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L

TIBT I R — R A= FREFEAITHL [ XFT RN IVT AT a e
(CAS No.177406-68-7) 12O\ T, KHERBAAES 2 HW T, R in 2N %
Fha L7, 7o, A, EWEREHRBEGE (bo% X 9) ENHICRE ST,

R DT I, BN Ems (T > ) L fESERNES (T Lok,
N~ M) | TEMFREE. WiRMERENE (T v b, v~ AR X) | BEENE (1 X) |
PBMERNEFE N AME (T > ) | BERAME (T R) | 2#REGE (T > ) | 84HE
P (Zy MEOYHX) | BEEESEORBRBE TH 5,

FREFERBER NS, XUTF TR DT A Y T MBI L AL, FIT
g (HRAEAEARSE) | FRRIR (AR BRI RO (i) 125D b
7o BAHREIZXI T 2 B, (AL OV ERICB W TS & 2 o BEFEITRD DI
ol

N AR T, iR (7> REO~TR) | 5 (Fvy ) | BRI (w7 R)
(IS OBEINAFRD G, WIS RERFITEREEL DD L I1TB 2 #E< |
FMEIC S - EEARET DI LI ARETH D EE X DN,

FRBRCH LN /EEED O bi/MEIZ, 7 v FERAWE 2 HREGERER D 6.9
mg/kg AHEH/H ThHho7Z &b, THERILE LT, L2248 100 TR L7 0.069
mg/kg R/ H 2 — HEBEGEFAEE (ADD) &S E LT,



. FHENRERROBE
. A&
B Al

. AMESD—iE4
Mt XTFT ARV BNT A Y T ae L
44, . benthiavalicarb-isopropyl (ISO %)

. {4
IUPAC
4 4 Y 7 e e [(9-14(R)-1-6-7 VA u-1,3-R S F 7 —)L-2-A JL)-
TF NI NINEA N-2- A F T 8 BV —3 A — |k
o4, isopropyl[(9-1-{[(R)-1-(6-fluoro-1,3-benzothiazol-2-yl)-
ethyllcarbamoyl}-2-methylpropyllcarbamate

CAS (No.177406-68-7)
4 [19-1-[[[AR-1-(6-7 A a-2-_o Yy F 7V =T ] 7 I /]
HIVIR = )L]-2- X F L7 a LR R
34, ¢ [(1.9-1-[[[(1.R)-1-(6-fluoro-2-benzothiazolyl)ethyl]lamino]
carbonyl]-2-methylpropyllcarbamic acid

. FR
C1sH24FN303S

. AFE
381.46

. HER "
@ Sant

. BAIZOERE
NRUFTRY VT A Y T a vk, 1992 FEICHREt7r A« 7 A HF3ETIC &
DEIRINTZT X BT I RO— 1R A — N RZZREAITHY . (EFHEEIZY ViEED



EEMREETH %,
Al RREBEHAICE S CEMAIERHFE (bo& Xk 9) BRENTVD,



I REHKICHRIERBROME

HFEMREBR [T 1~4]1%, XUFTRUILTA YT ENDT == )VERIRE
UG TH IR LI=b D (BLF Tphe-#CIBVI) &£V 9, ) KONRY U EiDao-
R % UC TEFR L= o (LT Tval-4CIBVI) &9, ) ZHWTHER Sz,
TG RETE B K ORI IR JE 1 XR I D DR W BRII R F TR LT A Y T a
VIR U 7o, A 0 F R AR IR AE NG o B OSR A EAE IE R ZRIAR 1 e Or 2

RS NTWD,

1. EVERERHER

(1) BAR

@ mpREHS

Fischer 7 v b (—BEMERES 2 1 5 PC) (Z[phe-14CIBVI# L < 1X[val-14CIBVI
Z 5 mg/kg AE (LT[ 1IZBWT MEHE] &9, ) XiF 400 mg/kg (KE
CLFO HZBWT TEHE &), ) THERAERS L, IHREHERIZD

WCRRFT S v,

A M AE Y ENRE T ST A —F (TR LIRS TV D,
[val-14CIBVI @ Cmax & O Tys2 1% [phe-14CIBVI (Z b _ENWWMENFED S 17z,

(=l 2)
£1 2MBEUOMBREYEEEF/NT A —4
T [phe-1*C]BVI [val-“CIBVI
#HE (mg/kg (AHE) 5 400 5 400
] | 1 e 1 e 1 M
Tmax(hr) 34| 92 | 95 | 96 | 54 | 68 | 120 | 12.0
Crmax(ng/g) 0.32] 0.42 | 655 | 7.18 | 056 | 0.50 | 26.2 | 20.6
R {7 (hy) 15.1] 349 | 104 | 357 | 312 | 363 | 259 | 214
AUCo- 4521 107 | 107 | 126 | 32.8 | 29.9 | 2,000 | 1,410
(ug * hi/g)
Tmax(hr) 20| 44 | 105 | 104 | 60 | 60 | 136 | 96
Crmax(ng/g) 0.53| 055 | 7.50 | 8.06 | 0.68 | 0.65 | 34.7 | 25.7
M5 | o(hy) 16.3] 206 | 152 | 144 | 149 | 127 | 103 | 109
AUCo- 6.86| 12.7 | 140 | 190 | 27.2 | 24.0 | 1,830 | 1,170
(ug * hig)
@ WRINE

RV FHEERER [1. (4) @] L 0 15 O =B BERI R & | FE =R L O
=R REEEOAHELZW U CE Y SN WICRITEHERE T 88.7~
97.2%C. BmHAEMT41.1~53.6%Th o7,

10

(& 2)




(2) 9%

@ HEHES

Fischer 7 v b (—#fEHES 12 IE) (Z[phe-14CIBVI # L < iX[val-14CIBVI %
RHAEIIEHAECTHRBERORS L, AN R S I vz,

#h-

el

TRk TG 168 el 121X, [val-1CIBVI O H &E#E O IE K& O FH &R DM

T g M ORI C 36 1 D AR A REIR FE 1T R 2 IR STV %,

WO RERHFE (23U T b MR T REI 30T U AT & OV i & 2
RIE

HEZIB T 57— 2% R E 1% TAR Z# 2 kI3 0o 72,

®2 TERBBROEBIZE T DHEEMRST
PERI

Lap, 188

Ae/=

(B 2)
E (ng/g)

Tmax £/ VD
B2 (8.43), NHA%(6.45).

3

JH ik
(3.46), ¥ FHEIK(1.76),

[phe-14C]

¥ 5 168 Hfll14

GIAYA
BR(1.834), HRAR(1.18),
(1.11).

mg/kg
(NG

R4 (3.22), HhE(2.78).
(2.27).
i3
1K H &

U > 3Hi(1.10),
fk (1.08) . A§ 1 (0.97) .

JFNg(0.14). D (0.1 i)
Fik=s
(0.95), *Dh(0.7 HK:¥iii)

K
B Mk

Ji5 bt
U Hi(2.25)

AT
R (1.69), RAG(1.40),

JFlg(0.11). D (0.10 Aiwi)
Bl
(1.22), Bi#(1.12). JFE(1.00).
Z OAh(1.0 AKiii)

fEAE(7.19), BERE(4.51). AP
(3.99) . WM (1.64) . HI IR AR
(1.42), AI(1.30),

RPN i
(1.17), Bl(1.14). f515(1.06).

Z DA, (1.0 AKii)
[val-14C]

fH%E (4.99).

T (0.34). K#EHARO0.22), &
ik (0.20) . FI & (0.16) . 0>k
(0.15)., HUIRAR(0.14), Hti(0.14).

AISZAR(0.12), BERE(0.12), FZ
U oRHi(4.12),

& (0.1, &4 (0.11), Ik
fFi&(3.21), BN (1.82), HERS
(1.56), +=(1.54). BI7(1.38).
i3

(0.11). ZD(0.1 HJii)

[phe-14C]

PIEL(1.38), HURAR(1.24), &
fig(1.12), #BEAE(1.09),
e &

KER0.10), Z DOML(0.1 AKT5)
— & —#(1.04), KENR(1.00),
Z ot (0.9 LAT)

H(0.35) . AT (0.29), HH 4
(0.15). Ei%(0.14). FI%(0.12).

fERE(330), AHE(176), VU > o)
#i (103) . i gk (91.0) |
HE

H

11

B
(81.1), K#EIR(80.5), HIKIR

(68.2). MEW5(B7.7). FiAZ R
LEHSGE: « 2SI W0 -t 2 h— 2 vy (LLFRIL) o

JHF ik (3.24) . ifi (2.62) . & ik
(2.51). #D(0.9 i)




(55.2), & D(45.0 Aifi)
BEE(158), U > xi(142), HE | IFiE(4.21), = DO(2.3 i)
1i(129), MHA(122), A4 T4
(112), fTh#(92.6), EIE(91.5),
M| B EAEN(90.2), KENIR(83.9).
HH#(64.5), JPHL(63.3), HIK
fiR(54.3). IKlig(51.2), < DHL(50
Fi)

EpE(282), U L/ Hi(159), AH | AHAE (18.6). ATN#(18.1). Bl
H(154), FFh%(109), M TF A | (12.5), &7 (11.4) . K#hAK
(88.2) . HUIR MR (79.9), EIE | (9.87), Li(9.61), BERE(8.70),

B s mme.n . B | AEG.19). Zois i)
(66.4) . KE)IK(53.9) . fE M
(50.6), Z D45 F:iiH)
e MRAE (158), MM FEE(R(144), B | AFIR(15.7), BRE(12.7), Bl
BE(125), U > oxi(123), i | (10.3) . KREhAR(8.51) . &IFE
(100) . ®I % (85.1) . KEAR | (7.64). BEME(6.50), Z D1t (6
" (82.9). WEN#(71.4), #BE@HEN | Aiik)

(70.0), BNHL(67.5), B HE(65.8),
HOR R (53.9) . FEN;(53.3), ~
— & —R(52.1), =0 K
i)

D MRS 6 %, & N RIS 8 ik,

@ RERS

Fischer 7 v b (—RfMEMES 4 V) (2 [val-14CIBVI Z1EHET 7 ik 14 HIE
SRR 0BG U, RN AR B 55hE S vz, BUBHI RS- 1, 3, T X
W14 BRI LT,

2 3TN OEENTREN TV D,

7T AEGREOR &R 1 % T, MiEHI2IIEZ £ 1.9 LT 3.3%TAR
DR BUNEDNRO bivlz, 14 HRGREORKESE 1 H#E T, Mk It
NEI 1.0 LN 2.4%TAR ORI GTRED TR DALz, FHHR PN 7R S O AE X IRF
fRiE L & BT L, 14 BEGREOE G 14 0% CHERE & & 12528 & DMk % B
XA 0.1%TAR LLF & 72 o 7z, MBRNERREUEEX. W oRIZE N T
MELZ ELR U CTREIS iV ME A 2353880 B LTz,

FRE T REYR L 1TME I C L B CEVME M 2R LTe, WO RISV T It
HEL HITHALE IR D S WVIREDNED 5, 14 AR GREORKE S 14 BT
HETIEZ N— A — R R OV & RO Tl R (0.934 pglg) LLFTH O, HET
T ETOMBRICBW TR HIEE (0.575 pglg) LFTH V. KRS RED IR
THMMII VWb EEZ B, (B 95)
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&3 HBAIMERVERERNEDHER (ug/g)

fii3 Jii3 it
BE(7.97), E5(5.84), 220G | BIE(15.8), B(14.7), 5%
7 A (3.68), JIFig(3.13), NH4(3.01), | (6.72), Z=i5(5.82), JITh#(3.65),
¥E L Feh1 A% | FEIBQ.61). FAE@Q.58), + | +fEME(8.13), HE(2.55), H
B(1.74), FEMARD.63), B | WERQ1.53), ~—F—7(1.01),
Bi(1.61). ZDfh(1.5 A Z OAh(1.0 ATi)
E15(18.6). BME(12.3). 28 | §R(7.94), [EIAG(7.37), &M
(7.55), 1045 (5.22), ITlig(5.11), | (4.60). it (4.30) | A5 (4.24),
fER5(4.93), + —1815(4.92), H(2.57). 225(2.19), + _falm
Beh1 A% | —F—R(2.66), TIEL (1.69), TIHEMAQ.67), HIRAR
(2.54). BliH(2.43), AR (1.28). = Dfth(1.2 AJi)
(2.13). ‘B#E(2.12). FDfh(2.0
1)
FER(1.58), /~—&—HR(1.24), | FFiK(1.38), Bigk(0.78), HLIRAR
14 I '%‘%&(1.17)L DE(1.13), HUR | (0.77), /\~5f~ﬂ]%(0.7§2\ 1=
i BhE 7 A% | BR1.12), BIEQ1.07). Bk (0.72). LME(0.70). 1% (0.65).
(1.06). 1f1i%(0.96). [FHfE0.96). | Z DH1(0.6 Ajii)
5 19(0.96). Z DA(0.96 AKiit)
DE(1.04), ~—%—[0.96). | Mmi%(0.58), :M(0.57), N—%
1M#2(0.93), #5A0.88), Al | —HR(0.53), HFhig(0.53), i
(0.81), FzJE(0.78), Big(0.78), | (0.51), MUf(0.47), + &%
Beh 14 H1% | #1R(0.78), JN(0.68), ZA T | (0.44). HPI(0.40), /]M(0.40),
f2(0.68), fifi(0.66). H:IRAR HFAR(0.39), HUIRER(0.39), %
(0.65), + _817(0.61), =D | O(0.35 FJii)
fi1(0.6 A=)
(3) R#
@ HMEES

