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Thema der Dissertation:

Beneath the tip of the iceberg - Emphasizing the role of metabolites
in physiologically based pharmacokinetic model development

While metabolites can provide unique insights for drug discovery and development (D3), there
is currently no explicit guidance for their investigating in the context of PBPK modeling, which
is an integral part in D3. Its usefulness, for example in estimating various drug interaction
scenarios, is well recognized by regulatory agencies. To highlight the significance of
metabolites in PBPK model analyses, particularly for drug interactions, parent-metabolites
PBPK models were developed for bupropion, ketoconazole and 5-fluorouracil as well as uracil,
where their inclusion was crucial to implement and evaluate drug interactions and subsequent
model applications such as model-based dose adjustments. This thesis outlines a blueprint for
determination of a metabolite’s role in PBPK model development, drawing insights from the
presented projects.
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