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L

FHmAl T XU EFH ] (CAS No. 1449021-97-9) I[ZOWT, KEEE %
FHN T A A R 52 B3 A A 50 L 7=,

PRI W3R BRI L. BiANES (Z > b, PERO=TU RVU) | WK
WigE OKFE) . MBS, masEE (T vy b, v VAR X) | 18H%FENE
(A X) . BEFEEESAEIES (T ) o BRAME (U R) | 2 HARETH
(7w b)) | FBEFE (Fy NEOUHX) | BixwE ik’“ DRBRLAE TH D,

FHEEERBEREND, XAV XY U HR 52X BRI TICKRE (MM
ﬂ)\mm(ﬁm)\HM(EE%m\ﬂﬂ%mﬁ )&UWM(W%$@F%%
BT K D PHZEM: B t&ﬁ%ﬁ“~?y%&vaX)_m®6mt PR
M. T A @Tﬂ‘x M M OB R I TR D e o 7=,

2 ACEFHRER IV T, Eﬁﬁ%mﬁ1mﬁ£ IipER LI Bl K B HE
FOMENRIK T L OEE (F1 O Fo) OEFROME TR w%hto_h%
WAL BLENY ORI 512 L D REEANENHNIC RS LB A RIC X gﬁm&
wELEZ LN,

ARG RO, BEDTORETNIEME 2 X A8V E X5 0 K ORGH
W M4 & BEDR AN ERORBEOAN R EE X A ) XY (BLE
MoIH) LERE LT,

KRB CHE O N BEEED O bR/ MEIL, A XZH W 1 EREEREERBR O
2.68 mg/kg KE/H THo7=Z b, ZTHERILE LT, 4% 100 THRLZ
0.026 mg/kg RH/H Z7%4— HERE (ADD) &E&E LT,

Flo, RUAE YV EXFY UOHBROKGEICI VAT DA 8EED H 5 E It
X9 D M T RN @%@5%%mﬁm\vﬁ¥%%wk%$%@ﬁ%@
10 mg/kg KE/H ThH-T=Z &b, THNEMRILE LT, Z4f5% 100 TR L7 0.1
mg/kg AEZ2MSHBAE (ARD) E&ELT,
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vy IV
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pyrimidine

CAS (No.1449021-97-9)
4y 5-(1,3- VA F P -2 A )4 [[4-(F ) 7 A AF V)T = =)L)
ARFUIEY IV
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HHEmAER [I.1~4]1 RORFTHEGEES OB [T.14] X, ~oX
PYEXRY DT == VEBEORFZ LY UC THITE#HR L b0 (LLF lphe-14C]
RURAEVEFT ] E0H, ) KOEU I VUVERO 4 KON 6 (iDkFEE 14C T
EHL-b D (LLF MMpyruClRy X4 Lo, ) A0 TEMS
Nioe HUEHRENEEE K ORI 1T, BRI 0 N2 WA R s aE (& i
BE) MHERUAEY XY UDEE (mgkg Xitpg/lg) [CHELZfEE LTRL
776

R 3 R E R S O SIS TR 1 KR 2 IS Tn b,

1. BMAEPEREER
(1) v +@®

@ m®iIX

a. MABEHDE

Wistar Hannover 7 » b (—#EHERES 4 JT) 12, [phe-14C] <> X B E X4
#E L iZlpyr-4Cl_ XY £X% P % 1 mgkg RE (LT [1. (1) KW
(2)] BT MEHAE] Evo, ) XX 100 mgkg AE (LLF [1. (1) LW
(2)] IZBWT IEHE] tvwo, ) OfBRCHERAOKEES LT, moEH
Bhme Sz,

A ifn e ONAE Y BN EEFH) N T A — X IR LIRS TV D,

A} O RGTRE IR, IR ER 58T 1~9 i, s HERGHET 6~12
KFC Cmax ICEE L7212, &5 72 FE# £ TILELNIT, £ ORITHESNITH
F LT, BERFREDMPEIREIZ SV T, BEERIEOE W K OPERNC K % BHE 72
ZIEBO LN oT=, (B 2~4)

£1 =MRUMBHEDFHEFH/NSA—F

o A [phe-14C]_> XY &% [pyr-14C] =2 X'V EFH
& h& 1 mg/kg KE | 100 mg/kg /A5 | 1 mg/kg /KHE | 100 mg/kg (K H

PRI Jii3 i3 Jii3 i3 Ji3 i3 JAi3 i3

Trmax (hr) 1 1 12 12 1 1 6 9
& Crmax (ug/g) 0.686 | 0.566 | 20.6 | 25.5 | 0.479 | 0.551 | 17.4 18.2
" T1/2 (Tmax~72 hr) (H) 0.47 0.54 0.63 0.58 0.71 0.48 0.73 0.41
T (72~168 hr) (H) 2.55 1.71 3.30 2.11 4.03 4.42 2.99 2.94
AUC (hr - ug/g) 10.9 11.6 772 892 21.0 14.3 956 702

Tmax (hr) 6 9 12 12 1 1 6 9
i Crmax (ug/g) 0.778 | 0.740 | 26.8 | 33.4 | 0.520 | 0.768 | 20.6 | 26.1
5 T1/2 (Tmax~72 hr) (H) 0.40 0.44 0.54 0.52 0.65 0.39 0.65 0.34
1 T2 (72~168 hr) (H) 2.63 1.67 1.75 1.75 3.49 3.94 2.91 2.61
AUC (hr - ug/g) 14.7 16.6 962 | 1,180 | 21.4 15.6 | 1,010 | 836




b. BRUREE
PR, FROMELFHEMEER [1. (1)@a. ] 1B BIR. MR, 77— Uik
KO — ) AR ERE D AF NG $E5-% 168 BRI OWIHEIT 40.8%~65.5%
EEH N,

Q@ &

Wistar Hannover 7 > b (—#flERERS 4 PT) 12, [phe-14C]_X> XY £ X4
> X ix[pyr-4Cl R A U X U A RAE IS HE CHER OGS LT,
RN A ek 2 3k S v 7z,

T B AR & ORI 1T D IR ST REIR 133 2 IR STV D,

PR T RE D3 AT . ARFRAR DIE W R OWERINC K 2 BAZE 22 2213500 B2 )
ST WTFNOHERGHICE N TS, HREAGTEEREIX., Tmax 8 TIXHEAE
JIPE, IR, BEESE Creirym <R b, &5 168 e IR 1K
TLe, M 2~4)

UG M OSRR 2 B 0 BRnW Tl Z b h—h ALy (LLFFRIC, ) .



x2 IERESRVERICETLIERBRHNERE (ng/g)

PR | BeEE | PERI Trmax 13T 2 P 5 168 HfE 1%
JFig(1.11), MmA4%(0.886), KH5 H&lENG(0.035), AF®(0.014), &
(0.861), /IM5(0.630), B ik fi§(0.006), F#l#(0.004), &
I {(0.616), 41f.(0.585) (0.003), /IN5(0.003), KI5
) (0.002), £:1f1.(0.002), Mk
mlke (0.002), &I%(0.001), IfifEND)
e KI50.908), /ME(0.791), 1 fE HEAE6(0.023), AFIE(0.009), &
(0.694), =i (0.687), Tl i%(0.007), /IME(0.003), EilEF
it {(0.662), 41f1.(0.399) (0.002), Fh(0.002), K5
(0.002), 41f1.(0.002), JHi
[phe4C] (0.001), H(0.001). Ifm4%(0.001)
Ry KI5(86.0). /ME(74.2), Kl HElER(1.6), BI(1.0), AP
S A (54.0), BME(40.2), FIE(29.9), I |(0.8), EIE(0.3), 41f1(0.3). /IM%
HE | 4%(23.9), EEAEN(21.3), 4 (0.2), FEREO0.2), CME0.1), ffi
(20.6) (0.1), Jihg(0.1), 0.1, H
100 (0.1), KB0.1), 1miE(<0.1)
mg/kg IE(96.9), KAE(71.9), Bk HEfglE(3.5), AFiE(1.2), Bl
K (61.8). JTHE(38.8), MmH#E(25.8), &l |(1.2). JFH(0.5)., KiH(0.4). FIFE
i (20.1), £1f(19.1) (0.3). H(0.3), £if(0.3), Hfi
(0.2), BEg(0.2), /IE0.2), BERE
(0.2), LiE(0.1), Mig0.1), =
(0.1). B#E0.1). Mm#E0.1)
NE(4.75), HIE(1.33), B H(0.105), JIF#(0.061), IMm4E
i (0.858). FIE(0.608). H(0.491). [(0.059). 41f1.(0.052)
1 KI50.441), 1M4%(0.367), MEE
melke (0.326), 41f1.(0.291)
e /J\H%(2.45)\ %'(1%;12)\ %Xﬂﬁc‘(l.og)\ %(0.069)\/\£fﬂﬁ§*(0.047)\ JH ik
A[I?y];gy " ?ﬂfﬁg(gﬁga%}%ﬁé?ﬁ@ﬁ%ﬂﬁ (0.040), 4:1f1.(0.040)
%i%ﬂﬂ/ (0.277). 4:1f1.(0.236)
/NE(100), KAE(97.0), ATl H(2.6). 21.(2.2), MmHE2.1)
100 |, (54.53)\ %ﬂﬁ(alie)\ EIJ%X(zi;,g)\ =|
e i3 ﬁ%&%Q%Q\ﬁ@ZQ\mbﬁ
mese (19.3). FEME(17.6). FElg(15.5), 4
(= 11.(14.9)
i3
ND : s d

/[ (DI THENRRD SN hot-Z EWONCHET »~ MIBIT 5504, HEtt & OMHEHc &M C
ENRD BN -T-Z L v, 100 me/kg RER GREOMECIEFE SR> T-,

a: [phe-UCl > XV £ XV 58 : 1 mg/ke KREHK G TS 6 Bk, 100 mgkg REEK
GRECIIR S 9 %, [pyr-UCl_ XY B4 % 58 - 1 mg/kg (REREHLGHETIIRYG 3 i
filf%. 100 mg/kg (RE B G-HETIIHe G 6 FFfE%

Q

SfiadlR [1. (1)@ THEOMmEE, FFlE S OB IRALE O IR K OV ki

AR [1.(1)@] THOWIREOEZRE L L TREDFE -

10

RN




fiti S A7z

JREOFE R O FEAFHMITE 3 (2, Mt gL O o A HW IR
4IRS NTND,

WTHNOEEHICHE W TR KR O EEASIIH#Y M5 Tho7z, Z
DIENNT, [phe-UCIRy XY TV UGBTI, RP TRE#EMW M1, M2
(7o a R OBERSERE ST, ) . M9 (V7 m U R OREET SR
ZEte, ) . M10 (7 vk OWBlaa R E=ETe, ) . M15, M16 2503,
P CREM M2, M6, M10 23380 bz, [pyr-14Cl_y AU &% 4 8%
BRI, BRPCTRE M2 07V 7 b Bk ORER SR, M9 (ZFv 27 a
e K Ol SR 2 ate, ) . M14 (Z V7 v UL ORISR E &, )
N, BT TREY M2 ERBO LN, REMLOR XY X0 U 3RT
WZIFERD 6T, EFORIZHED b,

MmAE, Pl OV g o E2 ks & LT, [phe-4Cl_o X %4 5
HTIERE O XY EXH TR O AT, S TRE M1 KO
M10., APIE K OV g TR M2, M5 KT M10 23388 bz, [pyr-14C]~
YA XY UG TR, BRHERGEEOME X O 5 H & 55 O IO T
THREDR L ) B U MENTRD S, REw & LTt © M1,
M2, M5, M9 kO M14, iligf O lg T M2, M5 KT M6 235789 biviz,

WTNOEBRERICBNTH, 7 e 7 7 A Mo T, HEBEOEWK
OWERNC LD BEERZITRD Loz, (B 2~4)
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&3 RRUVEFODETEAHY (WTAR)

Kb

EVER

N
T

Rt

[phe4C]
N A
SR AV

mg/kg
(ENGEY

A

ND

M5(18.1), M15(7.94). M16(7.40).
M10G/S(6.10). M9(4.80), M11G/S(3.11),
M10(2.66). M9G/S(1.36). M2G/S(0.86).
M6(0.79), M12(0.27), M11(0.23), M1(0.17),
M2(0.05)

0.39

M5(20.8). M2(1.12). M10(0.81). M6(0.51).
M11(0.35), M15(0.15)

i

ND

M5(28.1), M15(6.78), M16(3.73), M9(1.84),
M10(1.10). M10G/S(1.50). M6(1.33).
M2G/S(0.91). M11G/S(0.38). M9G/S(0.35).
M11(0.32), M1(0.23), M2(0.17)

0.19

M5(29.0). M2(1.70). M10(0.61). M6(0.44).
M15(0.38)., M16(0.10), M1(0.07)

100
mg/kg
(NG

i3

A

ND

M5(21.6). M10G/S(3.93). M15(3.49),
M2G/S(2.26). M16(1.41), M6(1.21).
M10(1.15), M9(0.81). M11G/S(0.77).
M9G/S(0.64), M2(0.22). M1(0.16).
M6G/S(0.09), M11(0.05)

23.7

M5(18.3), M2(4.02). M6(1.11)., M10(0.16).
M15(0.06)

i3

A

ND

M5(21.1), M2G/S(4.39), M15(2.90).
M10G/S(2.18). M16(1.91). M6(1.69).
M2(1.26). M10(1.04)., M9(0.66).
M9G/S(0.50), M11G/S(0.48), M1(0.47),
M6G/S(0.14), M11(0.07)

iivd

28.7

M5(14.3). M2(3.85). M6(0.76)

[pyr14C]
R R
o AV

mg/kg
(NG

ND

M5(14.0). M14(3.86), M14G/S(2.89).
M9(2.40). M2G/S(1.23). M9G/S(1.11).
M6(0.53), M1(0.27)

ND

M5(27.8). M2(1.23). M1(0.29)

i

ND

M5(19.2). M14(6.01), M14G/S(2.86).
M9(1.54). M2G/S(1.46). M6(0.77).
M9G/S(0.59). M1(0.39). M2(0.22)

i B I !

ND

M5(30.7). M2(1.01). M1(0.28)

100
mg/kg
(LN

i3

ND

M5(13.7). M2G/S(3.31). M14(2.88).
M14G/S(2.62). M6(1.45). M9(0.79).
M9G/S(0.71). M2(0.12)

25.0

M5(19.8). M2(3.35), M6(1.11)

i 3

j:3beily: 2 !

ND : Bt s4d
1201 (1) @DI THEENRBD SN o= Z LW NCHET » MZBIT 5594, Pet RO &R <
100 mg/kg RE&H S FEOMECILER Sz -o T,

ENBDO NN &b,
GIS : 7 v 7 o UK ORI AR
a P h1% 48 BEREEREL

12




=4

mig, FEaEUEEPOEZREY GTRR)

TR R I I bt
M10(85.9). M9(3.09), M1(2.33), M15(1.92),
MfEe - ND 1 95). M110.70). M16(0.19)
. M2(29.0), M10(13.8), M5(9.13), M15(3.93),
e BFe ] ND e 61). M9(0.41)
1 g o Np | M10@26.1), M2(19.0), M5(9.48), M15(9.34),
mg/kg M16(3.91), M9(3.58). M6(2.20)
(AN e ND M10(79.3), M1(6.63), M5(1.99), M9(1.70),
”‘ M2(0.59), M15(0.20), M11(0.16)
M | TRk 2 ND M2(20.2), M5(14.7). M10(12.4). M15(2.17), M6(2.11)
- M5(32.7), M10(17.5), M2(9.57), M15(6.00),
[ﬁlf;:i] Bl ND |y 6o.85). M9(1.29). M1(1.11). M6(0.76)
M10(29.8), M1(21.4), M2(7.85), M9(6.55),
UJ&:ML L ND M5(4.41), M11(3.03), M6(3.01), M15(2.71)
" M2(46.5), M6(9.33), M5(7.37). M15(2.61).
e | JEE L ND ) 0(2.08). M1(0.90). M9(0.35)
- M2(29.0), M5(15.6), M6(11.0), M9(6.73),
mlgolﬁg Fl ) ND oy s(5.39). M10(4.15). M1(2.01)
i e ND M1(32.2), M10(22.7). M5(6.17), M2(4.20).,
8 M6(1.59), M9(1.46), M11(1.19)., M15(0.91)
” M2(26.8). M5(11.2), M6(11.2), M10(3.07),
M| IFRS | ND S0 35). M1(1.73)
— ND | M5(27.9), M2(9.40), M6(6.08), M15(4.95),
M10(2.54). M1(2.48), M9(1.31). M16(0.82)
M9(12.9), M14(11.4), M1(9.35), M5(5.25),
M¥Ee | ND |\ io(3.04). M6(0.56)
e | TR © ND M2(52.9), M5(10.2), M6(3.10), M14(1.83), M1(0.18)
1 g < ND | M2(37.8), M5(16.4), M9(8.80), M14(3.94),
mg/kg M6(3.34), M1(1.12)
(GG I AE e ND M1(27.0), M5(10.5), M14(9.16), M9(4.96), M2(1.72)
— e [ AW | 065 | M2(29.8), M5(23.4), M14(5.54), M6(3.26), M1(1.38)
2 e | np | MBBO-D. M2(10.0. M14(5.62). M1(1.92),
) e " M6(1.51), M9(1.32)
5 {8 o ND M1(27.2), M2(15.6), M5(6.83), M6(3.87), M9(1.96),
5 M14(0.55)
100 o | R 2 1.32 M2(50.4), M6(9.42), M5(8.25), M1(0.72)
malkg g o Np | M2(29.4), M5(21.0), M6(12.3), M9(4.60),
e M14(2.69), M1(1.04)
1 45
i | R
R Mk
a: $25. 6 ER% I CER IR
b 59 BRI B
o B 3 IREIZ I ERHL
[: 1. (1) DI THERED BN h o722 L NCHET »~ Mo 20, Heilt & O F &

TEPRBDONRN-T2Z L2D, 100 mglkg RER G-HEOME TIN5 S 2o Tz,

13




@ HEitt

a.

