12,
2C13., 2D1, 2D2, 2E1, 3A1 X% 3A2, #JEFE 20 pmol P450/mL) . B-NADPH

2100 EO7F—/EN7=T v b S9 HiLy
31,025 IEOF—/L Ei-lfi~ 7 2 S9 HEHi4y
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(FBREE 3 mM) KO MgCly (F&IBE 3mM) & & 612 37C, HRMEHT T
DA X a— g LT, RENEE Sz,
v T AMrEY RERSOWTILE CYP1AL, 2C6, 2C11, 2D2 KUY 3A2
fﬁ%ﬁfém CYP2A1 I R DA =R LTz, 7 v MFRIZE T D455 FFEDFE
HEELZEETHE .~ T A M roffEicix, £l CYP2C6 X OCYP2C11
MNEFE LTS EHERI STz,

@ v hHF SO BRI CYP AR UBERIZFRM LTz /n vitro{CHEAER
~UTFA R EY RYXIT S (RIEEE 1uM) 27 v MT S9 Eisy (M » -,
&R 0.3 mg protein/mL) KON CYP2C6 (MEMHEZ ~ ) Huik., CYP2C11 (f
7 v hOH) HuikXiT CYP2C DOBAEAI (sulfaphenazole, 10~100 pM) &R
L, X7 ry—2i2 X REER [1. QD] ELFEERIC, REWRHIE I 1L

7=

7 v MF SO 7 H OFURTINC X 5 REMWAERKLEFEIX. RIITRINTWD

CYP2C6 X% CYP2C11 filkodsmix, ~> 7 A huvy ROREY E KO
F~OZ % 3 L/f_of’ﬁ@ﬂ?89ﬁ > TIEAREY D ~OZEHIIIAE Sz )y,
HEDRF SO B 7y F TIXHAME 7R HF ITFE D b Lo 7=,

CYP2C6 X% CYP2C11 fifko ik, ~> 7 A hrty SORHY E LW
F ~OZEWZHE LT,

Sulfaphenazole DIFINIZ LY | v 7T A hrby RUL SH LAY E KO
F ~OZ# 3 A EHEBERICEEE S 7z, 3 D Ak~ O ERIZIRE TlL2h o
7=

x99 Sy FFSELFOMAERMZESKEWEREE
(B ERKE : pmol/min/mg S9 protein)

ooy <~ T AP R <~ T ARty S
89 H 1 e D E F D E F
oy ke —/VIE 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 e —/uiiiE 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
/720

v T AR EY REONSD in vitroREFBROMER. 7 v M RO~ ZRDF
9@ THTCIE, G D, E XONF ~OZE#N IR D v, 7~ T S9 |5y
Birs~rF 2 e rofEiEElc CYP2C6 X CYP2C11 23 F 5L Tuw
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LEHERSHTZ, E2, 6)

(4) v¥

WHYX (o7 V7R fE, —#lE 150 (Z[ben-4Clv > T X by
XiZlphe-14C] ~>F A bbb % 35.1 XX 16.0 mg/EE/H (R iEE 14.3
X% 12.7 mg/kg [2FAY) CT1H 1E7 BEKED 72RO #&5 LT, 8k
PN S iy B 3 S S 7,

BeA&PH 6 IREfE 1% O FAR M ORBR AR T O L R OB U REIR FE 13 3R 10,
FHHR L O O REITE 11 122 NEhuR ST 5,

AP 6 R oMk (BERG. B, TFig. AP, gk OmsE) oz
B EEDAEHE. [ben-4Cl~>F A b B K Rphe-14Cl v~ F & hu b
BT 0.330%TAR K& 1) 0.267%TAR L#ETH - 7=,

AR G4 6 B O R R O PEIERIT, [ben-4Cl~ > T R fu BB ERET
39.7%TAR } O} 38.1%TAR. [phe-14Cl~ > 7 A b b 5R T 35.2%TAR K&
W42 5%TAR Th o7z, 1 HOREGHFEED 6T%TAR~108%TAR 73R K N3
dicHE Sz, (B2, 7)

£ 10 HE#EE 6 FREEROMERBRUVABRMERP O TPOREBRSEREE (ng/g)

St BE [ben-4Cl~> T A b b [phe-4Cl~> T A hr &
[E N D) 27.7 11.6
RENG (B hi) 33.5 13.1
RENG (FET) 33.4 9.66

i gk 412 170
JH Mk 613 319
A (B REES) 15.6 12.2
A (B 14.1 7.91
iiIR7E3 75.9 28.2
1 4 93.4 42.2
it OKPEES)) 5.66~17.9 3.70~9.41
Lt (IERAE ) 6.30~35.2 8.00~32.7

E AT LR 2\, R (5D ROYFRICERIRE T,
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F 11 HABERUILADOREY (ng/g)

=i =N | v pe ] f

M§L -~ i ﬂ%g%ﬂggﬁ Wi | mEE | MEms | mee

v UTFA by 12.2 0.8 47.3 6.5 7.2 2.7

T 1.7 0.5 498 | 185 0.6 0.7

R ND ND 3.1 214 | ND ND

P ND ND 8.1 3.8 ND ND

T 1.0 0.4 ND ND 15 ND

J ND ND 106 | 11.7 0.7 0.5

lben-11C] D 1.1 0.5 384 | 149 | ND 15
<~ 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

FosLr o itk ND ND ND 54.8 | ND ND

~vUTFA by 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

[phe-1C] 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 0.4 ND

H ND 1.6 1.6 ND ND

FoOr7 Ny BRaeE ND ND 25.3 ND ND

I mifd kb 6 BREF % Ok, &5 7 B B OFROFLIENE S kO 5 6 B B OFROFLIT KM
B3 (2 OW Tt Sz,
ND : srHEhd, /: 7L

(5) =T kY

I (n—~> 770, —#E 10 ) 1Zlben-14Cl~> T A hrE X
iZ[phe-14Cl~> 7 A b B> % 1.80 mg/2P/ B (Al EE 13.2 XX 13.4 mg/kg
IZFHY) T1 B 1\ 14 BEREOEE LT, BERNEMNRER S Ei S 7,
IR OV 445 G- 6 IR 1% OFERR H O 7R BT ae e OMUEIIER 12 IR ST
W5,

sk b 6 Ref# Ok (TR, IFlE. AR ORRE) T ORBEIHRED A E
%, [ben-14Cl~ > 7 2 hr b2 Kk WphedClv T A br & ERT
0.090%TAR K O* 0.07T0%TAR S fE/NTH - 7=,
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B RE L. il 5 6 B £ CodrmtF IZ[ben-14Cl~ > T A fr BV
K QOphe-14Cl= > 5 A b B 58T 98.4%TAR KX 83.4%TAR & H L7z,
1 HOEHRHEED 80%TAR UL E2 B F B &=, (BFR 2, 8)

£ 12 MRUHEBPOZRERSERVCKHEY® (ng/g)

7 = e
ﬂz\%‘;@ o AR e | o | mw | o | mEw
TR B U e B 75.2 299 24.0 54.3 32.2
L i@ (%TRR) | 83.7 | . 49.7 | 583 | 727 | 888
7R (%TRR)|  11.3 49.4 41.2 26.8 8.4
< FA oy 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
Yo7 AR P ND ND ND 0.7 ND
HE 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
FeT% BE U R B 113 295 13.5 47.8 32.5
L i@ (%TRR) | 915 | 498 | 508 | 693 | 90.7
7 & (% TRR) 8.4 49.6 48.3 29.3 3.4
v T Aoy 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
~v7 A b T ND ND ND 0.9 ND
HEY 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

a: (R T a7 7 AU 7, I AR OMEIAIC O OW I, PR OV & 2DV Tk
Je& M ONZ A PR T A B S e OVINK o3 R AVER U 7= 143 % 8 oD C 0 S A7z,

b:[ben4Cl=> 7 A e EGRETITZ12 HE, [phe¥Cl ~> T A he b BERHTIZ11 HE
WZEREL L 72 0Fiz W Tt Sz,

ND : frii =g
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2. HEYERERHR

(1) L2AR

L Z A (fFE : Buttercrunch) O#5fE 41 B2,

[ben-14Cl~=>F A Fr BV

XiZlphe-¥Clv 7 A Fm % 800 g aitha (IBITHMAEDK 1.3 %) OH=E
T 10 HEME T2 IR L, 4 1 [FAEE 5 B L OGE 2 AL 5 H&IZ L #
ABELZRELL T, HEMIRNIEMRER D FEh S iz,

PR TR RE

TW5,

DAL 13,

B OISR RE X OEMI3R 14 1R S

FRRE B RE O KGR 43 ISR PEEIE > B S 7z, RS O E22 ko TR A
o~ F AR ELTHY ., 1IN 10%TRR 22 HRDIEERD S h o
77 £~ BEHFO~FA IO R SHIFHB50:50 THY, 7 NT

X FEO 2O = — LITERO bR T,

(M2, 9)

£ 13 BREBSBEDS M

" e e IR HTRE | e PEIR g | MimE
R E Y AR | e (mg/kg) (%TRR) (%TRR) | (%TRR)
[ben-14C] o1 B 5 H % 27.9 87.8 12.0 0.22
~ T A buvy | #2[EMLEE S H% 41.6 78.5 20.4 1.07
[phe-14C] %1 [EALEE 5 B % 35.1 88.4 11.4 0.21
~ T Abavy | F2EMLEE S H% 43.1 81.9 17.0 1.14

F 14 HEPOREEHRSERUVRSEY
kb &Y [ben-“Cl~ T A ha b
B BURF I %1 [R5 B4 7% 2 [BIALEE 5 B 1%
5% F I BEIHIR fhiHifE F 1 BEIFHIR fhiHifE
D% %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg
< FA Y | 87.0 24.3 5.88 1.65 78.5 32.6 10.5 4.35
D o &k ND ND 0.37 | 0.101 | ND ND 0.64 | 0.269
E ofa&Ek ND ND 0.70 | 0.198 | ND ND 1.50 | 0.626
F O 51k 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
Tt e [phe-14Cl~>F A hu B
FUBHR BUREIA 551 [R5 B4 o5 2 [BIALER 5 H %
[ETEa) AR s R IAPEIFIR s
D% %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg
< FA vy | 88.4 31.0 5.52 1.94 81.9 35.3 9.18 3.96
D o &k ND ND 0.42 | 0.148 | ND ND 0.52 | 0.226
E O &k ND ND 093 | 0.327 | ND ND 1.26 | 0.545
F oiaais ND ND 2.20 | 0.773 | ND ND 2.73 1.18
H ND ND 069 | 0.239 | ND ND 0.59 | 0.255
ND : s ¢
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(2) &

/N2 (fFE : Promontory) OFEfE 37 H#%IZ, [ben-4Cl~ > T 2 bu b2 Xk
[phe-14Cl~ > 7 A hm ¥ % 300 g ai/ha (BIThiHED 0.5~1.5%) OHET
B L, PR 7 B RN 14 BRRIZREEADOEX D R OF LEZ, L8 104 H
BITE DO KO A5 EL LT, MM IRPNE M RRER 23 S0 X7z,

