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Bendiocarb

Section A6.6

Annex Point I1A6.6

Toxicological and Metabolic Studies

A6.6.1 In vitro gene mutation study n bacteria

Table A6.6.1/01-1. Summary of the reverse mutation tests with or without a liver metabolic activation

system. Test 1.

Compound pg/plate 5-9 Mean no. of revertant colonies per plate
M TRAT00 | TALS35 | TAUS | TA1537 | TAIS3S
DMSO pg/plate " 74 11 29 15 11
Bendiocarb O* - 93 10 29 12 9
15 = 83 11 23 10 7
50 = 85 9 24 12 10
150 = 84 11 26 14 6
500 = 63 8 15 9 7
1500 = 40 7 9 5 3
Positive - 238 525 89 1573 73
control
DMSO + 39 10 21 7 10
Bendiocarb O* + 93 9 16 9 8
15 + 86 9 16 9 9
50 + 77 8 14 8 9
150 + 76 9 20 9 9
500 + 54 8 13 7 8
1500 + 60 5 9 5 7
Positive + 221 130 153 93 123
control

* Bacteria with buffer or S9 mix but no solvent or test compound
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Toxicological and Metabolic Studies

A6.6.1 In vitro gene mutation study n bacteria

Table A6.6.1/01-2. Summary of the reverse mutation tests with or without a liver metabolic activation

system. Test 2.

Compound pg/plate 5-9 Mean no. of revertant colonies per plate
MR TATO0 | TA1S3s | TA9S | TA1537 | TAI538
DMSO pg/plate " 84 11 34 9 10
Bendiocarb O* - 74 12 33 11 8
15 = 99 10 27 9 10
50 = 90 11 27 8 12
150 = 84 9 26 9 12
500 " 89 10 25 11 7
1500 = 63 7 10 6 7
Positive = 454 433 122 1440 83
control
DMSO + 34 11 24 11 10
Bendiocarb O* + 95 7 21 9 9
15 + a8 9 23 9 8
50 + 81 10 19 11 9
150 + 80 11 21 10 3
500 + 39 13 17 13 8
1500 + 89 10 15 6 6
Positive + 485 134 179 165 189
control

* Bacteria with buffer or S9 mix but no solvent or test compound
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A6.6.1 In vitro gene mutation study n bacteria

Table A6.6.1/02. Summary of reverse mutation tests with or without a liver metabolic activation system

Compound pg/plate S-9 No. of revertant colonies per plate
MY TTA100 | TA1535 | WP2her | TA98 | TA1537 | TA1538
DMSO pe/plate = 117 9 20 29 8 5
112 4 26 30 16 8
Bendiocarb 5 - 126 12 18 33 12 12
151 4 15 35 16 14
10 = 144 10 13 23 3 10
127 7 10 22 17 12
50 = 117 8 13 26 9 13
116 8 17 29 14 13
100 - 124 10 17 26 9 11
115 13 15 35 15 7
500 = 96 4 16 25 16 14
114 7 22 21 6 16
1000 = 106 5 17 29 3 9
83 9 19 31 4 5
5000 = o & 9 # ®
Positive - 419 1804 190 446 =2000 432
control 433 2352 209 396 =2000 311
DMSO + 117 8 16 17 3 23
145 10 22 28 9 14
Bendiocarb 5 + 107 6 11 26 6 24
103 5 22 22 6 18
10 + 132 12 16 27 5 17
111 7 23 33 8 17
50 + 116 6 16 32 3 14
138 8 19 27 3 21
100 + 123 7 19 28 8 16
137 7 28 19 7 19
500 + 124 54 23 20 4 20
124 10 16 23 3 17
1000 + 114 5 18 18 3 18
120 8 13 23 2 20
5000 + 0% 2 4 10 1% 11
16% 2 3 9 0* 7
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Annex Point 1TA6.6 A6.6.1 In vitro gene mutation study in bacteria
DMSO 50 ul/ml 1.1/10° 100
500 ug/ml 1.3/10° 46
1000 pg/ml 1.4/10° 40
18h
Bendiocarb 2000 pg/ml 1.4/10° 60
4000 pgfml 1.6/10° 51
6000 pg/ml 1.5110° 46

Table A6.6.1/03-2 5. cerevisiae D7 gene conversion in the presence of S9 mix. First experiment.