PRI OFE P HEIERER [1. () D] TH LN TR L O, R EEIEER [1. (4) @]
TR LR, FR ORI RN AAERER [1. (2) D] TH Lz mgE, ik
N OB gz 5k & U CREMENE - & &l i S vz,

RN SITIRF TR LT A 7Ta et and, FERHFEmE LT
M-15.M-18 X O M-19 23, $& 5:-4% 72 BRI Z N E 4 0.4~1.2%TAR. 0.1~0.7%
TAR., 0.6~1.2%TAR fH S 7z,

P 54% 120 BRI D 13 BMHAERE TRV FTARY LT A Y T a e
25 0.3~2.2%TAR., FERH L LT M-15 2 21.1~31.5%TAR, @& Tl
RUFTNRYINT A Ta e ARBDEL OEGEED,12.1~22.2%TAR 23K
=iz,

g APl e O g 2> 51k, XU F T RU LT A Y 7 a ELDIED,
FERFH E LT M-15 LTV M-18 23588 bz,

AN BIERCTF TN I NT A Y Ta v st FEREwE L

13




TM-15 D7 V7 v U BERAKRTH S Bll A=, o, M-3, M-15
F O < OB DR b,

RUFTNY BT A YT 1 O EENRGHRIKIL, AT OKBILE E
DIETHY ., 7T FEAEORALRBD LN, XUFTARUDLT ALY T
IR F Y RPERER TNV A F A L ABEZ TR END EHEE Sz,
EBIHERFYO T NEF A AAERIZ AT A =N TV VAT A A
BERT AN T = BARICREER S, S GIZANVD T —VIRIZTF
T — RICRE S, IRV TAF VAL T 4 RERTAFILRILAR LS
HLOEHESNTZ, (B 2)

@ REHRSICHETIREMORE - B
7 v FERWERBR. 2 @] THE L ziimE, R OFEZEE L TREY
[FE « & ek = S 7z,
MAEFRED O AT ED T DT TE o Tz, JRFIZITDED M-15,
M-18 L UNM-19 23l S av7z, Hilal e 5akBh & B 2R & L CURFIC M-19
DEMEREEBEZ SNDMRBERRD LN, (B 95)

@ T hFS-9IZHTHRBRER

[phe-14CIBVI X|Z[val-14C]|BVI % 7.1~7.6 umol/g protein T7 > M S-9 &
% (9 2 mg protein/mL Z & 4) IZHIML, XF TR LT A V7 a o
REHEE O RIE K O O [R) E 7R 28 s S 7z,
NUFTNRYBNTAY T\ EVERRERCD U, HRHEEINT 1.8~1.9
DT, FEMRBMLT NG TF A AEIR KL RN F T — UKD IKEEAL
SNz M-15 E[RE ST,

FERBFRBE TNV ZTF A oA/ E M1 ~OERTH D EEZ D, (B
H3)

(4) BEtt
D RERUESH#
Fischer 7 v b (—HEMERER 5 VC) 12 [phe-14CIBVI £ L < 1Z[val-14C]BVI %X
HEXITXEmHECTHRBRRO#EE LT, JREOEF PR 5205 S iz,
Fe 4% 168 IR DR K O FEH PRI R ITER 4 IR STV 5,
PR B B ONEEE L2 W T R OEERR DO ZITES . WTFNORBREETH
FUHRE DBEIHIT R < . H51% 48 BEE T T2%TAR UL B2 Sz, (B 2)

14



x4 5% 168 RREIOKREVERHRE (KTAR)

PR A [phe-14C]BVI [val-1*C]BVI
&h& 5 mg/kg 400 mg/kg 5 mg/kg 400 mg/kg
PRI Jais i It il It i Jid i3
JR 14.3 24.9 8.41 13.1 9.0 22.3 7.1 11.5
# 81.8 67.3 79.0 78.0 79.2 62.7 83.1 80.6
g— VYRR 2.7 4.2 1.6 2.1 2.3 5.0 2.7 2.5
T— VR 0.1 0.7 0.01 0.1 0.02 1.2 0.2 0.2
T —T1 A 0.1 0.03 0.2 0.4 1.5 0.8 1.5 1.1
HH Tk 1.5 0.4 0.2 0.2 1.4 0.7 0.5 0.3
A ElEs 100 97.5 89.4 93.8 93.4 92.7 95.0 96.3

@ BBt Akt
JREH = o — L&A L7 Fischer 7 v & (—HEMERES 3 UT) 1Z[phe-14CIBVI

# L <iX[val-4CIBVI K& X L m HE THEBEIRR 0BG LT, B TP yE R
INESS RV g Wi
Feh4% A8 WF OB, JR A OFEFHRIRIZR 5 ITRSN TV D,

B 5% 48 W OB F PR TIL, HEM TH O 2EZRBO Hiv, [KHET

X 63.6~90.4%TAR 75, A= TIX 27.8~40.3%TAR M HEi- ==, 7 v MK
NIZEBWNWT, XUFTANUIANT A Y 7 e vk, (KA &R CIERH R 2%

L., mAENECIEREEPICHS L LB 6T,

(ZH 2)

x5 5% ABFHEOES, RERUEDHEE %TAR)

AN [phe-14C]BVI [val-1*C]BVI
&h& 5 mg/kg 400 mg/kg 5 mg/kg 400 mg/kg
el Jais s Jii3 i3 I i i3 i
PR 5.96 4.2 10.3 2.1 9.3 19.1 13.1 3.8
# 1.1 1.9 32.2 60.9 1.5 3.8 42.2 54.0
A — DI 1.1 1.6 2.4 0.3 0.9 3.9 4.5 2.3
g— VR NS 0.2 0.01 0.01 0.01 ND 0.04 2.1
ilEbas 86.6 90.4 37.4 40.3 78.1 63.6 27.8 30.7
= A 2.28 1.0 3.4 3.8 2.1 2.1 3.8 4.3
NS 97.1 99.3 85.8 107 91.8 92.5 91.5 97.2

NS : B2 L, ND: s

2. EMERNERRER

(1) Ehl &
[phe-14CIBVI X iZ[val-1“CIBVI % 100 g ai/ha ®HET, WL x (HFE :
Wilja) OFEFORIE 15 ARICHEICHm L (HEAERERX) 90 H% 2k
L7oBi2 & R BEA B L ST F ORI, 7 BB CTXIEIC 6 Ml L (3
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RBRIX) B HUARND 14 BRRICAEV L7202 & XIEA BRI €, IR E
R FE e S T,

FHEALFREBR X Tl ZHEEE T 0.0411~0.0781 mg/kg., Y13 T 0.0009~0.0010
mg/kg DIRBEHBUNRED I Sivlz, ZEEHTIZ, X F TNV INT A4 Y Tr e
LN 10.2~10.9%TRR., FEMRHW & LT, REERHY (1. 2. 3. 6) 2’
HE, £0 9 HiKIZERREREY 1 D 29.5%TRR Th o7, EEENLHGER
X Clt, XZEET 4.57~5.86 mg/kg, B3 T 0.0026~0.0145 mg/kg D7 Hkt
BN SNz, XERTIL, XUFT AU BT A YT e in 87.8~90.83%
TRR, FEERFIIREERHD 1. 2 K6 BRI INN, WIind 3.2%
TRR AR CThoTo, 2o DREWIIHERAIETHY . 727U 2 fHoIERA
EREY 1 BRUCFTRYDALT A TFa VDR F T — VBRI KEEEE D
EASINTALAY TEDOALEDFFE SN TR0 O, REERGHY 2 B F
TNUBNVT A TaENDORXF T —)VEBRD 5 AKBIENEA S-S
D, REERFY 6 W FTNRY BT A YT a b )DRF T —)LER 67
D7 FNEEL . €O BEITKBEIENEAS NS DOXPEREERTH D & HE
EESNT, XRUFTRY BT A YT O FREMERIIRE SN2 o7,

(M 4)

(2) P2k

[phe-14CIBVI %% 100 g ai/ha ®DH&E T, FE3F%, 7T~14 HHRETE 6 [ h~
N (4B7FE : Ailsa Craig) (ZHUfi L. Fof&LBE 14 H%, 28 H%&, 35 Hi%, 42 H
%, 49 B LN 56 HRRICERI L 7 R FE R OFES L BIL L U, RN Em iR
VINESY TR gVl

RRIZBU 2 IR ORI B 13 Bl #Ai 14 H1% T 0.0181~0.0212 mg/kg,
56 H1% T 0.0067~0.0072 mg/kg TH->7-, 14 HEDORETOHREMIL, <
FT N BNT AT a LD 88.8%TRR, #eARIFEMH YN 8.2%TRR TH Y |
REERBDITHRK T 4.2%TRR M Sz, 56 B OREFTOREWIX, <
FTNRYINT A YT a e nn 54.T%TRR, RFEEMRHA 40.9%TRR TH
0. REEMRHEDITERKT 9.4%TRR M H iz,

EER DI S RERIE X 56 HZDOFEHZI DWW TORTONTE Y | IR
FHEIRE X 2.33 mglkg TH Y, FEEREME L TRXUF TR LT A Y0
B 95.1%TRR % b7,

RUFTNRYBNVNT A Ta /T b~ MZBWTUTZ EAERBFEINT, X
FTNYINTA TN~ MBI EEREM TCH-7-, (B 5)

(8) &RES
[phe-14CIBVI XiZ[val-14CIBVI %4 100 g ai/ha ®FHE T, 7~14 HHRE CTH
6 [F.5E 9 (§hf# : Reichensteiner) DOEIE|ZHMA L., &&EHAMAHE 17 HLULNIZ
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BRI LT RFEROIFES IR L U, MR E AR St S 7z,
REPIZBIT DR ST REIR 1T 0.241~0.327 mg/kg Tho7=, AWML
NRUFTNRY BNV T AT a ) 95.8~96.5%TRR. RFEEMNH Y DEN
1.5~2.0%TRR TH v . Jx b2 > = REERBHWIL 0.7~1.0%TRR TH -7,
HER T DOARTE R T BEIR 51X 14.0~23.1 mg/kg Th o712, BRI F 7
NUDNTA YT END 94.0~94.6%TRR., KFEERHW OB ED 0.9~1.0%
TRR TH Y, mbEZh oo REERHWIX 0.83~0.5%TRR Th -7, HEHHH
SR FTNRY BT AT a ELOMONFBMERITHRIE S o7z,
NRUFTNYINTA Y Ta /WIS E BN TigE AR ST, <
FTNYIGNTA I TR ENNSEINCBTHIEEREM CH-T-, (B 6)

(4) PR FHHE

[phe-14CIBVI XiZ[val-14CIBVI #, @ b~ M (5hfE - A7 m—H3) oK
HHRIZ 0.443~0.553 pg/mL ® H & CTHM L 72BN, ©0.177~1.6
ug/mL O & T b~ Nl ORI BAAE O - BT - Rt 28152 L=
ANES TRV g Wi

