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Abstract
Non-clinical studies are conducted to provide scientific insight into the potential efficacy and safety and are critical to assess the risk: benefit relationship with clinical relevance. Considering the non-homogenous characteristic of Advanced Therapy Medicinal Products (ATMPs), a case-by-case risk-based approach is taken when designing non-clinical testing programmes. This approach addresses various factors relating to the quality, biological activity and clinical application of the ATMP, such as the intrinsic properties of the drug product, Route of Administration (RoA), target and non-target tissues/organs and the disease status of the patient population. Once risks have been identified, efficacy, in vivo safety, bio-distribution and persistence studies will need to be performed in a suitable non-clinical species prior to the commencement of clinical investigations. Where appropriate, this may also constitute a paper-based exercise whereby published scientific literature can be used to address a specific safety concern. By determining the risks for a given therapy, the extent of any non-clinical package can be determined. The non-clinical risk profile of an ATMP is prone to change as the product development proceeds. The overall objectives that the non-clinical programme needs to be addressing are the establishment of biological plausibility, identification of/support of clinical dose levels, the feasibility and safety of the proposed RoA and the general safety of the product. Here we use an illustratory scenario to present how a non-clinical programme is designed and executed for a selected ATMP as a cancer therapy.
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