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Cancer occurs in one out of 1000 pregnancies
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Physiological changes during pregnancy
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Why use a semi-physiological approach?

Aim

-

To combine existing knowledge of PK in non-pregnant patients with
physiologically based PK modeling, to predict the PK of a range of
cytotoxic drugs in pregnant patients
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Approach
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Protein concentrations change over pregnancy
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Simulation framework:
Clearance (hepatic)
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Simulation framework:
Volumes of distribution
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Anthracyclines
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Typical gestational change in parameters
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Taxanes
Docetaxel Paclitaxel
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Typical gestational change in parameters
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Concentration (ng/mL)
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Application:

External evaluation
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Summary

Framework provides an adequate description of the PK in pregnant women

Addition of pregnant physiology improves model predictions

Clinical relevance difficult to assess

Method may be used for extralpolation purposes to predict dosing regimens in pregnant
women for drugs for which P

< data from pregnant women are unavailable
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