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CAS No. 928783-29-3
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0.85 mg/kg
100 0.0085 mg/kg
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fluxametamide 1SO

IUPAC
4-[(5RS)-5-(3,5- )-4,5- -5-
( )-1,2- -3-  I-M(EY-
( ) I-o-
4-[(5RS)-5-(3,5-dichlorophenyl)-4,5-dihydro-5-
(trifluoromethyl)-1,2-oxazol-3-yl]-N-[( E2)-
(methoxyimino)methyl]-o-toluamide

CAS No. 928783-29-3
4-[5-(3,5- )-4,5- -5-( )-3-
I-N-I( ) I-2-
4-[5-(3,5-dichlorophenyl)-4,5-dihydro-5-(trifluoromethyl)-3-
isoxazolyl]- V-[(methoxyamino)methylene]-2-methylbenzamide

C20H16Cl2F3N303

474.26

FsC_O-N CH
Cl \ o
H S
e
Cl
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1 4 14C
[Cb-14C]
14C [Mb-14C]
mg/kg mg/g
/ / 1 2
a.
Wistar Hannover 4 [Cb-14C]
[Mb-14C] 10 mg/kg [1.(D]
200 mg/kg [1.(D]
1
Cmax AUCO—lGS
Cmax
2 3
1
[Cb-14C] [Mb-14C]
(mg/kg ) 10 200 10 200
Tmax (hr) 8 8 8 24 6 8 6 4
Cmax (Mg/g) 0.383(0.322| 1.10 | 1.22 |0.633|0.520| 1.37 | 1.27
T2 (hr) 126 | 168 79 105 | 111 | 182 | 101 | 47
AUCo-168 (hr mg/g)| 27.0 | 23.1 | 126 | 101 | 48.1 | 45.6 | 92.0 | 62.1
Tmax (hr) 8 8 8 | 48 | 4 4 4 4
Cmax (Mg/g) 0.225(0.177]0.696 | 1.02 |0.425|0.318(0.925|0.944
T2 (hr) 203 | 208 | 33 50 | 133 | 282 | 40 57
AUCo.16s (hr mg/g) | 18.6 | 16.2 | 75.3 | 50.5 | 30.4 | 28.2 | 45.5 | 43.7
b.
1.(1) b. 48
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1
17.6% 27.4% 2.7% 12.2%
2 3
Wistar Hannover 3 [Cb-14C]
[Mb-14C]
2
168
2 3
2 mg/g
(mg/kg Tmax a 168
)
(4.89) (3.52) (4.10) (0.915)
(2.65) (2.49) (2.38) (0.820) (0.733)
(1.84) (1.71) (0.727) (0.417)
(1.27) (1.13) (0.412)  (0.411)
(0.996) (0.948) (0.371) (0.321)
(0.836) (0.613) (0.216) (0.208)
(0.608) (0.596) (0.167)  (0.154)
(0.583) (0.576)  (0.574) [(0.153) (0.137)
(0.334) (0.135) (0.105)
10 (0.062)
(4.07) (3.59) (6.03) (1.08)
[Cb-1C] (2.49) (2.19) (1.95) |(1.05) (0.999)
(1.80) (1.58) (0.847) (0.558)
(1.15)  (1.07) (0.836) |(0.513) (0.500)
(0.658) (0.649) (0.404) (0.398)
(0.595) (0.572) (0.310) (0.233)
(0.550) (0.470) (0.218) (0.201)
(0.274) (0.267) (0.193) (0.159)
(0.075)
(18.6) (17.1) (12.5) (3.47)
(15.5) (14.1) (8.77) |(2.07) (1.90)
200 (6.53)  (6.39) (1.86) (1.26)  (1.25)
(6.06) (5.97) (5.25) (1.08) (0.960)
(4.84) (4.46) (0.884) (0.796)
(3.97) (3.60) (3.18) |(0.485)  (0.474)
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(mg/kg T max a 168
)
(3.05) (2.87) (0.459) (0.406)
(2.81) (2.07) (1.60) |(0.390) (0.258)
(0.193)
(32.7) (17.5) (19.6) (3.97)
(15.0) (10.4) (102) |(3.92)  (340)  (3.15)
(9.97) (8.64) 2.16)  (2.04)
(5.12) (4.93) 4.20) |(2.03)  (L.79) (1.37)
(320)  (2.48) (1.08) (0.812)
(2.44) (2.14) (1.99) |(0.714)  (0.620)
(1.76) (1.09)  |(0.334) (0.275)
(0.962) (0.266)
6.13) (6.02) (5.51) (1.25)
(5.42)  (3.31) 3.01) | (101 (0.959)
(2.51) (2.48) (0.722) (0.602)
239 (221 (1.57) |(0.544)  (0.381)
(1.52) (1.47) (0.355) (0.342)
(1.26)  (L.04) (1.03)  |(0.301) (0.296)
(1.02) (0.923) (0.277) (0.218)
(0.828) (0.692) (0.216)  (0.215)
(0.187) (0.187)
10 (0.112)
(5.12) (5.04) (6.63) (1.28)
(3.33) (3.11) (2.86) |(L.18)  (1.08)  (0.932)
(2.86) (2.62) (0.675)  (0.610)
(1.87) (1.59) (130) | (0.513)  (0.415)
(1.12) (0.989) (0.409) (0.360)
[Mb-1¢C] (0.785) (0.765) (0.325) (0.263)
(0.737) (0.705) (0.249) (0.221)
(0.445) (0.219) (0.103)
(10.9) (10.6) (11.2) (3.35)
(8.94) 8.09) (658 | (2.23) (2.04)
(4.69)  (4.28) (1.76) (163)  (0.931)
(3.57) (3.47) (3.23) (0.923)  (0.887)
(2.90) (2.03) (0.837)  (0.751)
(1.99) (1.83) (1.73) |(0.625) (0.572)
(1.69) (156) | (0.560) (0.508)
200 (1.48) (1.33) (0.454) (0.230)
(8.87) (8.17) (14.8) (2.99)
8.01)  (7.65) 6.07) [274)  (249)  (2.25)
(4.87) (4.84) (2.01) (1.92)
(3.90) (3.52) 3.14)  |(1.06) (0.888)
(2.25) (2.04) (1.98) |(0.818) (0.740)
(1.43) (134)  |(0643)  (0.624)
(1.10) (0.478) (0.246)
a 8 [Cb-14C] 24

10
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1.(1) a. 1.(1) b.
1.(D)
3 4
B C DE G H M X
CDM
N @)
E G
B C D F H M N S
B C
C D
M
2
3
%TAR
(mg/kg
)
M(0.9) B(0.7) E(0.7) D(0.4)
168 5.0 C(0.3) G(0.3) H(0.3) (2.7)°
O(1.5)¢ D(0.8) N(0.5) C(0.3)
48 ND M(0.1) (5.5)°
[Cb-14C] 10 B(0.7) E(0.7) C(0.6) D(0.6)
168 81.2 H(0.3) G(0.2) M(0.1)
(2.3)p
O(1.5)¢ N(0.9) C(0.2) D(0.2)
48 ND (3.1
200 72 93.8 B(0.1) G(0.1) (0.6)p
72 88.5 B(0.3) (2.4)°
M(1.5) B(1.3) C(0.7) E(0.7)
[Mb-14C] 168 61.5 G(0.7) D(0.6) H(0.3) X(0.3)
10 (7.3)°
O(1.1)c D(0.9) N(0.5) C(0.3)
48 ND (5.1)