PR U RE O 43 A1 3R 15,

TW5,

FX Y F o

B ORTE I RE X O33R 16 IR S

A D ORAHE, T LERORBI D ROTF O 1R

RO I3 10%TRR #@ 2 TSz, £z, ABtFo~ 5T A b
O R SHIFHB0:50 THY, TEFTI FED 2O~ —{LIXiEH

bivenolz, (B2, 10)
F 15 EEBIEEDOL T
b E Y [ben-4Cl~> T A hr b [phe-14Cl~ > F A hu b
el HFEXY | FLE | b | 8k | HX0 | TLE | EZbo | 2k
TR AT REIR L 10.4 | 9.04 | 2.49 | 0.089 | 11.1 6.21 1.85 | 0.012
(mg/kg)

RiEPEFE (%TRR) | 339 | 19.1 | 279 | _— | 410 | 233 | 372 | —
__fhiE (TRR) | 60.6 | 72.8 | 64.7 | 72.7 | 532 | 658 | 587 | 67.0
T 7EE (%TRR) 5.45 8.12 32.5 27.3 5.76 10.9 37.6 33.0

[ e
# 16 HPEPOBREBMSERUKSEY ®
=& [ben-14Cl~ > F A b b
fi kst A b FLED Fbbb Bhr
D) %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg
v UFA B E Y 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 OfE K 5.47 | 0571 | 12.6 | 1.14 ND ND ND ND
E ND ND ND ND 293 | 0.073 | ND ND
E D&k 426 | 0445 | 6.85 | 0.619 | ND ND ND ND
F ND ND ND ND 1.50 | 0.038 | ND ND
F o &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
ik e [phe-“Cl~ > F 2 b b
e HAD b T L&D Fbi b Bhr
D% %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg
v UFA B E Y 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 o &k 10.6 1.18 11.2 | 0.697 | ND ND ND ND
e E [ ND_| ND_| ND [ ND [ 209 0039 | ND | ND_
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E ofa&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 O 51k 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 o3 FRALER U 72 11 ) % & 6b C FEHE S A7z,

b REVEAHE N Ot g o &

ND : &4

(3) HLf=h

G

727242 (MbfE : Phoenix Liberty Link) O#fE 59 H#%(Z, [ben-14Cl~ > 7 X
kv Xiklphe-Cl= 5 2 b B % 400 g ai/ha (BT &DK 0.7 f%)
DR ET 1 BRI T 2 BRI T 2 B L, 2 BERLBEX OEX Y K&
OFE I ONT 1 BB X OFE 12 8B L T, W%WW@nﬁ%ﬁ%Méﬂto

FREE ST RE D /AR 13 3R 17, 2 BULEE X O FH A 0 Je O 1 HH O K TR B T RE &
RFIIFE 18 ITRENTWNS

2 HEIALEE X O FN Y Gz jﬂeWHQODV YT A EUrA 19.8%TRR~
22.4%TRR 3D b, G D ofEfas k. F offasg A&k H 28 10%TRR %
X THRESNTZIENZ, WS ONDOMEOREM RO bivic, 2 BRI X O
FEF-PIIIRENDO~ T A2 ba e 25.1%TRR~30.7%TRR #2& & i, {3
" F OFEREED 10%TRR 8 2 TR S 721E0N2, WL O OMEOE
MR BT,

B, 1 @@ﬁE@%ﬁ%qj@?%mﬁ&%““ ITENTH Y, [ben-UCl~ T A b1
B AL CIERNE SN RO HiLZe iy o 72, [phe-4Cl= 7 A kB 4L
ﬁ?ﬁ%%m@vy?kat/ IR LT, FE S NI K 23
8.70%TRR. F OFHa&EN 7.98%TRR KU D OFERAIEN 3.58%TRR TH -
7o T2, BREVFO~TAhrEYO R: S 50:50 THY, 7 M7
RED 2O E~—(LITBD N2 hoT2, (BHR 2, 11)

& 17T BREBEBSBEDS M

Tl & [ben-4Cl~ > T A hr bV [phe-“Cl~ > F A b b
JILER[E] 5 2 [A] 1 [H] 2 [A] 1 [9]

ok HX D i1 i1 FHA Y i1 i1

B BUREHA

(Rl F ) 14 40 o4 1 40 o4

IR e (mg/kg) 3.44 0.644 0.110 3.99 0.469 0.051
FE P (%TRR) 34.2 36.7

i E (%TRR) 58.3 99.9 90.7 54.9 85.4 81.5

T 7EE (%TRR) 7.53 0.11 9.26 8.38 14.6 18.6

T T
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& 18 2EIMEROEFNY KR UEFHOREKERSRER LS

Tkt &Y [ben-14C]~> 7 A b b [phe-“Cl=>F A hr b
Eava FH A i1 HA D i1
%5 %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg
< FA Ry 224 | 0771 | 25.1 | 0.162 | 19.8 | 0.790 | 30.7 | 0.144
D 0.11 | 0.004 | ND ND ND ND ND ND
D OFEaaE 12.4 | 0.428 | 5.07 | 0.033 | 12.1 0.48 | 6.50 | 0.031
E O Ak 2.80 | 0.096 | 3.62 | 0.023 | 5.11 | 0.205 | 3.06 | 0.014
F offas s 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

MY TIEREPAHE R O HE D O G 5HE, - TIEHE o & HE
ND : &4

MWINZEBIT D~ T A b v OEERFRE X, 7=/ X HED 4 (LOKEE
EXIE7 = 7 FVERITHES LT A TFAVEOKERL K N Z 512k < Bifa st (R
#H D, E. FEXORZNOOERAENE) . =— 7 EEORZEIC L2 T oL
B, A RFTVEDOBA T ALICE DR H OERK T =/ X HD 5 LD
AFNIEOBILIC L DB K ODERTH D EEZ BRI,

. HIEAERRE
(1) FRWTREPEGHARDO (ToTFXRAEYV AR

wEL (FrY) | BED L (M) | EEL EE) KO v MEEL (58
E) OKSEREAR pF2 ICHIE L, 20+ 2°CORESEMET T 15~28 A7 LA
2aX—v g Lk, WELICEben14Cl~ T 2 b r Y R Xilphe-14Cl~
YTAMrEY R %, BEML, HELKORCL NEELICE [ben-4Clv T
APFrEUE08mgkgiit 7D L HIZHIL. 202 C ORGSR T TiE 120
HREA v 2 _X— M 2500 B EMRBR N E S vz, KoE &l 8~11
HZOICHE L, SRBRIR PSR 2 #ig I clmR L e D ERME LAY %
LT,

HEE RIS 19 ITRENT VWS,

RELD~ T A Mr vy RIIRFFICHED L, AP 120 B T 22.5%TAR
~63.8%TAR Th 7=, ST SN oT-Z Lnd, RIEKND SR~ 5
PRITE Z BN E B2 DT R & LT 0 K 23 K 16.9%TAR,
IR I D3R 8.6%TAR 388 ST I1E0 . 2t H, 1 KON N 2MED TR &
Nz, TEN S OFERESIE 14CO02 T, WD HIEIZEBW T HRREFAICHEM L .
120 A 12 4.2%TAR~25.1%TAR ThH-7-, (B2, 12)
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®19 ToTAMOEY ROEEEFR (B)

[phe-14C] ~ . )
/L . 14 N SN
ALER X F2hnry R [ben-14C] ~>F A bt v R
T+ fiviE + g+ HiE oV NEEE+
HE 7E IR 84.1 | 534 297 50.6 102

(2) FRWIBEPESGHARD (TVTAFOEYS)

WEL (K1) | BERL (K1) | HEL RE) KO L NEEL (R
E) OKSEREAR pF2 ICHIE L, 20+ 2°CORESMET T 15~28 HRE LA
2= g Ltk [bentClv > T A hrbEY §% 0.8 mgkgirt 725 X9
IZHRIL., 202 CORESAE T TRk 120 B A > % 2 X— M B IFRB0 HiEd
EMARBRAAFENE ST, KOEEIE 8~11 B Z L% L, RABRHAM gz
R EGEA R L) DR A & s LTz,

HEE T 20 IR ER TV 5,

KED~ T A ha vy SITRRFRIZHIED L, A8 120 H% T 34.7%TAR
~T1L7%TAR ThHo7-, RIKIIHBHIN -T2 &b, SEND RIF~D R
PELITE Z B 7220 B 2 DT FRE A & LTI Y K 35K 10.5%TAR,
IR I D3R 4.8%TAR 88 ST 1E0 . 2 H, 1 R OVN 2MED TR &
Nz, TEN S OFEREAIE 14C02 T, WD HIEIZBW T HRREFAICHEM L .
120 A 12 4.4%TAR~19.9%TAR ThH-7-, (B2, 13)

#£20 woTARAMOEY SOEFEEFR (B)

oy i+ HEwW+ ket DV NEEL

HEE - 85.4 323 92.0 120

R TEPICBIT A~ T A M B OFESRRKIZ., 7= 2 D 247
XL BALD A FNFEDOEA () I KO K) | =—T7 /UG OBR K OV i
<l (fE 1 KOV N) DAL, A RO A FAIC L 50 H o4
KTHDHEEZLNT-, T, RIKE SIKEDEHITEZ SR EEZ LT,

(3) FSRMLTRPEGHERS (HKEMK)
oV NEEL GEE) | EL GRE) ROWEL (KAY) % pF2 5%
L. 20E2CORESEMHT T HEIZ LA v a2 X—2 g > Liztk, UC-RE K
# 0.88 mg/kg L7225 L HITIINL, 202 CORESEMT Tk 120 HREA
V¥ 2 _— N A RA R REMRBR N FEE S, KO E RTS8 B I LI
L, BRI TR 2R A BB R LR DS DR ML S R R LT,
HEERRINTFE 21 ITRENT WD,
REACOREHY K 1T L, 2R 120 B # T 8.2%TAR~16.4%TAR
Thole, £ vFaX—vary 7T HEO VLV NEELIZBEWTHEY N 2
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0.3%TAR fH S NTZIECRIE ST @3 7e oo 7=, TR OIERHMERK
FHREITRREFAYICEE M L, 120 H#IZ 36.6% TAR~48.4%TAR Toh 7=, TN D
DFEFEAL 71 14CO T, FBRERFAYICHEIN L, 120 H#%1Z 38.0%TAR~52.2%TAR T
Hot-, (B2, 14)

=21 REYMKOHTEFREE (B)
+ 4 oV NEEEAL g+ whigE 1
HE & - 21.9 30.3 41.0

(4) BSHBEKIEFERHR (YYTAXAMAEY RRUI VTR MAEY S

WL [EE, 170 gt (149 g2 HMHY) ] 12K (80 mL) =Mz, €¥HK
R CER LRSI L, 2512 CORESET T 20~21 HEIZ LA %
aX—v 3 L7t [ben-4Clw 7 A bt R, [ben-4Cl~ T A ha b
S iZlphe-“Cl=> T A rn bty R& 14mgkgir & 725 K HIZKEIZIRML .,
KB IS HT D L D IR, 26+ 2°C OGS T Tk 181 HM A v ¥ =
N— 9D BRI - o A RRER 2N S S ATz,

KWL, [ben-4Cl~> T A bty RN 144, [ben-“Cl~ T A b1
vy SN 1.5 FE KN phe-“Clv T A har by RN 1THETH- T,

KB ORI R AL E % D 59.1%TAR~70.8%TAR 7> 5 #REF A8
L. A3 181 A% T 1.2%TAR~1.4%TAR T o7z, FREMEHRET O T2/ 5y
IIREND~ T A ha B CTUBRERZD 57.5%TAR~T70.6%TAR 75 AL
181 H#IZIE 0.9%TAR~1.4%TAR % TR L7, KEF X0y H, 1, J
KON KDBBH S22, Wiinnd 0.9%TAR LLF Th - 7=,