Substance Concentration f(:‘:i?;::sl:gf] ot gene % survival
DMSO 50 ul/ml 1.4/10° 100
Cyclophosphamide 20 mg/ml 1.710° 140.1

375 ug/ml 1.4/10° 374

750 pg/ml 1.6/10° 10.2
Bendiocarb 1500 pg/ml 3.2/10° 8.2

3000 pg/ml 3.2/10° 8.6

6000 pg/ml 2710 2.5

Table A6.6.1/03-3 5. cerevisiae D7 gene conversion in the presence of S9 mix. Second experiment.

Substance

Concentration

Frequency of gene
conversion

% survival
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Annex Point 1TA6.6 A6.6.1 In vitro gene mutation study in bacteria
DMSO 50 ul/ml 1.5/10° 100
Cyclophosphamide 20 mg/ml 0.7/10° 266
500 pg/ml 11108 59
1000 pg/ml 1.4/10° 44
Bendiocarb 2000 ug/ml 1.3/10° 72
4000 pg/ml 1.5/10° 78
6000 pg/ml 1.7/10° 33

Table A6.6.1/03-4. S. cerevisiae 17 recombinogenic activity in the absence of S9 mix.

Frequency of mitotic
Substance Concentration recombination / 10¢ % survival
survivors
DMSO 50 uliml 16 100
Ethyl methane-
sulphenite 10 mg/ml 36.5 -
375 pg/ml 29 13.5
750 pg/ml 39 53
Bendiocarb 1500 pg/ml 29 1.2
3000 pg/ml 42 6.2
6000 pg/ml 2.8 1.9

Table A6.6.1/03-5. 5. cerevisiae 17 recombinogenic activity in the presence of S9 mix. First
experiment.

Doc III-A — Section 6
Page 135 of 257




Bayer Environmental

Science SAS

Active Substance

Document III-A — Study Summaries

Bendiocarb

Section A6.6

Toxicological and Metabolic Studies

Annex Point 1TA6.6 A6.6.1 In vitro gene mutation study in bacteria
Frequency of mitotic
Substance Concentration recombination / 10* % survival
survivors
DMSO 50 pliml 0.7 100
Cyclophosphamide 20 mg/ml 33 140.1
375 ug/ml 0.5 374
750 ug/ml 2.4 10.2
Bendiocarb 1500 pg/ml 1.8 8.2
3000 ug/ml 32 8.6
6000 ng/ml 6.3 25

Table A6.6.1/03-6. 5. cerevisiae 17 recombinogenic activity in the presence of S9 mix. Second

experiment.
Frequency of mitotic
Substance Concentration recombination / 10* % survival
survivors
DMSO 50 pl/ml 0 100
Cyclophosphamide 40 mg/ml 59 266
500 pg/ml 1.9 59
1000 pg/ml 39 44
Bendiocarb 2000 pg/ml 54 72
4000 nug/ml 2.5 78
6000 ng/ml 2.6 53
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Annex Point ITA6.6 A6.6.4 In vive mutagenicity study (bone marrow assay)

Table A6.6.4-1. Results of metaphase analysis — chromosome
aberrations

Sampling Treatment Dosage Incidence of aberrant cells (%)
time (hours) (mg/kg) | Excluding gap Including gap damage
damage
Vehicle control - 0.0 0.2
6
Technical bendiocarb 26.0 0.0 0.0
Vehicle control - 0.0 0.0
24 Technical bendiocarb 26.0 0.2 0.2
Cylophosphamide 40.0 16.2% 16.4%
Vehicle control - 0.0 0.0
48
Technical bendiocarb 26.0 0.0 0.0
* P<0.001
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