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Table A6_7-1. Table for Clinical Chemistry, Haematology and Urinalysis  

 

Haematology Sex Unit Control Low dose 

200 ppm 

Medium dose 

1000 ppm 

High dose 

5000 ppm 

Erythrocyte 
count 

 1012/l 52 weeks after start of treatment 

 male         ↓** 

 female     ↓ 

   104 weeks after start of treatment 

 male    ↓*     ↓** 

 female     ↓ 

Haemoglobin  g/l 52 weeks after start of treatment 

 male     ↓ 

 female         ↓** 

   104 weeks after start of treatment 

 male          ↓** 

 female   ↓* ↓ ↓ 

Hematocrit  l/l 52 weeks after start of treatment 

 male      

 female      

   104 weeks after start of treatment 

 male      ↓*     ↓** 

 female     ↓     

MCHC (mean cell 
haemoglobin con-
centration) 

 g/l erythrocytes 52 weeks after start of treatment 

 male      

 female         ↓** 

   104 weeks after start of treatment 

 male     ↓*     ↓** 

 female        ↓**     ↓**    

↓    decrease 

↑    increase 

   not different from control 

   *  significantly different from controls, p ≤ 0.05 

**  significantly different from controls, p ≤ 0.01 
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Table A6_7-1. Table for Clinical Chemistry, Haematology and Urinalysis (continued) 

 

Haematology Sex Unit Control Low dose 

200 ppm 

Medium dose 

1000 ppm 

High dose 

5000 ppm 

Leucocyte count  109/l 52 weeks after start of treatment 

 male     ↑ 

 female     ↑ 

   104 weeks after start of treatment 

 male   ↑* ↑*     ↑** 

 female    ↑*     ↑** 

Thrombocyte 
count 

 109/l 52 weeks after start of treatment 

 male         ↑** 

 female         ↑** 

   104 weeks after start of treatment 

 male         ↑** 

 female         ↑** 

Erythrocyte 
morphology 

  52 weeks after start of treatment 

 male      

 female      

   104 weeks after start of treatment 

 male    Slight morphological changes 
(anisocytotic, poikilocytotic and/or 

polychromatic erythrocytes)  

 female     Slight 
morphological 
changes (aniso-
cytotic, poikilo-
cytotic and/or 
polychromatic 
erythrocytes) 

↓   decrease 

↑   increase 

  not different from control 

   * significantly different from controls, p ≤ 0.05 

** significantly different from controls, p ≤ 0.01 
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Table A6_7-1. Table for Clinical Chemistry, Haematology and Urinalysis (continued) 

 

Clinical 
Chemistry 

Sex Unit Control Low dose 

200 ppm 

Medium dose 

1000 ppm 

High dose 

5000 ppm 

Protein  g/l 52 weeks after start of treatment 

 male         ↓** 

 female         ↓** 

   104 weeks after start of treatment 

 male         ↓** 

 female         ↓** 

Albumin  g/l 52 weeks after start of treatment 

 male         ↓** 

 female        ↓* 

   104 weeks after start of treatment 

 male       ↓* 

 female         ↓** 

Sodium  mmol/l 52 weeks after start of treatment 

 male         

 female          ↑** 

   104 weeks after start of treatment 

 male    ↑      

 female         ↑** 

↓   decrease 

↑   increase 

  not different from control 

   * significantly different from controls, p ≤ 0.05 

** significantly different from controls, p ≤ 0.01 
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Table A6_7-1. Table for Clinical Chemistry, Haematology and Urinalysis (continued) 

 