11
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(mg/kg a
)
E24) B(15) C(0.7) D(0.7)
168 | 678 1507) H(0.6) M(0.4) (3.5)
0(0.8)° N(0.5) C(0.4) D(0.1)
48 ND 0.4
200 72 804 |B(L.2) 2.7)
72 86.7 |B(0.5) (3.4)
ND
¢ O
%TRR
(mg/kg a
)
G(47.3) F(8.4) H(6.2) E(4.4)
8 24 |M(25) N(2.4) 1(1.9) S(1.3) C(L.0)
B(0.6) 8.7)"
8 88.8 |C(2.9) B(L0) (5.4)°
D(36.3) C(14.9) M(3.7)
8 266 |40y
10 G(28.1) E(25.3) F(7.7) 1(5.9)
8 37 |C(5.0) D@2.4) B(L1) N(0.6)
(8.2)
[Cb-14C] 8 829 |X(48 C(2.2) B(0.5) 3.1)
D(39.4) C(155) M(2.4)
8 296 | 10,1y
G(39.5) E(11.4) N(.6) B(5.4)
8 ND 5E.0) 1(1.9) (12.7)"
8 760 |C(8.1) X(3.1) 2.9)°
D(34.1) C(14.2) M(4.4)
200 8 345 | oy
G(36.5) E(1L.1) N(7.4) 1(38)
24 L2 1giza (8.6)°
24 760 |C(56) X(2.7) (4.3)°
24 216 |D(30.6) C(30.0) (ND)?
G(30.9) E(13.7) 1(6.7) H(5.8)
8 31 |F(5.7) C(36) N(2.0) D(L5)
bt (16.3)"
[Mb-C] . 8 787 |C(L6) B(0.8) X(0.7) (@.1)
] a1 |DE04) C(120) M(58)
1 23.1)
. s |E(G22) G(269) H(65) DE6)
: F(3.5) C(2.2) S(0.7) (11.3)

12
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(mg/kg
)
8 56.0 |C(1.5) X(1.5) (7.1)
D(38.1) C(14.7) M(4.2)
8 24.9 (18.1)0
g - G(35.7) E(11.9) F(10.4) B(2.9)
' C(2.2) D(2.0) S(1.7) (13.6)0
8 649 |C(9.5) X(5.7) (1.2)¢
D(39.9) C(21.0) M(7.1)
200 8 25.3 (ND)¢
g 109 |E(76) G(163) F(6.5) D7)
B(3.8) (17.5)°
8 544 |C(6.9) X(5.3) (2.7)
8 26.5 |D(52.1) C(11.9) (ND)¢
ND
b
d
a.
Wistar Hannover 4 [Cb-14C]
[Mb-14C]
1
168 5
80%TAR 48
2 3
5 168 %TAR
[Cb-14C] [Mb-14C]
(mglkg ) 10 200 10 200
0.3 0.4 0.1 0.1 1.7 14 0.3 0.3
0.0 0.1 ND 0.0 0.3 0.2 0.0 0.0
879 | 927 | 101 | 985 | 84.2 | 85.3 | 91.0 | 95.2
6.1 6.8 0.9 1.2 7.2 7.5 0.8 0.9
94.3 | 100 102 | 99.8 | 934 | 944 | 92.1 | 964
ND

13
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b.
Wistar Hannover 4
[Cb-14C] [Mb-14C]
48 6
6.1%TAR 11.2%TAR
0.7%TAR 1.8%TAR
2 3
6 48 %TAR
[Cb-14C] [Mb-14C]
(mglkg ) 10 200 10 200
8.7 6.1 1.0 1.8 8.1 11.2 1.8 0.7
0.5 1.1 0.0 0.1 1.0 2.7 0.4 0.3
739 | 71.0 | 97.8 | 75.1 | 76.9 | 63.7 | 83.9 | 94.3
0.1 0.2 0.0 0.0 0.1 0.3 0.0 0.0
7.5 9.9 1.6 10.1 9.5 12.3 1.7 2.0
0.8 0.8 0.1 0.2 0.8 0.9 0.2 0.1
a 0.8 3.3 0.9 7.4 0.7 2.0 4.2 3.7
923 | 924 | 101 | 94.7 | 97.1 | 93.1 | 92.2 | 101
Wistar Hannover 4 [Cb-14C]
1 1 14
7
Cmax AUC Cmax
2 4
7
Tmax (hr) 4 4
Cmax (mg/Q) 2.16 2.24
Tz (hr) 120 152
AUCo.168 (hr mg/g) 176 225
Tmax (hr) 24 4
Cmax (mg/Q) 1.36 1.46
Tz (hr) 197 170

14
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| | AUCous (hr mgig) | 120 155
Wistar Hannover 4 [Cb-14C]
1 1 14
24 168
8
2 4
8 mg/g
24 168
(77.1) (19.3) (17.3) (27.6) (8.35)
(17.0) (16.2) (5.76) (5.74) (4.84)
(12.5) (9.21) (7.48) [(3.07) (2.84)  (2.77)
(7.40) (6.12) (5.23) (2.00) (1.50) (1.49)
(4.06) (3.86) (3.39) | (1.47) (1.34)  (1.13)
(3.33) (3.28) (2.97) | (1.07) (1.06) (0.944)
(2.65) (1.93) (0.883) (0.581)
(0.487)
(102) (36.3) (30.2) (69.0) (10.6) (9.33)
(25.9) (14.7) (11.0) (8.92) (8.51) (6.82)
(8.57) (7.83)  (6.86) (4.98)  (4.37) (3.87)
(6.28) (5.71) (2.74) (2.62) (2.04)
(4.53)  (4.42) (3.98) (2.04) (2.04)2 (1.86)
(3.56) (3.19) (1.87) (1.44) (0.951)
(0.787)
a 3
1.(2) 1.(2)
1.(2)
9
1.(D
2 4
9
. C(3.2) D(2.8) G(2.6) M(2.2) H(1.9)
168 94.6 E(1.5) B(1.3) (11.2)d

15
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gr3 | C(9 D(5:6) G@4.9 H@A.0) E1)
' B(1.8) M(1.4) (9.2)
C(23.1) M(6.0) H(4.2) N(3.2) B(1.5)
5.8 F(1.3) E(1.2) D(1.0) G(0.9)
b 24 (31.4)¢
157 |C(B74) H(E8) BR20) D(L.9) E(.1)
' M(1.1) G(1.0) (16.5)d
X ” 78.8 | C(3.5) X(2.3) B(0.7) (1.4)d
742 | C(2.6) X(0.5) (3.8)d
159 |C(33.8) D(124) H(7.0) M(6.7)
b 24 ' (5.6)°
13.7 C(28.4) D(14.3) H(5.3) (19.4)¢
a %TAR 5 %TRR
d
Wistar Hannover 4 [Cb-14C]
1 1 14
24 7 24 168
10
1.()
4
10 2
24 7 24 168
0.1 0.1 0.8 0.6 3.0 2.5
84.0 83.4 86.0 76.7 133 128
0.0 0.0 0.1 0.1 0.4 0.4
25.9 50.0
84.1 83.5 86.9 77.4 162 181
/
a 1 %
Wistar Hannover 4 [Cb-14C]
11

16
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AUC Cmax Cmax
2 5
11
Tmax (hr) 2 0.083 0.083
Cmax (mg/Q) 69.0 29.4
T2 (hr) 112 218
AUCo-120 (hr mg/g) 129 130
Tmax (hr) 2 0.083 0.083
Cmax (mg/Q) 45.8 16.1
T2 (hr) 122 348
AUCo-120 (hr mg/g) 86.9 84.1
2 4.
RIS =1/1 .6.
[Cb-14C]
[Mb-14C] 150 g ai/ha 7
7 14
12
1.83 1.96 mg/kg 14
1.38 2.10 mg/kg 92.9%TRR
14 96.3%TRR 97.7%TRR 1.34 2.02 mg/kg
B C D
2%TRR 2 6
12 %TRR