P OFLR T RE 1L R E £ D 29.5%TAR~41.8%TAR 7> & R&EFAY 280
L. /3 181 A# T 97.2%TAR~98.5%TAR ToH>7-, TR DIIRE(LD~
VT A BB TCTUHEERIC 28.4%TAR~39.8%TAR 38 H v, ALFE 181 H%
IZ 78.2% TAR~95.0%TAR & 727, THEEFIZIT0EY H 235K T 16.6%TAR
O BAIL, I L, J KO K 23t SN2 2ME T, Wb 0.7%TAR
UTThoTe, REHIMEF OERMEDE (14CO2 LY 1UCHy) DOAERKITENTH
D, B TO0.9%TAR LT CTH o7,

T/, RIKE SIKEDEHRITEZ St EZX BN, (B2, 15)

(5) TIRMAREAER
SFEOTEAZR W -~ T X b B0 HIER SRR i S vz,
K122 15 % Freundlich OWERRE K OWEREILE 22 [ITREN TNV D,
(20 2, 16)
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22 Freundlich QWEFRE KR VREFRE

135 Bl Kads Kadsy, Kdes Kles,,
iviE 1 BE 11 367 14 461
HYE 1 B E] 14 279 16 316
TV NEEE L EES 7 274 9 362
BT NVEEL | RE 18 454 21 546
g+ EAES| 10 743 12 926
Kads : Freundlich O E1RE, Kadso, : HHIRFEEHFIZ X 0 MIE LW A RE
Kdes : Freundlich Dt ERE, Kies, : HHRFBEHRIZL VML L= HERE

(6) TERENI/MBRAER (TUOTAFAEY RRUIVTAMOEY S)

TEERE T L— b [TV MEEL (EE) . EAK 3 mm] (Z[ben-14Clv T
A hv vy R, [phe-dClv> 7 A hubvy R Xiilben-4Clv> T A huby §
% 8.4 mg/kg ¥21+ (200 g ai/ha fAY) &5 Kol HERmUEL, &/ >
Z 7 (FEE : [ben-14Cl~v T A hu by B K RVphe-4Clv> T A b b
R ;20.5~28.3 W/m2, [ben-4Cl~> T A hrt §;22.7~28.6 Wm2, K :
290 nm K& A v b) & 20+2°CC 30 A MR EH -2 TR w0 fRakBi A £l
ST,

HEE T 23 IR ER TV D

v T A Mabvr RiL, HREX CUEER D 94.0%TAR~95.8%TAR 5
30 H%121% 62.6% TAR~66.7%TAR F TR/ L=, M S = T3 1,
J K. LEOXNTHY . ZNENEHRKT1.8%TAR,.6.7%TAR.6.4%TAR. 1.5%TAR
J Y 4.5%TAR B B AL, 1IN Y H MENTRE Shuic, AT IRIX T
IFALEREL % D 94.0%TAR~95.8%TAR 725 30 H%(21% 69.3% TAR~71.6%TAR
F TR L, IR & [R5 03 e K T 8.1%TAR 788 bz,

~UFA Moy St EHREX TOEEBEZD 96.5%TAR 726 30 A#&ICIX
65.9%TAR % TR L7z, i IR L, 30 HZ 2o H. 1. J.
K. L XN B2 0.6%TAR, 3.0%TAR. 4.8%TAR. 3.5%TAR. 1.6%TAR
KN b5.5%TAR @B H LT, BEATRHRXK CIXABREE D 96.5%TAR 725 30 H%
121X 75.8%TAR £ TR L, o H, 1. J, K XN 235K T 4.7%TAR &
o,

Rk SIEE OEBIRD N2 hoT, (B2, 17)

4 BRI (A 35 BE. 4~6 H) DF 2.6~3.7T ZICHNT 5,
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#£23 TUTAMOEVOHTEEFERE (B)

HERRITIBIT D R EEA N5
(EIESTES (Aef# 35 £, 4~6 H)
LAY St R N S5y fig+
Y N Eg - "
w | EET e | U e |
fiig [X. b .
fift d
[ben-4Cl~>F A ha vt R| 49.2 61.7 239 154 748 57.2
[phe-“Cl~ > FZ huv v R| 55.6 84.5 161 174 505 72.4
[ben-14Cl~>F A fubt S| 63.8 82.9 277 209 912 75.7

a BEETR IR 1 D T RIS 2 72 LW CHIHIE L7z, RO AT X 2 -

b LI X T O AREEE ) B L7 AAAKISE (i 35 B, 4~6 H) 12381T D oLsr sl

¢ a TR L AVIZFRBCR T CTON O MREEE ) SR L7 BSRORIEE (& 35 £, 4~6 H) ToJeofig:
Y

4 e TR O IV ifE BE L 38 il 22 Nk U CHIE L7=, BAAKEE (b 35 B2, 4~6 H) T
D F3EFR A T O 5y R

4. KepEdpERER
(1) MKHMRRE (ROTFAMAEY RRURVTAMOEYS)
pH4 (7 % VEERERENR) . pH 7 (U UERREMENR) K OVpH 9 (7 v BRFREIR)
DB BEEEIRIC, [ben-14Cl~ T A b by R XiXlben-14Cl~ > F A bt
> 8% 1 mg/L &5 L5 CimL, 50+0.5°CT 5 AR, BATSET T v
o — L THIZK o3 AR alR 23 Fh S v,
VUTARBEY RERVUTARrE Y Sid, WINOREERFIZEWT
b RZE ORI SN o722 L nh . 25°CIZI 1T DIk A fiF -8 1%
VT AR EVREOR T AR E S EHIC1IEUEEHESIN, (=
M2, 18, 19)

(2) KpRHBHRBRD (BRAK., TYFAMAEYRRUIVFARAEY S)

WRE E K (FEE, pH 7~8) 1T, [ben-UCl=>F 2 frty R, [phe-14C]
<~ T Aoy BRXElben-¥Cl~ > T A bty 8% 1mg/L &£ 725 X ) ICH
ML, 252 CTHRE 8 BHIE, &/ T 7 OtiEES : [ben-4Cl~ > T % b
vy R ;277 Wim2 | [phe-Cl~> T A hurbEY R ;26.7 Wm2, [ben-14C]
<~ T AMrEY S ;251 Wm? | K 290 nm Kiiix T > ~) ARE LT
Koy R ER S FEhE S T,

HEE RN 1356 24 ITRENL TV 5,

v T A M bEY RiE, AHEEXD 95.9%TAR~97.9%TAR 75 YGRS 8 H
#I21L 19.9% TAR~25.0%TAR £ T L=, M SNz EEoMmIL G, 1,
LEUOMTHY . FHENHEKTRI%TAR. 6.7%TAR, 15.9%TAR } 1}6.8%TAR
RO BNz, 1FNITHEY H, K XN 238K T 1L1%TAR 588 b7,

5 HARKMEYE (dbf 35 B2, 4~6 H) D#)3.2~3.6 {FIZFY T 5,
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< UT AR bEY S, UWHEEXZDO 95.1%TAR 75 8 A#&ICIX
31.4%TAR £ THA Lz, SN TESEMT G, I. LEOM THY,
6.2%TAR., 6.1%TAR. 11.5%TAR K ' 5.0%TAR 32 S 7=, 1E0IT 0 fEY H.
K % O'N 28 KT 0.4%TAR 8 b7,

RiEL SR OEWIIFRD Do T=, £, BFBX TlE, v~ 7T A b
oy REON~ T A by §EBICHRITERD b7, (B 2,20,
21)

®24 TOTAMOEVOHERFRE (BH)

> H. N2
LA Xt T TN e
[ben-4Cl]~> T A+t R 3.4 12.1
[phe-“C]~ > T A bt R 4.1 14.0
[ben-“Cl~ > F A bt § 6.4 20.5

(3) KPRHPBRABRQ (BEEK. YVTAMOAEYRRUIVFTAROEY S)

pH7.0+0.2 DIREFEEEE (VU ) 12, [ben-14Cl~ > 5 A k1 v R, [phe-14C]
v T Ababey R Xlben4Cl~ > T A hrbY §% 1mg/l &£72% X 5T
ML, 251 CTHRE 30 AR, &/ T 7 (Oti@ES : [ben-14Cl~ > F % k
2y R ;26.1W/m? . [phe-dCl=>F 2 ot R ; 23.8 Wm2, [ben-14C]
~ T ARrESS ;25,1 Wm2 | EFE 290 nm Kfiiaz v b)) ZRRE LT
K S iR R S FEHE X Tz,

HEE RIS 25 I RENT WD

v T A M bEy RiT, AEER D 97.1%TAR~98.7%TAR 7> 5 Y& 30 H
#ITIX 0.5%TAR~2.56%TAR F T/ L7, B SN/ FESEYIE G, L X,
MTHY ., ZNFNEKT 9.6%TAR, 24.0%TAR KT 17.7%TAR 38 b 7=,
ECoR H, 1. K XO'N 23K T 4.6%TAR 58 H iz,

v TFTARREY ST, MEEHO 93.4%TAR » 5EHE 30 B#ICIX

2.7%TAR £ TR Lz, SN EE L G, I L KO M THY
7.5%TAR, 7.2%TAR. 18.6%TAR } O} 10.5%TAR &% & 1L7= 1o fif H.
K KON 235 KT 3.0%TAR 8 b7z,

RiKL S OEBIIRD N2 hoTo, T, BB TlL, ~> T A b
DV REN T AR bE Y SEQITHOMITERD Loz, (BHR2,22,
23)

6 FARKBEYE (dbfk 35 FE, 4~6 H) D) 3.1~3.4 {FI2HYS T 5,
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#£25 TOTAMOEVOHTEEFERE (B)

" 0 EEZYN Vi
o = AN N N N
Prik{Ee TR eTeTR (i 35 1. 4~6 1)
[ben-“Cl~>F A bt v R 5.3 17.8
[phe-14C]~> T A buv R 3.6 11.0
[ben-4C]~>F A bt S 4.6 14.8
5. 1TERPEHER

KPR - B (R4« ML - 2B (&E) o KUK E - RS (BBR) |
KRt - e L (BIRS) | L - L OeR) ROREL -
Wt (B 2HNC, ~>TARrEY R v T A Mr By SIHEONTHfiEY J
MK ottt et & Ul B ek £ s iz,

fERIIR 26 ITRSNTVD, (B2, 24)

& 26 TIREZBHARAIE

AR 353 1 e TR PR+
VYT bRES SfE J ROVK
oI PRI & = 364 HLL I 364 HLL I
o JHHL| 0.6 mg/kg? —
BN mere WL - it 944 [ 979 H
KUK+ - 90.7 H 96.5 H
KUK+ - HEIE A+ 60.7 H 66.0 H
KUK RO E - -
3| ” 436 H 44.6 H
f@é’% JHH | 600 g ai/ha? W EE +
i s - 16.3 B 19.3 H
gt - AL 13.5 H 14.4 H
EfE L - b+ 18.2 A 189 H
VD: 72 h=hULAEK, 2:40% 7T 7L
6. EMERGHAR