FR. BERUFS hEt

Wistar Hannover 7 v ~ (—#EHEMES 4 JT) 12, [phe-4C] Ry X B U E X4
> X iElpyr-4Cl_R U AU XY U A RAE IS AR CHER OB S LT,
PR 3 M QMRS HE SR 208 S < v 7z,

PR R OMER YRR3R 5 ISR STV 5,

W OF GO T H PEIIESCH T, KEHEHREIL. [phe-14Cl R X
BU XY UOREHETIL, 5% 24 R TR, R OMELKGHIC 86.5%TAR~
92.4%TAR. [pyr-4Cl_> XU E X4 HERETIE 79.5%TAR~87.5%TAR
NHEE Sz, #5168 i1 [phe-14Cl X XY £ & o DK 8% 5-1F
THEPITHE AR TR APPSR E o 723, OB GBETIRIR M OVFE  HEfER I
B R ZEITRR O Do Tz, FERTHEIERIT 10%TAR KiliCh o7z, (B
2~4)

x5 K. ERUMERBHERE (hTAR)

T k14 [phe-14C]-_> XY EFH [pyr-14C] X XY EFH
55 1 mg/kg AE | 100 mg/kg (A5 | 1 mg/kg (AH | 100 mg/kg A
el Y33 i3 Jai3 ki3 Jii3 i3 Jii3 i3
0~24 W5 61.9 54.4 41.3 39.9 35.0 42.7 34.1
FR 0~72 HEf 64.7 57.0 45.0 45.4 37.2 44.3 36.0
0~168 it 65.4 57.6 45.5 46.1 38.7 45.4 36.5
0~24 KRFfH 30.5 35.6 48.5 46.7 39.6 40.8 51.2
E 0~72 Wi 33.2 41.1 53.8 54.0 43.3 43.1 57.3
0~168 FFfH] 33.3 41.3 53.9 54.2 44.2 43.9 57.6
0~24 HEfH ND ND ND ND 4.93 4.00 1.80
IS 0~72 K§fH — — — — 5.66 | 4.57 | 2.22
0~168 HFfH] — — — 6.28 5.01 2.37
7 — VPR @ 0.12 0.15 0.08 0.07 0.09 0.32 0.06
T—T R a — — — — 6.89 3.29 1.83
—ofrsn
ND : gt s

/[

(DO THEPRRD BRI -T2 Z EWONTHET » MTIT D000, Het  OREHZ H&# T

ZENRO BN NPoToZ LD, 100 mg/kg (KEE GREOMECIIFEE I o7z,
a: Br5 168 BRI ICELEL

(2

@

) SV b

IR 4R

ARV eGSR [ 1. (2)Q] 1T DM, JR. 7 — VB AL -
Il RE DB FE D, B H% 72 REH OWRIERIT 77.1%~82.8% & HH =i
776

14




@ K#H

JEA- T HEIEER [1. (2)@] THLNUZMEH, JREOFEEZ AWV CTREWFE
TE o« BRI S T,

ARV, REOFEFOFERFWITE 6 IS TND

WT N OEGRAERGREICB N TS, FES iHE/JrEF'TﬁuﬁT% M2 D7
7 P K OV R P A ﬁ&@ﬁﬁﬁfﬁuﬁﬂ@ M5 Tholz, REIDN
VXY ANIEH K ORFICITED 5T, [phe-4Cl_> XY X4 &5
FEOEFORMENTEO Bz, (B2, 5)

%6 [Bit. RERUEDOTERSY GTAR)
Eak | e | st | T AEY s

EHY

e ND M2G/S(13.6). M5(11.6). M17G/S(8.91).
- M11(2.10)., M9G/S(1.37). M17(1.36)
[phe4C] M5(19.3) . M15(2.16) . M16(1.81) .
R AU | M2G/S(1.76) . M10G/S(1.72)

XY ® ND M5G/S(1.20) . M9(0.58) . M6(0.51) .
M10(0.41), M9G/S(0.40)

£ 0.20 M5(11.3)., M10(0.49)

JET- ND M2G/S(14.1), M5(5.50), M9G/S(1.00)
[pyr14C] M5(20.5) . M14(6.06) . M2G/S(4.93) .
RUREY | HE 7S ND M5G/S(2.86) . M9G/S(1.08). M9(1.03) .
o A M6(0.74)

# ND M5(11.1), M2(0.92), M14(0.66)

ND : gmis g

GIS : 7 v o UK ORI AR
a s ¥ 4% 72 BRI ELER

O b ==k i1

fHE T =2 — L Z# A L7- Wistar Hannover 7 v ~ (—&EME 5 PC) (2.
[phe-14C] <> XU Ex % o Xidlpyr-14Cl_ v XY x4 v 2K & CTHME
& HEE LT, I A kiR o3 S S ALz,

JEH. R OFEHRHEEERIIR TITR SN TV D

LSR8 SRl &5%24ﬁﬁfbmummxxt)%##/&5ﬁf
45.7%TAR, [pyr-14Cl-_> XY 5 U ERETIE 28.3%TAR 2SAEH TP I HE
M, P EEERIE, [pyr-14Cl > XY X%V UG~ T, [phe-
UCIR A Y EXH VEERETEN T, (B2, 5)
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£7 BB+, RRUOERH#E (hTAR)

o o A [phe-14C] > XU %4 [pyr-14Cl_> XY EF 49
AR ERAR R # AR 173 #
0~24 ] 45.7 34.9 13.6 28.3 45.4 14.8
0~48 B 46.0 36.0 15.4 28.8 46.8 18.5
0~172 Mf] 46.1 36.3 15.5 29.0 47.2 18.8
r— DR o 0.29 0.72
THALE - T = 0.10 0.13
HILENEY = 0.01 0.17

a B 72 RRE R IS ERIR

7 v M ERWZEENEMNRE [1. (1) LX0(2)] OfR, XU E
XD ERMRHHRRIEIE. OF7 B X —/LBEOMKGIEE AR LTZAL I VED
W22 AR b TR I X ARG M1 Xt M2 o4k, @R M1 Xt M2
DY I VB 2 MOKBIZ L A M5 T M6 D4Rk, OfUEHY M2
DY IV URERF ORI LS M9 DA, QR M1, M2,
M5 KON M6 O IVrge 7= LBOZIC X A/#H M10, M11 KO
M14 O4Rk, O M2, M5, M6, M9, M10, M11 XU M14 7V 7 1
VIEKR OB AIETh D LB 2 b,

J

(83) Y9 b, IR AXRUVEMFI/AY—LZAWVWEKRHEHKER (/n
vitro)

RUZAE VXY OLEIYE e MBI 2REMO T e 7 7 A vt
T AHAZEAHME LT, iFX 7 e Yy —2%Z2H\W= in vitro fCEEER DN E I
B LCHEM ST,

Wistar 7 v & (MEkE) . ICR ~ v & (#fRE) . ©—27 LK (M) KOk b

(BEIRE) O 7 vy —AiZ[phe-¥Cl_X AU X4 % 2 pmol/LL & 73
HEHWMUL, 87°CT 1Kl X 24 F¥fil A > F 2 ~— s LT, REHPHOFRE -

EBENTONT,

KHEEYL O NF 7 8y —22B T 2 REmIEE 8 ITREnTW5

1 BB Tk, ERREHE LTIy PR~ A 7 Y — A‘(“ﬁi
M1, M2 LT M9 78, 4 XKL MFI 78 Y —ATITI ML XD M2 253880 5
iz, 24 FREALHESL TIX, 1 BEREALERZ I TRE M5, M6, M9 KN
M10 OAERENEMLUZ, R M4 11X, 7> MiFIZ7 0V —ATIEEOHH
T XUA AXKTE FOFI 7 1Y — A TIENIRD b,

UEDFRERNS, WTFNOEMEL O hOFI7a Y —AZB0ThH, £
2AREIEL M1, M.‘Z\ M5, M9 KO M10 TH Y, @D ~7 a7 7 A )V|F#
W CTOEMZRETREO oz, (B 51, 52)
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x8 FEHYRUVEFFI/IOV—LIZETHHKEY (%TAR)

s e 7 v b ~ 17 A 4 X =N
IRF ] " Jii3 i3 Jii3 i3 J4id i3 B
RyAYEXFHL | ND ND ND 0.3 23.5 | 23.4 0.8
M1 6.7 3.1 7.7 10.0 | 21.2 | 23.9 | 234
M2 83.9 | 91.8 | 784 | 636 | 35.7 | 33.9 | 68.1
M3 ND ND 2.1 1.2 2.6 3.5 1.5
M4 ND ND 1.1 1.8 4.6 4.4 2.5
1 IREfH] M5 2.4 1.9 1.5 2.9 1.7 1.3 0.3
Mé6 0.3 0.3 ND ND ND ND 0.3
M7 ND ND ND ND ND ND ND
M8 ND ND ND ND ND ND ND
M9 5.4 0.7 7.6 16.6 0.5 0.5 2.5
M10 0.4 ND 1.1 1.7 ND ND ND
Ry YEFH | ND ND ND ND 1.6 1.7 0.7
M1 ND ND 2.3 3.9 38.6 | 36.7 | 16.0
M2 62.4 | 839 | 56.3 | 252 9.1 26.4 | 61.1
M3 ND ND 0.7 0.7 ND 0.7 1.0
M4 ND ND 1.1 1.5 3.4 4.7 0.3
24 W5 M5 9.3 6.2 149 | 146 | 145 | 10.7 | 12.1
M6 1.4 1.9 <0.1 0.2 ND ND 1.0
M7 ND ND ND ND ND ND ND
M8 ND ND ND ND ND ND ND
M9 18.5 1.5 16.8 | 39.8 3.3 2.5 2.1
M10 3.0 1.0 6.7 12.0 6.8 3.3 3.2
ND : #isnd

(4) RVXEYEXHURUKEIM 4 D53 E14EHER (/in vitro)

NRUZAE Y EXY KOG M4 2O E L2858 OMREHRE D212
WTHRETT 5720, BNSFEEZE LEBESRETICBIT X A Y X4
K OMRE M4 O 5y fih ik BR AN B INEER & L C 5 S iz,

pH 2 ® 0.01 mol/L #EEgIZ_> XU &% X 3#H M4 %2 100 pg/L O
RETREL, 3STCOREMETT 1 KA v FaX— LT, fEYOFRE -
EENMTOIT,

I FRPER B I 9 RSN TV 5,

pH 2 &£ FTlid, R XU EFH T E A EDMEEI T, i M3 23
HENER SN, Y M4 (33T i S, B M7 B S
iz,

PLEDFERENS , KEMETFTIE, RUOXE U ERH U ROREY M4 o7 &
Z— VBRI L, o M3 KON M7 N ZENENERS NS, R M4
D FREEE IR A B LTl CGHEWEE X DRz, (B 51,
53)
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&9 NEEHBRER
A X aX— MNMEOREE

BRI e o i) & (ug/L)

7REE K pH 2

RUAE Y EFH 99.7 96.6

M3 ND 1.02

r o . M4 ND ND
NRUAEY XY MG ND D
M7 ND ND

M8 ND ND

N Y XY ND ND

M3 ND ND

- M4 98.9 0.1
Y M4 MG D ND
M7 1.4b 92.1b

MS8 ND ND

ND : s

a: RURE Y ERY R (BERE : 1.206)
b R M4 R (BAREARE - 1.195)

<R E XY RO M4 OB T DREMZEOE L >

T b EAWEEIENEGRR [1. (1) L0(2)] TiE, @i, gL,
g CICHE M1, M2, M5 KX OY M9 DlEhs, A M6, M10, M14 %3
BOLNTZ, Ty b, vUA A XKLV MFI 7 v Y — 5% B0 RERR
(in vitro) [1.(3)] OFEETIE., 7 v MZBWTOAREHY M4 138 HIR
AR T TN, 7y MENTERE, HONIREY M7 2B LT Mb
FTORBENAFERERH Y, XA Y EXH L OERRBRETCHLT &
2 — VB DMK R & AR U= R0 S VRO B 72 B e TEICIC & - THER
THRHH M1, M2, M5 # L <X M9 X, 262 TOEPYRETRD bz
ZEnD, ERRKICHEMEITIR VW EEZ BN,

(5) ¥+
WHY X (TR A UFE, —REE 1 55) 12, [phe-CIN XY EFH X
W Elpyr-14Cl > XY £ X4 % 10 mg/kg faEHEY O HET1 H 1[0, 5 HfH
7RO RE LT, BMIRNEGRBR S L S, $t. REOEIT 1
H 2 [0, Mg em 5% RIS 24 BERT R OV E B0, Dgos K OSRR I i fe %
5. 6~8 Fffl#IcZ N E RIS 7z,
R DR R U RE A K OV E B IIEER 10 IR E TS,
YIE G 24 FE% £ TORIMA S RERE D D EH S 17 Troax 1%, [phe-
WOl AV XV R ERET 2 K, [pyr-“4Cl_o XY £ X4 55t
T 8K TH - 7=,
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BHBRRIL, #&5 5 BRIZRLOFERIZENE 48.56%TAR~50.3%TAR
Y 19.7%TAR~20.2%TAR HEillt Xdv, FIZRPICHRIE S LTz, FRE G RETR
L, 2. EAEHLL OB CRRIEAW T LHEE 3 H XX 4 HOF#
IZRRO B AL, NEds L OSERR CITARH . i OVE g C by E < o . RS
RO ClrEERA (0.010 pglg) HirTéHh o7z,

AEFIZBNT 10%TRR 22 2E#m & LT M1, M2 (Z//v7 v gt
EREET, ) . Mb KX M6 (Vv v Bluaikaeagte, ) NRd bz,

(M 2, 6)
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F 10 HHMPDOEERHNEES

mMEUVEEREY

b VT m G R AT TE

c: M16 (K 7.9%TRR) % &TefE
) 2¥L. WAL OHLIBIAIC BT DR oM X, &5 5 B FRICEREL L7302 A=,

(6) =T~V
PEDRRE (SR RBA. —BEME 2 X0Z 10 P) (2. [phe-MClR_ XY x4
v L < Elpyr-4Cl_R > XY £ X4 % 10 mg/kg falEHEY O & CHE D 7
TARO®ES (—RE2 ) X1 H 1|7 BSOS (—& 10
B LT, BRPNEMRBR AN X7, MRIZE RS 24 FER % F CRERr
B, IR OHEI I SE R G-I 1 B 2 [\, Bies & ORI ki 5 6 I

20

[phe-14C]_ > XY E 4 [pyr-14Cl R XY E 49
= P e BT /\\“/X‘\ = ) /\\“/X‘\
SR éEl e R éEL B R
( f; A (%TRR) ( ff A (%TRR)
HE'E) | (o TRR) HE'E) | (o4 TRR)
_ 0.045~ M5(86.1). M6(1.4). & | 0.046~ M5(58.5), M6(2.4),
AN
=% 0.083 ND | Gk e.8) 0.095 ND | e mie7)
_ 0.044~ M5(79.7). M6(1.4). & | 0.045~ M5(63.5), M6(1.2)
{Hf = W, N N N N
ARTRAL 0.083 ND [l & (1.4) 0.092 ND H[FE(2.4)
S 0.053~ M5(62.5), M6(3.1), & | 0.057~ M5(49.3), M6(2.7),
AR 0.092 ND | e (10.9) 0.120 ND 1 MG
M2(21.8)b, M6(15.4)b, M5(6.4), M6(4.8)b,
FF ik 0.220 ND M5(10.7). M4(2.6) 0.690 2.3 M2(3.1)b, M4(3.1),
AR 7E(26.5) H[F E(36.5)
M5(54.6)c, M2(16.3)b. M5(39.6). M1(20.3),
5 ik 0.249 ND M1(15.8), M6(2.5)b, 0.180 ND M2(5.9>, M6(1.1)b,
ARl E(1.3) Rl & (18.7)
- FisREsEs | 0.009 0.009
fh A —
s 0.008 0.010
K 0.009 0.014
Bl KT 0.012 0.015
EPE | 0.012 0.018
M5(55.9), M1(31.4), . M1(47.1), M5(38.0),
® 5032 | ND | \i=076). M2(2.9) 485 ND | Vio(1.2)
. M2+M4(22.2) M5(7.3). M2(6.3)
ﬁ a Y a Y Y
o= 20.2 ( M5(8.0), M1(1.2) 19.7 9.9 M4(5.9)., M1(1.4)
JE- 3.74 3.76
iiiR7:3 0.032 0.051
HILENEY) | 12.22 10.9a
T—UBEER | 0.24a 0.23a
ND : Bt s4d
[ EEE T
a: %TAR




I EN RS L7z,

2Bkt D FRE U RE 3 A1 M EZAR

FIFR 1L ITREN TV,

a5 24 R £ CORMP B RERE D OB S4U72 Tmax /£, [phe-
UCIRU R Y £V & GHET 0.5~2 K], [pyr-14Cl > X ) £ 4%
HRET05~1 I TH o7,

WE AR, #& 5 7 B2 74.5%TAR~85.2%TAR it S iz, 7RG it
REIREE IR, IR TG 4~7 RICEFREBE 2D | mKREEIEEIZINET
0.053~0.197 pgl/g. JIAT 0.008~0.012 pglg Th o7, lifes & OHHE TIL.
JHF R S OB R C LL R A FR B S REIR EE S i D~ o T2,

A ONE TR O EERDIERENDOR A Y XY T, ThEh
42.9%TRR K O 70.5%TRR~70.6%TRR i H L7z, A EERIZEB WV TIL,
10%TRR ZH 2 210 & LT M2 LT M5 23580 b vz,

(ZM2, 7)