17
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( (mg/kg)
)
0 1.96 | 99.2 |B(0.3) C(0.1) 0.3)| 0.1
[Cb-1C] 7 146 | 98.6 |B(0.4) C(0.2) 0.1)| 05
» 1.38 | 97.7 | B(0.9) C(0.5) (0.3)| 06
<0.0005
1.83 | 98.0 |B(1.0) C(0.5) 0.1)| 0.4
[Mb-14C] 7 1.82 | 96.8 | B(1.3) C(0.9) (0.3)| 06
” 210 | 96.3 B(1.s2()).2)c:(0.8) DO.1) 0.7
<0.0005
/
[Cb-14C]
[Mb-14C] 100 g ai/ha 7 2
7 14
13
2.64 4.84 mg/kg 14
2.22 2.29 mg/kg 0.578 1.53
mg/kg 14 0.488 1.56 mg/kg
94.2%TRR 87.3%TRR
14 97.7%TRR 98.0%TRR 2.18 2.23 mg/kg
98.0%TRR 98.4%TRR 0.478 1.53 mg/kg
B C
1%TRR 2 7
13 %TRR
(
(mg/kg)
)
[Cb-14C] 0 0.578 99.3 (0.6) 0.1
2.64 | 99.0 |C(0.2) (0.5) 0.3

18
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. 0.510 | 99.5 (0.4) 0.1
2.87 98.2 | C(0.5) B(0.3) (0.7)| 0.3
0.488 | 98.0 | C(0.6) B(0.3) (0.4)| 0.2
14 2.29 97.7 | B(1.0) C(0.7) (0.3)| 03
<0.0005
0 1.53 99.7 (0.3) 0.0
4.84 99.3 (0.6) 0.1
Mbic] | 0.898 | 99.4 (0.6) 0.1
4.83 98.8 | B(0.6) C(0.1) (0.3)| 0.1
1.56 98.4 | B(0.4) (0.3) 0.1
14 2.22 98.0 | B(0.8) C(0.4) (0.3)| 0.5
<0.0005
/
[Cb-14C]
[Mb-14C] 150 g ai/ha 7 2
7 14
14
3.76 4.21 mg/kg 14
4.45 5.01 mg/kg 0.194 0.257
mg/kg 14 0.087 0.208 mg/kg
92.0%TRR 86.0%TRR
14 93.4%TRR 96.2%TRR 4.28 4.68 mg/kg
95.3%TRR 96.2%TRR 0.083 0.198 mg/kg
B C D B C 2.7%TRR
2 8
14 %TRR
PHI (ma/kg)

19
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0 0.257 | 98.6 (0.3) 0.1
4.21 97.9 | B(0.7) C(0.4) (0.4) 0.5
[cbac] | - 0.420 | 97.2 | B(0.4) C(0.3) (0.2) 0.6
4.18 96.4 | B(1.5) C(0.9) D(0.1) (0.7)| 0.4
0.087 | 96.2 | B(0.4) C(0.2) 2.3
14 4.45 96.2 | B(1.9) C(1.0) D(0.1) (0.1) | 05
<0.0005
0 0.194 | 95.8 | C(0.7) (1.0) 0.3
3.76 95.0 | B(2.7) C(1.0) (0.6) 0.6
Mbiec] | 0.050 | 88.5 | B(0.8) C(0.4) (0.6) 1.3
4.10 94.2 | B(2.7) C(1.6) D(0.1) (0.7) | 0.9
0.208 | 95.3 | C(0.5) (0.7) 0.7
14 5.01 93.4 | B(2.5) C(2.1) (0.6) 1.0
<0.0005
/
1 cm 25+ 2 3
[Cb-14C] [Mb-14C]
0.3 mg/kg 181
15
1
96.8%TAR 0.2%TAR
3 49.2%TAR 50.0%TAR 90 2. 7%TAR
5.1%TAR C E G H
L 10.9%TAR 18.5%TAR 28.4%TAR 26.9%TAR
32.2%TAR B DI K Y Ab Ad Af Ah
14CO» 181 0.3%TAR 2.1%TAR
181
7.0%TAR 7.6%TAR 12.9%TAR 13.5%TAR 7.4%TAR

20
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8.0%TAR
3.6 2 9
15 & %TAR
0 3 14 90 181
68.0 0.5 1.8 2.6 2.1
30.7 98.0 93.3 91.7 94.0
98.2 95.1 85.8 71.7 68.5
97.3 49.2 16.5 2.7 14
C ND 10.9 5.9 1.9 0.4
[Cb-t4C] E ND | 17.1 | 130 | 46 0.2
G ND 12.8 28.4 9.9 6.8
H ND 0.7 8.1 22.6 22.8
L ND ND 0.6 14.6 25.8
CO2 ND 0.2 0.3
0.5 3.3 9.3 22.7 27.6
76.7 0.4 1.7 2.5 2.1
25.6 99.8 102 94.7 87.3
102 95.9 92.6 69.9 60.8
99.5 50.0 22.4 5.1 2.0
[Mb-14C] C 0.3 10.8 6.6 0.7 0.4
E ND 18.2 17.6 1.2 0.3
G ND 12.5 26.9 9.4 4.6
H ND 0.8 7.5 26.9 15.6
L ND ND 0.3 17.6 32.2
CO2 ND 1.3 2.1
0.6 4.2 10.6 27.2 1.3
ND
a 10%TAR
4.5 cm
10 [Mb-14C] 53 mg/L
25+ 1 29
15 45.7%TAR
52.4%TAR
15 20.7%TAR 75.3%TAR
H 15.9%TAR B
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C D E G K L Ab Ad Ae Af Ah