(1) FREBEER

ENIZBNT, BE BEELZHWNCY U TAMREVY R w7 AMrEY
S RNZRH D F KO &5t g b e & Lo VEMFR BBk F2hE S 7,

FERITBME 3 IS TV 5,

VT AMBEY REB~ VT A MaEY §ORHORKEEEIL, K&
H3HBICNEL-ZLAIL (XFE) @ 36.2 mgkg TH-o7=, Ui D, F
KO OF KRBT A Gik) T, 3 D 235 & 8 7 B 0.38
mg/kg, & F 23R 3 B0 1.756 mg/kg M O 1T 2 k&t 7 B
%@ 0.52 mglkg ThH-oTz,

Fo, BBV T, WHE I RWeiznad v, w7 A b e el QNS
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D, E. FEOI Z00rx8ba® & U 1EWFk iR e S vz,
FERITAHE 4 IR ENRTW D,

~YUT AR B ORREREZ, SEEN 3 BRICIE LTS D (%)

? 2.15 mg/kg ThH o7z, R I OFRKFEREMEIL, B 38 BRICINGE L =727

F (FET) ROEAHECA 1, 3 WX 5 BRICINFEL-WE D (135E) @ 0.02 mg/kg

Thot, R D, EXOFIZWTHORE THRHEERRB CTH- 7=,
(MR 2, 25, 69, 73~75)

(2) RIEMZEHER

AIfED b~ hOFEEFIZ, v~ T A bnvr7n7 7% 600 g ai/ha D H
= C 3B AEE L, b~ MR OIZH T 2 AT 72555 % A E O B SR A L
70 KU 90 B, ©—~ » ZRIMEDORAIEAILEE 64 & TF 91 AHRIZINHE L T
<~ FA OBV R wUoT ARy SENICREW L. F. D, J KUK %%
Hrxt G ety & UIc A Em i g sllin s i < iz,
FERIIBE 5 RSN TV D,

v UFA MOy R ~VUyTA M EY SHERNCREMI.F.D.J LUK I,
WL RBERAR CTH -2, (B2, 26)

(3) HEEHEME
B 3 DIEMERE AR DO ST EZ VT, v > 7 A b m B &2 BTl S
B LEBRICRaH D RSN 2 HERIENE 27 ITRENTWD (Bl 6
ZH) .
7ok, AHEERIEOREIL, BEUIHFHE SNFERFTENS, v T A b
B DR RO 2R TS, &2 TO@EMERICHEH S, T - R
I & DRI OB & 20 & DETED TITAT o 72,

x2] BE@PHLEREINLGTUTRA FAOEVDOETEERE

E Ry /NR(1~6 %) LR/ iR (65 WLl )
({k# : 55.1 kg) (k& : 16.5 kg) (k& : 58.5 kg) ({k#& : 56.1 kg)
(wel A F) 977 419 986 1,180
7. —AREEESER

7 v b &R — iR ERBRRABR 7Y FE i S ATz,
fERIIR 28 I RSN TVWD, (B2, 27)
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& 28 —HREEHREE

1 Bsr . T —

REBOME | BE ﬁgﬁ (me/kg K E) ?*fﬁ@; fﬂfﬁz) 530 3

5w | e meke

TEER 2 R 0. 200. 600,

U A i & SD 7+ k 6 2,000 2,000 — AL
Ll (&)

H¥E§;g§§ ) 0. 200, 600,

o |SDZ v k| HES | 2,000 2,000 — T L

1 EAR & G& )

SR R i

) Wi E LT 0.5%MC KRBV b,
— BRMERBEIRESh R -T2,

8. REFMEHAR
(1) REFEHR

vy T APrEy (FF) OF b EACZEEEERE R S

FERITE 29 ITREINTVS, (R 2. 28~30)

=29 2ESHHEBEESE (R
5 . » LDso(mg/kg A 5) - SIS
e B FE N O E fm I BEINTIER
2,000 mg/kg (R CTHLFHJE B D5
, Wistar Hannover 7 » b SO HEWE Z&ikE (&5 4
B pe 6 72,000 |y )
FEL e L
, Wistar Hannover 7 » b JER K OFE L 72 L
13578 BEHERES B T >2,000 | >2,000
TN Wistar Hannover 7 » b LCs(mg/m?) ERROFETHI L
—HEMERES 5 T >4,970 | >4,970

R D, F RO WONJFIRIEEY 1 KO 2 & AV i=ArERk 0 &R0 £
7,
EEITFER S0 IR TWD, (R 2. 31~35)
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% 30

AMROSHARNE KEVEVRKEEY)

s | ok sy ek B B S
D Wistar Hannover 7 » h ~9.000 IERROSETHI72 L
—HEE 6 T ’
8 ngﬁéé{&nnover Z v B +2.000 JER R OB 78 L
2,000 mg/kg {KE T H 3 EE)
Wistar Hannover 7 > b i) ﬁf‘ ﬂj\ﬁ%gﬁ‘ H E‘E#Mj‘ \ng
I B 6 T >2,000 | EoiB L, MBI, TR &L O
BRI (%5 30 21%)
FELHIR L
Fifk | Wistar Hannover 5 + | 300~ FE T CTHRIEN D%%n’t}iﬁ%&()\@
EAEM 1 | — B 5 T 9 000 IR (%5 4 B#ET%)
’ 2,000 mg/kg (AR EH TH I H
JF{& | Wistar Hannover 7 » k ~9.000 JEAR B OBl 72 L
RAEY) 2 | —HEME 5 T ’

(2) AEmESERAR (Sv H)

Wistar Hannover 7 v & (—#EMERES 12 L)
1,000 X TF 2,000 mg/kg (REEDHE THER O G L T, 2tk

fiti S 7=,

FREHFTRO LN

MR AL R I B W T, BEREICX D
AFRBRIZB VT, 2,000 mg/kg (RERGREOMRE CH B RESE (REIHEK
‘WX@%@@@%)ﬁTﬁmbEﬂt®f MMM S 1,000 me/kg

FETHLEEZ DN,

% 31

SR =N

2EAESESR (v ) TROOIEE

EGHY.0) Eﬂiﬁz’))o 71_0

Iz, T7 A e E %0, 500,

PERER 3 5

EHFTRIIEILICREN TV

|55 EI'E
‘?; fE’

mu &b %ﬂiﬁ 75)/3 771_0

(R 2, 36)

PERTR

i

HEG 52 1)

MEG 524 H)

2,000 mg/kg 1K

- EE) & N OV EhEE &K T

- BEhE#HEE T

1,000 mg/kg (KELLT

EAEGIIRAN

wEIERT R L

9. HR - RREIZHY DRIBER UK EREMESER

~ T A MR EY (FE) O NZW 745 % B 7o BRI K OV & i g
MFERE ST, £ DOFER, U Y F OHRKEIC
VelRZh S0 S, BB I3 L Cildid

Hartley /L€ > N & 7 R JERGEM:
RAEPEIIRRE T H o 72,

36

EEER

ﬂ L CHEEE DRIIFEMEDFRO i, £,
IO Lo T,

5% (Maximization ¥£) 2330 = 41,

(ZH 2, 37~39)




10. BR4S4HER
(1) 90 A HESMSURAER (v F)
Wistar Hannover 7 > & (—#MERES 12 I8) 2 W /=iBEE (5K : 0. 800,
4,000, 10,000 &Tr 20,000 ppm : FEHRAEIEITR 32 /) &512X5 90
B [ A T R BR 2 i X 7z,

F32 90 BREIERAMESEHAR (Sv b OFHRFERE

B 58 800 ppm 4,000 ppm 10,000 ppm 20,000 ppm
R R AR TR B Jii2 54.0 283 743 1,540
(mg/kg (K&E/H) | M 61.6 320 789 1,890
BHREHETRD DN RIEE 33 1RSI TVD

HEDE NI Z 51T 20,000 ppm &Efﬁifﬁﬁ%{%%%iﬂm D B AIVIZA,

SR

ﬂ:ié’) ZHET > MR Raen 7 07 U U ORETH DL Z EPHERINTED,

M D EIEFE

FITEWNEZE X BT,
Zliaiﬁ%ﬁ ZE T, 4,000 ppm LL_E$ 58 O HERE TR AR AR RS0
T, MEFEMEEIIMERE S ¢ 800 ppm (J
H/H) ThhrEEZbT,
(e e ONFR R~ D 52 2R 1

PO BT D

: 54.0 mg/kg (RE/H ., W : 61.6 mg/kg {K
(ZHR 2, 40)
BT 5 A =X 23 BIE [14. (D] #5HR)

33 90 BRIBEAMSEAR (v b)) TROHONEEMR

& ERE Jai3 i3
20,000 ppm - GGT H - GGT H/1
- gD 5 o 1/ i
10,000 ppm LA E | + T.Chol ¥4 « T.Chol /0
- FURAR A AR AR R - FFRfkE e OVLE B ETHE N
4,000 ppm LI | - JFHEst K OVE B 2 HE - AR AR AR
- AR AR R
800 ppm BT RR L BT R L

(2) 0 EEHEEAHSHERAER (YHX)
ICR~7U A (—
7,000 ppm : EHRAEEREILE 34 20R) B512X 5 90 H M AM M RER N

ey TRy AW

T KEHEEOZLEFHEEL VD

UUTFRLC, ) .
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FEMERER- 12 VT) ZRHW2IREE (R{K : 0. 1,750, 3,500 KX




ﬁ 34 90 EFEﬂEn_.\,I E,I‘i

B (YOR) OFEHRFERE

5B 1,750 ppm 3,500 ppm 7,000 ppm
IR AR R E Ji3 204 405 807
(mg/kg (KHE/H) i3 252 529 1,110

ARERIZIBNT,
W TIImR AR 51T &
(405 mg/kg (KE/H)
H) ThdeEBX LN,
(Il ~D BT 2 A H

E/ EI'E
‘?; fE’

(3) 90 HEESHEMHER (4 X)

E— 7 VR (—EEMERER 4 DT

40,000 ppm : FHRRRIERE I
INFERE X7z,

ﬁ 35 90 E Fﬂﬂﬁn_.\'l

7%0mmkﬁﬁwﬁfﬁ@ﬁﬁwmﬁgﬁMﬁmwgm
BO LN o T=D T, WM EITHET 3,500 ppm
. MECARER OB

(B2, 41)
=X LEBT [14. )] 2#B8K)

= A& 7,000 ppm (1,110 mg/kg (KE/

Z AW IREE (JR{K : 0. 4,000, 12,000 K&
% 35 M) 52k % 90 HEd A E MR

BHEER (1 X) OFYRFIENRE

B 5.8 4,000 ppm 12,000 ppm 40,000 ppm
SRR R R Tk 90.9 268 933
(mg/kg {AE/H) i3 103 304 820
BRERETRD LB AT RIEER 36 ITRS LTV D

ARERIZFB VT, 12,000 ppm

HNT-D T, EFMEEITMERE S 4,000 ppm (ZE : 90.9 mg/kg (AE/A | L&E :
mg/kg (KE/H) THHEEZ LT,

F& 36 90 HEEZMLE

ui?ﬁﬁﬁi@lﬂfﬁﬁ&“ﬂ?d\%%m A N ER

103
(= 2, 42)