&1 BRAPORBHRFESMREIEVRSEY
[phe-14C] < XY EFH [pyr-14Cl N> XY EFH
\ N . Ny R
e e i e | EuE it
g /g)“ Xy (%TRR) T Aﬁg) Xy (%TRR)
(%TRR) (%TRR)
PN a 0.005 153 M2(26.7), M5(<0.1), 0.007 . M2(12.9), KFE(12.9)
PR a 0.027 © | RIAER6.7) 0.086 '
Py a 6.82 ND | M5(90.8), K[FE(1.6) 9.88 ND M5(87.6), AlAlE(3.1)
" M2(21.7), M5(20.0), M5(27.8). M2(6.1),
ikl 0.066 | ND' | Mo, kmEaso | *188 | NP M6E3.3)\) ﬂ%IEEE(l)GF)
» B | 0.006 0.014 M2(14.3), M1(<7.1),
B T 0.003 oo | Y | Ms<7.1)
BEES | 0.042 M2(9.8), #K[FE(14.8) | 0.063 M2(14.3), K[FE(7.9)
N 70.5 70.6
ETF | 0.065 0.176
HIEERNRY | 0.509 0.921
r—IWeER | 0.248 0.214
ND : s d
/ FEh ST
a: 7 HEOEE
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2. WEYERRNERER
(1) K%

B 15 Mg okfg (W : HE-2Fb) 18, Va7 7 AANCHRLL 72
[phe-14Cl > XU £ > XiX[pyr-14Cl_> XY EFH % 200 g ai/ha ®
FETT7 ARBET 3 | (ALEM) %7 AT 2 [\ 2 [ B APRD 4 %
(21 [\ (FER) | M ERICBATLEE L, WL RELEE 7 BRICHE, X
R (NI D) RO AL T, MW RPNEM AR Ehii S iz,

KB O R B e A B OV E BRI I3 12 IR E R T0 5,

WK DI L D HSHRE AR IZ TR O DL T, B ERA X, LA
T A OZRIES C, IV T b AL UL L TR o, ZokHP ik
U EEIRFE X 0.10~0.25 mg/kg TH Y, APRHUNBE D ZKH ~OBATHEITK
WHDEEZ LN, 72, RITHEIT 2B EREIX 0.056~0.09 mg/kg T
HoT,

HHE 2B T D FHER L, REMOR XU X240 KO M4
ThoT-, % M4 1%, [phe-4Cl_ > XV F 5 ALER X D Z KA ONZ
[pyr-14Cl X XU & XY LR OELER, LKL D 5 T 10%TRR % #
ZTRO BN, ZOEFEMNT, EY M2 OFHa&EL T Mb BMEIEETOHR
MIZBWTHRH SN, (R 2, 8~10)
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£ 12 FEMPORBEMSEIAROCEEREHY %TRR)

i it 1 Sy
—_ e e | EE N R i
PRk A sk (ﬁ?kﬁ;) Ve it e Rt * PR
| FApo*
: M4(3.4). M5(2.5), M2Su(1.3),
il 1.40 289 1673 | 81.7 |M11Su(0.5). M10Su(0.3). 3.8
) ! M5Su(0.2)
7 M4(9.9), M5(4.5), M6(2.0),
B | e § M2Su(1.0), M7(1.1), M1(0.5),
ERE | 244 49.1 548”4 68.8 M11(0.4), M10(0.3), M11Su(0.3), 25
M5Su(0.2), M6Su(0.2), M10Su(0.2)
[phe-14C] : M4(15.4), M5(3.2). M10(1.4),
RUXEY RS 0.25 192.6 | 57.2 | M10Su(0.7), M2Su(0.4), 7.4
XY ! M5Su(0.3). M11Su(0.3)
iy ! M4(5.1), M2Su(3.1), M11Su(1.4),
e Ak | 4.68 14.9 1759 | 60.6 | M5(1.1), M10Su(0.8), M10(0.4), 9.2
% ' M1(0.3)
’ M4(9.3), M2Su(4.4), M5(3.7),
fibos | 3.69 31.3 565.4 50.5 ﬁ?&?{l.;\;1\101\(/125.18)1\1(11\./11{1.3)\ 3.2
M6Su(0.8), M7(0.2), M11(0.2)
! M4(4.9), M5(1.9). M7(0.5),
2 Gl 1.18 245 1689 84T | oci0.9) 6.6
# ; M4(10.9), M5(4.2), M6(1.5),
W | X | 183 | 44.2 1525 702 | M7(0.9), M2Su(0.9). M1(0.8), 3.2
[pyr-14C]< | M5Su(0.2), M6Su(<0.1)
VA E ZoK 0.10 1772 | 483 | M4(17.3), M5Su(0.7) 22.8
X i
”é bAd | 281 | 153 1730 599 ﬁég’gg ﬁ?(siﬁf)‘ M5(1.7), 11.7
1] : M4(11.9), M5(3.6). M6(2.8).
e o | 3.29 26.6 1670 482 |M2Su(2.6), M1(1.3), M5Su(0.8), 6.4
: M6Su(0.7), M7(0.2)
() : %TRR

* o RAPEVE I M O T8 23 o ORI B I Rk 2 I A
Su : BEHRAIA
[ s

FEMIRNIZB T B A Y £ H 0021
MDOKERIIZ X 5@ M4 DA, @7 & & —/VERDMK I & ARk L T2 7R
IV IVEEO B IR DR OTEEITIC L AR M1 3L M2 DA NSO,
# MT LD Mb T M6 D4Rk, @R M1, M2, M5 XU M6
DEY I VUL T 2= VEBROBZIC LA M10 KON M11 4Rk, @FF%

@Iz L B8

B M2, M5, M6, M10 KU M11 ok ThHH EE 2 -,
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3. LTiEdEanEER
(1) FRMLTERERHR

Bt (Fm) OKGEERREKED 40%~60%ZFHE L. 25°CORSEMT

2 W7 v A vFaX— KL%, [phedCl_ v XU X4 Xiklpyr-
UCIR XY EFY % 200 g aitha DR TR L, FSMET T 180 HMA
VX a— h LT, AR EEREMRBRA I S, £ RELE XA
BRI BT,

FEWHEHLHEX TIT, R AU TR 3 0AHE Y A D 93.9%TAR ~
95.7%TAR 7 HALEE 180 H %121 31.8%TAR~33.4%TAR F T L7z,
14CO: IFREFFAICHE M L, 4LEE 180 AH#IZ1 9.3% TAR~14.4%TAR & 72 -7,

TESEY) & LT M4, M5 KO M7 BRENEEK 7.3%TAR~T7.8%TAR (4L
B 14 H) . 84%TAR~89%TAR (ML# 60 H %) M1 6.2%TAR~
7.0%TAR (WLFL 14 H%) @B HIL, ZOIENTHEY M2, M3, M8, M10
KO M11 S S, Wiy 5%TAR K Th o7z, 14COq [, ALEH
180 H#IZIE 9.3% TAR~14.4%TAR B HiT-, HEi#AKOE WL H R A
VX ONRICIRE R ZITRO bV o T,

BHELBEX TlE, RUAE Y EXH 030 180 H#%IZ 87.5%TAR~
89.2%TAR B H AL, Z DIEMNIZ/fiE M3, M8 KN M11 BMER D biv,

HRPERIZB T AR XY 50 OHEEFRNIL. 124~125 H L&
iz, (M2, 11

(2) WFRB9EKIIRPERGER

ML () Z2REKTARIE2 ecm IZ3#K L, 2B 7 LA v Fa—F L
72%. [phe-14C] X XV X% Widlpyr-4Cl_ > AV EFH 2% 200 g
at/ha HYOHETRELL, 256 CORSEMET T 180 HA v F a2 X— KL T,
IR P IE G RRBR N T S T, 7o, WELE X AR T b,
FERFELFRX Tld, READOR XY 59 ZAFLY H O 95.3%TAR~
97.3%TAR 75/ 180 H#%121E 72.9%TAR~T74.3%TAR % TR L7z,
UCOg [TALFE 180 H%121E 0.7%TAR~1.9%TAR 4k Uiz, FESEYE LT
M4 2K 5.0%TAR~5.3%TAR (ALEE 30 iE 120 H#) B HiL, ZDIEH
(AR M1, M3, M5, M6, M7, M8, M10 &KX M11 2t S i=28, W
FThb 5%TAR Riifi ChoTo, EIEDE NI L DX XY XY D4y
R A N NSV A WA Nl e

WE LK CTiX, XU AU T U 340HE 180 H%ZIZ 82.3%TAR~
84.3%TAR B H AL, T DI/ M3, M8 KN M11 NS &ER S LTz,
R T BT 52X X %Y 0 OREE I, 549~567 H &
Biisniz, &2 12)

24



(3) TIERBREER

1 FEOENEE Bt &E) ] kO 5 EEOMEN B [(BEn 1, whiE
+ (3 FE) . L (WIhb R Y) ] 2HVWERUCXE YR o
W i 25 Rk 23 It < 7=,

% 1882 31F % Freundlich OWELREL Kads (X 4.78~13.1, AKFEGHE
2 & 0 HHIE L7 5455 Kads,, 1L 315~818, fiiEf%%k Kdes (% 7.57~17.7. H
IR FEARIZ L VMHIE LB LRER Kdes, |E 464~1,250 Th-o7-, (B 2,
13)

4. KeEdniiER

(1) hnksrfgstER
Tl E LT, pH 4 (7 =V EfEEWR) . pH 7 (V UEEREMER) &K O pH
9 (R VAR EIR) OFRWEEERIC, [phe4ClNy XU EXH % 2 mg/L
DORETUE L, 50CORSEMTT5 BMA ¥ =2X— bk LT, IR AR
WEE STz, ZORER., W 5 % O[phe-4Cl> XY EXH% 13, pH
7 MO 9 AR P CEILE I 98.1%TAR KON 98.2%TAR #&B6 H v, pH 4 FEfE
R TIL 28.9%TAR L7257 2 &b, AR TIL pH 4 BEEIROAZH WD

ZEkIni,

ARERE L, pH 4 OWEEEIR (7 — U BEEERR) (2. [phe-tCl_> XY
U EFH L WElpyr-UCl_o XY EX 4% 2 mg/L OYEEETUOI L, 25,
40 LNB0CORESEME T TENEINL 30 H, 20 HENT HiElA »F=2~X— KL T,
IR 5y first B 28 Ik < 7=,

RUABEY XY 03, LAY HO 99.3%TAR~101%TAR 76 25°C CHLER
30 HIZ 65.3%TAR~67.9%TAR & T, 40°CTAEE 20 H#&IZ 15.7%TAR~
17.6%TAR F Tl O 50°C THLEE 7 H#IZ 18.9%TAR~15.1%TAR T, =i
Zhs LT,

TE YL M8 T, 25, 40 KON 50°C CTENENAE 24 HEITHKK
13.2%TAR., WLEE 20 HEZIZHEK 39.1%TAR~39.9%TAR K OVWLER 7 H#%IZH
K 43.1%TAR~43.3%TAR & 72 -7z, [phe-l4C]_ X B Y £ F ¥ ALEX Tl
SrfRY) M11 DSERRFEICHI N L, ABEZ AR B IC 256°C T 8.6%TAR. 40°C T
30.7%TAR KLU 50C T 23.5%TAR D L7z, Z DIENITHEY) M3 M358
ST, WTHOERETTH 10%TAR Kiii TH - 72,

NRUAE Y XY U OHEERIIE, pH 4 FREW T TIX 25, 40 XV 50°CT
FhZEh 50.4~51.4 H, 7.56~7.98 HKE N 2.48~2.53 HLHH XNz, (&
M2, 14)

(2) KpASBEHER BRERKRTBRK)
pH 7 OUEEEE R () > BRREiR) KOWE B 2K Tk CRB) . pH
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7.16] 12, [phe-4C] > XV EFH% o Liklpyr-4ClX> XV X% % 2
mg/L OIRETHRIML ., ¥ 24.9CTHRE 256 A, &/ 06 OLME : 35.4
W/m2 & : 290 nm DL F &7 4 V&% —"THh v ) LT, AKFEo iR
DEM ST, £7-. BETRENRIT LT,

HRRFH X TIE, WTHOERRLEXIZB W TH, XA Y £ 4 136k
B P CRIRET 25 H1412 84.6%TAR~85.0%TAR. HR/KT CTHME 10 A
IZ 89.7T%TAR~94.T%TAR L72o7-, fEtn e LT, [phe-4C]_XU XY £
P UALERX G M1, M10 &Y M11, [pyr-14Cl_X> XU £ %4 AL X T M1
KON M13 BB b nzn, WIiuh 10%TAR K Th -7z, slBR/KDEWIZ
iém/XE)%%ﬁvW>%¢§ﬁ[m@%hﬁ#oto

EXTHRXTlL, R XY %5 3R ER  TREE 25 A#%IZ 95.4%TAR~
96.2%TAR., HAKH CTHLEE 10 H %12 106%TAR~108%TAR 588 H 417,

R XY XY OHEE I, [phe-4Cl_> X B U £ x4 L BEX D
AR C 154 H (BUL, BERBGEHE TT702 H) . BRKFTT70.0 H (K
. BEEKEEHE T 319 H) | [pyr-U4CI_y XY 2 L ALH X O FBETIK
FC122 B (., BEFERGEHETH53 H) . BARKFTT45.9 H (B, &
ZFERGIEHRE T209 H) LRI, (B2, 15, 16)

5. TIEARYAR
KR A« B (KR) ROWRE L - o0 NEEL (B AW, X
Y X RO (M4 KO M8) Z oMkt ibat & L= HiErk il
(1F%) MFEHIni-,
B HEICBT AHEE TR 13 IRENTWS, &R 2, 17

& 13 BFXEICETHHEEFELS (B)

. HEE -
B - 5 RUZPYEF | RUXEY EF
AP A%
(l2ER) $o o5 R MA
Ik | 200 g ai/ha? KUK+ - 79 84
Ok H) (3 [=1) MWL L NEEE L 60 89
a: 20% 7 17 7L A {5
SR MS I3V b EEIER (0.013 mgkg) RETHH-T27-0, FEMM LRI LT,
6. EMERYHER

(1) EmREHER
iz N TR XY 223 RO M4 2ot xdgbah s Lc/E
BERABR N FEHE S vz,
fi R TAAE B IR STV D
N R Y XY MO M4 O RFRREEIL, Rf&Hci 7 B IZIE
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EN=Fb 50 8.99 LT 250 mgkg TH Y. AlBEIZB W CIIHR&HAM 7 H
PBRICUNE S T 222K D 0.46 mglkg K ONRREHAR 7 H X% 14 HRRICIE S vz
ZK? 0.15 mglkg ThHolz, XU AU XY KOEHY M4 OS5 EDORK
FREAMEIT ., Ic#&EcA 7 B I S NL-Feb 5 D 10.6 mg/kg, FIEERICHBWT
WA 7 HRICIESN-ZkD 0.59 mglkg Tho7-, (B 2, 18~
21)

(2) BEEYMRBHR
D v

WHLE RV A K A FE, M, XHHREE . 2 BH, MK GEE : —8F 3 XX 6
BA) 1o, _RUAEUEFY % 0, 8, 24 KT 80 me/kg faktOfH&E2T 1 H 1
[, 28 AW 7 AR AEE L, XX X0 it ONIRE M1, M2,
M4, M5 KON M6 Z oWt guiba® & Ui & i il £ S ni-, it
X1 B 2, fEgs K ORI TRk I% G- 24 FRRILINIE NSRG53 B, 7T H K
W14 HRIZERZENERELE Lz,

FERIIHE 4-OITR STV D,

FITHIZENT, XX x40, @Y M4 KO M6 (7 /v7 o gt
AiREETe, ) 1, fAEM M6 28 80 mg/kg FlEHE HEREIZRB VTR 0.04 pglg
BOLNTZZ L E2RE, WTHOBRGEICBWTHLERERARH TH-o7-,
# M5 O RFEREMEIL, 80 mg/kg flEHE G-REIZIWT 0.46 ug/g. 8 mglkg
fRBHE 5 REIZ IV TIE 0.03 pg/lg TH o 7=,

figeas e OSERR Pz BV T, 3 M1, M4 KON M6 (7 v v Ul aik %
e, ) 1F, WThOERERHICBWTHERBAMHI I RE CH -7z, X
AV EXFH o, RE M2 (L7 o giaiszgte, ) O Mb Of K%
BiEiX, WIih 80 mgkg fEHR GRETHO v, £ 0.15  (BFlR) .
0.24 (&) KO 0.30 (Blig) pgle TH Y. 8 mgkg fFEHEGRETIX, =2
A 0.01 (FFfig) . 0.03 (BHig) &Y 0.06 (FfK) uglg THh-o7m, (B 2,
22)

@ =7JhrY
PEINES (ISA Brown Ff : XFPEHAE : 12 ). M ERE - —FF 12 X3 24 )
2, NURBEYEFY A0, 3. 9 KN30 mgkg FEOMHEST1 H 1E, 29
Hi A S nEs L, R 3o WRNCREY M2 XN M5 %4

2 KRBT B R, (MR D15 DAL BTE & 72 B IEM O BRI D & TS LD ik
SRR L i L Cilno T,
3 KRB BRI, (MR D15 B AL BB & 72 5 (EM O BRI D & TS LB ik
SRR L i L Clneo 1,
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Wrxtgfb &w & Uiz S alBrs £ S iz, INE 1 H 2 [\, fEss & ONE
WRILRoE PG 6 REF LA NS i #ié & G- 4 B, 8 H XN 15 HIZIZZENEEREL
=iz,

AEBIIRK 4-OI R STV D,

Pz T, XXy EXRH o G M2 KO M5 (3, WThokh
HICBW T EEBRRAIT TR ThH - 72,

figies K OERR P IcB N T, XAV XTI INnTNORGEHIBW T
EERAHE IR CTh o7, R M2 O KREFEEIX. 9 O 30 mg/kg
fAEHR 5-HED 0.05 nglg () . Y M5 OR KRR EIX, 30 mgkg
BHRED 0.07 pglg K ThHhoto, (M2, 23)