7.1 13.9
2 10
60% 25+ 2
19 [Cb-14C] [Mb-14C]
0.3 mg/kg 181
16
90 26.2%TAR
28.5%TAR C D 58.9%TAR
12.6%TAR B w
14CO2 [Mb-14C] 0.1%TAR
181 6.0%TAR
6.3%TAR 7.8%TAR 8.2%TAR 0.05%TAR
52.0 2 11
16 %TAR
0 30 90 181
100 97.7 92.7 83.0
99.7 72.6 26.2 11.8
B ND 5.9 4.0 0.9
[Cb-14C] C ND 16.3 51.9 54.9
D ND 1.6 8.1 12.6
W ND 1.1 2.3 2.5
CO2 ND ND ND
0.4 3.3 7.6 14.5
96.6 94.2 90.5 81.8
95.4 70.8 28.5 8.77
B 0.2 6.60 4.8 0.9
[Mb-14C] C 0.74 | 131 | 50.0 | 58.9
D ND 2.5 5.9 10.5
W ND 0.8 14 2.6
CO:2 0.1 0.1 0.1
1.2 3.7 7.8 13.8
ND
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pF 2 [Cb-14C]
[Mb-14C] 0.3 mg/kg
20+ 2 30
122 /
17
122 71.9%TAR 74.4%TAR B C D
w 3.5%WTAR 9.0%TAR 8.9%TAR 1.6%TAR
498 2 12
17 %TAR
a 0 30 37(7) 61(31) | 157(122)
0.6 0.3 0.6
92.5 90.1 94.4 94.5 93.0
90.9 79.5 93.2 88.1 74.4
[Cb-14C] B ND 1.2 35 ND ND
C ND 2.0 6.5 6.7 7.3
D ND ND ND ND 7.0
W ND N ND ND 1.6
CO: ND ND ND ND
6.9 11.4 4.5 3.7 55
0.5 0.7 14
91.8 90.9 94.3 93.6 91.0
90.9 82.8 85.5 77.6 71.9
[Mb-14C] B ND 15 1.6 0.9 ND
C ND 2.3 3.7 8.6 7.4
D ND ND ND ND 8.9
W ND ND ND ND 14
CO2 ND ND ND 0.1
7.1 10.9 4.0 3.6 4.8
ND
[Cb-14C] [Mb-14C]
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3 mg/cm? 20 2 15
33.9 42.2 W/m? 290 nm
15 71.1%TAR
84.2%TAR C 13.1%TAR 14CO:
5.0%TAR
15 3. 7%TAR 6.1%TAR
15 97.6%TAR 98.5%TAR
41.9 203
2 13
[Cb-14C] 5
18 2 14
18
Kadsg Kadsgq, Kdesg Kdesgq
389 35,400 1,140 104,000
291 7,460 1,110 28,500
700 20,000 3,950 113,000
371 15,500 956 39,800
1,120 38,600 1,480 51,000
Kadse  Freundlich Kadsgge
Kdese  Freundlich Kdesgqc
C
C 3
19 2 15
19 C
Kadsg Kadsgqc Kdesg Kdesgqc
460 15,300 424 14,100
299 9,350 455 14,200
150 9,360 200 12,500
Kadse  Freundlich Kadsgqe
Kdese  Freundlich Kdesgqc
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pH 4.0 pH 7.0 pH 9.0
[Cb-14C] [Mb-14C]
0.025 mg/L 25+ 1 30
pH 7.0 9.0
pH 4.0 30
21.9%TAR 24.7%TAR C
30.2%TAR 54 5%TAR 14.3
30
2 16
pH 7.0 [Cb-14C] [Mb-14C]
0.0256 0.0262 mg/L 25+ 2 7
425 W/m?2 290 nm
7 49.9%TAR 55.9%TAR
C 7 35.1%TAR 43.4%TAR
B D \Y/
8.5 36.7
2 17
pH 7.51 7.69 [Cb-14C]
[Mb-14C] 0.0241 0.0259 mg/L
25+ 2 7 425 W/m?2 290 nm
7 47 2%TAR 53.8%TAR
C 5 18.9%TAR BDG
\Y/ Ad
5.6 24.0
2 17
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B C D
20 2 18
20
150 g ai /ha @ 7 54
2 ) 22 39
a 10%
3
3
5.23 mg/kg 2 19 20
3
21
4
21
(65 )
( 55.1 kg) | ( 16.5kg) | ( 58.5 kg) | ( 56.1 kg)
gl /) 142 62.3 138 163
22 2 21
22
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(1) (mgrkg )
( ) | (mg/kg ) | (mg/kg )
2,000
(Irwin )
0 200 600
SD
5 2,000
2,000
1 «( )
2,000
19%MC
23 2 22 24
23
LDso (mg/kg )
SD 2,000 mg/kg
*a >2,000
3
D
| S ; >2,000 | >2,000
Wistar LCso (mg/L)
¢ |Hannover
>5.27 >5.27
3
/
a 19%MC
b 195MC 24
¢ 4
B C D
24 2 25 30
24 /
| \ \ |LDso(mg/kg )|
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B* ICR >2,000
Cc* SD >2.000
SD 300
D*
. 3 2,000
300 mg/kg
|
CR >2.000
5
SD
* 2
3 >2,000
* ICR >2,000
5 H
1%MC
SD 10 0 125 500
2,000 mg/kg
2,000 mg/kg
2 31
NzZW
24
Hartley Maximization
2 32 34
90
WisterWistar Hannover 10 0
200 2,000 20,000 ppm 25 90
25 90
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200 ppm 2,000 ppm | 20,000 ppm
14 140 1,430
(mg/kg /) 17 174 1,670
26
20,000 ppm 2,000 ppm
2,000 ppm
200 ppm 14
mg/kg / 17 mg/kg / 2 35
26 90
20,000 Ht Hb RBC
ppm
2,000 pH a
ppm
a§
§8§
200 ppm
PAS o)
$ 2,000 ppm
88
90 2
ICR 12 0O 80 800 8,000
ppm 27 90
27 90
80 ppm 800 ppm 8,000 ppm
12.0 123 1,170
(mg/kg /) 15.0 144 1,350
28
80 ppm 800 ppm
8,000 ppm

29



© 00 N O 01 b~

10
11
12
13
14
15
16
17

18
19
20
21
22
23
24
25

26
27

28

2017/10/12 153

2 36
28 90
8,000 ppm 8,000 ppm
AST
800 ppm
80 ppm T.Chol
90
4 0 100 300
1,000 mg/kg / 90
1,000 mg/kg /
2 37
90
SD 10 0 160 1,600 16,000
ppm 29 90
29 90
160 ppm 1,600 ppm | 16,000 ppm
9.96 102 1,030
(mg/kg /) 12.2 121 1,190
30
16,000 ppm
1,600 ppm 102 mg/kg / 121 mg/kg
/ 2
38
30 90
16,000 ppm a8 a8
1,600 ppm
a O

§

30
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21
SD 6 0 100 300 1,000 mg/kg/
6 / 7 21
1,000 mg/kg /
2 39
1
4 0 10 100
1,000 mg/kg / 1
31
1,000 mg/kg / T.Chol
100 mg/kg / 2
40
31 1
1,000 mg/kg / T.Chol a
pH ALT
/ T.Chol 8
/
100 mg/kg /
a 100 10 mg/kg /
1,000 mg/kg /
8
2 /
Wistar Hannover 50
20 0 20 200 2,000 20,000 ppm
32 /
32 2 /
20 ppm 200 ppm | 2,000 ppm [20,000 ppm
1.0 10.3 103 1,050
1.4 13.9 134 1,350
(mg/kg /) 0.85 8.6 89 899
1.2 12.1 120 1,250
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33
34
Peto
2,000 ppm 20,000 ppm
2,000 20,000 ppm 16% 28% 20,000
ppm 10% 0% 15.3% 0% 10.0%
200 ppm
20 ppm 0.85 mg/kg / 1.2 mg/kg
/ 2 41
14.(2)
33 2 /
20,000 RBC Hb Ht RBC Hb Ht
ppm WBC Lym Mon Neu LUC
/
/
/
/
/ s /
/ c
/
2,000 ppm a ( 1
104 )

32
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200 ppm
c / b8§§
/ b
20 ppm
a 20,000 ppm 0 28 28 92 0 104 2,000 ppm 28 92
b PAS o)
c o)
§
8 200 ppm
34
(ppm) 0 20 | 200 | 2,000 | 20,000 | O 20 | 200 | 2,000 | 20,000
50 | 49 | 50 50 50 49 | 50 | 50 50 50
3" 5 4 8 14 0 1 3 0 5
1 0 2 2 2 0 0 1 1 0
4" 5 6 10 16 0 1 4 1 5
*  Peto p<0.05
18
ICR 51 0O 10 100 1,000
8,000 ppm 35 18
35 18
10 ppm 100 ppm 1,000 ppm | 8,000 ppm
0.99 10.1 104 877
(mg/kg /) 1.10 111 114 951
36
37
100 ppm
1,000 ppm
Peto 8,000 ppm
23.5% —  9.8% 5.8%
26% 0% 10% —
33.3% 5.9% 32%
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100 ppm 1,000 ppm
10 ppm 0.99 mg/kg
/ 100 ppm 11.1 mg/kg / 2
42
14_.(3)
36 18
8,000 ppm 0 78
1,000 ppm
100 ppm 100 ppm
§
10 ppm
§ 1,000 ppm
37
ppm 0 10 100 |1,000|8,000| O 10 100 | 1,000 | 8,000
51 51 51 51 51 50 51 51 51 51
2%* 4 1 8 12 0 0 0 0 1
— 2 0 0 2 5 0 0 0 0 1
— 47> 4 1 10 17 0 0 0 0 2
** Peto p<0.01
2
Wistar Hannover P 28 F1
24 0 10 20 60 200 ppm
38 2 F2
400 ppm
200 ppm
38 2
10 ppm 20 ppm 60 ppm | 200 ppm
P 0.82 1.6 4.7 16.2
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0.90 1.8 55 18.2
(mg/kg /) E 0.97 1.9 55 19.2
' 1.11 2.1 6.2 20.1
200 ppm Fi
200 ppm F1 5
9 13 Fi
60 ppm F2 200 ppm F2
60 ppm P 4.7 mg/kg /
F1 5.5 mg/kg / 200 ppm P 18.2 mg/kg / F1
20.1 mg/kg / 20 ppm P 1.6 mg/kg / F1
1.9 mg/kg / 60 ppm P 5.5 mg/kg /I F1  6.2mg/kg
/
2 43
Wistar Hannover 20 5 19
0 100 300 1,000 mg/kg 1% MC
39
300 mg/kg /
1,000 mg/kg / 100
mg/kg / 2 44
39
1,000 mg/kg / 1,000 mg/kg /
300 mglkg  / ( )
100 mg/kg /
NZW 24 6 27 0 100 300
1,000 mg/kg / 1% MC
40

