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GlaxoSmithKline Comments on S2(R1) – revisions to ICH genotoxicity guideline

GlaxoSmithKline is adding support of the proposed revision to the ICH S2 Genotoxicity Guideline as agreed at ICH Step 2. 
We agree with the revisions because:

· The high frequency of irrelevant (for humans) positive results from in vitro mammalian cell tests is not acceptable. The design of the tests needs to be improved to produce more reliable results. This can avoid the delays in development of important new drugs by having to investigate the relevance (for humans) of the (around) 30% of positive findings in mammalian cell tests, most of which will be either threshold-based (with a safety margin) or irrelevant. The proposal to reduce the top concentration for non-toxic substances to 1mM is justified taking into account the data (including GSK data) shared by industry, and still provides a large safety margin compared to human exposures even to high dosage drugs. Refinement to the definitions of cytotoxicity is also needed as many irrelevant positives have been shown to result indirectly from excessively cytotoxic treatments.
· There is a need for the introduction of assays that have been developed and refined since the 1997 ICH guidelines were issued. In particular, the COMET assay in vivo and the micronucleus assay in vitro have been successfully used and validated across industry, research Institutes and academia with protocols agreed via international working groups.

· The reduction of animal usage will be significant with no loss of the reassurance of safety for patients.
· The revisions represent an evolution of the discipline of genetic toxicology from merely being a tool for hazard identification to an increasing role for risk assessment.
We therefore strongly support the revision to S2.
Yours sincerely

Dr Robert Rees

Director and Worldwide Head of Genetic Toxicology
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