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Animal welfare concerns about the Draize rabbit eye test have led to the development of 
numerous proposed alternative in vitro test methods. ICCVAM recently completed an evaluation 
on the validation status of and published recommendations for four of these methods for 
identifying ocular corrosives and severe irritants: IRE, ICE, BCOP, and HET-CAM. In vivo 
results were classified based on regulatory eye hazard classification systems and in vitro results 
were classified based on decision criteria obtained from literature reviews or personal 
communications with test method developers. Accuracy statistics for each in vitro test method 
were similar across all regulatory classification systems (i.e., EPA, EU, GHS). Where data 
permitted, reliability analyses indicated that the methods were generally reproducible within and 
between laboratories. Based on the available data, ICCVAM recommends that BCOP and ICE 
can be used in appropriate circumstances and with certain limitations as screening tests for the 
detection of ocular corrosives and severe irritants in a tiered-testing scheme, using a weight-of-
evidence approach. Since test method performance varied for different chemical and physical 
classes, ICCVAM recommends that the current database and performance be reviewed to 
determine the suitability of a method for specific testing situations. Consistent with U.S. Animal 
Welfare Regulations, ICCVAM further recommends that in vitro ocular test methods be 
considered for specific testing situations prior to testing in animals and that an alternative test 
method be used when appropriate. When used in this manner, these methods should reduce the 
pain and distress associated with testing ocular corrosives and severe irritants. The ICCVAM 
report also provides recommended test method protocols and substances for validation studies, 
and recommendations for future studies that might improve the usefulness of these test methods. 
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