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\ Introduction \

The traditional approach for model-based initial dosing is based on the use of a single vector of typical population parameters for targeting a specific
exposure. This approach is theoretically ill-suited for targeting a range of exposure. The objective of this work was to develop a general approach for optimal
targeting of a drug exposure interval. An application to a priori model-based dosing of busulfan (Bu) in children is presented as a case study.
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* p <0.005 compared with the best of the three other methods

Conclusions

A multiple-model approach has been designed to optimize the targeting of an exposure interval. When applied to busulfan in children, it outperformed the
traditional model-based dosing approach, with earlier and better achievement of busulfan target AUC. It can also address specific dosing issue such as
minimizing overexposure. The approach can be applied for optimal dosing of many drugs, when the target objective is an interval.
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