RUFTNRY FNT A YT T EUVTIKBHR D HEECNTRI S v, LB 7 3%
IZ2EHEERIT 34.83~39.1%TAR 73, REIZ 9.2~15.0%TAR 73 534f L7z, ZEXIEH
DEFFRREYNIR L FTARNY LT A Y Fa )L ThHY ., 89.5~90.6%TRR % 5
Wi, R E L TM-11 XU M-15 BMlERE SNz, R TOFRER-EDITN
YFTNVANT A TrELTHY, 73.8~87.3%TRR = 57, Ritme L
TM-3 728 11.0%TRR. M-11 )} X M-15 &R H S -,

BEEWBAT 7 B, EREALA D 93.6~99.7%TAR NEIN S h, 1T & A ER
FTNVANTAYTrELTHY, RGmE LTM-11 M ERE I, i
DIENE~DBATIZI L WETH - 7=,

< NTEIZBT D B 2EWI_X T TN INT A Ta )L ThY .,
70%TRR UL E& 57, (REWIT T, MERHSNTEOARTHST-,

[phe-14CIBVI Z i L 72 K BRLER D AR D = ZAHIIT M-8 &k (X) T,
M-3 &£ LT 0.26 mgkg (11.0%TRR) #fi &7z, [val-14CIBVI ZLEClX M-11
K OM-15 3 & s vz,

RUTFTNRYBVTA Y Taeid, b~ MIEICRIES D & FITR YT
T U IVET IV T VST A JVEE DN ST L 0 M-8 1A & iz,
A V7 a ENEOKBEIZE Y M-11, XUV F 7Y — VB 5 M OKBEILIZ LY
M-15 (Ja/iRe LTHEE) s nz, ZnosfREmix, 7ra—x, v
0 — AL ORERERR T IZE D IAEND b0 EHEE ST, (BB T)

(5) <&
774 b b rNTHEHEINZIEL S (50 ZBEAX) 12, [phe-14CIBVI
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% 225 g ai/ha OHETEM 75 HZIZ 1 [FIHCH L, HSf&Edh 21 L5656 HZIC
HNIEE e OSFE BT 28R L C L A IR P Ay R 0 20 STz,

FEERIED R O EEST & B IO REIR S 1 IFIE RIS TH 0 | FEERERIC 73%., FREEIC
27% D U REDTAE L T2,

< SWVHHEEDK) 90%TRR 138Ut EM Th o 7o, Rl M-14, M-15 &
N M-11 B S0, SLKMEThH 7=, Tofth, M-3 OfffuaiR, M-11
PSSO S AN OKER L) DFER SRV Ef i S v,

NRUFTNYDNT A YT v EiE, —wnoNY AUEHO KERIE 252 1 LB
21 (M-8 DARR) LA 235 600, KESIIREBOBILEE L TF
ETDHEEZLNZ, (5 96)

3. TiEdEaEER
(1) FRMLTEPERHARD

[phe-14CIBVI % 5= [E Dbt + & ONiEE 12 [val-14CIBVI % 3 E O b 2%
LZEIL 2 mglkg ORETHRMEL., HFKRMSEMET. 200COREFTT 120 XX 365 H
M (365 HRIIWE L DL) (v FaX— 30 LT, HHEREMRBR N FEE S
iz,

W Lo 365 HEBRICI T 2 H S AE 21X BRI L7 3,
[phe-14CIBVI ¥ X (120 H# 34.9%TAR. 365 H# 13.6%TAR) XV
[val-14CIBVI #LE[X (120 H#% 5.0%TAR. 365 H# 4.0%TAR) 23HE-L)MI D
L7, 120 HEBR T, HhHEBEEEIL 120 H& 10D+ T 61.9%TAR., HitE+
T 23.7~33.2%TAR Th -7,

FERMEY R TR A HEIN L | [val-14CIBVI ALEE X Tl 120 H #12 44.8%TAR,
365 H1ZIZ 54.0%TAR 2 L7z, 4COs DRBEENEL -T2 £, 14CO2 4
HERES) & MR X H 72 120 ElFéﬂ@UJlJaih%ﬁ%ﬁotk A, 120 H#% D 14CO D
RN 53%THY, OB TIL CO ITBRICHETET TV RLsTbDEH
Z Bz, [phe-14CIBVI AEEX Cix, WHELIZE L 7= 365 HORER T, 365
H% 20.1% TAR @ 14COq Z[FIL L 7-,

FhHFRTE B s RE B, [val-14CIBVI ALHEX > 365 H#BRTix 59 H%IC
41.2%TAR £ THIIML . 365 EI?&’C“ ¥ 26.5%TAR £ CTIX F L7z, [phe-14CIBVI
ALERIX Gl MR RE IR 2 I8N L, 365 H#IZ 61.6%TAR (2 LT,
120 H [R5 Tl ﬁﬁ%@i&@iﬁﬁﬁi’( X NFh 22.5% TAR K () 45.5~58.2%
TAR |22 L 7=,

[val-14CIBVI LH +HEn St S F 7R AT A4 Y 7 eV, 30
H#%1Z 28.3%TAR. 365 H#%I21% 1%TAR L FToh -7, [phe-14CIBVI ALELX
TlZ, RUF TR BLT A TR 120 HRERT 1.3~2.4%TAR. 365
H#ER T 0.3%TAR Th o7z, FESEMIEIM-1, M-3, M-4 KU'M-5 TH Y |
RAREIZEEOREEIC LV VR DR, TN M-1 A 9.8~27.7%TAR,
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M-3 28 2.2~12.3%TAR. M-4 78 7.6~9.8%TAR., M-5 7% 12.1~26.8%TAR T
HoT,

RUFTNY BT A Y T a0 R TOHEEEIIIT 10.6~21.9 HT
b olz, FEIEY M-5 OHEE H-RIIL 17.4~40.4 A ThH o7z,
RUFTNRYBNT A Y70 o +HER TONMRRKIT, OXVF T —1
BRAIOT F#Aﬂmm“%émTMﬁﬁ@ﬁu/®M5iM7 Ak LT M-4
WERR L. @OM-4 O RSN T a— LG8 TShT M-3 24K L. @
HIZ, =& = NAIEEN KGRI T M-1 24ERT5RKEEEZbnT, (&
FE8)

(2) FRMWLIEPERHRRD

[phe-14CIBVI Z @i+ (ZRHR) KLOWEEEL (FRl) OFEWEE T LI
0.75 mg/kg CTHRML ., HFXMSME T T, 30CORFFTT 56 HMA > F 2 X— 3
v LT, HEEHEMBBRD S ST,

FEWE TIETIL, XUF TRV DL T A Y 7 EOVEREEICED L, 56 H
#%1Z 0.8~3.8%TAR., FH /& LT M-1. M-3, M-4 XU M-5 28, \WTh
t 7T~28 HIZIZIR K &R o721 L, 56 Bi%idxb % -7 M-5 T 6.0%
TAR Th o7z, 14CO. D RBFEHARIT 6.1~17.5%TAR ThH-o 7=,

RFTNRYBNT A YT v e )VOREEFRHNL 8.1~7.2 B, EE YD 5
H M-5 OHEE 2ERNE 16~29 H ThH-7-, (B 9)

(3) HEMOLFEDEMRER
TR M-1, M-3 }2 TN M-4 (2D CHEEE + S Im0EE 2 VW CUFRN SR T
2RI D IR EmERER Y FEME S AT HEE NI M1 2 DWW TiE 4~13 B,
M-3 (% 2~7 H. M-41%0.06~0.18 H TH -7z, (B 10~12)

(4) TIRBREHER
T3 SRR DS 4 FEEOEWN T (2 FEOBAR 7+ BEE KO, Rkt
AR, KRR L - FRiE) 2 W TERI L,
Freundlich ®OW %%k Kads |3 0.90~10.8, AR FE S A RIC L 0 MHIE L7
BRI Koe 13 219~470 Th o712, (B 13)

4. KepEen R
(1) MK fEHER
[phe-4CIBVI # pHb5 (7 = i) RV o)  pH7 (MU A~ LA Ut b
UoL) KOpH9 (WATEET bV 7 L) ORFEEIIZIED 4 mg/L (2725 &
INTMZ, 25°CE0.5CIZHB VT 30 HE A > F aX— 3 > L, Ik iSRS
Fehts < iz,
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AFRBR A T CILIEE 72 DR ITE8 0 B T2 o 1=, O RIFED D H
i, EESMIIARRES#HEY-1 TH Y, EREIT 1.1%TAR (pH5, 21 H)
Thole, BYRLITRO o Te, DEBTRE TH oo, EME7RHEE
BHIIEHTE oz, (B 14)

(2) KebXHERER

RUFTNYINVTA YT e ZPE LT 28K OVE SRR (] IR R
JID ATIREEN 2 ug/mL 12725 L 512 %, 24.8°CT 14 HEF& 2 »HHREH (300
~800 nm D#ilH T 400 W/m?2 : KFGEHLER 80 H) L. KAt/ fEatinss 32k
SN,

FEFRH XA I 1T DI, 28 /KIZEB VT 93.5%, HARKIZK W T 97.1%
THO, XUFTARUDNT A YT e udst ) o HRBEIC L0 ofif S i< |
O3 PRH FE IR D THERL N T o 7o, REGIGITHAR U 7o HEE -, A8 KT
740 H, H/KT 1,700 HTHH-7-, (M 15)

5. TEARBHER

KR - sl (kb)) . Rk - HEEEE R ROV - Bt (BB 2Hu
T, RXUFTNRUANVTA YT aev, 5y (M-1, M-3, M-4 XUO'M-5) KO
JEARIELEY) (S-L: RXUFTNRU BNV T A YT a b /LoRMIR) Z200xtgitaw
LT BEARERER (BBRANLOEE) MNE-S N,

ERIIE 6 ITREINTWD, (B 16)

&6 TIEREHERRGE GEEFRI)

HEE - (H)
=i e pie -k RyFTAY BT Néizgi§f7
N © o 1
A 7atr’) Lo
LK - EE 1 72 H 22 H
RNk | 0.75 mg/k
meTe AR - HEEE 3.1H 6.6 H
. KK - B 26 A 28 H
I35 5AER 1 - —
s - Bt 15 H 16 H
225 g ai/ha
o KK - B 1 41.1 H 112 H
il 5 5l 2 - —
g - B 19.3 H 105 H

) e ERER Tl . BSERER TIXERIAKTF (15%) @ 2,000 {47k 2 v -,
IR EY - BEWRER N O SARE 2 (M-1, M-3, M-4, M-5, S-L)
MR 1 (M-3, S-L)

6. {EEEER
B, BN T, XUFTARY LT ALY T a e, FIREEY S-L KO
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R M-3 & okt St & & U= VEM R B s 320 S =,

FERIIBK IR SN TWD, XRUFTNRY VT A Y 7 a Ok KERZREIT,
AT 30 HRRICUUHE L 725289 (BRFE) @ 0.877 mglkg ThH o7z, JFIKIREY
S-L & R M-3 IZE&ERFLN 2 SN THAETH -7, (B 17~19,
97~100, 102~104. 111, 112)

EREOEMRERBRICESE XUFTRU DT A Y T a Lk BBl 5
IbEMmE LIEBRICEM X VBRSNS HERIENR TITRSNLTWD, B, K
HEEBREOHEE L, BEIN TS XITHHE SNEMHTEN SR FT R
NTA YT EANEROBEEZ " THEHEE T, 2 TOEMICEHR S, L -
FHERIZ K AR RIEDOEHN 2L N EDIRED FIZiT- 72,

x1 BRPIYERESNERVFTN)ALTA VY TOELDOHTEERE

[ R R (1~6 %) T by g (65 mll k)
(1R H:53.3 kg) (K H#:15.8 kg) (K H#:55.6 kg) (K H:54.2 kg)
B
(gl A F) 31.0 17.6 24.6 28.2
7. —IREEHEER