(3) ANBICB TR AHETEESE

Ny R E XY DOAIFKIBIZIRT B TR CTH 5 KEBEMIET
R OKkPE PEC) K OVEMRMitRE (BCF) #%EIC, SO RKHEERE
ERREH SN,

Ry A Y XY OKE PEC 1% 0.30 ug/L. BCF 1% 164 (GFEE) . A
FEIZ BT 2 KRHEEFR R L 0.24 mg/kg TH o7,

(4) HEEEDE

BIHE 3 DOIEMFERE BRI QN HIHE 4 OB EEMFERERER O 43I e OIS
B RKRHEEERBMEEHNT, BEYWHOREF M SMEE XA £
FH U ROMHEY M4 & DR OB O ZET S E 2 X A
JEXH LT, BF2OERSNAHEERENR 14 [TREINLTVD
(BIfE 5 ZHR)

B, AHEEREOHEEIL, BHiFSNERAFENSL, XU Y EXY
VRO M4 OB EDNRKORE 2R3 HEHASEMT. £ TomAEmIfE
i, T - FHERIC X 2B REOBEFENR 2L 20 EDIRED FITiTo 72,

x14 BRFHLLSENRENEIAVIEY EXRHURUREY M OHEEIERE

[ R /NR(1~67%) 1T b i (65 m LA L)
(AHE : 55.1kg) | (AHE: 16.5 kg) ({KH : 58.5 kg) (K : 56.1 kg)
EHE
(gl ) 120 60.7 75.9 135
7. —AREEERER

—HEBEEABRIZ OV T, 2R LICEBHIRE D 2o T2,
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8. SHEMHER
(1) 2SR
RURE )XY (FIR) 2RV 2d s R i <=,

EERIIE 1B ITREINTWS,

(=M 2, 24~26)

F15 AMSHRBEE (BR)
LD Tk S
s B o (mgfke ) RIS IN
G T e
# 5 : 2,000 mg/kg (A&
. O RS R A TR, RS RS
Wistar H H
aner | s sa000 RS ORET, APHLIEEIR A, R
T 7 ’ b TREPERRER b BRI R % OV e P
—HEHE 6 L e
BT Hil 70 L
SDJ v k MERE - FEMR B OBE T 46l 72 L
% bs ¢ . >2,000 >2.,000
B’ REMERER 5
LCs0(mg/L) WERE - FSAL
= I - R
PO a SD 7> b b - WEIR
—REMERER 5 T >3.9 >3.9
ERE - BE 178 L
[ EiE S
* o AR B VIR DL RERIC oW T, EEERR IR A N S uT,
a: PRSI L DR
b YRS LT 0.1%Tween 80 &3¢ 0.5%CMC /KRN AV LT,
c: 24 FRFEIEAZERLFT
d

D4 KRR (XA )

{RAH) M4 % T SRR D SRR i Sz,

FERITER 16 RSN TN D,

(ZW 2, 27)

=16 SHEROSHABREE (KZHYM4)
LD /k L XN TIEAR
B s0(mg/kg IR E) # AUT=JE R
i3 i3
B OIRME GBI, IRME BB TEN
Wistar Hannover DGR, HIEILMEIRAE . A b, TR
Z vk >2 000 PR & 1 B2 38 B Mo TNIR JiE P Al e =2 7
— g 6 T
FETH 70 L
[ FEE ST

* o IRAGIC R E VB ST IEER OV T, IREERR AR A 23 F2h S iz,
« PRI X D R
< AL LT 0.1%Tween 80 Z & Te 0.5%CMC KK AV HTZ,
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(2) StmESHRER

SD 7 v b (—HEMERES 10 8) ZHW=s&dlien (54K : 0, 500, 1,000 &
2,000 mg/kg (A, W 0.2%Tween 80 & 0.5%CMC /KiFiHk) #512
& 2 BME R FE AR Y I S ATz,

PRI BEALRR PO A I BN T, IR G L2 BT O b o Tz,
1,000 &8 2,000 mg/kg AEFGREDHEIC kmf &h5 1 BRIZENENR
IS L O 23580 H v, METIEWT o ERETHLEEEEITIRD S
N7pinol=Z e, BHMEEITMET 500 mg/kg RE, M CARER O K& H &
2,000 mglkg KETH D B bNTz, BEMBREEETRD NN,
(2R 2, 28)

9. BB - REITXT HRIBMER UK EREEHER
HARBARE Y VX2 A 72 IR X OB ERITERER S i S vz, ZofER. IR
KOV &%t L CHREE O FEMEN RS BTz,
CBA <7 2% W= [ EREMERER (LLNA %) XY Hartley €/VE > & H
W2 R REAEMERER - (Maximization 1£) ¥ Sz, EOREHR, LLNA AT
fEtECTd - 7223, Maximization Ik Tl TH 7=, (B 2, 29~32)

10. BRMEHHER
(1) 0 BHESMSEERER (Tv k)
Wistar Hannover 7 v  (—REHEMESR 10 UT) 2 HWiREE (54K @ 0. 100,
300, 1,000 & Tr 3,000 ppm : FEHRAEIEITR 17 20) KE5I2XK 590 HHE
fi B E R ER N FE e S v T,

=17 0 BMEZMHEEHE (Sv b OEHRKER=E

B G-RE 100 ppm 300 ppm 1,000 ppm | 3,000 ppm
SEH RIS R E | I 6.26 18.7 64.2 194
(mg/kg (KE/H) | M 7.41 22.2 78.1 227

B GRETRD DB ERT TR 18 IRS TV D

AFRBRIZI VT, 1,000 ppm $&5-HE O MERE TR Fuks aEé%F OB Z & h
5. MRV EIIMERE S ¢ 300 ppm (M : 18.7 mg/kg fZIKE/EI\ I 22.2 mg/kg
KEH/H) ThHhsrEEBEZXONT, (W2, 33)

(R B QUL PR AR Mgt 1 O R 0 (2 B9~ 2 5Bid [14. (1)1 22, )
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& 18 90 HREBAMEMRER (Sv ) TREOoN-FHEHR

e 51k I3 it
3,000 ppm < AREHINPNEIE G- 1 IR e O | - (RE SIS (B 5- 3 1 LAKE) J OME
EH R (B 5 1 B LIRE) A ME W) a(f 5 1 31 LL%)
- Ht X 0" Hb > « Ht., Hb, MCV } O MCH J&/>
- PLT 4/ - PLT #4/m
- ALP. GGT. T.Chol. BUN. Cre. |- ¥az#hn
YEF RO VS 7 NN « pREEEN
- Glu - JREGEY AL
- PREEEIN - B L E AN
« R T #E o ZNBE RO R e A R
- JR pH L OULEK T . Fﬁ%ﬁg’%ﬁ 4
- JREFEY AL T RGBT @
- B L E AN . m**/m*ﬁ%ﬁ% a
o ZNEE DM AR AR AR K - BEIESS @ L OB AT _ERZ i Ak 2
- PHZEMERHE
& BRI o
- BEIEPN A =
1,000 ppm < AST #4n « GGT K O T.Chol #40
YLk - JIFHeEE BN - PR AL A b
o BB At m o st o ONE BB 5N
o BRI
300 ppm PR | FwERT R L AT A L
B O R DR S =i e CAAVIANI L SN @k%i%ﬂto
: 1,000 ppm 58 TIEFEEFRIA E iﬁw# FRIAEGIC L DB LZ 2 DL,

C'Wfﬂifﬂ%ﬁk%éﬁi‘ﬁﬁf WD BT R (B Fah ElElh’Dl/\TU\TrJL ) o

(2) 0 BEEEAMEERER (THX) S

ICR ~7 A (—
4,000 () KO 6,000 (i)

90 H [AHL S MEFEMERER 23 S0 S vz,

REMERES 12 PB) ZHW72iREE (JR{K : 0. 400, 2,000,
ppm : EHRRIAEEEITR 19 2R) &5k D

F19 90 BEBEIMEMEHER (YOX) OFHREERE

5B 400 ppm 2,000 ppm | 4,000 ppm | 6,000 ppm
SEHIRR A E R R | I 56.4 282 523
(mg/kg (KHE/B) | M 66.1 327 971

Fht s

4 JRAIE UTEARENIC, HBRWE 32 OMRHEIER LS nfttza L, FE o2 b RE
MV MERIE, AR RE . BRMELEE) 2R, IROPEIFEE SRS S35 R4 % PHZEMERE &
W (BLFRIC, ) .

S AEIEEAILEESVS LATFHELE, ) .

6 7T8AMPBENAMERER (v 2) [11. (3) ] HERERR L U CEt S, HERE, RRERW)
IREHLAIRA DT O TR, B OIE), TOMOKREHEEIIAA KT7A4 2K ELTW
L2 MG, FHMEERE LTz,
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BB GHETIRO DIV BEMEITAIER 20 ITRSNLTW D,

2,000 ppm LA 4% 58O MERE T/ EEF ORI AE R 235588 H 7223, 2,000
ppm FGEEOMETIX, FFEMEZ2 R T 2 Mk AL FH) T A — 2 K OVR B
FHEAEDRRBD Do T2 Enh, BIMEE (L Th D LB HNT,

ARERIZIB VT, 2,000 ppm PLEEGREORECIFHEARIEEIEE N, A& 55
O CRHIEMBIESNRBD N &b, BHEMEETMAES D 400 ppm
(I : 56.4 mg/kg AE/H, M : 66.1 mgkg KHEH/H) THDHEEZ NI,
(217 49)
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20 90 HRBAMEMREER (YIOR) TEOON-FHEHR

e 51k I3 il
6,000 ppm - SE T (IR P ZE 14 B EE]
- (REHINHI0~13 3 O H N E)
- RBC. Ht & O Hb
- Eos } O} PLT #4/1
« BUN. Cre KO /v 7 HHAMN
o JHF#seh M OV L BB BN
o B et M VL EE B D
o /INZE O R A A K b
- TP REAE S AR /R P
- B EafGdn b
- JEIEPN A P
4,000 ppm |+ (REEHINANE] (B G- 1 8 LR & OB L &
(5 1l LLR)
- MCV #n
- RBC. Ht. Hb %O Ret J#id
- ALP, ALT, AST2, BUN, Cre KO
TG 40
o JEE el K OV L BB
o B o OV L B D
- JIFPNREAE HE AR/
o PPN AR RN J O b R AR b
- PHZEMERHE b
- B Fifh il K OMIEAR P
- BB P
2,000 ppm | * MCHC /4 - Ret #0
Uik - WBC. Neu & T Lym I + WBC. Neu & O Lym #4/
< BT NN A RN 5 7%
o JHF R OVBI Rt st R O b B B o [ Se M OV EE AN
o ANBEHRL R AR AR AR R b - BAZEMERSE b
- JF HERE AT b
400 ppm mIEFT AR L mEIT AR L
| FEh ST

[1: SECHITIBO BT
o MEFERAEERRVS, ARSI DZEL B DN,
b LR ARIRE (X5 S TWRWA, IR GIZ L DL B X b,

(3) 0 HHMEAMSERER (4 X)
E— VR (—REMERES 4 TC) A W2IREE (5K : 0. 500, 2,500 KO
10,000 ppm : FEMRAEBIEITE 21 2) & 512X 5 90 H 2w
ANESS TRV g Wi
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F21 90 BREBIMEEHR (/1 X) OFHREERE

B 5-#E 500 ppm 2,500 ppm | 10,000 ppm
SEH RN | 1 16.6 78.8 302
(mg/kg IKHE/H) | M 15.9 81.1 246

B GHETRO DIV BT AIE&R 22 RSN TV 5D,

ARV T, 2,500 ppm LA EFEGEEOMERME T T.Chol & U PL % 2337
Do Enn, HEMERETMRES S 500 ppm (7 : 16.6 mg/kg KE/H .
M - 15.9 mg/kg (KE/H) THhor EEZLNT-, (B2, 34)

£22 0 BHEBIZMEEEHER (/1 X) TROONEFEMRE

&E5RE It il
10,000 ppm |+ RESIINIH] (B 5 1~13 OB | - KREBEIMEIGR 5 3 LK) & OE
) e OB S b(B G- 1 38 PARE) B B (B G- 1 38 LARE)
- PLT #40 « PLT H40
- Glu B/ - RBC., Ht %O Hb /b
- MR N BRI © + Glu J#>
- HE K VKRB AR BEAR T o | - B IR o
« NBEFUE T AR A AE K ©
- PRI N R TE A «
- WaB i BE AR BT
- KEREEHEE T F o HRE ke
2,500 ppm - T.Chol2 & U PLa /I - T.Chol X O} PL #4/1
s - SRt o J OV EE AN - JHFffa sk 4 J ONEE EE B HE AN
< NBEFUOPE T AR AR K ¢ - KRB B T «
500 ppm AT R L AT R L

D MEHFRAE BRIV, RERSICEORBLEE I DN,

DG 1 RO 2 Wl TIEREH A EET RO, RRRGICEDREL B DN,
DRRRMERIUE X EM STV RV, MR GIC I DR EE R LN,

: 2,600 ppm HGHE TITFEARA EET RO, MERGICL2ZELE B2 N,

T

(4) 8 HEHEERMEREMEER (v )

SD 7 v b (—HEMERESS 10 PE) A2 W8 (JFIK 1 0. 40, 200 &% T* 1,000
mg/kg RE/H, 6~7 KEfEl/H ., 5 [\E/GE) BHIC L5 28 H MM #i R
NS TRV g Wi

ARBRIZEBW T, 1,000 mg/kg (RH/ B & 58 O /ECAREHINHNH I 0N Ht,
Hb, MCV K" MCH A8 Hiv, METIIWT oK GHET S EEEET
RO BN NoT-Z Enb, HEEMEIIMET 200 mg/kg IKE/H ., MTARERD
e 1,000 mg/kg (KE/H THDH EE BN, (B2, 35)

(5) 0 HEE2YSHHEE (REYMM4, Sy k)
Wistar Hannover 7 v & (—BEHERES 10 PB) & AW REE (S M4 : 0,
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100, 300, 1,000 K TF 3,000 ppm : “FIMAEREITR 23 2 ) £HICLD
90 H LSRR MERBR S 0 S A7z,

#&23 90 BHREBZMEEEHR (KEYM4. Sv b)) OFHRFERE

e GHE 100 ppm 300 ppm 1,000 ppm 3,000 ppm
EE RS R R | I 6.36 19.6 65.2 168
(mg/kg (AHE/H) | M 7.50 22.8 78.4 181

B EHETRD DI Em T AITE 24 ITRSN TV D,
AABRIZIB VT, 300 ppm VL EFGREOHEME TR LAERENRO LN &
MW, MEEMEEIIHMEE S S 100 ppm (K : 6.36 mg/kg KE/H., Hf : 7.50

mg/kg KE/H) THHLEZ BN,

F24 90 ARBRMEMN

(=2, 36)

AR (KEYMM4, Sy b)) TREOoON=EBEFRR

51 i3 il
3,000 ppm C R XIUNA e [AREIR N, | 2BERS 1AM, BS54

B, FEGRIR. BRI ALK& OH
]

- fREBE S (G 2 AR K OV A

FAb(% 5 6 38 LLKE)

- B EB) R (BEG 11 HFO R4

K O IEAR T T (5 11 I O
)

- HEMS A SR b S (IRBL 2 A0 R )
« MCHC. PLT. Eos. Mon Kk OVE#

A e

* MCV K& U* Ret ¥40

+ ALP, GGT XU U v LH4N

- HiFE KO Alb 6D

C JRE XTI

« it ef Ko OF b R B

- MR

- SRVE VR CREDAR, CEEDAR, B

IR K OV ) ©

- KBRS o
 DEBAIRE AL PE < B OV BT

FAEAM e 2 1

< B ERARER S RO BT RL

« B FLEAIEAL

- & ERIRAT AR ALK

- RGBS AR 250 b

SREE ML CE R

» RBREBRHE B A4
HBEOCIRS . JH) IS MR T e

ELIRE), BLES (Bl 5 HLIRE), 2
JERE LS (5 TIRLIRE), il
S5 T L)

- B EB R (PG 11 HRF O

), A OB Bt 1K T (5 11
R DAL

- AR (G 1 HLIRE)

- R A PRl S (IR B2 AR AT)

- RBC. Ht. Hb, MCHC Kk OVEHiH
R AR S50 )

* MCV . O® Ret #8/1

« ALP. GGT. T.Chol. TG. = KV
T, HU TN HIVT T NGO
RV B

« Glu 2 O' TP JEi

« PRBLHE e M Ok B

- MafREERES b

- B LAE CRENAR, OEIR & OV

H)e

- RERZ%

« OMEENIRANE/ESE 4 K DN ERSES
PRAE A 12

- FPARAE B4 A

» A ERIRAT AR ALK
© RBR W EE N
CEREOBRE . MBS MR T e
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1,000 ppm « NLEEES T HELFE, 3,000 ppm |- BT XA &% ([H REEK T,

Lk HRECIIELE 1) B, BEEOROEY, R
< AREHDIINE R OB R (B 5 1| R O]
T LLRE) - (REHEIIHI (5 5 LA, 3,000
- RBC, Ht &0 Hb i ppm #5RE TS 1B L)
* T.Chol, BUN, Cre. #/v> 7 A K |+ WBC, Lym M O Neu ¥/
OMERE Y B8N - MCHC b
- Glu }e O TP b - BUN X TX Cre i1
- PREHIM - Alb b
« K pH., 7 b AR O EEKT « A/G HIRT
- JREFRE A - pREHEIN
o PRAMAZ PEAE M OVE TZE PN cRary )= ROEKT

< A LRGN &

- JREFR AL

- PAZEMERE

o PRAMAAE YRR K OVE e PN A

- PRAMIAE b R (BE 4 ) S B Tk

& M OESE
300 ppm UL E |- PAZEMERVE ¢ LR TR
R
100 ppm mIERT R L MR R L

[1: 8058 & &l TR0 bl — ki

§
a

b

1

DRRRTFRIAE AT RV, RIS LSRR EX DRI,

DR 241 (b 1) KROWhA &R 461 (b 18 2060, &5 48 : 146, &5 1338 : 1 61)

: 3,000 ppm FEHEOMETERD b AV MMRZENE, HFEREME 280 K& OVRE B B AORS - 1800 30 DN [R5
HREOME TR v RN X, AREIIMMENCHE > “RIE L EZ 2 b,

