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Clinical impact of unbound-base pharmacokinetics of active metabolites of a
tyrosine kinase inhibitor regorafenib
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Regorafenib treatment improves survival of patients with metastatic
colorectal cancer, but it 1s also characterized by detrimental side effects that may require
modified dosing or interval schedules. Regorafenib is metabolized by cytochrome P450 3A4 in the
liver to its active metabolites, M-2 and M-5. We examined area under the unbound plasma
concentration-time curve (AUCu) to these compounds to establish pharmacokinetic bases for
individualized dosing strategies. The plasma protein binding of M-2 and M-5 was approximately
10-fold lower than that of regorafenib, whereas AUCu values for active metabolites on both days 1
and 15 were significantly higher than that of regorafenib. Patients with higher AUCu values of M-2
or M-5 on day 1 showed significantly shorter progression-free survival than others, likely due, at
least in part, to treatment discontinuation as a result of adverse events, especially occurred
during first cycle.
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