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

 

 

Is there sufficient robust 
evidence to assess gene 
mutation, aneugenicity 
and clastogenicity in vitro 
and in vivo (if necessary 
and if permitted)? 
 

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 ≥50 μg/mg undertake studies with test material using COM 
guidance Stage 1 (Ames and in vitro micronucleus tests)  
3. For impurities present at <50 μg/mg consider isolating and testing impurities 
separately or reach pragmatic conclusions based on QSAR.  

NEGATIVE results in QSAR 
evaluation and all tests 

undertaken 
 

POSITIVE result in QSAR 
evaluation or test(s). 

EQUIVOCAL result in 
QSAR or test(s) 

Identify all impurities where exposure will equal or exceed the Threshold of 
Toxicological Concern (TTC ) of 0.15 μg/day (relevant impurities) 
[There is a high probability of negligible carcinogenic risk for impurities giving rise to 
exposures below the TTC.] 

Consider: 
• Weight of evidence associated with results from 

QSAR and available tests 
• Are there adequate negative in vivo data to aid 

interpretation of positive in vitro results? 
• Is there evidence of misleading positive results? 
• Mode of Genotoxic Action (MoGA) 

Impurity(ies) 
not mutagenic 
 

Insufficient evidence to assess the 
mutagenicity of the impurity(ies) 

 

POSITIVE result in QSAR 
evaluation or test(s). 

Consider impurity(ies) 
as mutagenic  

 
 

Review available 
data and make 

pragmatic 
conclusions 

based on weight 
of evidence 

 

Identify data 
gaps and 

consider further 
testing in line 

with COM 
strategy 

 


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

