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Toxicological risk evaluation strategy of extractable and leachable
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Abstract: The safety assessment of extractable & leachable (E&L) in single use system, applied in manufacturing process and
container closure system for drug product, is a vital part of new drug application or biologic license application. Toxicological
evaluation of E&L is of importance in E&L safety evaluation. There are no systematic guidelines for E&L toxicological evaluation,
especially for toxicological data selection, which poses a great challenge for E&L safety evaluation. Based on the E&L safety
assessment, this paper focuses on the establishment strategy of safety threshold, including permitted daily exposure and acceptable
intake calculation, the selection of multi-level threshold toxicological concern; the selection and evaluation of key toxicological data,
including toxicological observation indicators and rational assay selection, and the identification of "critical effects". Here, we
combined the systematic introduction of E&L toxicology evaluation with actual cases, which provides a new insight to solve the
problem in E&L research and gives recommends and assistance for drug development and production enterprises.
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