7 v b R UAROGT Y X% o —ERBERABR N JEfi S Tz, RERITER 8 1R

INTW5B, (04 20)
=8 —HREIEHER
wpomE | B | DM miji%@) RRIARAL | B MBI | ey
A\ KA A e
DL/ () (mgkg A8 | (mgkg {AH)
0, 200, 600
- SD U eI LB
— IR AE _ M 2,000 2,000 — .
N ’ 9857
7> b (@) el
i 0, 200, 600, g
WX | B EE) ;(;RX Vi3 2,000 2,000 - %ﬁ?ﬁc’%’”
g t3qm)) -
e 2,000 mg/kg
EA ICR 0, 200, 600, (REHERET
o e S yii 2,000 600 2,000 AR R
& qm)) DD
BT,
1373 0, 200, 600, g
W | MU 441 ;PF e 2,000 2,000 - gitié’?’
15 7 () 5
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" 5
. ; B RREEHE | fIMERE
A ER DO FEER . FEEO
RO IR ey | SR | gl () | (et |
BR 0, 200, 600
T isf L | 6 | 2000 2,000 - f,g@; i °
ER : () o
2,000
B RE R | o 0, 200, 600, ;ﬁkgﬁ%
BB R | | B 6 | 2000 600 2,000 O |
4 | BB i (&) i
RO 5
iz,
o 1X10% g/ml,
o | e JW 1X10% g/mL ! B BHIZED
i FR LR gy | 6 g | 10 gmE % /3D
7N (in vitro)

ATy MZOWTIIRCFTARY LT A Y P e VEEREZ CMC - Na KiEikE0.5%w/v)
IR L7 D& iR L L CHRERERR O &5 LT,
= RMERAEITRETET

8. AMSHHEER
(1) SHSHEER
RUFTNYDNVTA YT ae)d Wistar 7 v B NICR~ 7 A& HW A
PERE O B MERER . Wistar 7 v M EHW=2MEREFEERBR L O SD 7 v & A

T B A BB N S S Tz,
BREROFERITR I ITREIN TN D,

(M 21~31, 90)

x99 AMEHHBERSE (RK)
By LB Bt LD (mefkg ﬁﬁ) BB SRS

. Wistar 7 v b SEIR. TR L
e qn reyiad >5,000 >5,000
. ICR ~ 7 A& JEPR, FETEHIZe L
4N HEHE . 5 1 >5,000 >5,000
R Wistar 7 > k NEFIRRE, AL OV,
N b 3 >2.000 | gz
. Wistar 7 v k JEPR, FETHZR L
(133 W 5 >2.000 >2.000

LCso (mg/L) WR R, WX B ISERNMK
A SD 7 v b . AWERE. ROWE

BERESS: 5 T >4.6 >4.6 -} 75 %%
FET-5) : 4.6 mg/L

* o JRRIRAEY) DIRAE SR 2 8 L T IR R 2 .

R M-1. M-3. M-4, M-5 KO M-15 WU JFURIEEY S-L, I-1 (R) .
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I-1 (S) . T4, I-12 %’ 1-13 @ Fischer 7 v k&AW = AMER O FHERER N E
Jiti S A7,
BRBOMERIZER 10 ITRENTWS,

£ 10 SMROSHHAREREE (KEYMERUVRIKEEY)

R LDso (mg/kg {KH)

iia il

R M-1 545 467
R M-3 >2,000 >2,000
R M-4 >2,000 >2,000

R M-5 605 545
R M-15 >2,000 >2,000
JFARIRAEY) S-L >2,000 >2,000
JFARRE® T-1 (R) >2,000 >2,000
JFARIRAEY T-1 (S) >2,000 >2,000
JRAAIRAEY) 1-4 >2,000 >2,000

JFARIRAEY 1-12 1,200 840
JFARIRAEY) 1-13 >2,000 >2,000

(2) SMESERER

SD 7 v & (—REMERES 5 V) Z W i=siblfe 0 (K : 2,000 mg/kg (RKE,
R 0.5% LR F S A F Lt b —R) BEHIT LD AMRR R RER S i S
i,

BRI CHNL 2o T2, —BAREDZ L L OFE 70k 22, FOB K OVH ¥
HEEEREICBNT, I 2B N Tz,

PRSP B AR P RO A TUX, BE 5 B 1 BINSAANEE OFL5R, o> 1 il ALEFh
TRARMEZS ME DN TR B AV, ME 5 iR 1 B2 AL B Ak K ONPE B AR O f AR MEZS ME N
O DIV, B ZETH Y, MOMEBITHEDZ DO LNRNZ b, K
HOBFMERETIT W EEZ X b,

AFRBRIZ I T 2 M EIT, MEkE & & AR O & T & 2,000 mg/kg (KE TH
LEFZZ b, MRREEITERD bR o, (BH91)

9. BB - REITX T BREE B U KR B RIEEER

NZW 7 43¢ 2 72 AR — VORI MR IR M OVE g — YOI MR 3 S il < v 7
RRREIEI S U TRl 2 A L. BERIEMEITE O s oTz, (B3R
32~33)

Dunkin-Hartley E/VE > k% 72 BERAIEMERER 2330 < 417-, Buehler
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ETIERERMETH - 7-23, Maximization 15 TlEBEMETH - 7=,

10. EREESEHRER
(1) O BEFMESMESEER (Sy k)
Fischer 7 v b (—BEMERER 10 SL1% 20 PE) Z W =IREE (JFUA : 0, 50, 200,
5,000 K& X 20,000 ppm : ‘FHMRAEEREITE 11 28) &512X 25 90 AR

(=M 34~35)

PRV ER N it S A7,
#11 0BMEBESRMHEEHER (Sv b OEHRKERE
B G- 50 ppm 200 ppm | 5,000 ppm | 20,000 ppm
SRR B i3 3.5 14.1 353 1,440
(mg/kg KRHEH/H) il 3.9 15.3 379 1,550

BHEGHETRD DIV EmEIT AIEER 12 ITREN TV D,

AHERIZIHB VT, 5,000 ppm LA R G- HEOMERECHELE &I, GGT O
ERRO N7, BEMEITHERE S 200 ppm (Ff : 14.1 mg/kg K&/ H |
Mt 15.3 mg/kg (KE/H) ThdHEEZ BT,

(=4 36)

F12 90 BREBESMEMERAER (Sv k) TREOONFEHR

B hRE

i3

i

20,000 ppm

RBC j82». PLT ¥4/
U#Hf Chol, PL & TY Alb 0
FFRER, FFER b R ORI AE R

Alb 0
M TP KON v 7 BN
FEAER., AL K OFFRI AR AR R

T R OV B L 2N ikl T BN
5,000 ppm L Ht X% O Hb J5> Ht X% O Hb 8

i T.Chol K OY GGT H#4hn
MIFS TP KON L 7 LEEN
fF. BB

PLT, ifigH T.Chol, IMiFHHikibs
fift Chol, PL O} GGT ¥
A/G Hgirb

JIT LR A T R OV e el L N

200 ppm LA

e e L

TR L

(2) 90 BEESMSHEER (1 X)
E— VR (MRS 4 D) AW a0 (IR 0 0, 40, 200 K
81,000 mg/kg IAHE/H) 52X D 90 H R M2 i RBR S 3 e S i,
B GHETRD DV EEIT IR 13 ITREN TV D,

2 KEIEELHEEL VD

LLFHEL)
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40 ppm LA B GRFOME TR EERD 3580 biven, HaT — & OfifH
NTH Y, FROFEFARR AT A CIIARRRNEREG L REThH 7m0 T, &5
(X DB LITEZ NIRRT,

ARBRIZIBV T, 1,000 mg/kg IR/ H & 5HOKE, 200 mg/kg (KE/H LLE#
HREOMET Alb OV EENGED BV O T WEE M &I C 200 mg/kg IR/ H |
T 40 mg/kg AE/H TH D EBEZ2 L, (M 3T)

& 13 90 BREBEIMEFMERAER (/1 X) TROON=-FEHR

B HRE T ”
1,000 mg/kg /A RBC. Hb. Ht. MCHC XML&+ RBC. Hb. Ht. MCHC &ML
TV T B L LD

/H
PLT, MCV, f@RARMERES, (i

TP % OY Alb J#/), fni& -+ ALP, T.Bil
KON GGT #8n

Bz L 2 FEEE H

JF e SN, AR AR R e OV 2
o M R

PLT, MCV, #RIRMmERSR, I
&9 ALP, T.Bil XU GGT 80
FT AR AL R K QT 2 > 73—l i
[EESVw

g TP, Alb, &+ Alb 7>
B Oy B A/IG Hjid
JT L H BN

200 mg/kg M/ | 200 mg/kg (RE/H LT, #mEATRZ2 L

HLLE

40 mg/kg KE/H wmMEPT R L

P90

(3) 8 HEESMXSEHER (S Y )
Fischer 7 v b (—HEMEMES 5 DC) & HW=IRET (5K : 0. 50, 500, 7,000,
20,000 K O* 50,000 ppm : FEMRIAEBIEILE 14 20R) K52 X% 28 HEHA
PR MERRBR AN i S 7z,

F14 28 BREIBIAMESMEHER (v ) OFHREKERE

BB 50 ppm 500 ppm | 7,000 ppm | 20,000 ppm | 50,000 ppm
SRR AR I iz 4.5 45.1 621 1,870 4,920
(mg/kg RHF/H) | i 4.6 47.8 656 1,860 4,890

ERTHEC

WO BT BT IR 16 RSN TV D,

AFBR (BT, 7,000 ppm LA EFRGHFOMERET PLT #1525 biv/z Z
G, MM EITMEE & b 500 ppm (K : 45.1 mg/kg KHE/H ., M : 47.8 mg/kg
KE/H) Thsr LB BN,

(B8 40, 80)
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F15 28 BHREBIMEEEHER (S b)) TROOIEFERR

B G-RE 1 i3
50,000 ppm T (1 451) Ht & O Hb b
(LN YINENE FFOPR R 2 JaL e e 3t 772
1myET T.Chol, =L AT m—/)L'™T
ATV K OY PL HE0

HE DR M 2 e i it T2 ol

20,000 ppm L E

Hb, MCV, MCH k&' MCHC 7
b

1375 HH5EHE Chol 340

FFRER, /N DPERT AR R, AT
M B AR RS, T AR Sy G 8N

MCV g

TP, GGT, i+ lekE Chol H40,
T.Chol } % PL #4/

FECE RN, PR, AN
PRI AE AR, Tl e MR sE, T

o OV fea 22 frad b e 53 25 N
L ORI E SN R b RN
7,000 ppm L\ I PLT £#40 PLT #5/n
g TP H#n0 oL AT I —)Lm AT LN
- JFHE A WERIENE V)
500 ppm LL EACGITRAND EALGINTRAND

(4) 28 HEHBESMEHRER (TVX)
B6C3F1 ~ 7 A (—REMERES 5 VC) 2 HW/=iREE (5UA : 0. 50, 500, 7,000,

20,000 & T 50,000ppm : FEIRAEREITER 16 ) HEI2XK 5 28 HE#HA

PR MERRBR AN E i S 7,

F16 28 BREIBEAMEEMEHR (YOX) OFYREERE

BB 50 ppm 500 ppm | 7,000 ppm | 20,000 ppm | 50,000 ppm
SR A i 10.7 105 1,410 3,970 9,470
(mg/kg AF/H) | M 12.7 120 1,610 4,380 10,800

BHEGHETRD DI EwEIT IR 17T ITRENA TN D,
AFRBRIZ IV T, 500 ppm LA 35 O MERE T AT HB I B AR EE FE S 2338 60 B
e T, MEMEEIIMERE S S 50 ppm (H : 10.7 mg/kg IR/ H, M : 12.7 mg/kg

KH/A) ThorEEABNI,
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x17 28HEEAMEEHE (YTURX)

TRH D HEHR

BehRE iz e
50,000 ppm SRR REHINEH] AR
MCV & U MCH b RBC. Hb., MCV., MCH. kT
il S L TR RN K ORI B B R MCHC {4, PLT #3/0
A AR Jia it Eb EE )
i i b B B K OV R IS P TR RN K ORI BB B
AR
20,000 ppm 2L I |+ MCH &4 Ht
- FECE N BB b T i)
TRBAE oy 2G40, TRz =AUk
7,000 ppm LA I - PLT #5/m ANEEUCMAE TR AR b
-« NEETUDYERTRIIAR R, ATRE I BR 0K OV e 22 A
M ERSE K& O TR AL AT A LTt
AT A bt
" L
500 ppm LA o TR B AE T e SRR JIT i e B i 5
BRAE, TR 22 Raq b B OV il 53 ¢
LSl
50 ppm AT R L AT R L

