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Development of individualized medicine by exposure matching based on key
determinant of pharmacokinetics
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Our previous pharmacokinetic study in 16 cancer patients with various renal
functions developed an S-1 dosage formula based on individual creatinine clearance (CLcr) and body
surface area (BSA). To evaluate and refine the formula, this prospective study was conducted. The
revised nomograms for recommended daily doses derived from the refined formula can be used in
clinical practice to achieve the target AUC ensuring efficacy and safety of S-1.

Regorafenib and its active metabolites of M2 and M5 are extensively bound to the serum proteins. We
found that the serum unbound concentrations of the sum of regorafenib and the active metabolites
correlated significantly with the maximum grade of regorafenib-related symptomatic adverse events in
the first cycle. There were no association between their unbound fractions and the serum albumin
levels, which is their major binding protein.
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