Clinical 
Chemistry 

Sex Unit Control Low dose 

200 ppm 

Medium dose 

1000 ppm 

High dose 

5000 ppm 

Potassium  mmol/l 52 weeks after start of treatment 

 male         

 female   ↑*     ↑* 

   104 weeks after start of treatment 

 male        ↑**     ↑** 

 female         ↑** 

Alkaline 
phosphatase 

 U/l 52 weeks after start of treatment 

 male        ↑**     ↑** 

 female        ↑**     ↑** 

   104 weeks after start of treatment 

 male        ↑**     ↑** 

 female   ↑*     ↑**     ↑** 

↓   decrease 

↑   increase 

  not different from control 

   * significantly different from controls, p ≤ 0.05 

** significantly different from controls, p ≤ 0.01 
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Table A6_7-2. Results of carcinogenicity study (main groups) 

Parameter 

Control data Low dose 

200 ppm 

Medium dose 

1000 ppm 

High dose 

5000 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 50 50 

Mortality   10% 8% 4% 16% 4% 12% 16% 20% - - 

Clinical signs       Loss of hair Loss of hair, 
rough coat, 

poor general 
condition, 

incisors had to 
cut frequently. 

+ + 

Body weight 
gain  

      ↓  ↓ ↓ + + 

Mean food 
consumption 

          - - 

Due to 
retardation in 
body weight 
gain, values for 
mean food 
consumption 
per kg bw were 
higher. 

Clinical 
chemistry 

 

Effects described in Table A6_7-1 (see above). 
Haematology 

Number of 
animals 
examined 

  45 46 48 42 48 44 42 40   

Overall tumour 
incidence (total 
number of 
neoplasms): 

  25 17 25 20 16 18 11 12 - - 

No. of animals 
with neoplasms 

  20 17 21 14 14 13 10 10 - - 

No. of animals 
with benign 
neoplasms 

  13 9 16 5 9 7 7 8 - - 

No. of animals 
with malignant 
neoplasms 

  5 8 3 8 4 3 3 1 - - 

a number of animals affected/total number of animals 

↓   decrease 

↑   increase 

  not different from control 
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Table A6_7-2. Results of carcinogenicity study (main groups), continued 

Parameter 

Control data Low dose 

200 ppm 

Medium dose 

1000 ppm 

High dose 

5000 ppm 

Dose-
response  

+/- 
historical  study  

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

No. of animals 
with benign and 
malignant 
neoplasms 

  2 - 2 1 1 3 - 1 - - 

No. of animals 
with metastasis-
ing neoplasms 

  1 7 1 7 1 3 - - - - 

Organ: stomach             
Squamous cell 
carcinoma, 
malignant 

  - - - - 1/50 - - - - - 

Carcinoma 
malignant 

  - - - - - - - 1/50 - - 

Non-neoplastic 
changes: 
Dysplasia of the 
mucosa  

   1/46 - 1/40 1/48 - 10/42 - + - 

Organ: 
duodenum 

            

Adenoma benign   - - - - - - - 1/46 - - 

Adenocarcinoma 
malignant 

  - - - - 1/49 - - - - - 

Non-neoplastic 
changes:  
Atypical dysplasia 
of the duodenal 
mucosa.  

  - - - - - 1/44 21/42 19/40 + + 

Other findings: 
Bone 

            

Gross pathology:        Thick-
ening 
in the 
knee 

region 

Change in 
colour and 

consistency of 
the roof of the 

skull and 
increased bone 
thickening in 

the knee region 

+ + 

a number of animals affected/total number of animals 

↓   decrease 

↑   increase 

  not different from control 
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Table A6_7-2. Results of carcinogenicity study (main groups), continued 

Parameter 

Control data Low dose 

200 ppm 

Medium dose 

1000 ppm 

High dose 

5000 ppm 

Dose-
response  

+/- 
historical  study  

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

Microscopic 
pathology 

        Thickening of 
the roof of the 
skull and the 
turbinates. 

Only females 
additionally 

with thickening 
of femur. 

+ + 

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

Other findings: 
Teeth 

            

Microscopic 
pathology 

    Alveo
litis 

 Alveo
litis 

 Alveolitis - + 

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

↓   decrease 

↑ increase 

  not different from control 
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