: 3,000 ppm FEGHEOMERETERO DAV BIIRILVEILAS (3, PAZEMERIEICE RN 92 BB TIC L -

TEMBENT U ANFLLENZZ LIk 2mbr vy AEICEE L CA U ZRELEE 2
v,

: 3,000 ppm % 5-HEOHERE TR &AL KREIRS K OV RO BIIRZS /2581, PHEEMERHEICRR L
T PRABE Dy & O BB OWINRLEIZ LV LD 7 - Y DT U AREE L H 2 b
WX BE ATy MEICEE L TA U TIRIIE(LE B2 BN,

: 3,000 ppm BEHEETRD LN EBEEMAR T IX, 3 UWE R K OO 28 F PRI IR LT
WEMAZE LMl SN2 SIc kD kBl E2 50T,

: 3,000 ppm HHHETHE 1 4] (&5 18) kOowhd &8 341 (%5 138) . 1,000 ppm & 5HET

e &R 1B (Beh108)
AR ERGE CIIRERAEEIT RV, REEEIC LB LEZ LN,
: 300 J2UF 3,000 ppm 58 TIIHMEIFHIA EAIT RV, MEKEGICLDEELZ X b,

1. EUSHRBRRUREISAMERER
(1) 1EMEEEERR (1 X)
E— 7 VR (—REMERES 4 PC) A AWZRES (R 0 0. 100, 500 KO
2,500 ppm : ‘FHMRABEEITE 25 2) & 528D 1 ERIBMERMERBR N E
fiti S A7z
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25 15EMEEMHSESHESHR (/1 X) OFHURAERE
B 5/ 100 ppm 500 ppm | 2,500 ppm

VAR R | K 2.92 14.6 70.6

(mg/kg IKE/H) | M 2.68 14.3 67.3

B GHETRO DB AIE&R 26 ITRSNTWVD

ARERIZEBVT, 500 ppm UL B GHEOHERE CHMARIEESENTE O i
722 e n, RIS H 100 ppm (M : 2.92 mg/kg (AE/H ., M : 2.68
mg/kg AH/H) ThHHEEZEZ BN, (B2, 37)

#2606 1EMEMHSHESR (1 X) TROh-FEMR
5B JAi3 i3
2,500 ppm |+ ALP, T.Chol, TG K& O PL 3/ - PL 840
o PRkl M OV B AN
< NEEHLLPE TR AR K a
500 ppm |- i@t o b « ALP #4/1
Pk - JFfEx) ¢ R OV E 2 0
- IR o b
100 ppm | wmMEATRZR L TR L

& AEFHERRIRE X STV RN,

iR G2

HBLEZ N,
b - Schmorl 7K X PAS X Thsth. Hall /f’(%ﬁ?ﬁﬁ&()\ Berlin blue Y2 CRRMETH 72 Z &>

5, URZAF a2 ZHRMEARICL D bDLEZ BN,

¢ BRIFRVA BRIV,

BB GIC XD

WELEZ LN,

(2) 2=EHEBUEE/ERAMGEHE (SY )
Wistar Hannover 7 v b [1 fE[{JEEFE]
1,500 ppm & 5-8E) Xix 12 P (60 O 300 ppm % 5-#f)

R« —REMEMESS 21 ILE (0 3%
PERBRAE

NI VAV

RS 51 0T) T % HVVIREE (BUA 0. 60, 300 K TY 1,500 ppm : T
BRIEIRIZE 27 BH) 12512 L 2 MPERRrE R 43 AVE RO 3B S M S L7

F 21T 25HEMSE/ENAMHEREE (v b)) OFESBRKIERE
e G-HE 60 ppm 300 ppm 1,500 ppm
14EREE | R 2.66 13.9 68.7
SE ks R | R | M 3.56 17.5 90.1
(mg/kg (KE/H) | gpate | HE 2.29 11.7 59.4
R i3 2.92 14.7 77.9
KHGRETR D Lo m T I3 ER 28 1278 ézh“@\
FRARPE 512 10 AR FE DS BN U 7= BESMR 28 1338 %Mﬁ 7b>o 7=
AFRERICEBV T, 1,600 ppm HEGREDOHEME CPAEMERIEENRO LN &

Mo, MM EITMME S S 300 ppm (HE : 11.7 mg/kg WE/EI\ M ;147
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mg/kg KHEH/H) THDHLEZX LN, BN

/U'I\i mu&)%hiﬁﬁ)/)ﬁ_o (7;;%% 2,

38)
(R K O TR g R ik T O e i A i B3~ 2 3kiE [14. (1)1 22, )
* 28 2EFEMIEMHEE/ELAMHEHR (S b)) TROON-EHMR
(EEEMRE)
B h5-8 Jaig i3
1,500 ppm |« (REEEEANMNH] (B 5- 1 38 LL%) - IREEHINHI (B G- 8 B LI K OVE
- Ht Jdid B m D (B G- 9 3 LLRE)
- BUN #5h0 - Ht. Hb X O MCHC JE
- JRA P TEAG g - JREIEN
- JR pHIK T - SR FTEAS
« INERUDMEF AR R R OB 2 |« JR pH K ONVEEAK T
 DFHEFENE b S OV B 28 SR SRR B ¢ |« /NZE AR O SR Al AR b
- PAZEMERHIE o DM A N OV B2 B AR B e
L - PAZEMERE
W e
300 ppm AT R L AT R L
Ve

a: ALy KOG E R

LR R =R R S == AN AV/AN

YIS EeH|

¢ FEMAMRBREED RO BTz,

(3) T8 EAFFEMNAMEER (TVX)

ICR ~%7 % (—
(D Fr) KT 2,000 (D H)
WX B 78 WM

NS SR o Tz,

ROWELEZLNI,

FEMERES 51 PC) & Wi iReE 4R : 0. 80, 400, 1,500
ppm : ‘FEIRRAEEREIZE 29 ) ] B
AMERBR A M S T, ARBRICB VT, iR L FRE

£29 T8 EMEMNAMRER (XVR) OFHRKERE

BH# 80 ppm 400 ppm | 1,500 ppm | 2,000 ppm
R ERE | 7.7 39.9 195
(mg/kg RE/H) | M 8.9 44.4 163

[ FEEEihd

BHREGHTRD DN EMEIT IR 30 ITRSNTVD
mu@%ﬂiﬁ?ﬁo 7=,
80pmnLLh&E%WN%Td%?@U@KNXﬁﬁ%ﬂ@ﬁkﬁw&bEﬂtﬁ)
&U4mpmnﬁﬁﬁ_OPTiﬁﬂﬁ%TWTéf@ﬁﬁ%mwM#M@EM
ol b, BISHEE L ThHD EEZ BT,

N SN N 2

BRI

BERE NN U 7 RE A T 22
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1,600 ppm % 5-FEOME T/INEE b TR e 22 B A b 55
FEMERIIMET 80 ppm (F : 7.7 mg/kg fﬁiﬁ/ﬁ)
KHE/H) THDHEBX BN, BB

NSV gVl N I
1T 400 ppm (44.4 mg/kg

IR onRnot, (B2, 39)

&30 T8EMAEMNAMEER (YOR) TROHONE-EUME CRESMRE)

5B Jii3 i3
2,000 ppm | - (REEINENEI G- 5 8 L)
- JHFHEst K OVE B &1
o JINEEHRULME OV T B A A R
- BRJmMERT A e 2= fa Ak
- RN A Al
1,500 ppm o JIFhe sk K ONEE E 2 HE N
o INBEHUMEONE MR A AR R
- /NBEFOPE T A AR 22 b
400 ppm - JHD S fEA a 400 ppm LA T
LAk BT RS L
80 ppm w2 L
a1 400 ppm FHHETIIHFHAA B TR VD, MEEGIC KB L EZ b,

12, &EHEEEHHRR
(1) 2HKEEHAER (v k)

SD 7 v b+ (—REMERES 24 DC) & W ZIREE (F4A : 0. 60, 300 % TF 2,000
ppm, FEERRAEEEITFER 31 2R) BHIC LD 2 HREGRER 2 e S T,

&3 2HAEIEHER (Sv ) OFHREKERE

51t 60 ppm 300 ppm 2,000 ppm
L M 3.12 15.5 105
SRR R P e iki3 4.66 23.6 156
(mg/kg (AHE/H) L | HE 3.59 18.2 125
Fu i [ 4.95 25.0 171

B GHETRO DB AIEER 32 1ITRS N TV D

2,000 ppm FHRIZBWNT, FiElEW ot 1 FIN RS oz~ L7-Z Lick
L HBEROE)N KT K OIREM (Fi LY Fo) @@T#@{fwmmgm_m
WAL S BBV ORI IIINHNIC BE L 2B R RIS TR BT H D
EEZ LN,

ARV T, 2,000 ppm £ 5-FE 0 BB K OVEBh ¥ o EIE C 4 55 18 4
FERRO LN D, EBEEEIIHESIMEONEESHME H 300 ppm (P
Mt 15.5 mg/kg {KE/H . P iMff : 23.6 mg/kg (AE/H . Filf : 18.2 mg/kg K/
H., Fiiff : 25.0 mg/kg (KE/H) THDHEEZ LN, (B2, 40)

39



#&32 2HAREHER (Sv b)) TROGN-FMUEMRE

. Bl:P, W1 Fr Bl:F, B Fe
il I i I i
2,000 ppm |+ FURAR M OWFfaxs & |- (RESINSIGEYR | - ARES B0 - (RE RN
OV EE &N 14 HLURE) K OMEEE |« BURAR L OWF#fcs & |« FFfesch e OVG i
- FURAR AR R | BRI GEIR 7~14 OV E &N n
< NZERRUEFARAE | H) « HORAR A AR |« HURAR A R pa e
PN - BURBR L OVIF#set Je |+ /N EHLOPEFRIREAE | Ka
i B EREA OV E &N N o ANEEFULPE T AR AE
) - PRZEMERE - FURIR A B HERRAR K | - R S b X a
W o ANEEFULPERTAMAAE | - PAZEMERME - BRJSVEF R 2 1/
N BT
- PHIEMERYE 2 - B e
- PHIEMERME 2
- HHPERL T f1)
300 ppm | mPEATRZR L AT L7 L AT L7 L AT R L
LI
q | 2000ppm | - WE o HAfSET o ] WE o HAFSEER
%)E - (REH NN - (REH NN - (REH NN - (REH NN
3 | 300 ppm AT R L AT L7 L AT L7 L AT R L
LUF

(2) RESHEER (Sy b

SD 7~ b (—HEME 24 PU) OIFHR 6~19 BIZHEHRED (JBIR : 0, 10, 50 &
O 250 mg/kg (AE/H . B : 0.2%Tween 80 &1 0.5%CMC I&K) &5 L T,
AR I S T,

ARRBRIC BT, REM TIE 250 mg/kg A/ B #5HE CAREBEININH] & O
EHEJD (W B AEIR 6~9 HLRE) 233880 b, B CldnT oGt
BOTHEMEREBIRO N7z LD, EEERIIHNEY T 50 mg/kg
RE/H, BIECTARBROKE AR 250 mgkg KE/HThdLEX DN, i
WAITRD SN hotz, (BHR 2, 41)

(3) RESMHEER (UF)

NZW v (—#ifE 25 JC) OISR 6~27 BIZHElREO (R 0, 3, 10
KON 30 mg/kg (RE/H ., W : 0.2%Tween 80 & 0.5%CMC &%) &5 L
T, BAEFMEREBR M S vz,

ARBRIZEB VT, HEMW TIE 30 mg/kg RE/H&RGHECTIRE (2 # : 1EE 21
K27 H) | RERED (MR 6~12 BH) /ANl (Wi 12 HPARE) & OMEER
JEJ TR 6~9 H L) 23580 b, BRI Cld 30 mg/kg RE/H B G- HE D
HECIARENEO SN2 LD, EEEEIINESY L ORI E B 10 mg/kg IR
H/HThDEE2 N, BHFRETHED N7, (B2, 42)
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13. BEEEHHE

RyRE YRR (FK) OB O ERIRERRR, ~ 72 ) s
JEAI 2 W2 B n FRARERABR, Frv A =— X L% —fili Bk
(CHL/IU) % M7= in vitro Y (K BE B O~ 7 2 & JIlVV iz in vivo /M

BRosFEhE S iz,

FERIIER 3B IRENTWDH ERBY, &2CEMEThHoT=Z b, RURE T E
BBV D EE X BT,

(2, 43~46)

*x 33 EHiEFEMHABRHME (RIK)

RER ES JLBRIRFE - 5 & il
Salmonella typhimurium | 313~5,000 ug/~”" L — k
(TA98.TA100.TA1535. (+/-89)
HEIFZIRA B | TA1537 #6) ek
FEscherichia coli
(WP2 uvrA £)
~ U A o fER (00.49~62.5 png/mL(+/-S9)
RTINS (LL5178Y/TK*3.7.2C) (3 FEEf ALEn) N
.| BBk 20.49~62.5 pg/mL(-S9) 2t
V]IZ» ! (24 WERALER)
Fx A =—ANLZXFZ—fi | ©25.9~700 ng/mL(+S9)
FERg i) (6 FF [ ALEE)
(CHL/IU) ©21.9~175 pg/mL(-S9)
. I (6 P AL EE) N
REERHRR ®11.3~90.0 pg/mL(-S9) At
(23 REfALER)
@17.5~70.0 pg/mL(-S9)
(46.5 IRERAALER)
ICR =™ & 500, 1,000 & T* 2,000
in ) (KRR B ftiHn ) mg/kg ﬁiﬁg
ivo /NEERRER (—REHE 5 PC) (24 FFE MR T 2 [ HR O i
Bh L, E&RE 24 KifH#%
(2B BRI

+-S9 : RENEMACRAAE F R OFEFET

Fa. YR OHEEROMNEHY M4 & W7 IR E SR Fehi S iz,

fERIIR 34 ITRESINTNDH ERBY, BHETH- T,

(B 2, 47)

x4 EEEMHHABREME (KEHYM4)

AR SIES SLPRYREE - B 5 & fE R
S. typhimurium 3.86~313 ug/7'L'— k
n (TA98.TA100.TA1535, (+/-S9)
IRk AR BB | TA1537 #K) 2

vitro

E. coli
(WP2 uvrA )
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14. TOMOHER

(1) REBHDOHH (Tv k)
NRUORABEY XY DTy FEHAWE 90 HEMArERERE [10. (1)1 &
O 2 HERNEMEFRMEZE N AMEDFGRER [11. (2)] 2B W T, R L OUIR &R
PR TR 22 RE S SRR DAL, PAZEMBHE S OB S LR AT 5 2
ED, REEEEOHER D ZHA LI T L2 A2 HME LT, LLTORBRD 3
i S A7,
Wistar Hannover 7 » b (—##% 5 C) |2, [phe-4C] X XY EH4
X [pyr-14Cl_R> XY X4 % 300 mglkg RE/H (AL : 0.1%Tween 80
Zatr 0.6%CMC &%) OFET 1 A 1\, 3 BEFRERO#KEE L, ghakEks
% T2 RFM DR Z B L T, FRAE b ORERCA 73 D3 AT STz,

RS T O EEIX., JRERERED 61%~68%% Hwi-, RiGmmd o F3ER

7%, 95.1%TRR ~ 97.0%TRR % 5 % K[l & Bk 77 T, 1 12 & e
(22.1%TRR~25.9%TRR) K OYRH (1.14%TAR~1.97%TAR) THEH LN
o HESHTORRE, R ORFERDIL, Y Mb O —&KIZ Mg2+
MUK e~ A AR FANR—FLIZZ b, XU T EFH O
B R OEHEDIBER 1T B W TREM M5 NG, b Lzb o & bz,
VU EDO#ERNG ., &Y M5 (2K 0, PAZEMERES O B P2 3 4
LhEEZLNEZ, (B2, 48)

<R AV XY OFFEA~O B EEOMMZEIZ DN T >

90 HMjdES M MERER [10. (1)~ (3)] NI M FE MR K OV 03 A
A (11, (1)~ (3)] OFER. 7 v M~ T ATV TR &K OUARE R
N D5 i I ONE PAZEME R 25 O BRARAR PRI L DS FE D BT A3, A XUITHB W
TR LT, EEEPHEOONTZ, Ty b, vV A, A XKDE MFI Y
1 — L& W AREEER (n vitro) [1.(3)] OFEER. WThoEiE &
N MFI 7 e Y —AZBWTHREY M5 OANFRREZR D L TED
ZDERBEOEDBHFBOMBZDORIK TILRNWEZE X b, BElEoE
MZEOHFE LT, 7y bTiE, 4 X8 MR TROBEMREEN G, RH
) M5 D3URAME S U CThRES L S, A XTI Mb ORKENA U 72 7]
REMEREZE X bz, B FOFIRICEBWTHREY M5 ZERKINTHDEHL DD,
A XL DROBFEROFELMEEZET D &, PAEMERIES ORI
Ne hTRX ARV EEZ BN, (R 51, 52)

<MW M4 OB EIT DN T >

NRURAE Y TXH 0 KOG M4 O3 ER (in vitro) [1.(4)] @
FERNS, HRICBIT 28 M4 OT & X —VEROSIEEHE T ALY £
T N THRD TGELS . W M4 285 L7258 03 M5 DR HE
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Elr, XAV EFY ARG LEGAICERXTEZNEEZI LN, £O
fER. UHEM M4 & v 90 B AR (w7 &) [10.(5)] 128
W, RE M5 DS RICHEE 3 2 PHEMEBIES O RN EZZ 655
Ty AMSEICER U 7 BIIRILE LS & O 2 OB eIt A bz & &
X bile, ROV Y EXRY U KOMGEY M4 &5 L72GEI04E T 2R
ICHEMTOBERZRETR L, R M4 RO Y X0 0 L BR55MEE
WET DAREMEITRWE B 2 b, o, XXV U XY B REMET
RNEEBZ LD T E RO M4 & Tz in vitro 1T 28R2E B BR O FE
EREETHDLZ e, REY M4 12OV TARICEBWTIE L 72 5 E65
PiT7enweE 2 6hiz, (51, 53)
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M. BMfEEeET