B (A X) TREEDHoN-FHERR

B5RE Jii3 i3
40,000 ppm | - HIJE(3 ) - HilyEQ 1)
- (REHININE R B EK T - (REHININE R OE KT
- AST. GGT. TG % Ot Glob /M0 - AST. GGT KU TG #m
- Alb, A/G b, T.Chol XU} Glu i’y | « Alb. A/G k. T.Chol } O Glu B/
« F R K OVRITSZ ittt Mo ONE BB i)
« FFFY AR BH//NBE O PR HE b
- JHA
12,000 ppm | - ALTa % O ALP 40 « ALT = T ALP #n
Vi k < FF/NEEFLPEEPE » R OMEFE IR - « B/ NEERL PR R VAR IS @
4,000 ppm TR L TR L

a: 12,000 ppm HERETIFAREZEIZ RV,
b ﬁ%;&iiﬁb\ﬁl

GO L LTz,

38

BE DR L LT,




(4) 90 HEERMAESMER (v )
Wistar Hannover 7 v ~ (—FEMERES 12 PT) = AV 7=1EEE (JRE& : 0. 1,500,
5,000 X TF 15,000 ppm : FHMAEBREILER 37 M) & 52X 25 90 AMHEE
PR FE M RBR 3 FEHE S U7,

& 37 90 BEERMEAESHESR (Sv b)) OFHREKERE

B 58 1,500 ppm 5,000 ppm 15,000 ppm
R R R TR B R JAi3 99 338 1,020
(mg/kg AHE/H) i3 122 415 1,220

15,000 ppm #x 5-FE O TREIEINIMH &k CEARET 3580 biv, METIIE
AR LD HEIIBD N -0 T, EFERIIHET 5,000 ppm (338
mg/kg (AE/H) | METARBORSHARETH D 15,000 ppm (1,220 mg/kg (K&
/R) ThdLEBEZbNT, HAEMRERITRO NN, (Bl 2, 43)

(5) 28 HEBESHERSHRER (Tv )

Wistar 7 v b (—#EMEES 10 D) Z AW 7=8 K (54K : 0. 100, 300 KX
1,000 mg/kg RE/H, 6 BEE/H) #5112 X% 28 H R dAMER R MR ER )Y E i
iz,

AABRIZIBNT, WTHOBRGEHTHREREICL2EBIIRD Lo T
DT, HWEMEETHEE S LARBOREHETH S 1,000 mgkg (KE/HTH S
EEZbNT, (R 2, 44)

11. BHESEHBRRURINALEER
(1) 1 EHEEMEREER (1 X)
E— VK (—BEMERES 4 TT) ARV ZIREE (B - 0. 200, 800. 4,000 &
8,000 ppm : EXRRAEREILIE 38 &) 52 LD 1 FREMERFIERERD
FEhE S 477,

F38 1 FREUHESESEHER (1 X) OFHRFERE

e 57 200 ppm 800 ppm 4,000 ppm 8,000 ppm
LR R R & Ii:3 4.3 19.2 92.0 181
(mg/kg KE/H) il 4.5 20.4 92.0 226

G TRO DN EEFTRIFR 39 IR TS,

AREERIZIB VT, 4,000 ppm PLEFEGREOMET ALP 0, 8,000 ppm #% 58
O THARAERENTE O 5720 T, BMEMEEITHET 800 ppm (19.2 mg/kg
{KEE/H) . MET 4,000 ppm (92.0 mg/kg (KE/H) ThdHELEZ DN, (B
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2. 45)

x39 1 FEBUESESAR (X)) TROONEFIEMRE

i i3 i3

8,000 ppm - MBI A B O 3Rk 35 | - ALP B4, Alb Wi
- FFHEAE AR K K OF A €6, 38 U0 45

4,000 ppm LA E | - ALP #0 4,000 ppm LLF

800 ppm LT EEAT R L EIEPT R L

(2) 2 FREHEEE/ELAEHERER (TY )
Wistar Hannover 7 v & (18453 BREE « —BERERER- 20 DT, 5805 AMERER
B —BEMERER 50 DT) 2 RW2IREE (JFUA : 0. 400, 2,000, 7,000 &% TF 15,000
ppm : EERRAEREITE 40 ) B 518D 2 FERIEMEEMEE D AMEDFE R
RN Tl S ATz,

&40 2 FRBESE/ ENAEHEEER (Sv b OFIORKERE

e 58 400 ppm 2,000 ppm | 7,000 ppm | 15000ppm

2t | 1 25.5 130 449 992

SRR | B | M 31.3 151 535 1,140
(mg/kg (KE/H) | BB | ZE 21.0 105 376 804
AREBREE | M 26.7 135 475 1,020

BRERETRD SR RIEFR 41, IR CTHEINZED b= BRI R A
KOV OHFEG MR Z DR A IIR 42 IR STV D,

PN B C I R AR AR 5% - P BENE B O 38 A2 M A i E CHEAIME M 2338 0 H 7= d D
?®. Fisher OEBEMHERMRE TIIABEEITRO T, BIIEEIERZ OB K O
MLFBO LN oTe, Fio, AFER-HEREE L NEREAHR-MEREEOS
HOREHEIIE RT — X OHBANICH -T2 LD, BEEREIC L 228 LT
EZ N0 T,

AFRBRIZTIBW T, 7,000 ppm DL E#EG5HOMEK O 2,000 ppm UL EEGHEOME
CTHFRIIE AL E R EE D3GR H =0 T, EHEEITHET 2,000 ppm (105
mg/kg KE/H) | T 400 ppm (26.7 mg/kg (KE/H) THH EEZ LT, 3
DAMEITRO o Te, (B2, 46)

(FPlg K ONEDRBR A~ DB T2 A = X A8 L [14. (1)] | SRR U
BRESICEEE L7 A = X A3 BRIT [14. Q) K TUV@A) ] =&MR)
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FA4-1 2 FREMHEE/ ENAMGHERR (Sv ) TROON-EHMR
(FEEEMRE)
5B JAi3 i3

15,000 ppm - (REEHE NN - GGT

* GGT O T.Chol #&hn
7,000 ppm 2Lk o FFf e M OV B B0 + T.Chol #&An

- AR AR A AR R - e K OV BB 0

- FFHAEZE faql a - JFFHERR ZE fad b

« FURAR A R b B2 ke i R « FOIRAR A R E Rz e iR R
2,000 ppm LA L | 2,000 ppm VAT - (REE I AN
AT R L - AR A ER R/ R
400 ppm LA T w2 L
a: 7,000 ppm HEH TITHEZREIZRVN, TS ORELHW LT,
= A41-2 1 FMEEMHEEE (Sy b)) TROoN-EEHMRE CGEEBMERE)
51 I i3

15,000 ppm - AREEHE NN - GGT

* GGT O T.Chol ¥4
7,000 ppm UL E o FFhsch J ONL B B0 - RE NN

- AR AR A ER A b/ AR R - T.Chol #4/1

- FRAR A e B R A Ra AE R - et K OV BB 0

- JF AR AR A mA A b/ AR R
« FORAR A ha B R A e R

2,000 ppm LT | TR L TR L

x42 METEMAZO oNEEMERERVZORIESIEREDREEHE

w58 0 ppm 400 ppm | 2,000 ppm | 7,000 ppm | 15000 ppm
RA IR 50 50 50 50 50
AEFE SR - TSI A 3 8 5 6 5
(%) 6 16 10 12 10
BAYEASE SR - E N o # 2 0 1 4 6
(%) 4 0 2 8 12
BT AR+ BB O A 5t ac 5 8 6 8 9
(%) 10 16 12 16 18
# HEMEEMMRE (Peto. P=0.005)
a : Fisher DEEMFBKEE (A1) THEEZEZL (p>0.05)
b AEMEMRHE (Peto) 1XFEM I TV,
o IR TR & R A L 7o Bk
ABREREFEEI IS 5 T v MRV 2 FEMEMEEEAEDN AEIEGRE (8 ER) oW RT—4 .
AEBE TR - ZERES ; 0~4%., AEMHFR-MIERAK ; 2~48%
(3) 18 MhAMREMNAMERE (IYTX)
ICR v 7 A (52 HfM#&H M & FfE . —REMERES 12 DT, RS AMERBRAE - —8

41




MERES 51 PE) & W ZIREE (K : 0. 700. 2,000 & TF 7,000 ppm8. FHk
BREITHE 43 58) #5125 5 18 A MBS AMERBR N EhE < 7z,

R4 18AARENAMRER (XVX) OFHRFIERE

B 5.8 700 ppm 2,000 ppm 7,000 ppm
¥R R B R E i3 82.5 239 824
(mg/kg KE/H) i3 99.2 280 994

AKRBRICBWT, WTOREHTHREERGICIOHEEITR O NT, HE4E
BEFE ORI U -BEEMERZE iR b e o 7=, EEHRIEEITMERE S AR O K
mHETH S 7,000 ppm (7 : 824 mg/kg AE/H . M : 994 mg/kg KE/H) T
boHEEZOLNT, BRAMETRD N oT-, (B2, 47)

12, £EERESEHER
(1) 2HAERERRER (SvF)
Wistar 7 » b (P A% —FBEMERESR 26 DT, Fy A% —REMEIESR 24~26 JT)
ZHWT-IREE (JRIK : 0,1,000., 3,000 % O 10,000 ppm : FHRAEREITE 44
ZH) W5 XD 2 REFERER N L ST,

x44 2HEHAEBEHR (Sy b)) OFEHRFERE

5B 1,000 ppm 3,000 ppm 10,000 ppm
JAi 56.2 166 559
g P it
LR R R B & i3 62.5 195 629
(mg/kg KE/H) 1 84.7 255 881
&8s Fi A #
I 90.1 275 929

BEGHETHRO DN FEEFTRITIR 45 1RSI TWN 5D,

ARBRIZB W T, HEM T 3,000 ppm LU EFH SRR O 1,000 ppm LA E
B OMECONEMEIF AR RS, WEW TiX 3,000 ppm DL R GREDOHE &
Y 10,000 ppm & 5-HE O M TR & N E B E DGR LV DT, R
BIIEEY OET 1,000 ppm (P : 56.2 mg/kg RE/H ., Filf : 84.7 mg/kg (&
H/H) . MET 1,000 ppm A (P : 62.5 mg/kg (AE/H R, Fi: 90.1 mg/kg
(REE/ B AR . REM ORET 1,000 ppm (P : 56.2 mg/kg (RE/H ., F1 /i : 84.7
mg/kg KE/H) | T 3,000 ppm (P i : 195 mg/kg K&E/H ., F1ltf : 275 mg/kg
KE/H) THDHEEZ LN, BB T HEEIIZRO LN N7, (B
2. 48)

8 v A& M- 90 A #EEAMEEERE [10. )] offRIcESE, ERAZED 1,000 mg/kg R/
HIZIZIZM Y55 7,000 ppm Z A58k O & m H &I23E LTz,
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x45 2HAEEHR (Sv b)) TROOK-FMUMRE