1,000 mg/kg

/
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300 mg/kg /
2 45
40
1,000 1 23 ) a
mglkg  / 1 20 ) [ (
] 27
5 [ (2
19 22 ) (1 19 )
1
19 )]
( 12 )
( 14 )
( 8 )
300
mg/kg /
[ 1]
41
2 46 52
41
Salmonella typhimurium 5 5,000 mg/ (+/-S9)2
(TA98 TA100 TA1535 1.5 5,000 mg/
TA1537 ) (+/-S9)a
Escherichia coli
in (WP2uvrA )
. 25 300 mg/mL(+S9)
vitro

(L5178Y TK*-)

3 )

5 150 mg/mL(—S9)
3 )

5 40 mg/mL(-S9)
(24 )
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50 400 mg/mL(+S9)
3 18
)
25 300 mg/mL(—S9)
3 18
)
5 25 mg/mL(-S9)
(21 )
Wistar Hannover 500 1,000 2,000 mg/kg
( ) (21 2
( 5 ) 3 )
Wistar Hannover 500 1,000 2,000 mg/kg
() (21 2
in ( 5 ) 3 )
Vivo ICR 500 1,000 2,000 mg/kg
( ) (21 2
( 6 ) 3 )
ICR 500 1,000 2,000 mg/kg
( ) (24 2
( 6 ) 24 )
+/-S9
a +S9 500 mg/ -S9 150 mg/
B C D
42 2 53
58
42
S. typhimurium 5 5,000 mg/ (+/-S9)*
(TA98 TA100 TA1535 1.5 5,000 mg/ (+/-S9)
B TA1537 )
E. coli
(WP2uvrA )
S. typhimurium 2.44 78.1 mg/ (-S9)
(TA98 TA100 TA1535 (2.44 78.1mg/ (+S9)
C TA1537 ) (TA1535 TA1537 )
E. coli 9.77 313 mg/ (+S9)
(WP2uvrA ) (TA98 TA100 WP2uvrA )
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S. typhimurium 156 5,000 mg/ (+/-S9)
(TA98 TA100 TA1535 |(TA98 WP2uvrA )
TA1537 ) 39.1 1,250 mg/ (+/-S9)
E. coli (TA1535 TA1537 )
(WP2uvrA ) 39.1 1,250 mg/ (-S9)
(TA100 )
156 5,000 mg/ (+S9)
(TA100 )
S. typhimurium 5 5,000 mg/ (+/—-S9)
(TA98 TA100 TA1535
TA1537 )
E. coli
(WP2uvrA )
S. typhimurium 2.44 78.1 mg/ (+/-S9)
(TA98 TA100 TA1535 |(TA1535 TA1537 )
TA1537 ) 9.77 313 mg/ (+/-S9)
E. coli (TA98 TA100 WP2uvrA )
(WP2uvrA )
S. typhimurium 5 5,000 mg/ (+/-S9)*
(TA98 TA100 TA1535 5 5,000 mg/ (+/-S9)
TA1537 )
E. coli
(WP2uvrA )
+/-S9
2 400 ppm
Wistar Hannover 14 16 0
14 0 400 ppm 27.5 mg/kg
/ 52.3 mg/kg /
43
C D
43
(ppm)
C/C T/IC CIT TIT
0 400 0 400
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0 400 400
C/C T/C
C/IT T/C
44
7
0 14 cIT T/T
4
C D
C D CIT
T
C
59
44 mg/g
c/C TIC cT | TIT

2.02
21 3.25 217
; ND 007 | 721 | 810
1.86 ND 006 | 627 | 826
y ND 005 | 7.43 | 5099
111 ND 005 | 7.40 | 571
1.89
21 2.83 2.04
c ] ND 063 | 505 | 6.05
212 ND 050 | 461 | 590
" ND 031 | 642 | 566
0.95 ND 027 | 651 | 535
0.80
21 0.28 0.83
5 ; ND 019 | 3.71 | 357
017 ND 018 | 335 | 3.44
" ND 013 | 487 | 321
0.07 ND 010 | 416 | 311
ND ND 248 | 283
C 14 ND ND 11.7 | 137
D ND ND 0.3 ND
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uGT

ND
2 / 11.(2)
Wistar Hannover
28 0 20 20,000 ppm
0 20 1,830 mg/kg
45
20,000 ppm UGT
2 60
45
20,000 ppm ( 7 )
( 7 14 )
Ts  (53.5%)
UGT (56.4%)
20 ppm
18 [11.(3)]
ICR 20 28
8,000 ppm 0 1,210 mg/kg
5 4 5 9
46
LH FSH
3/10
LH

40
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2 61
46
28 4 9
10/10 3/5 0/5
10/10 0/5 0/5
10/10 0/5 0/5
10/10 0/5 0/5
Hershberger
Wistar Hannover 6 1 1 10
0 300 1,000 mg/kg / Hershberger
0.4
mg/kg / 1 1 10
2 62
Hershberger
Wistar Hannover 6 1 1 10
0 100 300 1,000 mg/kg /
0.4 mg/kg /
Hershberger 3 mg/kg /
0.4 mg/kg /
1 1 10
2 63
20 Wistar
Hannover 6 1 1 3
0 300 1,000 mg/kg /
0.6 mg/kg / 1 1
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Hannover
0 100 300
0.6 mg/kg

6
1,000
/

42

/

/

20

Wistar
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14C
48
12.2%

153

168

14C

ADI

ADI
ADI

17.6% 27.4%

B CDEGM

10%TRR
5.23 mg/kg

/

18
47

0.85 mg/kg /
100 0.0085 mg/kg /
ARfD

43

0.0085 mg/kg /
/

0.85 mg/kg /
100

2.7%
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ARfD
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47
(mg/kg /) |(mg/kg /[ )|(mg/kg [/ )
0 200 2,000 14 140
9 20,000 ppm 17 174
0 14 140
1,430
0 17 174
1,670
0 160 1,600 102 1,030
9 16,000 ppm 121 1,190
0 9.96 102
1,030
0 122 121
1,190
0 20 200 2,000 0.85 8.6
2 20,000 ppm 1.2 12.1
/ 0O 085 8.6
89 899
0 1.2 121
120 1,250
0 10 20 60
200 ppm P 4.7 P 16.2
P 0 082 16 |P 18.2 P -
4.7 16.2 F1 5.5 F1 19.2
P 0 090 18 |k 20.1 F1 -
55 18.2
2 F. 0 0.97 1.9
55 19.2 P 1.6 P 4.7
Fi 0111 21 |P 5.5 P 18.2
6.2 20.1 F1 1.9 F1 5.5
F1 6.2 F1 20.1
0 100 300 1,000 1,000 -
100 300
18 0 10 100 1,000 0.99 10.1
8,000 ppm 11.1 114
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(mglkg