ZRICHET BRI ZHWT, B (XX U X4 0] OR SR AN
% Fihm L=,

UC TIEFR L7 A Y EXY DT v b & VB RN E m ek BR O #5 5L
Fe54% 72 BEEORRH, R, 7 — VBRI OVEILE - s RO A B E
HENTWIRIT, D & T71.1%Th o T2, BEERSTHERE TR . .
g, PEMEEE TR E K O DY, BEE 168 MR ICIZBE IR T Lz,
P 5T REI. #5424 BRRIT 79.5%TAR UL L3Pk Sdu, FICR KL OEH
ICHEME S 47z, IR OMFER O FZA T M5 T, ZOIEICE) M1,
M2 (7 w7 gk OB EEEZ ST, ) . M6 (Zv7 a gk OB G
KEgte, ) . M9 (F 7o rBEROHBREeERE ST, ) . M10 (FArrma v
e K O Sk 2 &te, ) . M14 (L7 o U e ORISR EETe, ) |
M15, M16 % Toh o7z, MFHFOFEEMS T, EH M2 O 77 v gk i
AR TH o2, REOR XY B 3 EFITENZHD S, RE
OMEA TR LR o T2,

UC TIEFHR LR A EX YOG (YXL=U M) ZHWE
WEMRBR O R, RSB T 2 ERMs & LT, YEXETIIREY M5 DIEh,
M1, M2 (/7 mrglaikzagte, ) KON M6 (Zv7 v gt iks &
e, ) 2N 10%TRR ##Hx TR bz, £/o, =7 MU TIEIRELDOR XY
X DIEH, 10%TRR ZE 2 521G E LT M2 LT M5 23580 bl

U0 THEEGR L7 XE Y B0 2 W T RN E G B O 5 R, 7R

BED FHERNIRZALDOR XV XY THY . 10%TRR %2 5 &
LT M4 038D BT,

RUREVEXRY U ROREY M4 200 xt8{ba & LR ork
B, RV XU LOMRHEY M4 OABORRKBE-ZEIZRDS O 10.6
mg/kg THY . A[REIZBWTIXZAKD 0.59 mg/kg TH 7=,

Ry Y XY WY M1, M2, M4, M5 KO M6 % ottt &
Wb UT- B EMR R RBR ORE R, WHLFITB W T, XU Y X A ONs AR
%ﬁf% M2 (V7 v riEaagEzgie, ) . M6 KU M6 (v n Uiglaa sz

o ) DERKEEMEIZNTNE 80 mgke SRR EHTRO LN, TNEN
0.15 (H?Hm) . 0.24 (Bg) . 0.46 (L) KO 0.04 (i) pglg THo7=, 1%
# M1 KON M4 1V FoREHZ BV T H ERRBRAT IR CTh o7, FE
IIEIZB W T, XA Y EXH 30T HORBHI B W T E &R AT X
K TH Y . R M2 O RFEREEIX, 9 &30 mg/kg filkHx G-HED 0.05 (I
&) pgl/g. Y M5 O KFEEEIX. 30 mg/kg FEHRGRED 0.07 (IFl®) pg/g
Thoto, FBIEIZEIT 2R AHEEREEIT 0.24 mg/kg Tho 710

FREEERBERNS, XAV XV U H5ICL 2B EICEE (BN
i) . M (&) . fFhE (R, Hfr%&lﬂ@ﬂeﬁ%) ROl (JR I 5% D
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%%ﬁmx%%%@%ﬁ\%ﬁt&ﬁ%m% Ty MR~ TR) IZRD BT,
PRRFENE, FEAME, TR OB EEEITRE O b o7z,

2 HAREBIGERBRIC BT, Eﬁ%%@%1ﬁm£ San KN O ol N e
Fﬁ@@ﬂﬁﬁT&Uu%%(Fﬂﬂ}B)@$T4@ﬁTﬂmbgﬂﬁo_ﬂ%

I, WIS BB O RE 5 X A EEEINENICEE LM ERARICE 5
/J’”\E’Jfoeﬁﬂiﬁ EEZ BN,

R R Y XY ORI IEM R & NS EENY 2 O T RN E AR O
fER. 10%TRR Z# 2 2%#HMmE L THEY T M4 23, SEEM O R AE T M1,
M2 (ZhzurglatdRzagte, ) . Mb KON M6 (/v v vgfabiiie s
e, ) MIBOLNLT-, G M1, M2 (Zv7 o inaihkzegte, ) . Mb &
M6 (F 7 v rigfasikzegte, ) X7 v hTRO LT, EW M4 127 v
MZBWTARTZAREMERH D EEZLNDM, 7 v h&E AV 90 A &AM
HHRBOFEREND , BUHERR AU B L RFRE IR EEZ SR
ZEMS RIEMT ORBETHISRE 2~ XY BT RO M4, &
PEW) K OV O BB S E 2 R A ) X% Y v CGHbamoH) L
BRIE LT,

FRBRIC I T D MR 35 10, HERROBEEHEIZI VAT HAREE0H
D MEREAE ISR 36 12, FNLEIURSINTVD

ﬁmﬁéééé%iémﬁﬁé@\%ﬁ%f%%ﬂtﬁﬁ@%@i%%mﬁm
A X &AWz 1 FEREMEFEERBRO 2.68 mgkg KE/H TH-o722 b, Zh
ZRRLE U C, 22488 % 100 TR L 7= 0.026 mgkg AE/H 2R — HIERE

(ADI) &R%E L7,

Fo, XAV EXRY COHRBEIROKGEIZLD AT HAEEMED H 5 mkE
RS D EEE IR/ N EEREO O bR/MEIE, U X E AR AENER
B 10 mgkg KE/H THH-7=Z D, THERILE LT, Z2f%% 100 Tk
L72 0.1 mg/kg REA2MSHRAERE (ARD) L5E LT,

ADI 0.026 mg/kg A/ H
(ADI 5% EFRLE KL 182 e AR
(B Fd) A X
(1) 1 44
(B 5-J51%) A
(fE 75 &) 2.68 mg/kg K H/H
(‘R E) 100

ARfD 0.1 mg/kg A
(ARfD & EARILE E}) F A EE R
(EhTE) AV
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€:ili) IR 6~27 H
(BE5-7715) SRR 1

(fE 75 &) 10 mg/kg K&/ H
(‘ZefRE) 100
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=3 BHRIZETLIESHESE
—r Bh&= ??@ET 5 Hyi/J‘ﬂi‘f = e
D AR (mg/kg (AH/H) | (mg/kg KE/H) | (mg/kg K5/ H) fia =
0. 100 . 300 . |/ :18.7 1 - 64.2 BERFE « TG A A
1,000, 3,000 ppm | : 22.2 Mt 78.1
ﬁﬁgﬁﬁ HE .0, 6.26, 18.7,
T 64,2, 194
R M- 0, 7.41, 22.2,
78.1, 227
0. 60. 300. 1,500|/4 : 11.7 1 - 59.4 W HE PR B E
ppm M - 14.7 e 77.9 £
8k R
0. 2.66. 13.9. (FENAMEITERD 5
paemmy: 657 hize)
%‘@//%\éﬁi‘/y 90'1 YRy S
B e
0. 2.29. 11.7.
59.4
M0, 2.92, 14.7.
77.9
A 0. 60, 300, 2,000|HEY BEMW) BlEWY)
ppm P : 15.5 P i : 105 WERE - R EE I
P i : 0. 3.12. |Pi:23.6 P it : 156 il &
15.5. 105 F. /1 : 18.2 F1 /4 - 125 WE - IRE
9 g 1233 gkﬁl 0. 4.66 . |Filtff: 25.0 Fi0t : 171 eI
B .6, 156
F: £ : 0. 359. |R&EW IRE
18.2, 125 Fi i : 155 F. i : 105
F, M .0 495 . |F.if : 23.6 Fif : 156
25.0. 171 Folft : 18.2 Fo It - 125
Foltf : 25.0 Foltff : 171
0. 10, 50, 250 KE) : 50 REW) - 250 | REERW) - (K EE BN
fRIR : 250 fRlE - — P K OV BH 2
»
AN AU wMET R e
kbR L
({ Tﬂ:/ uuy)g
72w
HE - 0. 400, 2,000, |/ : 56.4 Mt ;282 HE - L A 8 AT
%0 HIE 14 000 ppm i - 66.1 i - 327 =
VA ERERE Ty 0 400, 2,000, e« PESEPETE
R 6,000 ppm
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— Beh & TR R /N & -
By R (mg/kg (AHE/H) | (mg/kg KE/H) | (mg/kg A5/ H) fii% v
1 . 0, 56.4, 282,
523
M- 0. 66.1. 327.
971
Mt - 0., 80, 400, |Mf: 7.7 M : 39.9 e BB S HEA D
2,000 ppm M - 44.4 M - 163 AR FEHE N
M 0. 80. 400, HE o /N EE RO
78 R 1,500 ppm Al e ZE faf b 4
TN AERER (1 2 0. 7.7, 39.9,
195 (FERAMETRD S
ME: 0. 8.9, 444, 720
163
0. 3. 10. 30 HEW &k O E Y &k O | ey . (RERD/
210 12230 HANHm | 25
| AR Jale - AKIRE
AVACS B
(A EEITRD S
72
0. 500 . 2,500 . |/ : 16.6 1t - 78.8 MERE - T.Chol K& Y
10,000 ppm M - 15.9 M - 81.1 PL 4 /n%%
90 H ] . 0. 16.6, 78.8,
oM | 302
N M 0. 15.9. 81.1,
246
A X .
0. 100, 500. 2,500 |k : 2.92 1 - 14.6 MERE - TR SR
ppm I . 2.68 - 14.3 WAEE
1 EREMRE | KE 0 0, 2,92, 14.6.
PERER (706
Mt 0. 2.68. 14.3,
67.3
NOAEL : 2.68
ADI SF : 100
ADI : 0.026
ADI 3 ERAE A X 1R R
ADI : #FF— A #EEE. NOAEL : #E3M&, SF : 2%

— N EE R ETE R o T,
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& 36 HEEOREFICLIYET HAREEDOHLIEETES

B b5 fEEMEE N RS EREICEET S
BT R (mg/kg A HE it mg/kg T RARA kD
{KE/H) (mg/kg A XX mg/kg (AHE/H)

SRR |7 2,000
e B ORRME RS B RRE

‘et (i < 0. 500, 1,000, | P00

Z v b =p
R 2,000 HE - AR E IS

RE) - 50
AR ER | - 0, 10, 50, 250
REENY - (REEHEANBNH] K OME 6 S

B - 10
X | AR (M 0. 3, 10, 30

REENY) « ARTERD NI K O B &)

NOAEL : 10
ARfD SF : 100
ARID : 0.1
ARSD B2 ERILE L o Y A MR

ARfD : G¥EZ M &, NOAEL : &, SF : 2R
— WM RIIRIE SR o T,
U /R TR b BT AR L,
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<HURE 1« A ) I TR >

RL

p={il

2 s (WEFF)

b4

M1

NNI-1501-acid

4-[(4-trifluoromethyl)benzyloxylpyrimidine-5-carboxylic

[DH-01] acid

M2 NNI-1501-CH20H {4-[4-(trifluoromethyl)benzyloxylpyrimidine-5-yl}-
[DH-02] methanol

M3 NNI-1501-aldehyde 4-[4-(trifluoromethyl)benzyloxylpyrimidine-5-
[DH-03] carboaldehyde

M4 NNI-1501-2-OH 5-(1,3-dioxan-2-yl)-4-[4-(trifluoromethyl)benzyloxyl-
[DH-04] pyrimidine-2-ol

M5 NNI-1501-acid-2-OH 2-hydroxy-4-[4-(trifluoromethy)|benzyloxylpyrimidine-5-
[DH-05] carboxylic acid

M6 NNI-1501-CH20H-2-OH |5-(hydroxymethyl)-4-[4-(trifluoromethyl)benzyloxy]-
[DH-06] pyrimidine-2-ol

M7 NNI-1501-aldehyde-2- |2-hydroxy-4-[4-(trifluoromethyl)benzyloxy]pyrimidine-5-
OH [DH-07] carobaldehyde
NNI1501-

M8 |enaminealdehyde 4-(trifluoromethyl)benzyl-3-amino-2-formyl acrylate
[DH-08]

M9 NNI-1501-CH20H-oxide |5-(hydroxymethyl)-4-[4-(trifluoromethyl)benzyloxy]-
[DH-22] pyrimidine-1-oxide

M10 g)I\PTII:llSS]l-benz01c acid 4-(trifluoromethyl)benzoic acid

M11 511}1(1)15([)];}1;6111;;]1 4-(trifluoromethyl)benzyl alcohol

M12 aNlI(;IeII;IE:iZl[-B(gzl-OS)] 4-(trifluoromethyl)benzaldehyde

M13 EI)I\PIII:;SS]I-4-OH 5-(1,3-dioxan-2-yl)pyrimidine-4-ol

M14 g)hg:;gs]l_aCId_z’4_OH 2,4-dihydroxy-5-pyrimidine-carboxylic acid

M15 NNI-1501-benzyl-N-Ac- |(£)-2-acetamido-3-[4-(trifluoromethyl)benzylthio]
cysteine [DH-401] propanoic acid

M16 ;iﬁ;f?};ﬁergg]y F 2-[4-(trifluoromethyl)benzamidolacetic acid

M17 NNI-1501-benzyl- (A)-2-amino-3-[4-(trifluoromethyl)benzylthiol propanoic

cysteine [DH-403]

acid
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<HIHE 2 FRATE SE IS FR >

IR 4R

KPEPEC | /KEEBNIEM B E T e L

A/G tt TIT I Ta Ty sk

ai Hihpksr i (active ingredient)

Alb TNT I

ALP TN RAT 7 52—

TI=UT ) N TR T 2T —F

ALT (= Ivmere s A7 20— (GPT) |
AST TANRTGX BT I ) N TV AT 2T —F

(=N Z I BAXY affig s 7 A7 17— (GOT) |

AUC SR e FE R RS

BUN NV = =ES

Cnax e

CMC HIVIRF T AF L)L m—A

Cre A e

Eos IR EREL

VINVEINV T AT 2T —F

GGT [(=y-ZNEZ IV KT ARXRTFH—F (-GTP) ]
Glu 7 3 — A (I k)

Hb ~EZSrbEy (htHFEE)

Ht ~< 7 Vv ME [=MHIMmEEFE (PCV) ]

LCso PRI T

LDso B R

Lym U o SERER

MCH AR I BR i £ 3R

MCHC SES AR BRI 0, RV

MCV LR L BRAS AR

Mon BRI

Neu b TP EREL

PHI A > B INHE L T HEK

PL U R

PLT AN 7T e

RBC AR L EREL

Ret TR R i BR

TAR MG (P Hdee

T.Chol Barzxro—iL

TG FUZURY R

Tmax %%/%E?UEH# FEﬁ
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<BIE 3 TEWFR R A BR R >

EMI4 FE Rl (mg/kg)
GhEgsERE WER | fEHE | A | PHI S ) Ry
~ ~
(3T 5B ] (T840 | (g ai/ha) | [E5 | (H) ) TR M4a S
et avg o+ M4
fi 7 0.44 0.15 0.59
(& Hh) 200sC
(%] 1 i 3 | 14 0.36 0.15 0.51
9015 F 21 0.18 0.10 0.28
fi 7 0.46 0.11 0.57
(i ) 2008C ' ‘ '
(2] 1 et 3 | 14 0.32 0.10 0.42
2015 21 0.15 0.07 0.22
fi 7 0.10 0.03 0.13
(% 1) 2008¢ ' ’ '
(%] 1 i 3 | 14 0.08 0.03 0.11
9016 /5 21 0.10 0.04 0.14
fi 7 0.24 0.10 0.34
(7 #h) 200sC
(k] 1 et 3 | 14 0.32 0.12 0.44
2016 21 0.32 0.14 0.46
fi 7 0.26 0.10 0.36
(% 1) 2008¢ ' ' '
(2] 1 i 3 | 14 0.30 0.14 0.44
2016 & 21 0.26 0.13 0.39
fi 7 0.18 0.07 0.25
(& Hh) 210sC
(k] 1 ol 3 | 14 0.20 0.07 0.27
9016 £F 21 0.11 0.06 0.17
fi 7 0.17 0.08 0.25
(i ) 200SC ' ‘ '
(2] 1 et 3 | 14 0.33 0.14 0.47
2017 & 21 0.27 0.12 0.39
fi 7 0.06 0.02 0.08
(i 1) 200SC ' ’ '
(] 1 i 3 | 14 0.06 0.03 0.09
2017 £ 21 0.04 0.03 0.07
fi 7 0.11 0.06 0.17
o8t 1308C ' : :
Ei;i" jg 1 e 3 | 14 0.16 0.08 0.24
2017 21 0.13 0.07 0.20
Fi 7 0.05 0.02 0.07
,gg.j: 1 S0 . . .
[i ;g 1 %ig!ﬁ 3 | 14 0.04 0.02 0.06
2017 £ 21 0.02 0.01 0.03
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VYEW 44 PR il (mg/kg)
CREFDAR) | BUSR | WOR W PHI|  oyax
NN NN
[atrishcl - | 1355 | (g aiha) | [F% | (H) ‘ R M4e .