. P, IR Fy Bl Fi. BT
R T i i i
10,000 RE NS K | - ARESINNE K& | - RESEIE K& | - ARSI &
ppm DEHEKT DEHEKT DEHEKT DEHEKT
SRR FAARIE |- MR R OVEE | - FURBR R O | - DNBRHERT K OVE
e atEnsE | =M R OLLEERY | HEERED
J OREE AR |- Btk Ok | o /INIEEJE 2 A
JRMESIEAIIR | EERD AR RFEIRS | B mEILE,
e - FFREAE /PR IR E P8 S 5 JFFREE T [ R =)
CHORAROVENME S | BB ILE. e P 9% i A AT
Fra i e A R JINEEE JE] 320 R K OVIEAE HE A=
(PR ) N BB O FRIRH
IR/ ) R B Jey AR AR K
PR IR 1 I
Bl OVIE 1 4=
# [ 3,000 - BRI R OV - FFREAE/FINRIE | - BF#fse e ML
Y ppm LAl | R OULEE P EEEL | B
s A&, ONBYERTAE | - AFAEE/FIARE
- ONE M TR A J A A P8 R IL
K 5
1,000 1,000 ppm « iF#ase & OVEEEE | 1,000 ppm « OV R e A
ppm L b | FEFTR AL EHN BT R L K
« ONE M A A A
N
10,000 - REEHINPNE] | - RESEMIE] | - REEINEE | - REEINES]
ppm - CLROTBIEEIE | - JEEBH D EIE < i L VR ER | - R R OV E
5 =R R
g | 3,000 - JRkf st & VR ER | 3,000 ppm LLF | 3,000 ppm LA | 3,000 ppm LA
¥ | ppm LI E | ERED BT R L BT R L BT R L
1,000 w7 L
ppm

(2) REBHER (Sy F)
Wistar Hannover 7 » b (—#f 24 JT) Ok 6~19 HIZEHIR O (JFIAE -

0. 100, 300 & T* 1,000 mg/kg (RE/H ., S : 0.6%MC KIEKR) &5 LT, 3

A TR RRBR 2N i S 7=,
1,000 mg/kg KE/HFESREORIE CEZEERE SRR OEE SBREE

EAREPRD TR, WTNOFRBMEE b

AR 5 i £ B 0D

B RT — Z 9D i

9 2002~2010 £ 11 &BRIZI1T 5 Wistar Hannover 7 v h COREMEE | FERETHRER(LAE

fe IR 3.7~28.3%, HEFSBEGILAERIEE 0~10.1%
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MIZH -T2 s, BEFHERIFERNEE X O,

ARERIZB VT, 1,000 mg/kg (KHE/H & 5O REM R OB IR Tl ok
ERECTHRIER G ICEE L -2 BIIRBO SR> -0 T, BEEEITREY L
ORI CTARBR O AR 1,000 mg/kg (KE/A TH D EEZ N, EHFBME
IR LN o7, (B2, 49)

(3) RESHHEER (YYF)

NZW 7 %X (—#fif 24 ) Ok 7~28 BIZHHIFR O (JF{& : 0, 100, 300
KON 1,000 mg/kg (KE/H ., A : 0.5%MC KER) 5 LT, FAEFIERBRN
FEhE S 377,

ARV T, BRI L ORI & iR 510 BE L7 203G D bz )
ST DT, WEEEIIBIHY R ORBRIE & LARRBOKF AR 1,000 mg/kg (RE/
HCTHDEEZOLNT, EFBMEITRDO N7, (2, 50)

1 3. EEEEHER

v T A Mavy (FIER) OMEEHW-EIRERERRR, Fv A/ =—X A
A A — M (CHL/IU) % M7z in vitro Y (KB HBR, F v A =— X
LA —PRE R (V79) &AW e B - RBRERRB K O~ 7 2 & Wiz
IZRRER DN i S A7z,

ARG IRIIR 46 ITRSNTNDH LB, BTRERETH-TZ D, v U T R
e B ACERBEEE RV D EE XN, (B2, 51~54)
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& 46 EIEIEAREE (RiK)

RBR x5 PRI - 5 & it
o TA100. TA1535, TA1537
e e e 077313 7 b (59

HIFZER . ? > 1389.1~1,250 pg/7’ L — k (+S9) -

b TA1537 ¥k) 2

JESERABR FEscherichia coli

(WP2uvrA i) TA98, WP2uwrA
156~5,000 pug/~7" L — k(+/-S9)
D1.0~10.0 pg/mL
(-S9. 4 WrfELER)
8.0~128 pg/mL
(+S9, 4 FERHALER)

BIETFER | Fr A =— XL A% — | (©@16.0~144 pg/mL 4
in ZEEER | SREL IR (VT79) (+S9. 4 BEfEALER) -
vitro ®7.5~50.0 pg/mL

(-S9. 24 HrRAALIR)
16.0~144 pg/mL
(+89. 24 FERALER)
040.0~80.0 pg/mL
(-S9. 6 WFfELER)
100~150 pug/mL
Y (KR | F oA =— A NAAZ—| (+S9. 6 FEfELHR) an
A Jiti R >k i (CHL/IU) ©23.91~15.6 pg/mL =
(-S9. 24 EFRHALER)
100~150 pg/mL
(+S9. 6 HFfALER)
in ) ICR <~ % 0. 500, 1,000 }* 2,000 mg/kg
ivo EEERER | (—REE 5 D) K/ H i
(A ) (BA[ElR% b 5)

+/- 89 : {RAFEVELRIETE T R OFFAEAE T
@ D, F @R OHwER) kO T (@, %R OBREER) WONTR

RIBLEY 1 KX 2 OHE %2 W =18 IR 225K 28 B BR N i S huv-,
EERIIRATIORENTWA EBY, 2CEtETholz, (B 2, 55~59)
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& 41 EinEUHABRRE (KEMEVRKERY)

W A PO LBRREE - x5 & it
D 156~5,000 pg/ 7 L — k (+/-S9) £
F S. typhimurium 156~5,000 pg/ 7 L — k (+/-S9) 3
Jﬁl{zt: 2% Ei;,; V(F’Iﬁ%i}TQ;OO\TAwS& 156~5,000 pg/7ol/ k (+/-S9) ir&
B 1 BB | L 78.1~5,000 ug/7 L — k (+/-89) | &tk
/EE?; , (WP2uvrA ) 5~5,000 ug/7 L — b (+/-S9) Al
+/- S9 : PRANEVELRIFIE TR OEGFET
14. ZOMORER
(1) FREUVRRE~DOZE (Sv k)
7w & MW= 90 AME S EFEMERER [10. (1) ] (2BW\W T, ATl (EEHIN,

FFAAEAE REE) K OFREE (AR R) ~OHERZBD N~ v T A |
2 b id. CAR DOiEMELZE I L CEMRBIBEENFEIND 7= /)L E X —

L (PB) CHEBILAERNS A LHERI S =7, Wistar 7 v b (—BEMEES
1008) I~ T A v 7XT 14 BREEEE (JB{& . 0. 400, 2,000, 7,000

K ¥ 15,000 ppm, FGHEOME L O MmAEREIIR 48 58K) &5 LT, <
VT A v rEEZOKRELRL, B, BREE, HREAREVRE, 5
RV RE, OGS DNA & OS2 (R 55 8 E MR D e Et

STz, 72k, BEtERIER & LT PB Z[REEEICIEEE (1,000 ppm) 5 LB S U
7~
#4838 BREHOBERVFEHRAFERS
i < T A E Y PB
400 ppm | 2000ppm | 7,000ppm | 15000ppm | 1,000 ppm
7TH | K 23.3 116 379 744 57.0
BERE | M 25.7 131 420 812 66.2
SEYRRIRERE | 14 B | 796 55.9
(mg/kg (AE/B) | &5/ | M 952 63.3
ey | T 805 52.9
IR i3 896 64.9
EIMERE 7 HSREER 512 7 A B OREHII AR E S 7.

[ BERE L

VU T A MR BERICERGR TR D ITER 49, FEMICHEE

TR

3R B0 RSN TVD

7THFEEREO~ T A a Y 7,000 ppm PLEFEERED 10 B 2 HIIZHOWT
B IAMEERAE N FEH S, 15,000 ppm %5 O MERE TR O ¥ HE /K O 1
éE H%}é@ﬂﬁ‘(kﬁuﬂﬁﬂﬁ{%ﬁ)mh &5 Ej/l/f\_o
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VIEDFERNG, ~ 7T A hr B REIZXY | IFEO M/ Ma oA K
2 ONEMERTHIR AR R, Tl E & O# N, CYP2B kU UGT D&%, T4 TSH

FENAE QN AT AR O BrdU Rk == 25586 S 47z,

R4 IVTAMOEVESRICERSHTEDONEE

(R 2, 60)

P g <~ T A bEY PB
palll 400 ppm 2,000 ppm 7,000 ppm 15,000 ppm 1,000 ppm
-4 VgD WAL < AREIEINNEI| - (REHEI0INE]| - FRERE R Ot
8 HA) (4, 8 ¥ 15| EEHM
ONEMERF AR B B) < NEEHLLMERT
AER  FFffar B OV AR AE K
. - BrdU &% | EHEHM + BrdU &3
T REG R B4 - ONBPEIFARN|
AER
« Ty g
» BrdU #Zi5%%
Hhn
< (REIEANINE]| - s R OV
(4, 8 ¥ 15| EEHM
HH) - BOIR B K
i  FFffar le Ok OV B
RN m
o FR ARG K |« /NBE DRI
N O L EE AR AR A
14 BEEGH n Ty b
- ONEMERTHIAE| - TSH H80
AER
s Ta g
- TSH #4/0
» BrdU #Zi5%
Hhn
o FFfEser K OV« BRRDR R et K
[BI1E HE BHEE N [ONE:N—%:
« Ty g n
R L B « B AR K| - (REEEE 0| - (N EE I
OV B (4, 8 XU 15| (8 HRA)
n HH) - JFf R ) OV e
< ONEMERTHRAE| - FFfEsch e OVE|  EEEHEN
AR BHEE - BOIR B K
« ONEMEFRAR| - FURBRMEXT K| O E S
W |7 B 5B Al b R (O % ¢: o
Jra B R n < NEEFLLMERT
« BrdU #5553 | - ONEMEAT/AE| AR
HEAN E IR - CYP2B.
c ONEMERRAR| CYP4B K OY
AR b Rz UGT %%
Jral B R « Ty /b
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CTSH RN |- TSH B
- BrdU 5 | - BrdU i

- (REEEINE | - (REIEINEHI
4, 8 XU (8EHHAH)
15 HH) - e e UV
o IR R OV BB
RN - FORR Rt &
- PR A OB R

KO EE o
. BN < NEEHLLMERT
14 RE5HE O] Rk
AE R « Ts O Ta P8
- ONEMERVIRER| A
Aha ERzZHE | - TSH #Ehn
il + BrdU &3
s Ts LONTad | HEH0
/1
- TSH #4741
EIEi=% 53 B L WAL
[ HTE5#R L
=50 HEYRBBRFELTH
# 58 (ppm)
[ el e 5RE v UF AR E Y PB
400 2,000 7,000 | 15,000 1,000
" 7 BB 5RE 148 1289 1872 11,360 | 12,510
CYP2B [RIERE 135 1235
i 7 BB HRE 112 1305 12,580 | 17,990 | 126,900
EIfERES 108 1334
" 7 B % 5B 98 99 120 124 N167
CYP4A s [ 141 121
" 7 H B GRE 94 86 89 85 1129
EIEEiS |76 177
” 7 B &% 5-#f 1123 130 1150 1148 1191
UGT IR 113 1136
" 7 HBGRE 95 100 117 1136 1123
[EIfE#E 109 110
[ BERE L

- 7 B ERERER ONEEREDOMERES 6 PEDFFHgIC > CHIE S 7z,
- Dunnett & X3 Student @ t #E (WFHHMEHE) ZHWTHBE L O EERELXITo7- (T
| :P<0.05. N:P<0.01) , #HOKEIZLTBHOBZE L THBEEA 100 & L7854 OfHE,