(5) 28 HEERAESHHER (Sv )
SD 7 v b (—REMERES 10 PT) % W 7=7REE (54 : 0. 200, 2,000 &% TF 20,000
ppm : FHRAEREITER 18 ) ¥ 512Xk % 28 A MMtk m R 3

i <7z,
# 18 28 HEMEZAMMHZEEMERER (T v b OEHRAKERE
e 58 200 ppm | 2,000 ppm | 20,000 ppm
S R B T B i 17.7 174 1,850
(mg/kg RE/H) i 19.3 186 1,850

ARABRIZI\V T, 20,000 ppm #5-#F OME TR TSN Ak OV REFZD R DT
MERD BT L An, MEEMEEIIMET 2,000 ppm (174 mg/kg (KE/H) |
T 20,000 ppm (1,850 mg/kg (KHE/H) Th b L EZ B, HREETED S
nginolz, (ZH 38)

(6) 28 HMESHEREEER (Y )
SD T v b (—BEMERES 10 D) Z MW= fR s (5A : 0. 100, 300 KX
1,000 mg/kg (RE/H, L BiA A2 K) 1285 28 H [ HLAMER 2 Ml 3
Sy TRV g i
300 & TX 1,000 mg/kg RE/H I GREORET, S GHE 3 BILD 1 BlZ&IE D
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78 H AL, 100 me/kg RE/ H B G- FEHELE T, JRATHIN R 234 1 BIEE D HALTZ 3,
FRRALER & OFHBNIFE O B oo 7=,

8 GREOWERE T R G 2R O - _ERGBRE R AA S v, JERIENIZ 7, T e
T U BRI OFBEFE TR SIS, RETR 7R ALBRIC K 2 BRI k3 D I
G THDHEFEZ BN,

AT T o EErEEIT, MRS AR O & &HE 1,000 mg/kg A/ H
ThdEEZLNEZ, (BI92)

1 1. BESHERBRRURISAMERER
(1) 1 FHEESESEER (1 X)
E— VR (—REMERES 4 PT) W= oo (RIK 0, 4. 40 KO
400 mg/kg RE/H) 512K D 1 EREBMEREMERER I £ S iz,
WO EGEIZIB DT H BT RIZRD i ho 7,
AR I T 2 MM, HERE & S A ER O s H & 400 mg/kg RE/H T
boHFEx N, (BH41)

(2) 2 5ERHEBESE/RNAEHEER (Sy )
Fischer 7 v & (1B EalBnt « —REMERER- 30 (26, 52 TN 78 i (2 Ttk
% 10 PR DOFFEE) DL, S AVEREREE « —HEMERES 50 I8) 2 W ZIRER (R
& 10, 50, 200 K} 5,000 } X 10,000 ppm : FHRAEIE TR 19 20) &
Az Xk B 2 FE MR TR 0N AEOFERRBR 2 2 hE S T,

& 19 2 FREBESE/ ENVAEHEGHER (S b)) OFHREERE

5B 50 ppm 200 ppm | 5,000 ppm | 10,000 ppm
A5 A 2 2.5 9.9 250 518
(mg/kg AH/H) i 3.2 12.5 318 649

B GRETIRD D EwIEIT R GEEMERZ) 13£ 20 RSN T\ 5,
FESEMERZS & L CiX, 10,000 ppm $5-F£ O-ECTHAMEIRE, 5,000 ppm LL_E
BEFHOM T HEREOARERENARO N (K 21) .

AFRERIZF VT, 5,000 ppm LA BB GREOMEME T, B M OVFI'E b i 214
RO LD T, MEME ST L & 200 ppm (HE : 9.9 mg/kg (KE/H, Hf :
12.5 mglkg {KH/A) ThdLEx LN, (B 42, 81)
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£20 2FRIEHESEE/ EVARHFEHER (S ) TROOIEEEME

GEEEMHRE)
et 1 i3
10,000 ppm BB T M OV 0 s R EHNRAG T K OEAH &1
Ht & Ot Hb AR 2

TRz

B NERIRTE, B RREE, B
MRHEIL S OV AT L BGBTE B~ —
5 — B IZE SR o

B L NERIR I M OV M 1 R

.
i

5,000 ppm L\ _E

TEE SN

MCV & O MCH 8/, PLT #800
MmigH TP &Y GGT 0

JFELEE SN, AR (L.,
R RE IS JH R P 25 S OV 22 254
Jal B

B ORI BRI, B, 8
PERE, IRAIAE YRR, B AN A
FOIR R A el SR i 112 e

RBC. Ht. Hb, MCV K&’ MCH
Pk

PLT. fuiEH v 7 A, T.Chol,
WERf Chol, PL, Mig+ TP & O GGT
HEAN

e SN, AFHERRAE AL, T
FafE R L O~ 27 v 7 7 — U aik
MR AR 7%

DR AR A B B A3t

N — RV R

XK VRIS B R BN, SRERIAREE
b, BfEA. BRI R OV 18
[EREE %

200 ppm LA F Ve L wET R L

£21 FREUOFEIZEITSESHREDRAENEE

i3 i

Be b 0 | 50 | 200 |5,000|10,000| 0 | 50 | 200 | 5,000 | 10,000
T LR A B 5L 70 | 70 | 70 70 70 70 | 70 | 70 | 70 70
JHF R e Jlg 1 2 2 2 8% 4 0 2 2
JHEHE e e 2 0 0 2 0 0 0 0
e TR 1 0 2 2 0
e R 3 3 4 13* 12%*

Fisher O E R
RAEBEIL, RN

E. *:p=0.05
ANERRBRFEE S OMEME TR R (52 1,

(3) 2 MBI AMERER (7'77()

B6C3F1 ~7 & (FE) A

78#) DEFTH D,

MERBRIE © —HFMEMES: 50 DL, it « —RFMERES 20

PE (52 KON 78 I CTHEMES 10 PE3 oFHmiR) 2 HWi=iReE (5K : 0. 20,
100, 2,500 } Y 5,000 ppm : ‘FHMAEEEILE 22 20) & 512X 25 2 4FRIF
PEERER AN 320 S 7=,
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x22 2FEMENAMERR (ITOVR) OFHRFERE

B h-RE 20 ppm 100 ppm | 2,500 ppm | 5,000 ppm
SRR A B i 2.7 13.7 358 731
(mg/kg AH/H) e 3.7 18.6 459 928

SR

D b EMEAT A GRIZIERA) (3R 23 1TRSN TS,

JEIEPEIRZE & L CiE, 5,000 ppm $& 5 OKE T HURR A fifuiiE 2y 2,500
ppm LA 3 58 O MERE TR IRIE AS | B CHFEEHERRAE SRR o A B 7ot
MBD LTz (F24)

AFRERICIB T, 2,500 ppm LL_EFEG-REOMERE CHFAIEIERZE B O Bz
T, EHEHVEETMERE S ¢ 100 ppm (B : 13.7 mg/kg (RE/H . M : 18.6 mg/kg 1K

#H/A) ThorEEALNI,

(=04 43)

& 23 2HMENAMERR (TOR) TROHONEEME CEESIERE)

b aERitd

V(2

i3

5,000 ppm

FELC=RIG N

A, 2B B KO Ea

B IR AN 22 N ZE VR K OV
BRI

JERERAZ R NAIEIME, I~ v 7 7
— U FREME MRS, T
Fel PR B 56 K OV e B e 33 E
N B e

2,500 ppm 2Lk

R E NN

REZNHEDOMKT

PLT & OVE #6 EAZERIE N

ATEIEE. B1E VU oSBT R
N 53 iiipi3 )9

JFEL B SN,/ NBE P S R e
RERAAL. FFAmAAE A, P28 S A A |
JImAERaE, IR I NAS TR

JF 2RI, /AR BB AE, T
AR EA S, f~o e 77—
£ FAAEEAIRE ., /2R
JE . AFHEAEAE AR B A= RFBES
I, OVE AT AE A bR K OY
SR AR BB N

FER iR A e 1 5 B OF A Jied S e 3t 72
D9

BOLVE LAY R RE R R A
KAEFE R OB B2 B K AT K

PLT #5/n

JTECE RN, FF/ e R A
MEIE. FHRRAE IR R OV 28 S
e

PR R A Rk M O A i Rk
Rl BB AR BK

B B b E )

100 ppm LA T

mPEAT R L

mMEFT R L
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x24 BRERUVHEICSITSEEEREDHEEHEE

1k i3

58 (ppm) 0 | 20 | 100 | 2,500 | 5,000 | O | 20 | 100 | 2,500 | 5,000

Pt LR A B 5K 70 | 70 | 70 70 70 70 | 70 | 70 70 70

FURBR A RAAEE | 0 | 1 0 4 9% 0 0 1 2 2
JHE iR A i A 21| 9* | 17 | B51** | 64** 5 3 4 | 27%* | 29%*

JHF 245400 fr e 0| 0 0 | 12%* | 11** | 0 0 0 0 0

JHEHIE e 12 | 13 | 12 | 36%* | 43** | 3 3 3 7 6

Fisher OEBEHERMRE. * : p=0.05, ** : p=0.01

12, EERESHSER

(1) 2HRKEHAR (S )
SD 7 v b (—REMERES 25 PC) % W 7=7REE (54 : 0, 100, 1,000 &% T* 10,000
ppm : FERIREIREITER 25 ) B5ICX D 2 HREBSRERER D 30 S 7z,

*&25 2HAREHE (Sv ) OFHREKERE

B HRE 100 ppm | 1,000 ppm | 10,000 ppm
i . . 2
P i f 435 6.9 68.5 70
SRR i3 7.7 76.0 771
(mg/kg (AE/H) ) )
gkg oy Vi3 10.0 99.7 1,060
i3 9.9 106 1,110

BlENM) TIE 10,000 ppm B G5-REOHEME CHMEXTE &M P, F) . e
K (P, F1) 78, 1,000 ppm & 5-FEOIE T EEHN (P) . AFMRER (P,

F1) 2538 baviz, WEi# Tl 10,000 ppm #5-FF O MERE THT#E EE&HN (F1.
Fo) R HT,

AREBRIZEB W T, BEW (P F1) @ 1,000 ppm & 5-#EDOKEMK O 10,000 ppm
P 5REOME TR R ZE R S, WE (Fi. Fo) @ 10,000 ppm £ 5-#f
DO MEE TR EERNAED b /-0 T, |MEMEEITHE OB T 100ppm

(P: 6.9mg/kg {K&E/H, F1: 10.0 mg/kg K&E/H) . T 1,000 ppm (P : 76.0
mg/kg (KE/H, Fi: 106 mg/kg (KE/H) | HEMW OHERET 1,000 ppm (P # :
68.5 mg/kg AE/H, P M : 76.0 mg/kg RE/H ., F1 M : 99.7 mg/kg AH/H, F1
Mt : 106 mg/kg (AFE/H) THDH LB LN, BHHRICHT HHEBIRD LR

nolz, (B 44)
(2) ESHHER (Svyh) O

SD 7 v b (—#fE 25 PT) DR 7~19 HIZHEHIRE 0 R - 0, 10, 100 }&
1,000 mg/kg (AHE/H . 0.5%CMC: Na KIEikICiGE) &5 LT, AmmRR
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ANES TRV g Wil

FHEIY) TIE 1,000 mg/kg RE/ H $ 5-8F CHFELEEHEN2Y, 100 mg/kg A/ H
L)L%E%uﬁifﬁu%‘%@ﬂi%&zﬁtbi%m@u\ HFIER 233D BTz,

felRc ::c?“’si IZ X DBIIRBO b2 o T,

AGRER I %ﬂﬂfirﬁg X, B C 10 mg/kg R/ El fa VR CAGRER D fe i

A& 1,000 mg/kg KE/HTHD EEZ LN, HFEEITRO N7,
(=P 45)

(3) RESHER (Sy M) @

RN Y JJ 0 5 OBEFEIZIE S XITIR 5 H O O EBIMGIC X DIk 28 % e
BT D70, KRBRAFEIN7-, SD 7 v b (—#E 22 JT) O4LE 5~19 A
WHRERE O FR - 0. 10, 100 &Y 1,000 mg/kg KE/H. 1%Tween80 &4
0.5%CMC * Na) %5 LT, FAEFEMERBRER S,

