U3 See European Medicines Agency (EMEA), Evaluation of Medicines for Human Use,
“Position Paper on Non—-Clinical Safety Studies to Support Clinical Trials with a Single
Microdose,” CPMP/SWP/2598/02Rev 1, 23 June 2004.

L8 No-observed-adverse—effect level (NOAEL).

U7 For details see the guidance for industry S74 Safety Pharmacology Studies for
Human Pharmaceuticals.

U8 For details see guidance for industry S2A: Guidance on Specific Aspects of

Regulatory Genotoxicity Tests for Pharmaceuticals and SZB: Genotoxicity: A
Standard Battery for Genotoxicity Testing for Pharmaceuticals.
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