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Table A6_5/7-1.A Results of clinical chemistry haematology and urinalysis 
 

Clinical 
chemistry  

Sex Unit Control Low dose 

180 ppm 

Medium dose 

900 ppm 

High dose 

4500 ppm 

Alanine-
aminotransferase 

 U/l 27 weeks after start of treatment 

 male      ↓* 

 female     ↓ 

   54 weeks after start of treatment 

 

 male        ↓** 

 female      ↓* 

   80 weeks after start of treatment 

 

 male     ↓ 

 female      ↓ 

   105 weeks after start of treatment 

 

 male     ↓ 

 female         ↓** 

↓    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_5/7-2.B Results of  the combined chronic toxicity/carcinogenicity study in rats 
(main groups) 

 

Parameter 

Control data Low dose 

180 ppm 

Medium dose 

900 ppm 

High dose 

4500 ppm 

Dose-
response 

+/- 
historical  study  

ma fa ma fa ma fa ma fa ma fa m f 

Number of 
animals 
examined 

  50 50 50 50 50 50 50 50   

Mortality   12%  22% 18% 26% 30% 22% 16% 20% - - 

Clinical signs         Skin changes 
on the noses, 

incisors had to 
cut frequently. 

+ + 

Body weight 
gain 

        ↓* ↓* + + 

Food 
consumption 

          - - 

Clinical 
chemistry 

  Effects described in table A 6_5/7-2.A above   

Haematology           - - 

Urinalysis           - - 

Number of 
animals 
examined 

  44 39 41 37 35 39 42 40   

Overall tumour 
incidence: 

  25 33 30 23 28 35 29 24 - - 

No. of animals 
with neoplasms 

  16 27 24 19 18 26 25 18 - - 

No. of animals 
with benign 
neoplasms 

  9 27 14 16 16 20 18 12 - - 

No. of animals 
with malignant 
neoplasms 

  5 0 9 2 0 3 5 3 - - 

No. of animals 
with benign and 
malignant 
neoplasms 

  2 0 1 1 2 3 2 3 - - 

No. of animals 
with metastasis-
ing neoplasms 

  1 0 0 1 0 1 0 0 - - 

a number of animals affected/total number of animals 

↑    increase 

↓    decrease 

   not different from control *    difference against control p ≤ 0,05 significant 
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Table A6_5/7-2.B Results of  the combined chronic toxicity/carcinogenicity study in rats 
(main groups), continued  
 

Parameter 

Control data Low dose 

180 ppm 

Medium dose 

900 ppm 

High dose 

4500 ppm 

Dose-
response 

+/- 
historical  study  

ma fa ma fa ma fa ma fa ma fa m f 

Organ: 
forestomach 

            

Non-neoplastic 
changes: 
hyperkeratosis/ 
acanthosis  

  2/49 0/50 3/50 2/50 3/50 0/50 21/49 12/48 + + 

Organ: thyroid             

Follicular cell 
adenoma, benign 

  1/50 0/50 0/50 0/50 0/50 0/50 5/49 4/50 + + 

Follicular cell 
cacinoma, 
malignant 

  0/50 0/50 0/50 0/50 0/50 1/50 1/49 1/50 + + 

Non-neoplastic 
changes: focal 
follicular 
growth anomaly  

  1/50 0/50 1/50 0/50 2/50 2/50 3/49 4/50 + + 

Other: bone              

Gross pathology         Change in 
colour (whitish) 

+ + 

Microscopic 
pathology 

    Increase of osteosclerosis and lamellar growth 
pattern on the cranial surfaces 

+ + 

Fluoride content     ↑** ↑** ↑** ↑** ↑** ↑** + + 

Other: teeth              

Fluoride content     ↑** ↑** ↑** ↑** ↑** ↑** + + 
a number of animals affected/total number of animals 

↑    increase 

↓    decrease 

   not different from control 

*    difference against control p ≤ 0,05 significant 

**  difference against control p ≤ 0,01 significant 
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