/)

(mglkg /)| (mgkg /)

1

0 0.99
104 877

0 1.10
114 951

10.1

111

0 100 300

1,000

1000
1000

300
300

90

0 100 300

1,000

1,000
1,000

0 10 100

1,000

100
100

1,000
1,000

T.Chol

ADI

NOAEL 0.85
SF 100
ADI 0.0085

ADI

2 /

ADI

1)

SF

NOAEL

46
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CM-2

4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl)- N-formyl-2-
methylbenzamide

CM-3

4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl)-2-methylbenzamide

CM-4

4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl)-2-methylbenzoic
acid

CM-5

4-(3-(3,5-dichlorophenyl)-4,4,4-trifluoro-3-
hydroxybutanoyl)-N-[(E2D)-
(methoxyimino)methyl]-2-methylbenzamide

CM-6

4-(3-(3,5-dichlorophenyl)-4,4,4-trifluoro-3-
hydroxybutanoyl)-/N-formyl-2-
methylbenzamide

CM-7

4-(3-(3,5-dichlorophenyl)-4,4,4-trifluoro-3-
hydroxybutanoyl)-2-methylbenzamide

CM-8

4-(3-(3,5-dichlorophenyl)-4,4,4-trifluoro-3-
hydroxybutanoyl)-2-methylbenzoic acid

CM-9

4-(3-(3,5-dichlorophenyl)-4,4,4-trifluoro-1,3-
dihydroxybutyl)-N-[( E2)-(methoxyimino)
methyl]-2-methylbenzamide

CM-11

4-(3-(3,5-dichlorophenyl)-4,4,4-trifluoro-1,3-
dihydroxybutyl)-2-methylbenzamide

CM-12

4-(3-(3,5-dichlorophenyl)-4,4,4-trifluoro-1,3-
dihydroxybutyl)-2-methylbenzoic acid

CM-13

4-(5-(3,5-dichloro-4-hydroxyphenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)- V-
[(ED)-(methoxyimino)methyl]-2-
methylbenzamide

CM-14

4-(5-(3,5-dichloro-4-hydroxyphenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)- V-
formyl-2-methylbenzamide

CM-15

4-(5-(3,5-dichloro-4-hydroxyphenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)-2-
methylbenzamide

CM-19

4-(3-(3,5-dichloro-4-hydroxyphenyl)-4,4,4-

a7
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trifluoro-3-hydroxybutanoyl)-2-
methylbenzamide
4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-
\/ CM-22 4,5-dihydroisoxazol-3-yl)- A-methoxy-2-
methylbenzamide
W CM-23 4-(5-(_3,5-d|c_hIorophenyl)-5-(tr|fluoromethyl)-
4,5-dihydroisoxazol-3-yl)-2-methylbenzoate
4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-
X CM-24 4,5-dihydroisoxazol-3-yl)- N-[( E2)-
(hydroxyimino)methyl]-2-methylbenzamide
Y C-1 1-(3,5-dichlorophenyl)-2,2,2-trifluoroethanol
Ab M-1 4-acetyl-N-[( EZ)-(methoxyimino)methyl]-2-
methylbenzamide
Ad M-3 4-acetyl-2-methylbenzamide
Ae M-4 4-acetyl-2-methylbenzoic acid
Af M5 4-(1-hydroxyethyl)-N-[( ED)-
(methoxyimino)methyl]-2-methylbenzamide
Ah M-7 4-(1-hydroxyethyl)-2-methylbenzamide

48
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ai

active ingredient

ALT

GPT

AST

GOT O

AUC

BCF

Cmax

FSH

Hb

HPLC

Ht

PCV

LH

LUC

Lym

MC

Mon

Neu

PEC

PHI

PLT

PT

RBC

Ret

Tz

T3

Ta

TAR

T.Chol

Tmax

TRR

TSH

UGT
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3
(mg/kg)
( ) PHI
( ) (gaitha) | () | ()
7 <0.01 <0.01
1 95EC 2 14 <0.01 <0.01
( ) 21 <0.01 <0.01
( ) 7 <0.01 <0.01
25 1 91EC 2 14 <0.01 <0.01
21 <0.01 <0.01
7 <0.01 <0.01
( ) ( ) 1 85EC 2 14 <0.01 <0.01
25 21 <0.01 <0.01
7 <0.01 <0.01
1 100EC 2 14 <0.01 <0.01
( ) 21 <0.01 <0.01
( ) 7 <0.01 <0.01
25 1 116 EC 2 14 <0.01 <0.01
21 <0.01 <0.01
1 100EC 2 7 <0.01 <0.01
( ) 1 122 EC 2 7 <0.01 <0.01
( ) 1 100EC 2 7 <0.01 <0.01
26 1 104 EC 2 7 <0.01 <0.01
( ) 7 <0.01 <0.01
( ) 1 100EC 2 14 <0.01 <0.01
25 21 <0.01 <0.01
( ) 7 0.78 0.76
( ) 1 100EC 2 14 0.42 0.42
25 21 0.37 0.35
( ) 7 <0.01 <0.01
( ) 1 100EC 2 14 <0.01 <0.01
25 21 <0.01 <0.01
( ) 7 2.38 2.36
( ) 1 100EC 2 14 1.63 1.62
25 21 1.48 1.46
1 143 EC 2 7 0.01 0.01
( ) 1 150EC 2 7 0.03 0.03
( ) 1 125EC 2 7 0.03 0.03
26 1 150EC 2 7 0.03 0.03
1 143 EC 2 7 3.45 3.44
( ) 1 150EC 2 7 2.06 2.04
( ) 1 125EC 2 7 1.60 1.60
26 1 150EC 2 7 3.68 3.64
7 0.08 0.08
( ) ( ) 1 149EC 2 14 0.04 0.04
25 21 0.01 0.01
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(mg/kg)
( ) PHI
( ) (gai/ha) | ()| ()
7 0.42 0.42
1 109 EC 2 14 0.07 0.07
21 0.01 0.01
1 143 EC 2 7 0.16 0.16
( ) 1 84 EC 2 7 0.33 0.32
«( ) 1 125 EC 2 7 0.16 0.16
26 1 116 EC 2 7 0.12 0.12
7 0.19 0.19
1 127,142% 1 2 14 0.03 0.03
( ) 111, 127E€ 2 21 <0.01 <0.01
( ) 7 0.53 0.53
25 1 100 EC 2 14 0.16 0.16
21 0.04 0.04
1 147 EC 2 7 0.03 0.03
( ) 1 134 EC 2 7 0.09 0.08
( ) 1 119EC 2 7 0.11 0.11
26 1 147 EC 2 7 0.02 0.02
121 EC 7 0.26 0.26
L 121 EC 5 14 0.10 0.10
104 EC 21 <0.01 <0.01
104 EC 28 <0.01 <0.01
137EC 7 0.16 0.16
( ) L 137EC ) 14 0.06 0.06
( ) 109 EC 21 <0.01 <0.01
25 109 EC 28 <0.01 <0.01
7 0.83 0.82
14 0.35 0.35
1 141%¢ 2 21 0.01 0.01
28 <0.01 <0.01
3 2.86 2.78
1 125EC 2 7 1.43 1.41
( ) 14 0.92 0.90
( ) 3 0.55 0.54
25 1 125 EC 2 7 0.69 0.68
14 0.07 0.07
1 144 EC 2 3 0.13 0.13
( ) 1 143 EC 2 3 0.12 0.12
(¢ ) 1 148 EC 2 3 0.43 0.42
26 1 116 EC 2 3 0.94 0.94
3 4.42 4.39
( )Y ) 1 100 EC 2 7 2.22 2.19
26 14 1.05 1.04