FE D 1,000 mg/kg RE/H & 58 CHEEEOGEREMA, 100 mgkg
REH/H 5 TH Jﬁf‘m%xf&vttii@ﬁﬁﬁﬁ%m 16O BT BB IRIZE W T
R b\@“‘n@&“@ﬁi IEWT bR G ORBITR O bvehroT,

AR T 2 EEEEIX, BT 10 mg/kg R/ E fif L CAERER D e
& 1,000 mg/kg RE/ATHDH B2 O, BABEITRO N7,

(ZH93)

(4) RESHERR (V)

NZW 74 (—#EiE 22 V8) OIEYE 6~28 BIZHERR D (JFIK : 0. 10, 20
}o Y 40 mg/kg A/ H . 0.5%CMC-Na /KIFIKIC ) #5451 T, AEFERR
INFEHE Tz,

FEMWCIX, 40 mg/kg RE/H BGRETHE (2 6)) . FFERKEXOAFLEZED
HMAERD bivTe, 1 FIOWEITIEEMMO% - ITEBEN A LT, RHRORE
KEEERICER LD B % Eirw‘:o

ﬁb%@mﬂ;@z&(w’%%% TR GIZ LD EEITERO b o Tz,

ARBRIC BT D Wit ElT, t%ﬁ%f 20 mg/kg fREE/H ., FEVE CARERD &
H & 40 mg/kg HRE/BTHDL B2 DN, BEFEHEITRD N7, (B
18 46)

13. BEEEHR
NUFTRYANTA Y T a O OME 2 O TARIR SRR R, 7 > MT
HIREFEMAL 2 Nz in vitro REH DNA A pkidlik, ~ 7 AU > 74—~ TK
RBR, T A =— AL Z iR (CHL) % V7o e R 2w aliR
b U NERE DT B SV EE IR ENERER (= A v FBR) | BALB/c3T3
e & e BB R E R EAERER . T > NIFla & VT In vivo /in vitro RIE
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) DNA & aatir, ~ U AFgIc s i 22{br) DNA 635k, 7 v MK - 1
HIZH T 5t DNA R R, ~ U ARz Ao/ MRk O - Z >
AV x =y =0 ADIEAE AW B a1 22 A B BT Tz, M E2 Ay
T AT 2R 28 Bk BR D TA9S FRIZ T S9 mix fF/E F T 500~1,000 pg/~7 L —
FOMHETHD 3~4.8 fFOERAEE 2 0 =—H OB O LI, £D
ORI TRMETH 72 (F26) .

TA98 ¥ S9 mix FAE N CHILED & D HMESUS RO B Tey, KR
W DIRTERZUGE LTZFIRTIEBEETh 722 &, B8z Wit DNA
EPECIB IR TR R DOFERIEILI R N o722 & in vivo TOFHIIZE
T U A, 7v NOFIEFICHK T 58{Er) DNA HEMERRONRhoT22 &
+omHEE TR 7 v MNFEZ O 72 AR EW DNA & aaER & OVH
EENE LT NI AV 2=y Vv U R W BB FRRNERRABRO 1n vivo
RERCRRMETh o722 & & BTG AR R T OFFFMEIZE L T in vitro, in vivo
EBITRD NN &, CEMEIPEIRRARIIEETh T 2 e D AR
Eo THICRIE E 725 X 9 eBrFEIT Vb D 2B 2 bz, (B 47~58,
94)

*x 26 EixHEMHEABREME (RIK)

AR PIES P - ALER T b R
in vitro | EIRRRLEFER | Salmonella L[EIH = 8~5,000 ug/7 v=k | Bk
typhimurium (+/-S9) TAOS
(TA98, TA100, 2 H : 32~5,000 pg/7" Vb
TA1535. TA1537 #) | (+/-S9) (+59)
Escherichia coli 1A H : 15.8~5,000 pg/7 Vv G
(WP2uvrA ¥£) b (+/-89) *
2[EH : 8.19~5,000ug/7 V-
b (+/-89) *
REWH DNA GG | 7 v MR FBR 1 : 5~ 50 p g/mL ek
Bk SR 2 ¢ 15.6~500 p g/mL
VORIV T r—~ | v AY UoRfEME | 3.75~120 p g/mL (+/-S9) ek
TK &5 (L5178Y)
Yufh (A LR S R F ¥ A =—ANLA | 955~3,820 p g/mL (+/-S9) | pap:
40— Jifi FR R Bk
(CHL)
Ha S VESUKE | B R Y oSk 62.2~173 p g/mL (-S9) A
LR 173~800 p g/mL (+S9)
BB B iR | BALB/c3T3 A 10.4~80.0 u g/mL o
in vivo/ | WEH DNA GRGRER | Fischer 7 v MUIFME | 1,000, 2,000 mg/kg K HE Eli
. icl) (HL[AIRE O £ 5
1n vitro (—BERE 4 JT)
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R PIE B b B - AL i
invivo | B{tH) DNA #{53{ | B6C3F1 v~ 7 A 100, 500 ppm (REEHS) e
B PR (—HEMERES 5 IT) M 19.4, 1,030 mg/kg AR E
Mt : 26.1, 1,200 mg/kg {AH
f2{ti) DNA #2553 | Fischer 7 v k 200, 10,000 ppm GEEEE5) | patk
R TP (—HEMERES 5 PT) M 2 17.4, 798 mg/kg R E
WM : 17.1. 915 mg/kg {KE
f2{tiy DNA #253K | Fischer 7 v k 200, 10,000 ppm GEEEE5) | patsk
B O - 75 (—#£HE 10 PT) 11.6, 576 mg/kg IREH
IMZ R ER ICR~7 A (EH#EM | 2,000 mg/kg AT 23
i) (1 A 2 E#EO#EE)
(— R 8 )
B ZURERAER | F T AV 2=v 7 | 1,000, 2,000 mg/kg K Ak

<7 A (Muta™

Mouse) (Ffige) (—RER-E

5 Jt)

(1 A 1R 5 AFEERS)

) +-89 : REHEMALRAAE TR OIAFAE T +89  ABHEMALRAAET
* o KR DIRIER 2 8GE L2 JRA 26

Rty M-1, M-3. M-4, M-5. M-15, JFUAIREY S-L, 1-12 O#E 2 H
W1 IR SRS B BR N i S iz, M-4 KOV I-12 A3 TA98 #RI2 31 T S9 mix
FFAE T T2 5HBD 6 £ (1,250 g/ 7L —F) KRN 7.814% (320 ug/7L— )
DOEMNRD LI, BPETH -7, TOMITETEETH- T2 (F27) .

M-4 [T o) © R HEE RO S ERE R & O e THEIKER] T D
e, F T2 F 0% U TORWEFRETHLZLEEZLL, ZNHDD

DR MIERMEEZ 7263 L1352 #H,

(%1 59~65)

x 2] EiEMEBRNE KEEY - RIKEEY)

R E R S e b - AVPRIR T it
M-1 RGN BB | S. typhimurium 156-5,000 pg/mL
(TA100, TA98, TA1535, | (-S9) -
TA1537 1) 78.1-5,000 pg/mL =
E. coli (WP2uvrA ¥§) (+S9)
M-3 IR AR | S, typhimurium 78.1-5,000 pg/mL
(TA100, TA98, TA1535, | (+/-S9) o
TA1537) -
E.coli (WP2uvrA ££)
M-4 IR Bk | S, typhimurium 156-5,000 pg/mL B
(TA100, TA98, TA1535, | (-S9) TAGS
TA1537) 78.1~5,000 pug/mL (+S9)
E.coli (WP2uvrA ££) (+S9)
M-5 RN BB | S typhimurium 78.1-5,000 pg/mL
(TA100, TA98, TA1535, | (+/-89) st
TA1537) =
E.coli (WP2uvrA )
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R E R k5 B b8 - AVBRR i A
M-15 IR BB | S. typhimurium 156-5,000 pg/mL
(TA100, TA98, TA1535, (+/-S9) i
TA1537) -
E.coli (WP2uvrA ££)
S-L HIF RN BAER | S, typhimurium 156-5,000 pg/mL
(TA100, TA98, TA1535, | (+/-S9) -
TA1537) =
E.coli (WP2uvrA #£)
I-12 BImZeRA BEk | S, typhimurium AGRBR
(TA100, TA98, TA1535, | 0.625-320 ug/mL
TA1537) (-S9) -
E.coli (WP2uvrA ) 10.0-1,280 pg/mL TﬁA%
(+89) (+89)

BN
0.625-160 pg/mL
(-S9)

TE) +-S9 : AREHEMEALRFME T R OHEAFE T, +89 « ETEMALRAFE T

14. TOHDOEHRAER

(1) FESD A H=XLERAR

D7y rEAVERF2BREENAI =D I—2 a3 VER
Fischer 7 v b (—#EME 12 P8) &AW HER D (FIA : 2,000 meg/kg (A H)
BEIZE D 10 HEORENAA = o— g VB ([ == — % — Rt B
® . DEN., “u¥—#%—:PB) NEINT,
GST-P Bt OB NHEE LR L Lic & 2 A, & GRETEMEMaE O

B OIS B WD ORI 58 & OS2 D 72 <, DEN &G/ i35 &
Mt FHICA B RIREE R LT,
ARG TR, _RUFTARY AT A Y T a VAT D3N A A

=va—va AMERITRVWEEZ B,

Q@7 v FERAVWER 2 BRERMSATOE— 3 VEER

(ZH 66)

Fischer 7 v & (—H#t#E 12 ) % HW 2B (51K : 10,000 ppm) #5112 K
% 8 HEENATeE—va il (= x=—%— :DEN, Yot —4%—
PR - PB) 230G S 7z,

DEN+X>FTNRY BT AV 7 a 58 % O DEN+PB B CH %0248
DHEI L, F£7-. GST-P BGIEMIEIE OHL ONEFEA I L7z,

AREREBRFEETTIE, _XUF TRV INTA YT VI DEN 24 =V —#

— s LAY ee—va U EHERT EEZ BN,
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Qv REAV-EYKEHBRFTER U HAaEEREER

B6C3F1 ~ v A (—HEMEMES 8 PT) /=1 B 1[0l 7 H KRR D (5
10 & T8 1,000 mg/kg REE/H) 512 L 2 ST SR 55 8 K OVl A B8 e e
FRBR N I S T,

1,000 mg/kg REPGREOMERECTHTFLLE RO, ¥ P450 =0, P450
FREDOHEM (CYP1A2(1A1), CYP2B1(2B2) K. (8 CYP3A2) K OMIFAMAEAE A,
HE TR SE D ZE O B aLTe, BrdU SfE ke (o OB IL & 58 & HEET
o072 23580 b v o T,

RUFTNYBNVTA Y Ta A FEIZL D~ 2RI L= CYP %
FHEIT, 7= ) SV — R B X DBERRE N — 2 B T e, E
BRI o6 2 IO TV E B b=, (B3R 68)

@Z v FrERAV-EMRBEBRFER VI HMREEREERR

Fischer 7 v b (—#EERES S IVC) Z /=1 H 1[0 7 HEGIFED  (FRIK :
10 K%Y 1,000 mg/kg REE/H) 512 K 2 YT 38558 K OV M At Fii e 2
AR A SN < T,

1,000 mg/kg RE# GHEOMEMECAFLLEE O, CYP 401 (CYP2B1(2B2),
CYP3A2) o#ahn, T CYP1A1 (1A2) KUYE CYP BEDOHMMNEED Hiviz,
BrdU Sk o OB R TR G L MR CTA B REITRD R o7,

(ZHE 69)

&< X% AUV FFHEraiEhEEERIE
[14. 2) D] O HARARAESS A H = X 238k (100 X% 5,000 ppm T 14 HEE
fHEEE) RO~ U ZADORIEEEN 2 VT PCNA S fsk L 2 s 2 E i
iz,
PCNA MEFRICABRZITR O N oT-, (B 70)

®3v FRUIHRIZCEITSFIEEARLEE

Fischer 7 v &+ (—#fMlERES 5 )C) K OXB6C3F1 v~ v & (—RfEES 5 L) %
FWT 7 BHREEEE (Z > b UK : 0, 50 & T8 10,000 ppm ; /4 : 0, 3.6 2 TX 753,
-0, 3.7 2O 729 mg/kg RE/HICHY ., ~ 7 A K0, 100 & T 5,000 ppm ;
HE:0, 19.4 KTV 1,070, M : 0, 21.4 % O* 1,370 mg/kg (KE/HIZFHY,) #&5 L.
B VIEE &4 EAE 1mg 4720 OF 40y — LEgfli (TBA) & L CH
T2 2 &I L0 IFRIEE B L EOREN T,

