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Table A6_8_2-1. Table for animal assignment for mating  
 Number of animals 

Controls 
0 ppm 

Low Dose 
180 ppm 

Medium Dose 
900 ppm 

High Dose 
4500 ppm 

Parents 
1st mating 

m 30 30 30 30 
f 30 30 30 30 

F1A-pups m + f 295 254 289 274 

Parents 
2nd mating 

m 30 28 30 30 
f 30 28 30 30 

F1B-pups m + f 262 245 243 216 

F1B 

1st mating 
m 30 30 29 2 
f 30 30 29 4 

F2A-pups m + f 280 311 296 46 

F1B 

2nd mating 
m 30 30 29 2 
f 30 30 29 4 

F2B-pups m + f 296 303 297 41 
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Table A6_8_2-2. Table for reproductive toxicity study  
 

Parameter 

 

Control 
 
 

Low 
dose 

180 ppm 

Medium 
dose 

900 ppm 

High 
dose 
4500 
ppm 

Dose-
response 

+/- 

Genera-
tion 

m f m f m f m f m f 

Mortality Incidence P - - - 2 - 2 - 1 - - 
  F1B - 1 3 2 3 1 30 17 +? +? 
  F2           

Food consumption  P     ↑  ↑ ↑ + + 

  F1B       ↑  - - 

  F2           
Body weight gain  P      ↓ ↓ ↓ + + 

  F1B      ↓ ↓ ↓ + + 

  F2           
Clinical Observations Incidence  
Teeth: accelerated 
growth/colour change 

 P - - - - - - 30 30 + + 

Accelerated growth  F1B - - - - - - 2 4 + + 
  F2           

Bloody nose  P - - - - - - 30 30 + + 
  F1B - - - - 1 1 4 4 + + 
  F2           

General condition: 
Piloerection 

 
P 1 - - - - 1 2 1 + - 

  F1B 1 1 1 3 - 5 1 4 - + 
  F2           

Thin  P - - - - 1 1 3 - + - 
  F1B 2 1 1 0 2 1 3 4 - + 
  F2           

Weight loss  P 1 - - 4 2 3 4 5 + - 
  F1B 1 2 - - 1 - 4 1 + - 
  F2           

↑ increase 

↓    decrease 

   not different from control 

*    difference against control p ≤ 0,05 significant 

** difference against control p ≤ 0,01 significant 
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Table A6_8_2-2. Table for reproductive toxicity study, continued  
 

Parameter 

 

Control 
 
 

Low 
dose 

180 ppm 

Medium 
dose 

900 ppm 

High 
dose 
4500 
ppm 

Dose-
response 

+/- 

Genera-
tion 

m f m f m f m f m f 

Clinical findings in pups Incidence  
Labored breathing  F1A 6 2 2 2 9 9 24 14 + + 
  F1B 2 2 1 1 7 9 12 21 + + 
  F2A 1 1 4 3 6 1 0 0 - - 
  F2B 5 0 1 1 0 0 0 0 - - 

Cold  F1A 2 0 0 1 5 8 25 33 + + 
  F1B 2 2 1 6 6 5 24 18 + + 
  F2A 3 2 0 0 16 9 0 1 + + 
  F2B 1 0 0 0 2 2 0 1 - - 

Thin  F1A 6 7 0 1 9 7 42 30 + + 
  F1B 5 6 7 4 23 22 27 55 + + 
  F2A 21 18 10 11 51 52 16 14 + + 
  F2B 14 8 3 9 2 6 13 10 + + 

Colour change  F1A 1 1 3 1 4 11 28 12 + + 
  F1B 4 1 2 0 1 5 3 4 - - 
  F2A 5 1 5 4 5 2 0 0 - - 
  F2B 5 1 3 1 3 2 0 0 - - 

Organ weights   
Liver  P   ↑*  ↑*  ↑**  + - 

  F1B         - - 

  F2           

Kidney  P     ↑* ↑* ↑** ↑** + + 

  F1B     ↑** ↑** ↑* ↑* + + 

  F2           

↑ increase 

↓    decrease 

   not different from control 

*    difference against control p ≤ 0,05 significant 

** difference against control p ≤ 0,01 significant 
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Table A6_8_2-2. Table for reproductive toxicity study, continued  
 

Parameter 

 

Control 
 
 