(2) HFEB~ADFEE (THR)
~ U A% HWZ 90 HEHAMEFERE [10. ] 128\ T, ke HEROKE
TIIAFHES R O E &I DFE O b, M TIImAER 512 X 2 EITER O bk
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Molz, 7 v MBI DR OCFRIE~OFERFRE [14. (1)] TIXPBEE
DEHRFEEZ OFENEZ SN2 b, ARBRTII~ U RIZBITAEAN
Bt S iz,

ICR~7UA (—HHE10IC) v T A hub oz 7 HMERE (JRE 0 KW
7,000 ppm., FYRRAEEREIL 0 L 814 mg/kg (KE/H) &5 LT, ig~D
HENF ST,

VT AR EUEREIZKY | HE~ T A TIE Cyp2b 23358 (XFIREED 170%)
=Tz,

i O 5 BEAR AR 2O Tl MEHFEAAEBEEITRO SN - 7228, 10 i
3 | ZHER S A AR AT BAYE /AR . 10 il dr 2 (3118 7 AR BB BE Ky OV 2,
BRLENRD DL, KEZ, FiEEE &R ONF#iEO BrdU Zi#EIZ 20T
TR GIC L2 EBITRO N o T,

LEDRERNG, v~ T A MrbrazEIniz~v T ATiL, JHFTHV Cyp2b
FHENTED S, BERFIERMEOZLRRO bz, (02, 61)

(3) TAMARTAVRUIR IS OF—IAFRAOEE (RVTAMAEY, /n
vitro)

7 v NERWE 2 FMEEFEENSAEERRR [11. (] B8\ T, iR
fEs (AEFEZR-FIE) [CEIMERNRBO b2 b, TARMAT RV ROT
AN T I —IVE R~ DB FEE S U7,

bt MR RE BRI (NCI-H295R) DORS#ERIC~Y T A e E V% 10 nM
~30 uMIOFIN L, 48 FEfEITZ DT A h AT BV KRR T U4 — /L3 HIE S
Too TORER, ARBREFMFET YT AN EVIEITAMRAT BV KA T
VA NVERIZEE L WEEZ b, (B2, 62)

(4) EFIR MO UZBEHERUT7 Y FOF USZBEICHT HRERHHER (T

TAMOEHRICKREME. F. KRUQ. /n vitro)

Z v bERWE 2 ERIEBEEEENAMEMERER [11. (2)] 2B\ T, iR
JEEE (ARFESR-FREE) ICIMERM AR ONT-Z b, v T A MrE VY
IR E, F. KROQODZA XU EONT v RaF U RIRICHT 5, 7
A=A NERT & A=A MEF OB ED G S iz,

bt h=X hrrrzfie (hERo) KON ER ICELVAR—F —ZEANLTZLE
R (hERa-HeLa-9903) Nk R 7> Ka s v ZF5 Kk (hAR) K OY
AR IVE VR —Z2 —Z 8N LI ZER Al (hAR-HeLa-4-11) # iz L
R—H =BT T v A DNFEMI T,

10 238D~ F A ha B L ORMIBRTH S 100 pM i & L, 2z CHlla st %2
ERE LT ECAUBRRENRE S,
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PERE OALFRIRFE 133 51 IR STV D,
ZOfER, KRBREET T, v~ T Ao TRCREH E. F. K X Q

¥ hERa e " hAR IZIEH L7 & B 2 bz,

(M 2, 63)

=51 HERYMEONERE
hERa hAR
HERE . o TR TR b 7T aA=Z k TR T=A R
= A P o o s
TA=R R S S S
Y *“\X
’:;Z/ 10 pM~1 M 10 pM~1puM | 100 pM~10 uM | 100 pM~10 uM
KR E| 100 pM~10 uM | 100 pM~10 uM | 100 pM~100 uM | 100 pM~100 uM
R F | 100 pM~10uM | 100 pM~10uM | 100 pM~10puM | 100 pM~10 uM
Rt K| 100 pM~100 pM | 100 pM~100 uM | 100 pM~100 uM | 100 pM~100 uM
R Q| 100 pM~100 uM | 100 pM~100 uM | 100 pM~100 uM | 100 pM~100 uM

T RGOS WHRWE OWMRIER TH 5 100 pM ZHEEEE L L, iz THifEE 25
JE L7c B CULERIREE NG E ST,

(5) 28 HERESMEHE (Tv k)
Wistar Hannover 7 v b~ (—#tf 10 UT) % H 721868 (JR{K: 0. 1,500, 5,000,

KX 15,000 ppm : FHBAEREILE 52 2MR) BE5I12XK 5 28 AMGEEFMR

BRNEfE S NT-, BB E LTy 7 akR A7y I R—Kinia#%5 24 A#E»

5 4 HI#ERE CEEN (50 mg/kg (KE/H) 5T BN

1=

AX B

ST,

52 28 BEIRESEHER (Sv b)) OFHREFERE

e aii

1,500 ppm

5,000 ppm

15,000 ppm

bR (A iU (mg kg K/ A)

|

147

471

1,420

ARBRIZBNT, WTFNOREHETHLRERGICID2ZEITRO N T
DT, WHMEEIIARBROKSHETH S 15,000 ppm (1,420 mg/kg (KE/H)

ThodeELON, REBEITREO DRI,
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. BEREEFEM

SHICET BRI ZHWTEE 7 X ha vy O/ MR ET N2 Eit
L7, 723, AEWEMERERER (Lo A X< 1 E< S WVE) ORGEENHTZ TR
=iz,

UC CIEFH L7~ T A br vz AV amiRNEGRBROB R, 7 v MO
AL SN~ 7T A b v OERARIGERIT, &5% 24 R T0 72 < & bHET
97.0%. MET 94.7% L HH Tz, 5% 24 Bl £ TOMEH, REOFEF~DHE
R, HET 98.1%TAR, HMET 96.2%TAR TH V. FITHHH 2/ L TP~
Iic, 14 BREHEG%ZOPERLESC)HTh o7z, £/, v~ TAMrbErY R K
W 7AMrEY SOTy N TOERNRRICEBEERZEITFRO bR oT, B
g (YXRP=U RY) Tk, &S 6 Reffltk Ok O iEHE I VT
HENTH o7, EREBSERICIE, REO~ T A haeroldh, RS
ZHERO LI, HERHERE CRO ONZMRHEMII D, F. IXOPK Th-o7-,

UC TR L7~ T A ba vy 2 AW mENEMRBR O R, 6
FIZiE, REMDO~ T A b B DIENNL OORERR D i, /NED

BRIt IR I 28 60.6%TRR (0.054 mg/kg) K OVpi=hfEFdIR#Hm F o
FERIA 1A 14.5%TRR (0.068 mg/kg) HiH b7,

~UFAPBbEr R wUoTF A Ma by SIHEOICHEHY D, F RO 25054
& E LIENICB T 21EMEERBOERE. ~ T A by RER~ T A
fe ey SOEFHORRFEREMIZ. LoAE< (EE) @ 36.2 mgkg Thoiz,
R D F KON QR REREEIXO TS A Giss) T AR3W D 28 0.38 mg/kg,
R F 28 1.75 mg/kg K OME# 1 28 0.562 mglkg Tholz, v~ T A b e il

M@ D, E. F RO %"*ﬁif%fbA%k L7z igaMz B B EMR B O
R, v T A M EUORREREEIZ. WHD (R3%E) @ 2.15 mg/kg, NHY 1
DERFEBMEIL, -k () KOWHZ (%;—z) ? 0.02 mgkg TH Y, H
D, EXKOF XL THRHRFRBCTH- 72,

BEREFEMERBRERND, ~ 0T A b 28T, FIChE (EEH
. AR RSE) K OVHRAR (FRRIR A Rl AR ) ;nh&b DAL, PPN,
TN, BIRRICRTT 22, BABELRCERBERITRO 6o T,

*M@MKI*J@ R OESR. 10%TRR %ﬁzéﬁﬁﬂ@k L“C I X O F OFffas ik

RBOLNTZN AW I KO F X7 v MW TbiitiSnzR@Etmch o722
2:75% BT ORBTM G E L~ T A vy (BULEWMOHR) LEE
L7z,

BlBRICIIT 2 BN ET IR 53 12, HEREAKREGFICIVEEIND EEX
BN DM ESIIR 4 IZENEIUREINLTVD,

F v MRz 2 RVERERER O BENY O CREBMEENRE TX Mo T2,
LV EHAETH ORI ITONTZT v N2 RV 2 FERIEMEEFEMEREN AMEDER
BRClIME o mEM & 26.7 mgkeg (KE/HNELNATEBY ., M7 v FoOEFMEEIX

3
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26.7 mg/kg KE/H TH D L EZ BT,

BN ZEZERIT, FRlBETHEONEEEED Y biR/MEX., 41 XZHWE1
FEREEMEEERERD 19.2 mg/kg (AE/H ThHo7=2Z b, ZTHERILE LT, &
2f%% 100 TPR L 7= 0.19 mg/kg (RE/H 2 — HEEGFFAZE (ADD) LEHE LT,

Flo. v T AN ECOREBEROBEESEIZEI D AT 5 AH ri@zbéﬂri%ﬁi“ z
KT HMEEEO ) BR/AMER, 7y hEAWEEEMREERBRCELONE
1,000 mg/kg (KETH Y . 71~ N4 7{E (500 mg/kg (AE) LLETH 722 Lk,
Az HE (ARD) Z8RET D LENRWE Il LT,

ADI 0.19 mg/kg KE/H
(ADI % EARAE L) 18 1 75 M R
(B tE) A X
(H1F5) 1 -]
(5 FH1iE) IREH
€iiiz=A L9 19.2 mg/kg K E/H
(2750 100

ARfD REDMETR L
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x50 HFHRBRICETHESUESF

