Questionnaire

Examples of ‘non-relevant’ in vivo positive compounds

1. Do you have examples in your database of compounds that have given a ’positive’ result in vivo, but following mechanistic studies or knowledge, the result has been deemed non-relevant to human risk? Examples of such compounds may include, but are not restricted to, those that:

i) Induce hypothermia or hyperthermia in vivo.

ii) Induce an increase in proliferation of the target tissue e.g. erythropoiesis in the bone marrow.
iii) Disturb nucleotide pools following high doses.
iv) Act through a different, threshold related mechanism e.g. aneuploidy.
2. If so, can you give details of:

i) Chemical structure (if not confidential).

ii) Relevant mechanism as in 1 above.
3. Please list in vitro tests used in screening.

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

5. Please submit summary test data for 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. Please give details, justification and rationale for an additional testing.
7.  Please give summary details of the results of additional tests and final justification for declaring the ‘positive’ in vivo non-relevant.
