Stage 2:

Rational in vivo study selection may include:

e Mutagenic endpoints identified in Stage 1 in vitro tests

e Tumour target tissues in carcinogenicity studies
e Metabolic profile and SAR
e Potential for germ cell genotoxicity

Consider which Species, Tissues and Endpoints would give the most useful information

(/

Devise and Justify Testing Strategy which may incorporate one of the following

recommended assays:

1. Transgenic mutation test

2. Micronucleus assay
3. Comet assay
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V.

NEGATIVE results in
appropriate Stage 2 tests

EQIVOCAL result in a
Stage 2 test

V.

N/

Review results from stage
1&2 tests, and available
toxicokinetic and
metabolic information.
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Consider evidence of
genotoxic MoA and
evidence of misleading
positive“ results
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Consider if repeated in
vitro or further in vivo
testing is warranted.
Select appropriate tests
on a case-by-case basis

V.

Substance is not
mutagenic in vivo

Insufficient evidence to
assess the mutagenicity
of the substance