7 v h® 10,000 ppm $5-FEOHERECIF LB EINAS . 1T TBA Ml N,
~ 7 AD 5,000 ppm $5&5-HE O MEMECHEL B BN & OY TBA fE MRS Hivie,

TR E R LR ORI L, ~ U ARE>S~ D M- T v FETH Y . Befb A F L
ZADRENY T AFETHROBETHY, vV AME T v MNEIZFRRE TH T,
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(ZH 80)

@35 v FRUTRFFIEICH 1T 5 T Ra 85T 148 e

7w MR~ T A 28 HREIER D #5538 [10. Q) RV 10. 1)1 . 7~ k90
HEE 2 EERER [10. (1)] W lc~ 7 2 90 HEfAMEENRR (v 2%

AMERER [11. B) ] O PR 20615 O 7o RAFTFIEEUE 2 VT s
BT %5 PCNA iR ORI E N T,

Z v k28 AITIE. 50,000 ppm FEICEEIME I 3 2 HT-08, A Tlde o
776

Z v h 90 HF TR L IZIERETH - 72,

~ 7 A 28 HIETIE. 20,000 & T 50,000 ppm £ T PCNA iR DA & 72 HE N
DAHHIL, mEEGHEIZBT MG R D BT,

<~ 72 90 A TIE. 20,000 ppm FEIZEIIME IR 3 2 HTZ08, A TlIZe o
776

PlbEozZ & X0, HIEEENFEE SN~ T ATk, aHEEzRGT 5 LM
A OIFEIEMES NS 5 & B 2 bz, (BT

(2) ARIREERE A H =X LHER
D=9 RDFF+ UDP-GT jEtE, IMiEch TSH, T,RU T, DHE
B6C3F1 ~ 7 A (—HEHES 6 IC) & IV 7=iEEF (5K : 0, 100 & T 5,000 ppm ;
0. 17.0 XU 855 mg/kg R/ HIZAHY) 512K D 7 KT 14 HH O FRIRIEE
A J1 = A LG B E i S Tz,
5,000 ppm B HRETH R 7 1 v — A9 UDP-GT {EHEOEAN, fiE+ Ta DFk
. FFEEEEOEN, IR, IO/ 8D bz, miEH TSH &N Ts
IZIFBERRBO bR o T, (B T2)

@< RAMiEd TSH RIE S ER

B6C3F1 ~ 7 A (—REMES 12 PE) Z IV 72 7REE (B4 : 0, 100 K O} 5,000 ppm ;
0. 15.7 1" 810 mg/kg AH/HITHEY) 512X % 16 B O HUR IR ER 2 77 =
A LRI EBN T, 5,000 ppm #&5-FE TIfLiEF TSH OGRS Si-, [14.

(2) D] OREBRTHIFI 7 v Y —2ato UDP-GT iEHEosgin, migH Ty o
Db bl Z Loz, R CIiyE+ TSH REOHMMARO bz Z & h
5. RUFTNRY BT A YT a0 LD HRBIEEDOR AL, NS WARLE
YDT7 4 — KAy ZJHEOERICERTHZ EN R THDLHEEZ LN, (B
8 73)

®F v FOF UDP-GT ;Fik, M TSH, T, R U T, DAIE
Fischer 7 v b (—#EHES 10 VT) & W 7=IEEF 5K : 0, 200 A T8 10,000 ppm ;
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0. 13.3 %1661 mg/kg (KEH/HIZHHY) #HIZL 5 14 HHOFIRIREERETTHE A
N = X LR E i S iz,

10,000 ppm #% 58t CEEFEOHEM AF I 7 v vV — 250 UDP-GT GO,
MyEH Ty O, FFEEEEOEM, FERZFD b, migH TSH IZTAE T
RV EIME 23580 HAv, IMiEH Ts ITITZRITFRD o Tz,

RUFTNRNYBNVTA YT a eI 7 v MiFEO UDP-GT #8452 LI
L VIMIEF Ty 2D S, 207 4 — Ry 7B L0 BRIRZH L 7= (A
fa BRI Bz onlz, (B T74)

(3) FEEBREAHD=-XLHAR

OREFBHES v FEAV-FERXKR
UNEEREH Fischer 7 > & (—REMER- 6 PT) 2 M= 1 H 1 [8] 14 HEOFRHIRE
0 (F{R 0, 10, 100 % OF 1,000 mg/kg (RHE) #5112 L2 T EIERKHERD EhE
N7,
FEERINTNORGEE THREBREE L FRRE TH Y | Mk FRAEIC
TH MG Lz AN FT 3Bl s v - 7o, +EWNIEMIEO BrdU 12
ERICH EZITRO BN T,
KRR T TlX, RUF TR IALT A Y T a e roFEERERROF=
OMIEEEERIIRO T, = A b UAERHZ R 5 Z2BITER O Hit7e
EFZx b, (B T75)

@3y FrORE, FERUFR7OIS—EFEH. FOIX a4y U REERRITE
EUMmEGhRILE VRIE

Fischer 7 v b (—#EMES 10 PB) 2 W 7=IREH (544 : 0, 200 K& O 10,000 ppm ;
0. 11.6 X1 576 mg/kg (AHE/HIZFEY) #512L 2 8 HHOFEEBAEA T =
A NFRIBR AN SN S T,

10,000 ppm ¥ 5B THFIE T O (T n~4—¥, =X V4 —/L-2-& |
X T —BRONT A NT VA =48 Rax T —8) iEEoEn, iFtEE
DO, gD AN FE O iz, IFRLOCTFEFOT v~ & —BIEME, MiE
HOEARER AT 1TB-TA R TVA— L RNT B F AT e ORE, 17p-
T AN U= T el AT a s IR K O E O EEZLITERD Ll o
=, (BMW 56, 76~77)
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. BREECENM

SZRRICET BRI ZHWTEK IIRUFTRY T4 YT a e )] O
RS 2 FhE L7z, 73, ASFl (EMEEHABRERE (5o X 9) SERHICR
e,

UC THEFRLI-RXUCF TR DAL T A Ta DTy b R T-EiiENiER
AERICBWT, mAEPREIL 2.0~6.0 FFH] (KAHE) . 9.6~13.6 K] (HH&E)
THEIZEL, WINRITEHERE T 88.7~97.2% T, mMHER T 41.1~53.6% & H
HEN7, FEIREREIL, (KFETITET Py 28 m L CEPICEEt S, &
AR CITEEESICHRES NS LB 2 5T, MEENOAITWT oG
TH IS OB g CTEnd > 7208, AR O BEE FE 120 L. %5 168
R X BRI B W TR EED 1%L T Th o Tz, RFNLLIFEXF TN v
TAYTa eI ENn T, FERHWIEIM-15, M-18 XKTU'M-19 Th-o7-, 3
FBIE, (RHETIEIRNCTF TN LT A4 Y 7Fa e roiEs, FERHmE LT
M-15 2’ &, BHETIIRCF TR LT A T a g oEE4% 5
i, EERFHREITEATHEOKBILE A L E 2 BTz,

UC TIEEFR LT FTRNY VT A Y 7 a O IRNEMRBRICIS VT,
WTHNDOEMIZEB N THE 90%TRR BR_UFTNRU VT A Y Tr L Thot,

B, BREEHNT, RUFTRY VT A YT a e, FIRREY S-L KO
Rt M-3 2otk aw & LI iR EalBn i s iz, XUF7 .30 %
NTA Y Tr ENVORRFEREIL 589 (RFE) @ 0.877 mgkg Tho7o, |
IR S-L &G M-8 1LE &R AR 2, BiSh TybEThoT,

BREFHRBER DD, XUF TR BT A Y Ta A FHE5ICL 88T, &
(APl (FPRIARARREE) | HORIR (Ale ERGMAEE ) K OMmEE (i) (2589
bz,

7 v MW TIIRECIT AR IRIE, 1T EES. ~ U ARV CIIMERE T
ATRL R e C IR R A R R e BRI, A A e e OV AL 23 2 AL Z 438 0 B L
77

JFIEZIZONWTIIfEA DA D= A LFHRDBERSINTEBY, XUFTARY VT
A7 ENMET v RO T ZAOFEIZT LT CYP 40 O SRR R 5 G
oLz, Eio, T2 BRBER AR T, AANZIFA =2 =—2a MERITRD 6
P TrE—va VERARRO LN, £127 v RO~ T AT D RS EEE
EEEICBN T U A TR GEMPARBD b, 26D &b KFIDAF
FIEA T = AL L LT, AFIOE AR RS L O EGEERIC L 7 e E
—Ta AMERIC RV EREORABEZENSE-bD LB BN,

FORARIES O A 1 = X LRBAE I N TERY , XUF TRV ANVT A Y T e
MET v F RO~ T 2O FED UDP-GT #5389 % Z & CIiLigH T4 2 S+,
DT 4— KXy 7 BRI X0 BURIRESREDS TUHE L. ~ 7 A THIRIRIESE 23, 7 v
N CTHRURIRAFIBTERNFHER SN0, 2 b ORATFITELEFEEICEI S H DT

W
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FeneBx bhiz,

FTEGEOA D= XALFABENERSNTE Y, AN EERRBRCRETHY |
Fo, MIEOT A A U EDRVE S LU EB L RIE S o T-, — 7. T
gD 2 kv BEEAEHEERE ORER RS, = A habZ v L0 RN AMEDFE
4-t Faxd o A NI V=NV ERLEW LU H > T TREM N R S T- D
T, TN FEIENEIN U ERIC R > Al REME S B 2 S izn, BnEZeEE
DN A R O RIBFEE O W I B S TIIARHTH 5 L fbim LT,

JElk, AR K V- SO A = X AT EFEO L 9 I12E 2 b, &t
IZBWTHAERKRIZE o TRIELE 2 2 BEEmEITRWVO T, Ziub OEEORAKT
FEEHEMEICL DD LITZ RS MM SV REZRET D Z L BAHETH
LHEEZLNT,

BHRBRE RO | BEDT O RGBT EWE L X TF TN INVT A Y T
v (BULEHOI) ERE LT,

HRBRICB T 2 mEMEESE IR 28 IR TV D,

B ZEZERIT, FlChR o EEEREO O ba/MEN, 7y FEHWE
2 HAREBGHER D 6.9 mg/kg RE/H THho72Z &b, ZHERHLE LT, 8%
%100 TER L 72 0.069 mg/kg KEH/H % — HEEFAE (ADI) L& E L7,

ADI 0.069 mg/kg {AH/H
(ADI B EARILE R gl

(Eh P Fe) 7w b

(1R 2 AR

(B 5 H1E) IR

(i 2 ) 6.9 mg/kg K/ H
(‘AR50 100
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*x28 HARICETHESUHERVUK/NENEE

e A B/ A s
DY R (mg/kg IKHE/H) (mg/kg KE/H) | (mg/kg KE/H) fii %
Z v k|90 HiHEEA | 0. 50. 200. 5,000,
MM | 20,000 ppm
M0, 3.5, 14.1, 353, M 141 M - 353 BEE - b AR
1,440 Mt : 15.3 i - 379 fn. GGT Hans
i - 0, 3.9, 15.3, 379,
1,550
28 Af#EA | 0. 50, 500, 7,000,
PEEEMEREY | 20,000, 50,000 ppm
M0, 4.5, 45.1, 621, M 45.1 1 - 621 MERE - PLT #4840
1,870, 4,920 Mt - 47.8 I - 656 £
i 0, 4.6, 47.8, 656,
1,860, 4,890
28 AM#EA | 0. 200, 2,000, 20,000 W - (R EE AN
PEppR MR | ppm K OVE £ 5 24K
& H:0.17.7.174.1,850 | M : 174 HMe:1.850 R
#:0.19.3. 186. 1.850 i - 1,850 e - - e - BEPERT R L
’ (P % M IR
D HARN)
2 FEMEMER | 0, 50, 200, 5,000,
MDA | 10,000 ppm
SiREran . ) MERE T, B RO
0. 2.5, 9.9, 250, ;?é s ﬁ o | A s
518 o ‘ &
Mt 0, 3.2, 12.5, 318,
649
2 H:AE5ER | 0, 100, 1,000, 10,000 | . N
HHAL BB HEWY) .
B ppm , , B
P i : 6.9 P ff : 68.5 .
P M : 76.0 P - 771 P HEHE, 1) MERE -
P : 0. 6.9, 68.5, , , FHF A0 A A A 5
Fi 8 : 10.0 Fi gt : 99.7 =
702 Fu it - 106 o : 1120 | P
Pif: 0, 7.7, 76.0. | g H F e, Fo MERE -
PRELY) HE G et L4
771 , , JHFH S 2 B N
P - 68.5 P #ft : 702 o
F: 4 : 0, 10.0. 99.7. , , (B AERE (T %
P it : 76.0 P i : 771 o e
1,060 TR L
- B 0. 9.9. 106 Fi1 /g : 99.7 F1 7 : 1,060 N
SRR | Fiitff - 106 F1 it - 1,120