S Vavd W+ M4
i

@) 9005 7 1.99 0.63 2.62

(5 2K] 1 gk 3 | 14 1.66 0.57 2.93

2015 4= 21 0.70 0.33 1.03
(i

@ H) H005C 7 3.35 0.74 4.09

% 2ok ] 1 e 3 | 14 1.82 0.42 2.94

5015 45 21 0.68 0.19 0.87
i

@) 9108 7 1.58 0.40 1.98

(b 7K] 1 e 3 | 14 1.05 0.31 1.36

5016 45 21 0.46 0.21 0.67
(i

@) 9005C 7 1.69 0.42 2.11

(% 7K] 1 i 3 | 14 1.88 0.59 .47

5017 & 21 1.12 0.44 1.56
fi 7 1.20 0.15 1.35

(FE #h) 2008¢ : ) :

(b 7K] 1 gl 3 | 14 0.36 0.12 0.48

2017 21 0.17 0.1 0.28
i

@) L5050 7 1.50 0.43 1.93

(5 7K] 1 gk 3 | 14 1.74 0.57 2.31

2017 & 21 1.01 0.41 1.42
(i

@) 1505 7 1.44 0.1 1.55

(b 7 K] 1 e 3 | 14 0.19 0.08 0.27

5017 45 21 0.09 0.06 0.15
fi 7 4.70 1.51 6.21

/@g ) 1 2005 1oy 2.78 0.90 3.68

[fa 5] WA

2'5'15 o 21 0.57 0.44 1.01
(i

@) H005C 7 7.24 1.72 8.96

o] 1 i 3 | 14 2.60 0.86 3.46

25'15 po 21 0.28 0.18 0.46
fi 7 4.22 1.26 5.48

(FE #h) 2008¢ : : '

o] 1 e 3 | 14 3.14 1.05 4.19

25'16 o 21 2.18 0.93 3.11
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e 4 PR il (mg/kg)
Gz RE) R | AR | #H | PHI U REY Bl U REY Bl
[y#rshs] | 12553 | (g aitha) | 1% | (B) fR3H) Mda
Yo A+ M4
T
fi 7 8.14 2.50 10.6
(F ) 2008C : : :
(i o] 1 il 3 | 14 2.72 1.69 4.41
2016 == 21 2.50 1.57 4.07
(aﬁ@ H008C 7 7.76 1.91 9.67
(b ] 1 ot 3 | 14 3.82 1.28 5.10
2016 4 21 1.44 0.78 2.22
fi 7 5.58 1.57 715
(% Hh) 210sC : : :
P 1 it 3 | 14 2.24 0.86 3.10
2016 = 21 0.59 0.29 0.88
Fi
7 5.84 0.99 6.83
& sc
ﬁ( ;@;] 1 2%?% 3 | 14 4.72 1.02 5.74
IEI
o017 &= 21 1.84 0.71 2.55
fi 7 8.99 1.27 10.3
(i ) 2008C ' ' '
(i o] 1 ot 3 | 14 1.19 0.52 1.71
2017 2 21 0.48 0.27 0.75
(iﬁ'@ 1305 7 3.46 0.55 4.01
(o] 1 et 3 | 14 2.49 0.63 3.12
2017 22 21 0.68 0.28 0.96
(aﬁ@ 1305 7 6.72 0.75 7.47
i o] 1 et 3 | 14 0.68 0.26 0.94
2017 4 21 0.46 0.18 0.64
*’E(nggﬁ) L40sC 7 2.00 0.52 2.52
el I I L S B
2016 E ' ) '
*""E'gi‘gﬁ) L40SC 7 0.51 0.19 0.70
wana | | ||| e | oom | e
2016 E ' ) '
ﬁﬁgiﬁ? 140. 7 0.84 0.42 1.26
SC
i | | e o
2016 E ) ) '

SC: 7ua 77 LAE

a: R YUY BCHE L E

(M B4%%5 0.955)
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<BIK 4-Q : & PEW IR R AR Al >
O
- FLt. EARHAFL L OIS
A1a] PR (ngl/g)a
B G5 e | BEEZ | X I i) R i) AEL G
EE- S D EEIRS M4 M5 M6b HE
0.02 0.02
1 NDI3] NDI[3] 0.01 NDI3] 0.01
0.01 0.01
0.03 0.03
3 NDI3] NDI[3] 0.02 NDI3] 0.02
0.03 0.03
0.03 0.03
7 NDI3] NDI[3] 0.02 ND(3] 0.02
0.03 0.03
0.03 <0.01 0.03
it 10 NDI[3] NDI[3] 0.02 ND 0.02
0.03 ND 0.03
0.03 0.03
14 NDI3] ND[3] 0.02 ND(3] 0.02
0.03 0.03
8 mg/kg ik} 0.03 0.03
GE 21 NDI3] NDI[3] 0.02 NDI3] 0.02
(1 f5 &) 0.03 0.03
0.02 0.02
28 NDI3] NDI[3] 0.01 NDI3] 0.01
0.03 0.03
0.02 0.02
14 NDI3] NDI[3] 0.02 NDI3] 0.02
AR AL 0.04 0.04
. 0.02 0.02
28 NDI3] NDI[3] 0.01 NDI3] 0.01
0.04 0.04
0.02 0.02
14 NDI3] ND[3] 0.02 ND(3] 0.02
S 0.02 0.02
AR ND 0.02 0.02
28 <0.01 NDI3] 0.02 NDI3] 0.03
ND 0.02 0.02
0.02 0.02
1 NDI3] ND[3] 0.04 NDI3] 0.04
0.02 0.02
24 mg/kg flkt 0.05 ND 0.05
(G At 3 ND[3] NDI[3] 0.06 <0.01 0.06
(3 f5 &= 0.04 <0.01 0.04
0.05 ND 0.05
7 NDI3] ND[3] 0.05 <0.01 0.05
0.02 <0.01 0.02
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IC TR (ng/g)a
Be b e | BER | o R R R A
HE |y Ex9y M4 M5 Meéb R
0.05 <0.01 0.05
10 NDI3] ND[3] 0.07 <0.01 0.07
0.03 <0.01 0.03
0.04 <0.01 0.04
14 NDI3] NDI[3] 0.04 <0.01 0.04
s 0.03 <0.01 0.03
At 0.02 0.02
21 NDI3] NDI[3] 0.02 NDI3] 0.02
0.03 0.03
0.03 0.03
94 ma/kg fk} 28 NDI3] NDI[3] 8.8;1 ND(3] 8.8;1
(;{?% 0.06 ND 0.06
14 NDI3] NDI[3] 0.05 <0.01 0.05
EL3i=gi] 0.04 <0.01 0.04
FL 0.03 ND 0.03
28 NDI3] ND[3] 0.05 ND 0.05
0.05 <0.01 0.05
ND 0.04 <0.01 0.04
14 0.02 NDI3] 0.03 <0.01 0.05
e ND 0.02 <0.01 0.02
AR 0.02 ND 0.02
28 NDI3] NDI[3] 0.04 <0.01 0.04
0.04 ND 0.04
0.12 0.02 0.12
0.11 0.01 0.11
0.07 <0.01 0.07
1 NDlél NDlel 0.10 0.02 0.10
0.05 <0.01 0.05
0.18 0.01 0.18
<0.01 0.21 0.03 0.22
<0.01 0.33 0.02 0.34
ND 0.25 0.02 0.25
3 <0.01 NDIel 0.22 0.03 0.23
somgre i | N o2 | o | o
(10*5;%[) it 0.20 0.03 0.20
0.21 0.02 0.21
0.21 0.02 0.21
7 NDIel NDlel 0.20 0.03 0.20
0.46 0.01 0.46
0.12 0.02 0.12
<0.01 0.21 0.03 0.22
ND 0.22 0.02 0.22
ND 0.24 0.01 0.24
10 <0.01 NDI6] 0.17 0.03 0.18
ND 0.38 <0.01 0.38
ND 0.12 0.02 0.12
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IC TR (ng/g)a

Be b e | BER | o R R R A

HE |y Ex9y M4 M5 Meéb R

<0.01 ND 0.19 0.03 0.20

ND ND 0.19 0.02 0.19

14 ND ND 0.26 0.02 0.26

<0.01 <0.01 0.21 0.04 0.22

ND ND 0.42 0.01 0.42

ND ND 0.15 0.02 0.15

<0.01 0.21 0.03 0.22

<0.01 0.13 0.01 0.14

<0.01 0.06 <0.01 0.07

21 <0.01 NDI6] 0.13 0.02 0.14

ND 0.29 <0.01 0.29

ND 0.13 0.01 0.13

ND 0.15 0.01 0.15

ND 0.15 <0.01 0.15

<0.01 0.10 <0.01 0.10

28 NDIel ND 0.19 0.02 0.19

<0.01 0.23 <0.01 0.23

ND 0.12 <0.01 0.12

0.02 0.02

31(3) ND[3] ND[3] 0.01 NDI3] 0.01

<0.01 0.01
35(7) ND[2] ND[2] ND[2] ND[2] ND[2]
42(14) NDI[1] ND[1] NDI[1] NDI[1] ND[1]

0.02 0.26 0.02 0.28

14 ND NDI3] 0.27 0.02 0.27

A ND 0.27 0.02 0.27
7L 0.16 <0.01 0.16
28 NDI3] NDI[3] 0.17 <0.01 0.17

0.13 <0.01 0.13

0.02 0.19 0.03 0.21

14 0.02 NDI3] 0.21 0.02 0.22

S 0.01 0.21 0.01 0.22
LGLEED <0.01 0.13 <0.01 0.14
28 <0.01 ND(3] 0.12 <0.01 0.13

0.01 0.08 <0.01 0.09

ND : B a3, [1: bk, O @ Fkdbk Ak

a: NURAE Y ERH A Lo (BURAREL - AU M4 - 0.96, M5 : 1.08, M6 : 1.13)

b Jra RS E ST

o RUAE Y EFH UHGEHY M5 OGEE (REHRARMOMZ 0, MHBRAL L ERF A O
% 0.01 & L CTHMH)
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FIIEIES A fE (ug/g)a

e b g %A | _oxXv | R | REtw | e | B | R AR
(A) |[VEXHr | Ml M2b M4 M5 M6b o

8 mg/kg filk} 0.01 0.01 0.03 0.05
FH 4 28 <0.01 ND[3] <0.01 ND[3] 0.01 ND[3] 0.03

(1 f5&) 0.01 <0.01 0.01 0.03

24 mg/kg fil 0.05 0.02 0.05 ND 0.11
FH4 28 0.04 ND[3] 0.02 ND[3] 0.03 <0.01 0.09

(3 f&i#) 0.04 0.05 0.05 0.03 0.14
0.15 0.10 0.25 0.02 0.51

28 0.12 ND[3] 0.06 ND[3] 0.14 <0.01 0.33

80 mg/kg flkt 0.15 0.09 0.15 <0.01 0.39
] 31(3) 0.02 ND ND ND ND ND 0.02

(10 %) 35(7) ND ND ND ND ND ND ND

42(14) ND ND ND ND ND ND ND

ND : s &g, []:

Sbris. O @ BB 5% B

a: RUXEY XY A UE GRBEARE 3 M1 : 1.14, M2 : 1.20. M4 : 0.96, M5 : 1.08,

M6 : 1.13)

b 7 n SR E T
¢ XAV XY HUEY M2+Mb OGS RIE (BRHIIRFRmMOME 0, i ERFLL_EE B IR R

D% 0.01 & LTHEH)
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- B Mk

FIIEIESS PR (ug/g)a

ey H#%A | ~oxv | REwm | REtw | R | KRB | R Al

#(A) |[VvExHr | M1 M2 b M4 M5 M6b o

8 mg/kg il ND ND 0.03 0.06 ND 0.09
FH4 28 ND ND 0.03 ND[3] 0.03 <0.01 0.06
15 <0.01 <0.01 0.01 0.04 <0.01 0.06

24 mg/kg il <0.01 <0.01 0.02 ND 0.04 <0.01 0.07
kA4 28 ND 0.01 0.03 0.01 0.09 <0.01 0.12

(3 f&#) ND <0.01 0.04 ND 0.08 <0.01 0.11
<0.01 0.03 0.11 <0.01 0.30 0.03 0.42

28 <0.01 0.02 0.10 <0.01 0.15 0.02 0.26

80 mg/kg filk} 0.03 <0.01 0.24 0.02 0.22 0.03 0.49

i 31(3) ND ND ND ND ND ND ND

(10 fi¢ &) 35(7) ND ND ND ND ND ND ND

42(14) ND ND ND ND ND ND ND

ND : s, [1:

b, O @ Bt G B

a: NURE Y |X ACHE UoE (BEMRE : G M1 : 1.14, M2 : 1.20, M4 : 0.96, M5 : 1.08,

M6 : 1.13)

b s m AR e ST
¢l NAE Y BHY HHY) M2+M5 O G RiE (MHRARMOMEZ 0, BHRARLLEE BRI R W

DfEi%z 0.01 & LTHEH)
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o 51,0

- SIIEIEsS PR (ngl/g)a
Beh & %P A | R | RE | RS | RS | B | | .o
(A |veExHr | Ml M2b M4 M5 Mé6b A
8 mg/kg finl Bl ND ND
FH24 28 ND NDI[3] | NDI3] | NDI[3] | NDI[3] | NDI3] ND
(1 f5 &) <0.01 0.01
24 mg/kg flkl ND ND ND ND
FH24 28 <0.01 NDI3] 0.01 NDI3] <0.01 | NDI3] 0.03
(3 fi &) x <0.01 ND <0.01 0.02
18 0.04 <0.01 ND <0.01 0.06
i 28 0.03 NDI[3] <0.01 ND <0.01 | NDI[3] 0.05
80 mg/kg filk} 0.01 <0.01 <0.01 <0.01 0.03
1ﬂ%9 31(3) ND ND ND ND ND ND ND
(10 i #) 35(7) ND ND ND ND ND ND ND
42(14) ND ND ND ND ND ND ND
8 mg/kg fil k) <0.01 0.01 0.02
Y 28 NDI3] ND[3] ND NDI3] ND NDI3] ND
(1 f5 =) ND <0.01 0.01
24 mg/kg flkl ND <0.01 0.01 0.02
Y 28 ND NDI3] ND NDI3] <0.01 | NDI3] 0.01
(GRES) = <0.01 <0.01 0.01 0.03
& 0.03 ND 0.01 ND 0.04 ND 0.08
28 0.02 ND 0.01 ND 0.04 ND 0.07
80 mg/kg fiilkh 0.01 <0.01 0.12 0.01 0.18 <0.01 0.31
= 31(3) ND ND ND ND ND ND ND
(10 fi# ) 35(7) ND ND ND ND ND ND ND
42(14) ND ND ND ND ND ND ND
8 mg/kg finl k)
GE 28 NDI3] NDI[3] | NDI[3] | NDI[3] | ND[3] | ND[3] | NDI3]
(1 f5%)
24 mg/kg fkl ND ND ND ND
GE 28 <0.01 NDI[3] | <0.01 NDI3] 0.04 NDI3] 0.06
(3 f5 i) Bz ND <0.01 ND 0.01
* 0.02 <0.01 ND <0.01 0.04
28 0.01 NDI3] <0.01 ND 0.02 NDI3] 0.04
80 mg/kg fil <0.01 <0.01 <0.01 0.02 0.04
= 31(3) ND ND ND ND ND ND ND
(10 fif 35(7) ND ND ND ND ND ND ND
42(14) ND ND ND ND ND ND ND

ND : s &3, []:

M6 : 1.13)

S ()« ek 54 0k
a: NURAEY XY ACHE U E (R E : (R

b Jvga SRR ST
o RURXE Y XY UG M2+M5 OAEE (BMHERRARBEOMEZ 0, MHBRLL L E &R AR5
D% 0.01 & LTHEH)
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B M1 : 1.14. M2 : 1.20, M4

:0.96, M5 : 1.08,




- A

o | I R (nglg)a
BhH & %+ H#RA | _oxv | K@ | B | R | Rew | Raw Al
A |vexyr | Ml M2b M4 M5 Meb o
8 mg/kg fil <0.01 0.01
FH4 28 ND NDI[3] | NDI[3] | NDI[3] | NDI[3] | NDI3] ND
(1 f5 &) ND ND
24 mg/kg filkt
FH2Y 28 NDI3] NDI[3] | NDI[3] | NDI[3] | NDI[3] | NDI[3] | NDI3]
(3 fi ) W
i ND ND ND
R 28 ND ND[3] | NDI[3] ND NDI[3] | NDI3] ND
80 mg/kg i Bk <0.01 <0.01 0.01
FHY 31(3) ND ND ND ND ND ND ND
(10 fi# 5k 35(7) ND ND ND ND ND ND ND
42(14) ND ND ND ND ND ND ND
8 mg/kg fidk}
FH2Y 28 NDI[3] NDI[3] | NDI[3] | NDI[3] | NDI[3] | NDI[3] | NDI3]
(1 f5#)
24 mg/kg falkt
FH 2 28 NDI[3] NDI[3] | NDI[3] | NDI[3] | NDI[3] | NDI[3] | NDI3]
o ND ND ND
i 28 ND ND[3] | NDI3] ND NDI[3] | NDI3] ND
80 mg/kg fil <0.01 <0.01 0.01
= 31(3) <0.01 ND ND ND ND ND 0.01
(10 fiF &k 35(7) ND ND ND ND ND ND ND
42(14) ND ND ND ND ND ND ND

ND : g, [1: ofrfid, O : &&EL% A

a: RURXE Y XY ACHE L2E (BREAE : A M1 @ 1.14, M2 : 1.20, M4 : 0.96, M5 : 1.08,
M6 : 1.13)

LI /= 3 R e U N =

o N Y XY oY M2+M5 OA & (R AR O Z 0, BHRALL EE &R A
DOfE% 0.01 & LTEH)
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<HIHE 4-Q : R PEEW IR AR Al >

QL
Ry O TH=]
FIIEIESS PR (ngl/g)a
Beh & Ea e X S N N Rt R AEL
(GIRNEX SRy M2 M5 o
1 NDI[3] NDI3] NDI3] NDI3]
3 ND[3] NDI3] NDI3] NDI3]
7 NDI3] NDI3] NDI3] NDI3]
ND ND
I 10 ND[3] ND[3] <0.01 0.01
ND ND
3 mg/kg Sk 17 ND[3] NDI3] NDI3] NDI3]
FA24 21 ND(3] NDI3] ND(3] ND{3]
(1 f55) 24 NDI3] NDI3] NDI3] NDI3]
. 14 ND(3] NDI3] NDI3] NDI3]
) 28 NDI3] NDI3] NDI3] NDI3]
ND ND
14 ND ND[3] NDI3] ND
g E 0.02 0.02
28 ND(3] NDI3] NDI3] NDI3]
1 NDI[3] NDI3] NDI3] NDI3]
3 NDI3] NDI3] NDI3] NDI3]
<0.01 0.01
7 ND[3] ND[3] <0.01 0.01
ND ND
<0.01 0.01
10 ND[3] NDI[3] <0.01 0.01
5 <0.01 0.01
<0.01 0.01
17 ND[3] ND(3] <0.01 0.01
9 mg/kg flk} ND ND
FH 4 21 ND(3] NDI3] NDI3] NDI3]
(3 5 &) <0.01 0.01
24 ND[3] ND[3] ND ND
ND ND
<0.01 0.01
14 NDI3] ND[3] <0.01 0.01
<0.01 0.01
IR <0.01 <0.01 0.02
28 ND[3] ND <0.01 0.01
<0.01 <0.01 0.02
e 14 ND(3] NDI3] NDI3] NDI3]
28 NDI3] NDI3] NDI3] NDI3]
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IEIESS PR E (ug/g)a