. 58 mEEE R/ E "
BiE R (mg/kg (RE/RH) | (mg/kg (K&E/H) | (mg/kg (AFE/H) s v
7 v bk 0. 800, 4,000, | I : 54.0 M : 283 SERE - FFRE AR AR
10,000, 20,000 | i : 61.6 i - 320 K&
90 AHf{ | ppm |
GRS Yis H£:0.54.0, 283,
FMERER | 743, 1,540
:0.61.6.320.
789, 1,890
0. 1,500, 5,000, | # : 338 1 ;1,020 W (REEHE N
15,000 ppm_____| i - 1,220 - — il
90 HIH M- 0. 99, 338, M . FPERT R
GRS Yks 1,020 L
R EEME | M0, 122, 415,
B 1,220 (M2
PEITEEO B
V)
0. 400. 2,000, | ## : 105 1 - 376 BEERHE < TR A
7,000 . 15,000 | M : 26.7 M - 135 R A/ R
bpm
18 PEF MR R (FED TR
9 LR 1#£:0.25.5.130, D HIR)
1y | 449 992
R ME:0.31.3.151.
FEDN A
praatg | 230 LU0
TN pE B
H:0.21.0.105.
376, 804
Mt:0.26.7.135.
475, 1,020
0. 1,000. 3,000, | HH&#W BlEM) BlEY
110,000 ppm | P I : 56.2 P i : 166 MERE © OB MERT
P#: 0, 56.2. | P : — P #f : 62.5 A AR K A
166. 559 Fi# - 84.7 F. 1 : 255
9 fiHft Piff : 0. 62.5, | Filtff : — Fi i - 90.1 IR Ehi
B 195, 629 WA - LR K
- Fiif: 0, 84.7. | |REWV IR L EERED %
255, 881 P 1 : 56.2 P i : 166
Fii : 0. 90.1. | P : 195 P itf : 629 (BHEAE IS %
275, 929 Fi 7 : 84.7 F. i : 255 LEBIIRD S
Fi M : 275 Fi i : 929 LRV
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. P& pili=A R E "
BiE R (mg/kg (RE/RH) | (mg/kg (KHE/H) | (mg/kg (AFE/H) s v
0. 100, 300, | fk&h4¥ : 1,000 | ~EMW @ — RE
1,000 B51% ¢ 1,000 fEIE . — =T R 72 L
N ﬂé‘b‘i’
;;ﬂ@ BHET R L
(1 Tﬂ:/ w}uj
D HAR)
~ A 0. 1,750, 3,500, | % : 405 o 807 1 - BFREx K OY
00 Hf  |-2000ppm | i - 1,110 o — HeE &M
2 - 0, 204, 405, M FEMERT R
e L
0. 252, 529,
1,110
0. 700, 2,000, | 4 : 824 I — MERE - PR A
18 70 A 7,000 ppm | Mt - 994 o — 2L
semopt | 10,825,239, ]
=tE 824 (FEDN AMEITFR
i H:0.99.2.280. D HALZRY)
994
AVES 0. 100, 300, | fk&h4¥ : 1,000 | ~EMW @ — RE K OR
1,000 J&IR : 1,000 JRIR : — R BT A
R A L
(1 Tﬂ:/ w}uj
D HAR)
A X 0. 4,000, M - 90.9 % - 268 MERE - FF/NES
12,000, 40,000 | #f : 103 M - 304 TN A e
90 HfE | ppm
EiRSYis #£:0.90.9. 268,
FHERE | 933
M 0. 103, 304.
820
0. 200, 800, | ff :19.2 I 92.0 1 - ALP #5in
4,000, 8,000 M : 92.0 e 226 M - R e A R
1 4-fH ppm &
BrEEME | #E:0.4.3.19.2,
Bk 92.0, 181
0. 4.5, 20.4.
92.0, 226
NOAEL : 19.2
ADI SF : 100
ADI : 0.19
ADI § ﬁ::mmi%ﬂ A X 1B ERR
ADI : —HEIGEE : BefRE, NOAEL : &
TR ﬁmﬂ@i# RETX RN o7,

W/J\mfﬁigf W bl EamEAT A e L7,
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F5o4 HREEOKSFICIYAET HATEE

HDOHLENETESF

Foa

58 mEME L OSSR EREICEET S
EULZEE S Fa¥ii (mg/kg KE XX mgkg | =2 RARA > bV (mg/kg (KE X mg/kg
{KEE/H) KE/H)
0. 2,000 M —
£ 7 A 3
RIERERR W < TTF B T % O G B B i
R
0. 500, 1,000. 2,000 | Mgk : 1,000
SRR
nft%ﬁ MR - KRB EEE (RESE LY TR
#hEEE) KT
51 0. 1000, 3,000, 10,000 | Y2&Eh
ppm P : 559
P itft : 629
eereorms | PHE: O, 56.2, 166. 559 ,
2 BAERIR | b 0. 62.5. 195, 629 glﬁ j Sgé
Fiff: 0, 84.7, 255, 881 | =~
Fui:0, 901, 275,929 | 10 g moow s i o
0. 100. 300. 1,000 Hﬁ'ﬁa © 1,000
AR
REIR : BAEd DT R L
0. 100. 300. 1,000 512 ¢ 1,000
7 | AEFMRR
R BAEd DT R L

ARfD

BRIED TR L
(%1 A 7f#E (500 mg/kg AE) Ll E)

ARfD: MR E, —

1

BERMRIIHRE TSR

R NEER TR N E BT R AT LT,
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<RBIRK 1 ARG/ 3 R/ TRARIRAE MG PR >
Fkza i b54
(R9-2-[2-(2-hydroxymethyl-5-
D 2-CH20H-S-2200 methylphenoxymethyl)phenyl]-2-methoxy- N
methylacetamide
(R9-2-[2-(5-hydroxymethyl-2-
E 5-CH20H-S-2200 methylphenoxymethyl)phenyl]-2-methoxy- N
methylacetamide
P (RS)-2-[2-(4-hydroxy-2,5-dimethylphenoxymethyl)
F 4-OH-8-2200 phenyl]-2-methoxy- N-methylacetamide
i i (RS)-2-[2-(4-hydroxy-2,5-dimethylbenzyl)phenyl]-2-
G 5:2200-PR methoxy- N -methylacetamide
(RS)-2-hydroxy-N-methyl-2-
H MCBX [o-(2,5- xylyloxy)-ortolyllacetamide
I De-Xy-8-2200 (RS'2'(Z'hydrf)xymethylphenyl)'Z-methoxy-N
methylacetamide
] 9-COOH-S-2200 (RS)-Z-{Z-[l-methoxy-1'(Mmetbylcarbamoyl)methyl]
benzyloxy}-4-methylbenzoic acid
K 5-COOH-S-2200 (RS)'S'{2'[l'methoxy'1'(Nmethylcarbamoyl)methyl]
benzyloxy}-4-methylbenzoic acid
) ) (RS)-2-[2-(2-hydroxy-3,6-dimethylbenzyl)phenyl]-2-
L 5-2200-0R methoxy-MN-methylacetamide
M 9-9900-ORC (RS-N, 1,4%-tr1methyl-6,11-d1hydrod1benzo[b,e]oxep1ne-6'
carboxamide
N DX-CA-S-2200 (RS'Z'[l'methoxy'1'(Nmethylcarbamoyl)methyl]
benzoic acid
0 5-CA-2-HM-MCBX (RS'4'(hydroxymethyl)'3'{2'[1'hyd?oxyj1'(Nmethyl
carbamoyl)methyllbenzyloxy)benzoic acid
p 5-CA-2-HM (RS)-4-(hydroxymethyl)-3-{2-[1-methoxy-1-(M-methyl
-S-2200 carbamoyl)methyllbenzyloxy}benzoic acid
A ) (RS)-3-12-[1-(Nhydroxymethylcarbamoyl)-1
Q 5-CA-5-2200-NHM -methoxymethyllbenzyloxy}-4-methylbenzoic acid
(A0 TG | (B9-4-(hydroxymethyl)-3-{2-[1-(N
R 5-CA-2-HM-S-2200 hydroxymethylcarbamoyl)-1-methoxymethyllbenzyloxy}
NHM : )
benzoic acid
q 5-CA-S-2200-NDM (RS'S'[2'(1'(‘Tarba}moyl'1-methoxymethyl)benzyloxy]'4-
methylbenzoic acid
T 5-CA-MCBX-NDM (RS'S'[2'(1'(‘jarba}moyl'1-hydroxymethyl)benzyloxy]'4-
methylbenzoic acid
) Q. ) (RS)-methyl
U 5-COOH-5-2200 3-12-[1-methoxy-1-(N-methylcarbamoyl)methyl]

methylated

benzyloxy}-4-methylbenzoate

JEARIRTED) 1

JFARIRIEY) 2
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B 2 © R ESEIE TR >

s R Eayiy
A/G Lt TNTIvITeT Y sk
ai B3 7 & (active ingredient)
Alb TIVT IV
ALP TNV ERRAT 7 X —F
ALT 7?;‘/7‘:/ F?‘/?}7:§j€ \
(= NVEIVRRELVE VIR N T AT I —8 (GPT) |
AST 72§§¥V@7i/hﬁyx2f§—ﬁ ]
(=72 I Ay afii 7 A7 I —8 (GOT) ]
AUC S B R T T A
BrdU b-7 2T AT
CAR TR A LT —DIEFERE (constitutively active receptor)
Crmax e e
CYP Fhr7a—ALP450 T A VYA L
GGT Tﬁ/l/?i/l/]\?‘/f7:£§—“[f‘ ‘
[=y- 7NV 2 IV T ARTFH—F (y-GTP) ]
Glob ryua7y
Glu T a—A ()
LCso P EE IR
LDso FHEIE =
MC AF kL E—R
NADPH |==2F 7 IRTT=2VX 7 VAT R U
PB 7z /) NV EX—)L
PHI B BIHE £ To H K
T T 2 - R
Ts rVI—FRHAfr="
T, VA=V
TAR G (JLB) Fae
T.Chol |zl ATo—/L
TG NV ZUEY R
Tmax 5 e o P B i R
TRR TRFREE FU RE
TSH FR BRI A V&
UGT TV VBV e =)V T AT 2T —F
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E R /N b miE 65l
e, R E (fk# : 53.3 kg) (fK# : 15.8 kg) (K : 55.6 kg) (K5 : 54.2 kg)
(mg/kg) ff ERE ff EHE ff B ff B
@NR) | WgNRB) | GNB) | @gNB) | GNB) | g NB) | @NA) | g NA)
K& 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
< EW 2.18 17.7 38.6 5.1 11.1 16.6 36.2 21.6 47.1
Fx oy XY
(FEF v 1.88 24.1 45.3 11.6 21.8 19.0 35.7 23.8 44.7
Y EE T, )
ZEok 27.7 5.0 139 1.8 49.9 6.4 177 6.4 177
Xrok 17.9 2.2 39.4 0.4 7.16 1.4 25.1 2.7 48.3
ZOMDH
55 7R 29.6 3.4 101 0.6 17.8 0.8 23.7 4.8 142
LX< 36.2 1.5 54.3 0.3 10.9 2.6 94.1 2.5 90.5
LR (Y
VA0
Blons 29.1 9.6 279 4.4 128 11.4 332 9.2 268
ie, )
L~k 3.15 32.1 101 19.0 59.9 32.0 101 36.6 115
7o 0.63 12.0 7.56 2.1 1.32 10.0 6.30 17.1 10.8
EwIb
(T—=x 0.54 20.7 11.2 9.6 5.18 14.2 7.67 25.6 13.8
et )
TN 0.71 7.6 5.40 5.5 3.91 14.4 10.2 11.3 8.02
fﬁfﬂﬂ” 2.69 1.6 4.30 0.5 1.35 0.2 0.54 2.4 6.46
?;EA%%MW 3.40 2.4 8.16 1.1 3.74 0.1 0.34 3.2 10.9
ZI2ED 3.87 1.7 6.58 1.0 3.87 0.6 2.32 2.7 10.5
AT 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
33 0.05 3.4 0.17 3.7 0.19 5.3 0.27 4.4 0.22
PN 2.12 0.1 0.21 0.1 0.21 0.1 0.21 0.1 0.21
58 2.93 1.4 4.10 0.3 0.88 0.6 1.76 1.8 5.27
BI>ED
(Fxl— 2.86 0.4 1.14 0.7 2.00 0.1 0.29 0.3 0.86
et )
5ED 3.01 8.7 26.2 8.2 24.7 20.2 60.8 9.0 27.1
& 1.41 9.9 14.0 1.7 2.40 3.9 5.50 18.2 25.7
X 6.40 6.6 42.2 1.0 6.40 3.7 23.7 9.4 60.2
&t 977 419 986 1,180
) - FREEEIE. BEOSUIHE SN TV A AR - ERERIC LA ERBRXOFEHEO S H, v

FZ R by REOI~UTFT A abty SOEEORERELHAWE: (R RIFK3) |
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