Population pharmacokinetic analysis of tamoxifen and its six metabolites in breast cancer patients:

quantification of the impact of genetic polymorphisms and co-medications on tamoxifen metabolism
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Background

* 5-year therapy by tamoxifen is a cornerstone in the adjuvant treatment of estrogen receptor (ER)-positive breast cancer [1].

* The metabolism of tamoxifen is mediated by multiple cytochromes P450 (CYP2D6, CYP3A4, CYP2C19, CYP2B6) and the variability in their enzymatic activity may
impact the formation of tamoxifen metabolites, in particular endoxifen (the major active component), and in fine the therapeutic outcome.

* The optimisation of tamoxifen therapy could be achieved by dose-adjustment based on individual characteristics and subsequent therapeutic drug monitoring (TDM) of
plasma endoxifen levels, although a universally accepted therapeutic threshold for endoxifen still needs to be confirmed [2].
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Results
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