Low 
dose 

180 ppm 

Medium 
dose 

900 ppm 

High 
dose 
4500 
ppm 

Dose-
response 

+/- 

Genera-
tion 

m f m f m f m f m f 

Organ weights   
Testes  P       ↑**  +  
  F1B         -  
  F2           

Pathology Incidence  
Cranium: white 
discoloration 

 P 0 0 0 0 0 0 24 20 + + 

  F1B 0 0 0 0 0 0 2 1 + + 
  F2           

Histopathologic 
examination 

Incidence  

Cranium: incomplete 
ossification 

 P 0 6 0 2 1 1 0 7 - - 

  F1B 4 2 2 0 6 9 0 0   
  F2           

Cranium: thickened  P 1 0 4 5 8 4 19 24 + + 
  F1B 0 0 1 1 0 0 0 0   
  F2           

↑ increase 

↓    decrease 

   not different from control 

*    difference against control p ≤ 0,05 significant 

** difference against control p ≤ 0,01 significant 
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Table A6_8_2-2. Table for reproductive toxicity study, continued  
 

Parameter  

Control 
 
 

Low 
dose 

180 ppm 

Medium 
dose 

900 ppm 

High 
dose 
4500 
ppm 

Dose-
response 

+/- 

                     P-generation, first mating 
Reproductive 
Performance 

       

Mating index %  100 100 100 100 - 
Fertility index %  93.3 80.0 83.3 83.3 - 
Duration of pregnancy Mean (d)  22.3 22.2 22.2 22.2 - 
Live birth index %  98.0 97.6 99.7 100* - 
Gestation index %  100 100 100 100 - 
Litter size Mean  10.3 10.8 11.5* 11.0 - 
Pup weight Mean (g)  5.8 5.8 5.5* 5.3** + 
Sex ratio Male/female 

(%/%) 
 41.5/58.5 48.0/52.0 46.2/53.8 51.5/48.5 - 

Viability index %  98.3 98.0 93.8** 81.4** + 
Lactation index %  86.6 98.9** 95.2** 58.9** + 

                         P-generation, second mating 
Reproductive 
Performance 

       

Mating index %  96.7 100 100 96.6 - 
Fertility index %  82.8 82.1 82.1 82.1 - 
Duration of pregnancy Mean (d)  22.2 22.1 22.1 22.2 - 
Live birth index %  98.9 97.1 100 99.5 - 
Gestation index %  100 100 100 100 - 
Litter size Mean  10.8 10.3 10.6 9.3 - 
Litter weight Mean       
Pup weight Mean (g)  5.5 5.8** 5.6 5.4 - 
Sex ratio Male/female 

(%/%) 
 55.2/44.8 48.3/51.7 49.8/50.2 51.6/48.4 - 

Viability index %  98.1 99.6 95.9 85.1** + 
Lactation index %  91.2 91.9 73.2** 32.8** + 

*    difference against control p ≤ 0,05 significant 

** difference against control p ≤ 0,01 significant 
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Parameter  

Control 
 
 

Low 
dose 

180 ppm 

Medium 
dose 

900 ppm 

High 
dose 
4500 
ppm 

Dose-
response 

+/- 

                       F1B-generation, first mating 
Reproductive 
Performance 

       

Mating index %  96.7 100 100 100 - 
Fertility index %  89.7 96.7 93.1 100 - 
Duration of pregnancy Mean (d)  22.3 22.3 22.3 22.0 - 
Live birth index %  98.9 98.4 99.7 100 - 
Gestation index %  100 100 100 100 - 
Litter size Mean  10.7 10.6 10.9 11.5 - 
Pup weight Mean (g)  5.7 5.9 5.7 5.3*  
Sex ratio Male/female 

(%/%) 
 51.6/48.4 49.7/50.3 50.2/49.8 65.2/34.8 - 

Viability index %  90.6 96.4** 84.4* 87.0  
Lactation index %  71.5 94.2** 58.2** 35.5** + 

                            F1B-generation, second mating 
Reproductive 
Performance 

       

Mating index %  100 100 100 100 - 
Fertility index %  86.7 96.7 93.1 100 - 
Duration of pregnancy Mean (d)  22.4 22.3 22.3 22.0 - 
Live birth index %  99.0 98.0 98.3 100 - 
Gestation index %  100 100 100 100 - 
Litter size Mean  11.3 10.2 10.8 10.3 - 
Pup weight Mean (g)  5.5 5.7* 5.6 5.4 - 
Sex ratio Male/female 

(%/%) 
 49.5/50.5 46.8/53.2 48.0/52.0 48.8/51.2 - 

Viability index %  89.4 95.0* 95.2* 95.1  
Lactation index %  84.2 94.5** 93.0** 63.3* + 

*    difference against control p ≤ 0,05 significant 

** difference against control p ≤ 0,01 significant 
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