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Supporting arguments for CMR Repro Cat. 2 harmonised classification for LYSMERAL 
(CAS# 80-54-6 / EC# 201-289-8)

· P&G supports the proposal for a harmonised classification of LYSMERAL, CAS# 80-54-6; EC# 201-289-8, as CMR Repro Cat 2 (H361f: Suspected of damaging fertility)

· Adverse effects on fertility were observed in male rats – however, the extent of these effects was shown to be species specific. These effects are of little relevance to humans because in comparative in vitro metabolism studies, the toxic metabolite was seen at significantly lower levels in humans versus rats. Further, the toxic effects showed a clear threshold effect and expected aggregate human exposure is about 1000-fold below this threshold level.

· The toxicity effects were observed in rat studies via the oral route and this route of exposure for Lysmeral is not relevant for humans. The substance is exclusively used in fragrances in consumer products which come into contact with humans via the dermal route. Available information supports the view that, even in rodents, reproductive effects would not be expected when the exposure is dermal.

· Developmental toxicity has been observed only at doses leading to maternal toxicity and is considered a secondary non-specific consequence of general systemic toxicity in the dams.

· The substance is a known skin sensitizer and is classified and labeled as such (H317 1B). An IFRA Industry Standard, in place for many years, restricts the use of this substance in various consumer products – thus exposure is low and controlled.

· The substance is used exclusively in fragrances at low concentrations in cosmetic and household care products where dermal exposure is the most relevant route of exposure for both consumers and workers. 

· A comprehensive dossier has been submitted to the SCCS supporting the continued safe use of the substance in fragrances in cosmetics products – the dossier is currently under evaluation. The calculated Margin of Safety is above 100 which is protective for all relevant toxicological endpoints and provides additional supporting evidence for the safe use of the substance in these consumer products.

· In summary, a thorough review of all the available data related to reproductive toxicity is more than sufficient for a robust hazard assessment of this substance. Under current hazard classification guidelines and although the data do not indicate a human health risk under the current conditions of use, it is considered appropriate to classify Lysmeral as CMR2 (Repro Cat 2, H361f: Suspected of damaging fertility).

CL_Lysmeral_Final Comments_April 2018