1,110

3B ISR/ EERT

P IV RO E &2 7R T,
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. Be b i T B /N R "
DY R (mg/kg IKHE/H) (mg/kg (AHE/H) | (mg/kg K/ H) fi%5°
sAEFEMERER | 0, 10, 100, 1,000 REENY) « BBt
@ K OV B B 2
A
Hzih%l;ot% l%gti@%‘mo E &+ BT LR
(1 Tﬁ/l‘ j:m}]m\
D HALZRY)
AR | 00 10, 100, 1,000 FHELY) « Rkt
@ T O b B2 B HE N
B 10 | R 100 | T
JAU ;1,000 Jale ;- HE PR A
(f6E 5 21 1358
O HARN)
~ A | 28 HfE#EA | 0. 50, 500, 7,000,
PEEEMERER | 20,000, 50,000 ppm
M : 0. 10.7. 105, Mt 2 10.7 - 105 BAEE - JHF R A B
1,410, 3,970. 9,470 M 12.7 I - 120 Jla 1 B
M- 0. 12.7. 120,
1,610, 4,380. 10,800
2 PR A | 0, 20, 100, 2,500,
PR 5,000 ppm
HE: 0, 2,7, 13.7, 358, Mk - 13.7 i - 358 HERE - THERBRRAE R
731 M : 18.6 M - 459 g
JE: 0, 3.7, 18.6, 459,
928
AVAES REEhY) TR &
HE N
A 0. 10. 20. 40 l%?j@ 20 !@f% 40 | BRIR - EEERT AL
Hn/u . HHIJEIL LT L
(e a7 T PR 13 3R
b%ﬂﬁw)
A4 X |90 HfM#A |0, 40, 200. 1,000 : - B
ek o Y s0g | M Alb s
Eg;jﬁlgréﬂ 0. 4. 40, 400 HERE - 400 e - - ﬁkffﬁ&.ﬂréﬁﬁﬁfoa
- BONEMERIIERETE R o1,
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<HIMR 1 : W PR R IRAE ) IS s >

[ {b54
M-1 6-7 A a-2-8 RaFx i XU FT7 Y —b
M-3 1-(6-7 A4 m-2-_ Y F TV V) F LT )L a—)L
M-4 G-7 N A2 FT Y )T )L ko
M-5 I-1-(6-7 A -2-R_ Y F TV ) F LT I v
MA11 N[1-6-7 VA u-2-_X I FT V)T F)L]-2-4 YV T RF v
HNVKR=ZNVT X )-8 AFN-3-E kafxo 7 X7 IR
M-15 A Y Fa e (9-1-1-1-6-7 A r-5t RafFi Xy F7 ) —
N2 A )T IV VST A JV]-2- A F LT v BV — N A — |
M-18 N1-(6-7 NF a-5-XAF VAN T = )L-2-_ S F 7 Y L)z F
N2 A Y TaRFINKR=ZVT R )-3-AF VT H T IR
N1-(6-7 A ra-5-XAF )AL T 4 = )L-2-_X ) F 7 L) F
M-19 M2 A4 TaRF L ANVR= VT R -3 AF /-3 Kefxo 7
2T IR
B11 M-15 D O- 7 V7 a LAk
X M-3 OHEE
KRIFIERB 1 | —
RIFTERHD 2 | —
REERH 3 | —
REERH 6 | —
RIFEVESWHED 1 | —
S-L FURIETEY)
I-1 (R) FURIETEY)
I-1 (S) UFRIETED)
I-4 FURIETED)
I-12 FURIETED)
I-13 UFRIETED)
— : RIAE
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<HIHE 2« BRAE SRS >

[ e
A/G kb TNTIv/S a7 s
ai BN &
Alb TIVT I
ALP TNHVEARAT 74 —F
BrdU 57 nE-2-TAF T YT
Chol L AT a—)b
CMC:Na HIVKRF AT Lo —RAF KU oA
CYP F k7 o —2 P450
DEN vzFor=knr I
FOB FEREBLZ A R M
GGT V= NVEZINVET AT 2T —E
[=y - NEIN KT ARTFHZ—F (y-GTP) ]
GST-P e N2 F A S— T AT =T —F
Hb ~E/rEy (hfFEE)
Ht ~< 7Yy MA
LCso E R
LDso PREI R
MCH NE Y NIk IR
MCHC SRR K 8 58 IR B
MCV SRR M BR AR
8-OHdG 8t ReXxv 274X 77 /v
PB T ) N)LEH—)L
PCNA R R P A R AR P
PHI BAE D BINHEE T H
PL U e
PLT [N
RBC FRIMEREL
Ts N)a—FRFe=r
Ty FrX T
TAR b (LBl e
TBA F AL e — LR
T.Bil Y I
T.Chol Mol 27—/
TP o e SN
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W& AR 44
TRR TR B H RE
TSH RO B s V&
UDP-GT DYDY UBR IV I =)V N T AT =T — P
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B 3« TEW R AR Al >

g, N . ) \\ 7 i (mg/kg)
Gyt | PO | B QEEG PHL\ e 78y iy
AR 54| (gai/ha) | (B) | (B) | 74 V7L M-3
il | FSE | ReiE | CEEE
N Fei - AL
(W7 52) 2 + 3 14 | <0.01 | <0.01 | <0.01 | <0.01 —
20044F WA 225
L x 7 | <0.005 | <0.005 | <0.005 | <0.005
() 2 225 3 14 | <0.005 | <0.005 | <0.005 | <0.005 —
20004F 21 | 0.006 | 0.005* | <0.005 | <0.005
L x 7 | <0.005 | <0.005 | <0.005 | <0.005
() 2 50 3 14 | <0.005 | <0.005 | <0.005 | <0.005 —
20064F 21 | <0.005 | <0.005 | <0.005 | <0.005
< & 7 0.596 | 0.252 | 0.012 | 0.008* | <0.01
(%) 2 225 3 14 | 0.063 | 0.034 | <0.005 | <0.005 | <0.01
19994F 21 | 0.007 | 0013* | <0.005 | <0.005 | <0.01
< & 7 0.17 0.08 | <0.01 | <0.01
(1) 2 19~72 3 14 0.03 0.02 | <0.01 | <0.01 —
20074 21 <0.01 <0.01 | <0.01 | <0.01
¥y Y
(%) 2 225 3 14 | <0.01 | <0.01 | <0.01 | <0.01 —
20024
fz;gé 7 | <0.005 | <0.005 | <0.005 | <0.005 | <0.01
19994 2 113~225| 3 14 | <0.005 | <0.005 | <0.005 | <0.005 | <0.01
200145 21 | <0.005 | <0.005 | <0.005 | <0.005 | <0.01
mERE 7 | <0.005 | <0.005 | <0.005 | <0.005
(fif3£) 2 80 3 14 | <0.005 | <0.005 | <0.005 | <0.005 —
20074F 21 | <0.005 | <0.005 | <0.005 | <0.005
hx
(%) 2 225 3 14 0.22 0.14* | <0.02 | <0.015 —
20024
T ARG H A 1 0.08 0.07
(%) 2 93~100 | 3 3 0.04 0.03 — — —
20094F 7 <0.01 | <0.01
k< b 1 0.371 | 0.243 | 0.021 | 0.014 | <0.01
(%) 2 225 3 3 0.356 | 0.241 | 0.020 | 0.013 | <0.01
20004F 7 0.335 | 0.211 | 0.019 | 0.011 | <0.01
I=hk=h 1 0.72 0.52 | <0.01 | <0.01
(RFE) 2 225 3 7 0.67 0.56 | <0.01 | <0.01 —
20044F 14 0.68 0.52 | <0.01 | <0.01
T= ek 1 0.20 0.12 | <0.01 | <0.01
. 7 0.21 0.12 | <0.01 | <0.01
;ii 20180728 gl 017 | 011 | <001 | <0.01
21 0.19 0.10 | <0.01 | <0.01
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e o | e ) _ \\ 7 i (mg/kg)
Gty | ok | BB QIR PHL 775y o
S M| (gaitha) | (BD) | (H) | 7 v~7abvn M-3
il | FSE | ReiE | CEEE
A 1 0.73 0.43 <0.01 <0.01
€= 2 225 4 3 0.42 0.25 <0.01 <0.01 —
20024F 7 0.17 0.09 <0.01 <0.01
ZwIh 1 0.151 0.101 0.008 | 0.006* | <0.01
(532) 2 188~225 3 3 0.080 0.0565 | <0.005 | <0.005 | <0.01
20004 7 0.023 0.020 | <0.005 | <0.005 | <0.01
RN 1 0.11 0.07 <0.005 | <0.005
(532) 2 48~72 3 3 0.05 0.03 <0.005 | <0.005 —
20074 7 0.02 0.01* | <0.005 | <0.005
MIEH 12 0.12 0.08
(R32) 2 75~150 3 3 0.07 0.05 — — —
20084 7 0.06 0.02
ERAYE 12 <0.01 <0.01
(R32) 2 75~150 3 32 <0.01 <0.01 — — —
20084 7 <0.01 <0.01
Anar 3 <0.01 <0.01 <0.01 <0.01
(R3) 2 225 5 . <0.01 | <0.01 | <0.01 | <0.01 —
20024F <0.01 | <0.01 | <0.01 | <0.01
H5ED 30 0.877 0.738 0.057 0.039
(5%) 2 525 3 45 0.790 0.545 0.052 0.038 —
20004 60 0.630 0.346 0.031 0.024
bo&E XD Ta 0.01 0.01*
(i 2¢) 2 100 3 14 | <0.01 | <0.01 — — —
20094F 21 <0.01 <0.01
W) - EHICERBRRRNEE LT — X O EFHRET 5L, EREMEEZRE LS LT
SR L. *HIZ AT L=,
= BT Lo T,

< 2007 FLIED I = b= b, Z W, T 9 D E NI EVWORBRIIZT 7T e T T AL

EH 2 ORBRITITAKFAFZ Fv, FOMoRER IR K 2 -,

S LIKIFERCTFTARUINTA YT a )L LR FETH D,
cM-B3IERTFTNRUNNT A Y T a B INHBERATH D, BRI T T v

T4 Fuat)NM-3=1/1.9 Th 5,

- REEOM ARG (PHD) 2388 SUTHGE SN TENSHEG L TV 2354813, PHIIC

azmft L7z,
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<B4 . HEEEEE>

ESIENRAS] /NR(Q~65%) b EnE (65 L )

FeRAfE | (AT : 53.3kg) (A : 15.8kg) (£ : 55.6kg) (£ : 54.2kg)
e, M g g g g

(mg/kg) ff EIE ff EIE ff EIE ff EE
(g/ N1B) | (ug/ NH) [ (g/ AT | (ug/ AHD [ (g/ ATB) | (ng/ MR [ (g/ AT | (ug/ ATH)

L x [ 0.005| 36.6 0.18 21.3 0.11 39.8 0.20 27 0.14

IZ< & 10.252 | 294 7.41 10.3 2.60 21.9 5.52 31.7 7.99

nE 0.14 | 11.3 1.58 4.5 0.63 8.2 1.15 13.5 1.89
k< k 0.56 | 24.3 13.6 16.9 9.46 24.5 13.7 18.9 10.6
T A 0.43 1 1.72 0.9 0.39 3.3 1.42 5.7 2.45

EwIob 0.101 | 16.3 1.65 8.2 0.83 10.1 1.02 16.6 1.68
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