Beh& s H5#%A | ~o2p ) ) AL

¥(A) |yexy M2 M5 o
1 ND[6] NDI[6] NDI6] NDI6]
ND ND ND

ND <0.01 0.01

ND ND ND

3 NDI6] <0.01 ND 0.01
<0.01 ND 0.01

ND ND ND

<0.01 <0.01 0.02

ND 0.01 0.01

<0.01 <0.01 0.02

7 NDIe] <0.01 <0.01 0.02
<0.01 <0.01 0.02

<0.01 <0.01 0.02

<0.01 <0.01 <0.01 0.03

ND ND 0.01 0.01

0 ND ND <0.01 0.01
ND <0.01 <0.01 0.02

ND <0.01 <0.01 0.02

ND <0.01 <0.01 0.02

<0.01 <0.01 0.02

14 NDI3] ND 0.01 0.01
<0.01 <0.01 0.02

‘ <0.01 <0.01 0.02
30 mgﬁ{kiﬁﬂ** " ND <0.01 0.01

i -

(10 i) 17| Nplel | S | Zoor | oo
<0.01 <0.01 0.02

<0.01 <0.01 0.02

<0.01 <0.01 0.02

ND 0.01 0.01

<0.01 <0.01 0.02

21 NDle] <0.01 <0.01 0.02
<0.01 <0.01 0.02

<0.01 <0.01 0.02

<0.01 <0.01 0.02

ND <0.01 0.01

<0.01 <0.01 0.02

24 NDI6] <0.01 <0.01 0.02
<0.01 0.01 0.02

<0.01 <0.01 0.02

<0.01 <0.01 0.02

28 ND(3] ND 0.01 0.01
<0.01 <0.01 0.02

ND <0.01 0.01

32(3) ND[3] <0.01 <0.01 0.02
<0.01 <0.01 0.02
36(7) | NDI2] NDI[2] NDI[2] NDI[2]
43(14) ND ND ND ND
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IEIESS PR E (ug/g)a
B A | BERHE | o2 R R At
¥(A) |yexy M2 M5 o
<0.01 0.01 0.02
14 NDI3] 0.01 0.01 0.02
<0.01 0.01 0.02
s ND 0.01 0.01 0.03
28 ND <0.01 0.01 0.02
<0.01 <0.01 0.01 0.03
<0.01 0.01
- 14 ND[3] NDI3] ND ND
A ND ND
28 NDI[3] NDI[3] NDI3] NDI3]

ND : g, [1: ofrfiE, O sk 5% A

a: NURE Y X AHR U2 fE (BELREL : REH M2 @ 1.20, M5 : 1.08)

b R XYY EFHHHY M2+4M5 O& & (RHBBARRGOMEEZ 0, MBHRAL EE &
[RARAMOME 0.01 & L THEH)
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* il

. R E (ug/g)a

Bt Mk [Soxev | wam | k@B | g,

ExP M2 M5 o

ol 0.01 <0.01 0.02

3 mgggfﬁ‘j*ﬁ = 29 ND(3] <0.01 0.01 0.02
HR 0.02 0.02 0.04
L 0.05 0.04 0.09

9 mgégg{fﬁi*ﬁé 29 NDI[3] <0.01 0.02 0.03
T 0.02 0.04 0.06

0.03 0.03 0.06

29 ND[3] 0.02 0.04 0.06

30 mg/kg M 0.05 0.07 0.1
(10 5 5) 33(4) ND ND ND ND
37(8) ND ND ND ND

44(15) ND ND ND ND

ND : s, [1: s O @ Bkdb% A%

A N Y E R TR LR (BAEARE G M2 1 1.20, M5 @ 1.08)

b N R Y E XY Y M2+Mb OF B (BRHRARIEOE A 0. MIHBRALLLE &
BRAAR O A 0.01 & LTHH)
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- MBS (MR OVECT)

2 PR E (ug/g)a

LR Mk [moxev | wam | k@B | g,

EXY L M2 M5 o

ol s <0.01 0.01

3 mgg‘gfﬂ;f A 29 NDI3] ND NDI3] ND
T ND ND
s <0.01 0.01 ND 0.02

9 mggg{fﬁi*ﬁé 29 <0.01 <0.01 ND 0.02
o <0.01 0.01 <0.01 0.03

0.01 0.02 <0.01 0.04

29 0.01 0.01 ND 0.02

30 mgfkg FEHE 0.02 0.02 <0.01 0.05
(10 5 & 33(4) ND ND ND ND
37(8) ND ND ND ND

44(15) ND ND ND ND

ND : s, [1: ofrfiEk, O Sk 5% Bk

a: RURE Y XY UACHE U (BBEAE - A M2 @ 1.20, M5 : 1.08)

b RV X UG M2+4M5 OG &l (RHBARHOME 0, MHBALL EE&E
FRARIE O Z 0.01 & L THH)
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- PN (I K ORI

. R E (ug/g)a
£ sy [oxev | R | e | g,
E XY M2 M5 -

3 mgéll‘g%ﬁijg*ﬁ = 29 NDI[3] NDI[3] ND[3] NDI[3]
ol s <0.01 0.01
9n@gifﬁfmé 29 ND[3] | NDI3] ND ND
o <0.01 0.01
ND <0.01 0.01
29 ND[3] ND <0.01 0.01
30 mg/kg fal I <0.01 <0.01 0.02
(10 5 5) 33(4) ND ND ND ND
37(8) ND ND ND ND
44(15) ND ND ND ND

ND : g3, [1: ofreitk, O sfkih% B4
a: NURE Y EXH ACHE UofE (BELRE : G M2 : 1.20, M5 : 1.08)

b R XY XV +HEHY M2+4M5 O & (MHRAREOMZ 0, MHBRL EE&E
[RA AT D% 0.01 & L THEH)
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<BIRE 5 : HECERE >

ESIENRS ) NRA~67%) LRI EhE (65 Ll )
Y FeEAfE | (K : 55.1 kg) (K% : 16.5 kg) (A : 58.5 kg) (K% : 56.1 kg)
i (mg/kg) | ff B ff B ff B ff B
(g NB) | (ug/ AR | (@I ANIB) | (ug/ AR | (@ NTR) [(ug/ AR | (@I AR | (ug/ A/H)
N2 7!—\/
*(é*)%“ 0.59 164 96.9 85.7 50.6 105 62.1 180 106
Ao [Tl 0.01 0.1 0.00 0 0.00 1.4 0.01 0 0.00
Ao Z A,
O£ 0.01 0.5 0.01 0 0.00 3.4 0.03 0.4 0.00
% - Bl 0.01 0.1 0.00 0.5 0.01 0 0.00 0.1 0.00
K« % fih,
O 0.01 0.6 0.01 0.3 0.00 0.1 0.00 0.4 0.00
Z Dfth e
LA -
WERERE | 0.01 0.4 0.00 0.1 0.00 0.4 0.00 0.4 0.00
JHik & gk
& A Ay
I 0.02 41.3 0.83 32.8 0.66 47.8 0.96 37.7 0.75
FDhEFE =
AN 0.02 0.3 0.01 0.4 0.01 0.3 0.01 0.3 0.01
AI¥E 0.24 93.1 292.3 39.6 9.50 53.2 12.8 115 27.6
&t 120 60.7 75.9 135

- EEEM OFRREIL, BEE SN TV A AR - BN K D FRBE O A Y 2 R OCHY M4 O
BREOFEFEEED > iR KObDOEH W (B 3 &) |

< BE OV OO FEE B ORI, RS L TRIA SNAEH T OR XY XY 0 OREEE
ERE LT, WA D 8 mg/kg FIEHRLFEGRECBIT AN AE Y XV U ORKERIEZ AW B 4)

c R ONZEDOMOF E AHOKRREIL, ke LTHHINAEMFR O XY X3 OE-IEEZZE L
T, FEIRES D 3 mglkg BIRHH S & GBI 5N AV BX Y o O KEEEE vz Bk 4 28)
Mff] PRk 17~19 FEORMBEUEE - BIUERE (B2 50) OfRICE S ALERE (g A/H) |
MEEE |  RBEEORKHEERRE»ORO A Y T30 O ERRE (ug/A/H)

c [ 2ot RS . T - g . TR - 2ot &S] RO T2 ofhpeEdslE - /il & &
JiFhik & B & B RE ] ik, A e RO E V=,

- ] . TZoMmzxEREAOIN] XA OME vz,

< R E BN, AR - DR, R - AR E BN B - L B - BIRA ORI, 2T —Z BEERAKN TH
Sz lnn, BEREOHEIZL TV,
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=A
W

po

10.

11.

12.

13.

14.

15.

16.

17.
18.

>

B EFERNIC OV (Aot 6 A 19 AN EASBERRAZL 0619

14 5)

RERAE O R OB XXV Y EXH > (8142 A 21 A) : HA

Bt Ak

Absorption, Distribution, Metabolism and Excretion of [Phenyl-U-14C] NNI-

1501 Following a Single Oral Administration to Male and Female Rats (GLP

X)) o AR, 2018 4F, RAE

Absorption, Distribution, Metabolism and Excretion of [Pyrimidinyl-4(6)-14C]

NNI-1501 Following a Single Oral Administration to Male and Female Rats
(GLP *fJ&5)  + BARIERA S, 2018 4, RAFK

Biliary Excretion Study of NNI-1501 Following a Single Oral Administration

to Rats (GLP xf)&) : AAREHKA S, 2018 4, RAFE

Metabolism of [14CINNI-1501 (2 Radiolabels) in the Lactating Goat (GLP xf

Jt~) : EAG Laboratories-Hercules, 2018 4, RAFE

Metabolism of [14CINNI-1501 (2 Radiolabels) in Laying Hens (GLP %})is)

EAG Laboratories-Hercules, 2018 4, KR/AF

NNI-1501 7 a7 7Kk 1EWERERER (GLP xfit) @ —#eEHIEAN B AR

WBhPE . 2016 4, Rk

NNI-1501 7 a7 7Kk 1EWERERE (GLP xfit) : —eEHEAN B AR

VI, 2017 4F, RAR

NNI-1501 7 v 7 7Kk 1EWEERR (GLP xfii) : —#fEHIEAN B ARE

WBhyE e, 2018 4F, Rk

Aerobic Soil Metabolism of NNI-1501 (GLP xti%) : H AR SH, 2017

F, Rk

Aerobic Soil Metabolism of NNI-1501 in Paddy Condition (GLP xfits) : HAK

FRdEk Al 2016 4, RAFE

Adsorption/desorption of NNI-1501 on Soil (GLP %)) : H AR S 4,

2017 4, R

Hydrolysis Study of NNI-1501 (GLP %}i&y) : HARIEKKA S, 2017 4F, K

INFR

Photodegradation of NNI-1501 in Buffer Solution (GLP %ity) : HAEIRER

Afh, 2017 %, RAFK

NNI-1501 ® BRI fEERERER (GLP i) : AARRHMASE, 2017

£, RAK

THFRRE AR RS E OKEEY) - B ARRERASH, 2015 4, KA

NNI-1501 7 v 7 7Kk 1EWEERR (GLP xfii) @ —#fEHIEAN B ARE

Wby, 2016 4, Rk
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19.

20.

21.

22.

23.

24.

25.

26.

217.

28.

29.

30.

31.

32.

33.

34.

35.

NNI-1501 7w 7 7VKAG 1EmaERE (GLP ) « —MFEETE A A A4H

VI, 2017 4F, RAE

NNI-1501 7 v 7 7Kk EWEERER (GLP %)  —FEEEAN B AN

Wbh . 2018 45, RAFK

NN-1501 7 =7 7)VERHRG  Emic s aliR « —ixttHiE N B ARBE i .

2016 &, RAFEK

Method Validation and Determination of Magnitude of Residues of NNI-1501

and Metabolites in Bovine Tissues and Milk from a 28-Day Feeding Study
(GLP %t)n) : EAG Laboratories-Hercules, 2018 4, FR/AFE

Method Validation and Determination of Magnitude of Residues of NNI-1501

and Metabolites in Laying Hens Tissues and Eggs from a 28-Day Feeding

Study (GLP %) : EAG Laboratories-Hercules, 2018 £, RAFE

Acute Oral Toxicity of NNI-1501 in Rats (Acute Toxic Class Method) (GLP xt

IR ARSI, 2016 2. RAFK

Acute Dermal Toxicity Study of NNI-1501 Technical in Rats (GLP xfi)

AR A=, 2016 4, RAFE

An Acute Study of NNI-1501 Technical Grade by Nose Only Inhalation in Rat
(GLP %tiz) : Charles River Laboratories Den Bosch BV., 2017 &, K/AF

Acute Oral Toxicity of NNI-1501-2-OH in Rats (Acute Toxic Class Method)
(GLP xtis) @ AARFEMRAS . 2016 45, RARK

Acute Neurotoxicity Study of NNI-1501 in Rats (GLP %tity) : XSt s

Wy aVERTZET. 2017 5, RAER

Eye Irritation Study of NNI-1501 Technical in Rabbits (GLP xfit») : HAKE

HEA S, 2017 4F, RAFK

Skin Irritation Study of NNI-1501 Technical in Rabbits (GLP xfits) : HAE

SRS, 2017 2, RAFE

<~ A% A5 NNI-1501 Jiif&£®D Local Lymph Node Assay (GLP %fity) : 2

A N i B AL MR il o 7 —. 2016 42, RAE

Skin Sensitization Study of NNI-1501 Technical in Guinea Pigs

(Maximization Test) (GLP *t)&) : A EIE N &S E IR S22 e M it o #

—. 2017 -, RAFE

R-121347 Technical Grade: Repeated Dose 90-day Oral Toxicity Study in Rats
(GLP %f)is) @ — M HIE AT AT SEAT, 2018 2, RAFK

A 90-day Repeated Dose Dietary Toxicity Study of NNI-1501 Technical Grade

in Beagle Dogs (GLP xti%) : BkAStAR Y V¥ —F ko ¥ — 2016 -, KA

*x

A 28-day Repeated Dose Dermal Toxicity Study of NNI-1501 Technical Grade

in Rats (GLP xfity) : BSttA YV UV —F v ¥ — 201744, KAFE
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36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.
53.

NNI-1501-2-OH Standard: Repeated Dose 90-day Oral Toxicity Study in Rats
(GLP %)« — xR EHiE AR RS R FEMFZET. 2018 4F, RAR

A 1-year Repeated Dose Dietary Toxicity Study of NNI-1501 Technical Grade

in Beagle Dogs (GLP %fits) : RSt A Yy VHh—Fkvr ¥ — 2018 4, KA

*

NNI-1501 Technical Grade: Combined Chronic Toxicity and Carcinogenicity

Study in Rats (GLP xt)&) : —fXMENE NG R IEAT, 2018 42, RAFK

NNI-1501 Technical: Carcmogemmty Study by Dietary Administration to CD-

1 Mice for 78 Weeks (GLP %)&) : Envigo CRS Ltd., 2018 4F, RAFE

NNI-1501 Technical Grade: Reproduction Toxicity Study in Rats (GLP %}

IR R EINE NFRE R IERT. 2018 4E, RAEK

Teratogenicity Study of NNI-1501 in Rats (GLP %) : SRR EtAbEM L 4

PERFZERT. 2017 5, KRAFE

Teratogenicity Study of NNI-1501 in Rabbits (GLP %fits) : #RX&SttbEaw

LAAVERFSEIT, 2017 4R, RAFE

A Bacterial Reverse Mutation Test of R-121347 (GLP %t)%) : £ ASttA
VY —Ftr¥— 2014 . RAK

Evaluation of the Mutagenic Activity of NNI-1501 Technical in an in vitro

Mammalian Cell Gene Mutation Test with L5178Y Mouse Lymphoma Cells
(GLP x})ix) : Charles River Laboratories Den Bosch B. V., 2017 4, KA

7%

NNI-1501 Technical: In vitro Chromosome Aberration Test in Cultured

Chinese Hamster Cells (GLP xfify) : HARRIMEA S, 2017 £, RKRAFE

NNI-1501: Micronucleus Test in the Bone Marrow of Mice (GLP xix) : H

ARHEEA S, 2015 4R, RAK

Bacterial Reverse Mutation Test of NNI-1501-2-OH (GLP x}jty) : HAEIE

RS tE, 2016 4, RAFE

NNI-1501 O FMEE R « B AR, 2018 £, RAE

NNI-1501 Technical: Preliminary Carcinogenicity Study by Dietary

Administration to CD-1 Mice for 13 Weeks (GLP %}i~) : Envigo CRS Ltd..

2017 H, RAFEK

Wk 17~19 FORMEBIUEE - BIEMRE (GEF - RanfiEFRs R ey

Fre et - SIS Gk, 2014422 H 20 H)

R EFY U ORMPEENANITAR DB BFE O KIS 5 B
AR A, 2019 4, RAFE

NNI-1501 @ in vitro FeEAREH © A ARRFEKRAS, 2019 4, RAFR

NNI-1501 ¥ X' NNI-1501-2-OH (DH-04) Oy fitEaki : B A RIS,

2019 4, RAkK
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54. Toxicological analysis of two structures using Derek Nexus : ARCINOVA,

2019 =, RAFK
55. Toxicological analysis of two structures using OECD QSAR Toolbox :
ARCINOVA, 2019 4, R
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