Figure 1: Strategy for the Assessment of impurities in test substances

Identify all impurities where exposure will equal or exceed the Threshold of
Toxicological Concern (TTC ) of 0.15 pg/day (relevant impurities)
[There is a high probability of negligible carcinogenic risk for impurities giving rise to
exposures below the TTC.]
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1. Undertake QSAR investigations for all impurities. Select impurities for which
genotoxicity testing is needed or reach pragmatic conclusions based on QSAR.

2. For impurities present at 250 pug/mg undertake studies with test material using COM
guidance Stage 1 (Ames and in vitro micronucleus tests)

3. For impurities present at <50 ug/mg consider isolating and testing impurities
separately or reach pragmatic conclusions based on QSAR.
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