51




2017/10/12

153
(mg/kg)
( ) PHI
( ) (9 ai/ha) ()] C)
3 5.23 5.22
1 90 EC 2 7 4.42 4.37
14 3.36 3.34
3 1.51 1.50
1 92 EC 2 7 1.20 1.20
( ) 14 0.89 0.89
( ) 3 2.53 2.48
26 1 77EC 2 7 1.40 1.36
12 0.73 0.72
7 <0.01 <0.01
1 100 EC 2 14 <0.01 <0.01
( ) 21 <0.01 <0.01
( ) 7 <0.01 <0.01
26 1 88 EC 2 14 <0.01 <0.01
21 <0.01 <0.01
1 90 EC 2 7 <0.01 <0.01
( ) 1 100 EC 2 7 <0.01 <0.01
( ) 1 91EC 2 7 <0.01 <0.01
27 1 84 EC 2 7 <0.01 <0.01
7 0.21 0.20
14 0.05 0.05
1 945 2 21 0.02 0.02
( ) 28 <0.01 <0.01
( ) 7 0.58 0.57
25 14 0.15 0.15
1 93 = 2 21 0.07 0.07
28 0.02 0.02
1 97EC 2 7 0.13 0.13
1 100EC 2 7 0.09 0.09
( )2(6 ) 1 96 EC 2 7 0.02 0.02
1 95 EC 2 7 0.47 0.47
1 0.24 0.24
3 0.21 0.20
1 130EC 2 7 0.20 0.20
14 0.18 0.18
( ) 28 0.05 0.05
( ) 1 0.31 0.30
25 3 0.28 0.28
1 141Ec 2 7 0.21 0.21
14 0.19 0.19
28 0.19 0.18
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(mg/kg)
( ) PHI
( ) (gai/ha) | ()| ()
1 0.48 0.48
3 0.43 0.42
1 131EC 2 7 0.37 0.36
14 0.26 0.26
28 0.17 0.17
148 EC 2 1 0.31 0.31
( ) ) 135EC 2 1 0.23 0.23
26 133 EC 1 0.42 0.42
1 0.39 0.39
3 0.31 0.31
! 130 2 7 0.24 0.24
14 0.11 0.11
1 0.17 0.17
) 3 0.15 0.15
) ! 131% 2 7 0.05 0.05
25 14 0.02 0.02
1 0.61 0.60
3 0.58 0.58
! 1255 2 7 0.42 0.42
14 0.16 0.16
1 0.09 0.09
3 0.07 0.07
! 115, 12971 2 7 0.04 0.04
) 14 <0.01 <0.01
) 1 0.06 0.06
26 3 0.05 0.05
! 1255 2 7 0.02 0.02
14 <0.01 <0.01
1 111EC 2 1 0.06 0.06
) 1 104 EC 2 1 0.09 0.08
) 1 150 EC 2 1 0.07 0.07
27 1 142 EC 2 1 0.13 0.13
1 0.15 0.15
1 134 EC 2 3 0.05 0.05
) 7 0.01 0.01
) 1 0.22 0.22
26 1 140EC 2 3 0.09 0.09
7 0.01 0.01
1 113, 141Ec | 2 1 0.13 0.13
) 1 148 EC 2 1 0.10 0.10
) 1 139 EC 2 1 0.05 0.05
27 1 140 EC 2 1 0.15 0.15
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(mg/kg)
( ) PHI
( ) (gaitha) | () | ()

1 <0.01 <0.01

) 3 <0.01 <0.01
) 1 135%¢ 2 7 <0.01 <0.01
26 14 <0.01 <0.01
1 0.06 0.06

) 3 0.04 0.04
) 1 135%¢ 2 7 0.02 0.02
26 14 <0.01 <0.01
1 <0.01 <0.01

) 3 <0.01 <0.01
) 1 130%¢ 2 7 <0.01 <0.01
26 14 <0.01 <0.01
1 0.03 0.03

) 3 0.02 0.02
) 1 130%¢ 2 7 0.02 0.02
26 14 0.01 0.01
1 139EC 2 1 <0.01 <0.01

) 1 134 EC 2 1 <0.01 <0.01
) 1 139EC 2 1 <0.01 <0.01
27 1 140 EC 2 1 <0.01 <0.01
1 139EC 2 1 0.06 0.06

) 1 134 EC 2 1 0.05 0.05
) 1 139EC 2 1 0.08 0.08
27 1 140EC 2 1 0.04 0.04
1 <0.01 <0.01

) 115EC 2 3 <0.01 <0.01
) 7 <0.01 <0.01
25 114€EcC 2 14 <0.01 <0.01
1 0.10 0.10

) 1 115EcC 2 3 0.08 0.08
) 7 0.06 0.06
25 114EC 2 14 0.03 0.02
1 <0.01 <0.01

) 3 <0.01 <0.01
) 1 139%¢ 2 7 <0.01 <0.01
25 14 <0.01 <0.01
1 0.13 0.13

) 3 0.17 0.16
) 1 139%¢ 2 7 0.17 0.17
25 14 0.13 0.13
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(mg/kg)

( ) PHI

( ) (gaitha) | () | ()
1 <0.01 <0.01
) 116EC 3 <0.01 <0.01
) 7 <0.01 <0.01
25 117EcC 14 <0.01 <0.01
1 0.09 0.09
) 116 EC 3 0.11 0.10
) 7 0.06 0.06
25 117€EC 14 0.06 0.06
72 <0.01 <0.01
100 EC 14 <0.01 <0.01
) 21 <0.01 <0.01
( ) 72 <0.01 <0.01
25 95EC 14 <0.01 <0.01
21 <0.01 <0.01
72 <0.01 <0.01
92EC 14 <0.01 <0.01
21 <0.01 <0.01
72 <0.01 <0.01
95EC 14 <0.01 <0.01
) 21 <0.01 <0.01
( ) 72 <0.01 <0.01
26 100EC 14 <0.01 <0.01
21 <0.01 <0.01
72 0.01 0.01
90 EC 14 <0.01 <0.01
21 <0.01 <0.01
1 0.48 0.46
87 EC 3 0.36 0.35
7 0.26 0.26
1 0.69 0.67
; 85 EC 3 0.56 0.56
25 7 0.45 0.44
1 0.28 0.28
90 EC 3 0.44 0.44
7 0.31 0.30
1 1.42 1.37
100EC 3 1.32 1.28
) 7 1.28 1.26
) 1 0.15 0.14
25 94 EC 3 0.17 0.16
7 0.12 0.11
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(mg/kg)
( ) PHI
( ) (gaifha) | ()| ()
1 0.48 0.48
3 0.41 0.40
EC
100 7 0.22 0.22
14 0.11 0.10
1 1.68 1.67
) — 3 0.84 0.84
) 7 0.63 0.62
25 14 0.33 0.33
1 0.26 0.26
93 EC 3 0.23 0.23
7 0.16 0.16
14 0.09 0.09
1 0.33 0.32
90 EC 3 0.28 0.28
7 0.29 0.28
14 0.08 0.08
1 0.48 0.48
) 89 EC 3 0.46 0.46
) 7 0.23 0.22
25 14 0.11 0.10
1 0.23 0.23
g3 £C 3 0.23 0.23
7 0.11 0.11
14 0.03 0.03
a
161 7 11.9 11.9
¢ ) ) P 14 3.06 2.97
25 21 0.20 0.20
a
161 7 0.23 0.23
¢ ( P 14 0.05 0.05
25 21 <0.01 <0.01
72 12.6 12.4
( ) ) 160 EC 14 0.76 0.76
25 21 0.08 0.08
72 0.17 0.17
( ( 160 EC 14 <0.01 <0.01
25 21 <0.01 <0.01
72 11.6 11.2
EC
167 14 1.40 1.37
a
) lopEc 7 10.9 10.6
) 14 1.84 1.81
26 72 3.22 3.21
EC
1l 14 0.55 0.54
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(mg/kg)
( ) PHI
( ) (gaitha) | ()| ()
72 6.74 6.72
EC
! 193 14 0.61 0.58
72 0.11 0.11
1 167 EC
( ) 14 0.01 0.01
( ) o 72 0.10 0.10
26 ! 192 14 0.01 0.01
EC 10%
PHI PHI
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4
1 6 65

