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The manuscript has been improved accordingly based on the points raised by the reviewers.

In particular:

1. The text has been rewritten in the specified sections and now all the revisions appear in
the new version of the manuscript.

2. The abstract has been rewritten to better summarize the issues discussed in the paper.

3. Several parts of the previous version of the manuscript have been revised to better clarify
specific issues raised by the reviewers. The latter, especially relates with the fact to more
focus on the new idea of developing PBPK models to advance personalized medicine
decisions of practical clinical utility in drug delivery, i.e. pharmacotyping (PTXx).

4. A new section has been included at the end to present the case of tamoxifen in
exemplifying the topics discussed within the text.

5. A table has been also included to present predictive PGx biomarkers already cleared by

drug regulatory agencies (FDA, EMA) for cancer drug therapy; such table enriches the
information regarding the implementation of PGx knowledge in the clinical setting.
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