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Section A6.4.1-01 
Annex Point  
IIA6.4.1 

Subchronic toxicity (oral) 
90 days dietary toxicity study in dogs 

 

Results and discussion  

Conclusion  

Reliability 1 

Acceptability Acceptable 

Remarks In agreement with the applicant’s assessment. 

 
COMMENTS FROM ... (specify) 

Date Give date of comments submitted 

Materials and Methods Discuss additional relevant discrepancies referring to the (sub)heading numbers 
and to applicant's summary and conclusion.  
Discuss if deviating from view of rapporteur member state 

Results and discussion Discuss if deviating from view of rapporteur member state 

Conclusion Discuss if deviating from view of rapporteur member state 

Reliability Discuss if deviating from view of rapporteur member state 

Acceptability Discuss if deviating from view of rapporteur member state 

Remarks  
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Table A6_4-1. Results of clinical chemistry, haematology and urinalysis 
 

parameter 
changed 

Unit Control 100 ppm 300 ppm 1000 ppm 

weeks after start 
of treatment 

 4  13 4  13 4  13 4  13 

males              

No effects              

females              

No effects              

 

parameter 
changed 

Unit Control 3000 ppm 4500 ppm 

weeks after start 
of treatment 

 2 4 13 4  13 2 4 13 

males           

Albumin     ↑* 
+12% 

   ↑* 
+13% 

↑* 
+9% 

Albumin/Globul
in ratio 

        ↑ 
+20% 

↑* 
 +30% 

           

females           

Calcium       ↓* -4%   ↓* -8% 

Chloride       ↑* +4%   ↑* +3% 

Total protein          ↓*  
-12% 

Albumin          ↓* -9% 

* p < 0,05 
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Table A6_4-2. Results of repeated dose toxicity study 
 
Parameter Control low dose 

100 ppm 

medium dose 

300 ppm 

high dose 

1500 ppm 

 m f m f m f m f 

number of animals 
examined 

4 4 4 4 4 4 4 4 

Mortality 0 0 0 0 0 0 0 0 

clinical signs = = = = = = = = 

body weight  = = = = = = = = 

food consumption = = = = = = = = 

clinical chemistry 2 2 2 2 2 2 2 2 

haematology = = = = = = = = 

urinalysis = = = = = = = = 

gross pathology = = = = = = = = 

microscopic 
pathology 

= = = = = = = = 

1  Based on all groups, i.e. groups 1-7. 
2  See Table A6_4-1. Results of clinical chemistry, haematology and urinalysis. 
=  No toxicologically significant change/incidence similar to control group. 
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Section A6.4.1-02 
Annex Point  
IIA6.4.1 

Subchronic toxicity (oral) 
90 days dietary toxicity study in rats 

 

Remarks In agreement with the applicants assessment 

 
COMMENTS FROM ... (specify) 

Date Give date of comments submitted 

Materials and Methods Discuss additional relevant discrepancies referring to the (sub)heading numbers 
and to applicant's summary and conclusion.  
Discuss if deviating from view of rapporteur member state 

Results and discussion Discuss if deviating from view of rapporteur member state 

Conclusion Discuss if deviating from view of rapporteur member state 

Reliability Discuss if deviating from view of rapporteur member state 

Acceptability Discuss if deviating from view of rapporteur member state 

Remarks  

 

Table A6_4 1. Results of clinical chemistry haematology and urinalysis 
parameter 
changed 

Unit Controls low dose medium dose high dose 

weeks after start 
of treatment 

             

males              

No effects              

              

females              

No effects              
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Table A6_4-2. Results (specify) of repeated dose toxicity study 
 
