Questionnaire

Examples of ‘unique’ in vivo positives

1. Do you have data on unequivocal in vivo genotoxins, where all standard in vitro tests are negative? If so, please proceed to the next questions.

2. Please give details of:

i) Chemical structure (if not confidential)

ii) Relevant mode of action if known e.g. topoisomerase inhibitor; spindle poison; alkylating agent etc.

3. Please list in vitro tests used in primary screening for each chosen compound.

4. Please submit summary test data for primary in vitro tests i.e. test concentrations; mean plate counts for each strain (Ames test); mean tk+ mutant frequencies and RTG scores for each concentration and time point (mouse lymphoma assay); mean aberration counts and mitotic index scores (chromosome aberration assays) for each concentration and time point etc.

5. Please submit summary test data for primary positive in vivo tests e.g. PCE/NCE ratios and mean micronucleated PCE counts for each time point and dose (in vivo micronucleus test) etc.

6. If further testing was carried out to explore differences between in vitro and in vivo test results e.g. qualitative and quantitative comparisons of metabolites in vitro and in vivo, please give summary details and outcome of tests.

7. If further testing was carried out in vitro e.g. variations in composition and/or nature of the metabolic activation system; tests on isolated metabolites; use of different test systems etc, please provide details and summary data as above.

