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Table A6_8-1. Table for Teratogenic effects  

Maternal effects 
 

Parameter Control data 
 

Low dose 
 

125 mg/kg 
bw 

Medium 
dose 

250 mg/kg 
bw 

High dose 
 

500 mg/kg 
bw 

Dose-
response 

 

+ / - 
Historical 

range  
Study  

Number of dams examined  27 27 26 26  

Clinical findings during 
application of test 
substance 

 No treatment-related clinical findings   

Mortality of dams  (%) 0% 0% 0% 0% 0% - 

Abortions  0 0 0 0 - 

Mean body weight gain,   
gain (mean ± s.e.) 

      

day 6-8  7.9 ± 0.9 5.6 ± 0.7 2.0* ± 1.1 -3.7*± 1.5 + 

day 8-10  9.6 ± 1.0 10.1 ± 0.9 10.9 ± 1.2 13.4 ± 1.5 - 

day 6-15  43.1 ± 2.2 43.9 ± 1.5 39.7 ± 2.2 37.2 ± 1.8 - 

day 0-end of test  132.2 ± 4.2 133.1 ± 3.6 129.3 ± 3.6 121.3 ± 3.1 - 

final dam weight less 
weight of intact uterus 

 54.0 ± 2.6 54.8 ± 2.4 51.3 ± 2.2 42.2**± 1.9 + 

Mean food consumption 
(mean ± s.e.) 

      

day 1  20.7 ± 0.5 20.4 ± 0.6 20.4 ± 0.6 20.8 ± 0.8 - 
day 6  22.2 ± 0.7 22.8 ± 0.5 22.5 ± 0.6 22.1 ± 0.8 - 
day 7  21.0 ± 0.7 20.3 ± 0.7 15.7* ± 0.7 13.2* ± 0.7 + 
day 12  24.8 ± 0.7 25.7 ± 0.6 23.6 ± 0.7 24.0 ± 0.6 - 
day 16  26.0 ± 0.6 27.5 ± 0.6 27.0 ± 0.9 26.6 ± 0.6 - 
day 20  26.5 ± 1.0 27.3 ± 0.7 28.3 ± 0.5 28.3 ± 0.5 - 
Pregnancies 
 pregnant animals/number of 
animals inseminated 
(% pregnancy) 

 

(68.0 –100) 

27/28 

(96.4) 

27/28 

(96.4) 

26/28 

(92.9) 

26/28 

(92.9) 

- 

Necropsy findings in dams 
dead before end of test 

 No animals died before end of the test.  

*    difference against control p ≤ 0,05 significant (Dunnett’s test) 

** difference against control p ≤ 0,01significant (Dunnett’s test) 
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Table A6_8-2. Table for Teratogenic effects  
Litter response (Caesarean section data) 
 

Parameter Control data Low dose 

125 mg/kg 
bw 

Medium dose 

250 mg/kg 
bw 

High dose 

500 mg/kg 
bw 

Dose-
response 

+ / - 

Historical 
range  

Study      

Corpora lutea 
mean (range) 

13.3-16.6 

(1-26) 

15.3 

 (12-18) 

16.3 

(14-19) 

15.8 

(13-20) 

15.6 

(12-19) 

- 

Implantations 
total/number of dams 

mean 

11.6-15.4 

397/27 417/27 390/26 384/26 - 

Resorptions  
total/number of dams 

total 

8-32 

24/27 45§/27 28/26 22/26 - 

Total number of 
foetuses 

146-386 373 372 362 362 - 

Pre-implantation loss 
mean (%) 

3.0-18.8 5.0 7.2 6.9 6.2 - 

Post-implantation loss  
mean  ( %) 

2.8-13.7 7.0 10.7 7.2 5.6 - 

Total number of litters 12-28 27 27 26 26 - 

Foetuses / litter 
mean (range) 

10.9-14.4 

(1-20) 

13.8 

(2-17) 

13.8 

(5-18) 

13.9 

(4-20) 

13.9 

(6-18) 

- 

Total number of live 
foetuses  

 373 372 361 362 - 

Total number of dead 
foetuses 

0-8 0 0 1 0 - 

Foetus weight (median) 
[g] 

3.4-4.0 3.6 3.7 3.6 3.6 - 

Placenta weight 
(median) [g] 

0.5-0.55 0.53 0.53 0.50* 0.51 - 

Crown-rump length 
(mean) [mm] 

 Not determined.  

Median percent male 
foetuses 

42.9-56.3 50.0 53.3 53.6 42.3§ - 

*     difference against control p ≤ 0,05 significant (Kruskal-Wallis and Dunn’s tests) 
§      outside the historical control range 
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Table A6_8-3. Table for Teratogenic effects  
Examination of the fetuses 
 

Parameter Control data Low dose 

125 mg/kg 
bw 

Medium dose 

250 mg/kg 
bw 

High dose 

500 mg/kg 
bw 

Dose-
response 

+ / - 

Historical 
range  

Study      

External 
malformations* 
[%] 

0-11.5/ 

0-0.9 

0/0 0/0 0/0 3.8/0.3 - 

Skeletal malformations* 
[%] 

0-18.8/ 

0-4.2 

0/0 0/0 3.8/0.5 11.5/1.6 - 

Skeletal variants* [%] 
extra ribs 

10.7-66.7/ 
0.5-15.7 

3.7/0.5 7.4/1.0 19.2/3.3 7.7/1.1 - 

additional pre-sacral 
vertebrae or sacral shift 

0-66.7/ 
0-1.9 

0/0 0/0 0/0 7.7/1.1 - 

Visceral 
malformations* 
[%] 

0-24.0/ 

0-3.5 

0/0 3.7/0.6 0/0 7.7/1.1 - 

*litter incidence/foetal incidence
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