55.1 kg 16.5 kg 58.5 kg 56.1 kg

(mg/kg) ff ff ff ff

/)| /) @ /)| /)@ /)| /)] @ /)]0 /)
0.03 33.0 0.99 11.4 0.34 20.6 0.62 45.7 1.37
3.64 1.7 6.19 0.6 2.18 3.1 11.3 2.8 10.2
0.42 17.7 7.43 5.1 2.14 16.6 6.97 21.6 9.07
0.53 24.1 12.8 11.6 6.15 19.0 10.1 23.8 12.6
0.82 0.5 0.41 0.2 0.16 0.1 0.08 0.5 0.41
0.82 5.2 4.26 3.3 2.71 5.5 4,51 5.7 4.67
5.22 9.6 50.1 4.4 23.0 11.4 59.5 9.2 48.0
0.57 9.4 5.36 3.7 211 6.8 3.88 10.7 6.10
0.48 32.1 154 19.0 9.12 32.0 154 36.6 17.6
0.60 4.8 2.88 2.2 1.32 7.6 4.56 4.9 2.94
0.13 12.0 1.56 2.1 0.27 10.0 1.30 17.1 2.22
0.22 20.7 4.55 9.6 211 14.2 3.12 25.6 5.63
0.08 7.6 0.61 5.5 0.44 14.4 1.15 11.3 0.90
0.17 3.5 0.60 2.7 0.46 4.4 0.75 4.2 0.71
1.37 1.6 2.19 0.5 0.69 0.2 0.27 2.4 3.29
0.67 2.4 1.61 1.1 0.74 0.1 0.07 3.2 21.4
1.67 1.7 2.84 1.0 1.67 0.6 1.00 2.7 4,51
0.48 5.4 2.59 7.8 3.74 5.2 2.50 5.9 2.83
2.97 6.6 19.6 1.0 2.97 3.7 11.0 9.4 27.9
142 62.3 138 163
3
ff 17 19 66 g/ /
mg
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2.

3. NC-515: Metabolism in Rats after Single Oral Doses GLP Envigo CRS
Ltd. 2015

4. NC-515: Metabolism in Rats after Repeat Oral Dosing GLP Envigo
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10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

CRS Ltd. 2015

NC-515: Pharmacokinetics in Rats after Single Intrevenous Doses GLP

Huntingdon Life Sciences Ltd. 2014
NC-515: Metabolism in Lettuces (Boston Lettuces) GLP
2015
NC-515: Metabolism in Strawberries GLP
2014

NC-515: Metabolism in Eggplants GLP
2014
NC-515: Route and Rate of Degradation in Aerobic Aquatic Soil

2014
NC-515: Rate of Degradation in Aquatic Sediment GLP

2015
NC-515: Route and Rate of Degradation in Aerobic Soil GLP

2015

NC-515: Route and Rate of Degradation in Anaerobic Soil GLP
Huntingdon Life Sciences 2015
NC-515: Soil Photolysis GLP Huntingdon Life Sciences 2015

NC-515: Adsorption/Desorption in Five Soils GLP
2015
CM-3 (Metabolite of NC-515): Adsorption Desorption on Soil GLP
Envigo CRS Ltd. 2015
NC-515: Hydrolysis GLP 2014

NC-515: Photodegradation in Water GLP
2015

NC-515

NC-515 GLP

59



© 0 N O O b W DN P

W W W W W W W WDNDNDNDNDNDDNDNDDNDNDNDNMNMNDNMNDNEPEPRPEPERPPEPRPEPRPPEPPRPRPRPPER
~N~N o o0 WNPEFPE OO 0o NO OO P WODNPFPEP O O oo NO OO DN PR O

2017/10/12 153

20.

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

2016
NC-515 2013 2014

NC-515 GLP
2015
NC-515: Acute Oral Toxicity to the Rat (Acute Toxic Class Method) GLP
Huntingdon Life Sciences 2013

NC-515: Acute Dermal Toxicity to the Rat GLP Huntingdon Life
Sciences 2013
NC-515: Acute (Four-Hour) Inhalation Study in Rat GLP Huntingdon
Life Sciences 2014
CM-2
2015
Acute Oral Toxicity Study of CM-3 in Rats GLP
2015
CM-4
2016
CM-27
2015
Acute Oral Toxicity Study of CM-29 in Rats GLP BoZo Research Center
Inc 2016
M-10
2015
NC-515: Neurotoxicity Study by a Single Oral Administration to

Sprague-Dawley Rats followed by a 14-Day Observation Period GLP
Huntingdon Life Sciences 2015

NC-515: Skin Irritation to the Rabbit GLP Huntingdon Life Sciences
2014

NC-515: Eye Irritation to the Rabbit GLP Huntingdon Life Sciences
2014

NC-515: Delayed Dermal Sensitisation Study in Guinea Pigs (Magnusson and
Kligman Test) GLP Research Toxicology Centre S.p.A. 2014
NC-515 : Toxicity Study by Dietary Administration to Han Wistar Rats for 13

Weeks GLP Huntingdon Life Sciences 2014
NC-515 : Preliminary Toxicity Study by Dietary Administration to CD-1 Mice
for 13 Weeks GLP Huntingdon Life Sciences 2014
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37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

4.

NC-515 : Toxicity Study by Oral Capsule Administration to Beagle Dogs for 13

Weeks GLP Huntingdon Life Sciences 2014
NC-515: Neurotoxicity Study by Dietary Administration to Sprague-Dawley
Rats for 13 weeks GLP Huntingdon Life Sciences 2015
NC-515 21 GLP
2015

NC-515: Toxicity Study by Oral Capsule Administraton to Beagle Dogs for 52
Weeks GLP Envigo CRS Ltd. 2015
NC-515: Combined Carcinogenicity and Toxicology Study by Dietary
Administration to Han Wistar Rats for 104 weeks GLP Envigo CRS
Ltd. 2016
NC-515: Carcinogenicity Study by Dietary Administration to CD-1 Mice for 78
weeks GLP Envigo CRS Ltd. 2016
NC-515: Two Generation Reproduction Performance Study by Dietary
Administration to Han Wistar Rats GLP Envigo CRS Ltd. 2016
NC-515 GLP

2014
NC-515 GLP

2015
NC-515: Bacterial Reverse Mutation Test GLP Huntingdon Life

Sciences 2014
NC-515: In Vitro Mutation Test Using Mouse Lymphoma L5178Y Cells GLP

Huntingdon Life Sciences 2014
NC-515: In Vitro Mammalian Chromosome Aberration Test in Human
Lymphocytes GLP Huntingdon Life Sciences 2014
NC-515: CD1 Mouse in Vivo Micronucleus Test GLP Huntingdon Life
Sciences 2014
NC-515

2016
NC-515

2016
NC-515
2016

CM-2 2016

A Bacterial Reverse Mutation Test of CM-3 BoZo Research Center Inc. 2015
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CM-27

A Bacterial Reverse Mutation Test of CM-29 BoZo Research Center Inc. 2016
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NC-515
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