Parameter Control low dose 

100 ppm 

medium dose 

300 ppm 

high dose 

1000 ppm 

 m f m f m f m f 

number of animals 
examined 

10 10 10 10 10 10 10 10 

Mortality 0 0 0 0 0 0 0 0 

clinical signs 0 0 0 0 0 0 0 0 

body weight  2 = = = = = = = ↓ (-18%) 

food consumption = = = = = = = = 

clinical chemistry = = = = = = = = 

haematology = = = = = = = = 

Stomach         

organ weight NA NA NA NA NA NA NA NA 

gross pathology = = = = = = = = 

microscopic 
pathology 

= = = = = = = = 

1  Based on all groups, i.e. groups 1-6. 
2  Total weight gain deficit over the study period compared to control weight gain given  
 between parentheses. 
NA  Not applicable. 
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Table A6_3 1. Results of clinical chemistry haematology and urinalysis 
(Use this or similar table, if relevant effects occur and if time sequence is important. Give either symbols for 
increases or decreases (↑↓) or abbreviations inc., dec. Only if more information is needed, give figures or 
percentages.) 

parameter 
changed 

Unit Controls low dose medium dose high dose 

weeks after start 
of treatment 

             

males              

              

              

females              

              

              

* p < 0,05 
Give only those parameters which are changed in at least one dose group compared to control. Usually only 
statistically significant effects 
Depending on number of parameters changed one table each for Haematology, Clinical Chemistry, Urinalysis 
 

Table A6_3-2. Results (cutaneous) of repeated dose toxicity study 
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Table I: Eighteen Month Study on the Carcinogenic Potential of RH-893 in Mice  
Summary of Findings 

 

 

 

 

 

 

 

 

 

 

 

 

 

* significantly different from control p < 
0.05 
a Re-tabulated from: Appendix A, Tables 

b Does not include mice sacrificed at 30weeks.  
c Week 70 data. 
d 2-Acetamidofluorene 
e Diethyl nitrosamine (DEN) administered in drinking water. 

Group Experimental 
Compound 

Dose level Sex 18 Month b 
Survivors/Initial 

Body Wt. (g) Liver/Body Wt.  
x 10-3 

No of Lesions/Number of mice examined  

  Diet (ppm)  6 Mo. 18 Mo. 6 Mo. 18 Mo. Non-neoplastic Neoplastic Metastasis  

1 negative 0 M 98/100 30.6 33.8 48.9 49.6 7/100 8/100 0/100  

 control  F 96/103 28.1 34.1 49.1 48.7 13/100 2/100 0/100  

2 RH-893 500 M 97/100 32.3 36.5  52.9* 52.3* - - -  

   F 99/100 285 33.7  50.9 49.2 - - -  

3 RH-893 1000 M 97/100 30.4 34.0 46.4 * 50.6 1/48 4/48 0/48  

   F 97/100 27.7 33 1 51.4 50.8* 2/48 5/48 0/48  

4 AAFd 600 M 37/100 29.9 32.4 - - 14/100 50/100 2/100  

   F 1/100 24.9* 25.1 c  - - 8/98 117/98 4/98  

  Daily Intake         

  mg/kg/day           

5 DEN° 4 M - 24.6* - 52.3  - - -  

   F - 19.4* - 71.6*  - - -  

6 DENe  M - 20.4* - 68.6*  - - -  

   F - 17.1* - 101.0*  - - -  
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Table II: Eighteen Month Study an the Carcinogenic Potential of RH-893 in Mice 

Summary of Histopathologic Lesions 

 Male Female 
No. of Mice Examined Neg. Control 

100 
AAFa 

100 

RH-893 
1000 ppm 

48 

Neg. Control 
100 

AAF 
98 

RH-893 
1000 ppm 

48 
Non-neoplastic Lesions       

Hyperplasia bladder  .3     
Infections & granulomas 3   4 5  
Others 4 1 1 9 3 2 

Total 7 14 1 13 8 2 

       Neoplastic Lesions       

Urinary bladder  15   17  

Liver 7 30 3  89  

Lymph node 1 3   3 3 
Others  2 1  8 2 

Total 8 50 4 2 117 5 

a 2-Acetamidofluorene 
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