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Bioavailability (BA) and Bioequivalence (BE) defined by the FDA RESULTS
= BA is defined as the rate and extent to which the active ingredient or active » The changes in number of stroke events of edoxaban and dabigatran are 5-fold and ~2-fold lower respectively, than those of bleeding events. - These findings show that the
moiety is absorbed from a drug product and becomes available at the site of impact of BIN Is high on bleeding events with steeper exposure-response (ER) curves compared to stroke events that have more shallow ER curves.
action. » We did not test the impact of BIN on efficacy of apixaban and rivaroxaban as there is a shallow ER relationship for these drugs in the FDA reports.
= BE serves as a surrogate of therapeutic equivalence and relies on blood/plasma » The ER curves from the FDA reports were established using different PK inputs: C, ., for rivaroxaban, AUC for apixaban, C,, and C;, for edoxaban, and C,,, for dabigatran.
based pharmacokinetic (PK) measures such as AUC and C__, that are reflective Therefore, computed probabilities provide trends but cannot be directly compared to one another.
of systemic exposure. Figure 1. Exposure-Response curves Figure 2. Comparison of risk probabilities
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