Comparison of pharmacokinetics, safety and food effects of fixed dose combination: pitavastatin/fenofibrate
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Introduction. Fixed-dose combination (FDC) drugs with statin and fenofibrate combinations are in demand for lowering cardiovascular events in dyslipidemic patients. While food typically affects the absorption of conventional FDCs, DW5124, a newer FDC, aims to provide more flexible dosing options regardless of meal timing.
Aims. We compared the PK and safety profiles of DW5124 (pitavastatin 2 mg/fenofibric acid 135 mg) with reference FDC (pitavastatin 2 mg/micronized fenofibrate 160mg) and evaluated the effect of food on newly developed FDC.
Methods. A randomized, open-label, 3-period, 6-sequence crossover study was conducted in 60 healthy adult volunteers. PK samples were collected up to 72 h post-dose. PK parameters were determined using noncompartmental analysis. The geometric mean ratio (GMR) and the 90% confidence interval (CI) of the treatments were calculated of the peak concentration (Cmax) and time-concentration AUC from time zero to the last measurable concentration (AUClast). PK bioequivalence(BE) was concluded if the 90% CI and GMRs were within 0.800-1.2500
Results. Fifty-five subjects completed the study. For the test vs. reference comparison (fed), the GMRs (90% CI) of Cmax and AUClast were 1.0473 (0.9440-1.1620) and 1.0299 (0.9883-1.0734) for pitavastatin, and 0.9448 (0.8876-1.0057) and 0.9601 (0.9357–0.9853) for fenofibric acid, which all met the BE criteria.  Regarding the food effect (fed/fasted), the GMRs (90% CI) for pitavastatin were 0.4709 (0.4245-0.5224) for Cmax and 0.8780 (0.8426-0.9150) for AUClast. For fenofibric acid, the GMRs were 0.9136 (0.8583-0.9724) for Cmax and 0.9433 (0.9193-0.9679) for AUClast. Both treatments were well-tolerated with no serious adverse events.

Discussion. PK and safety characteristics of the test and reference were comparable. The effect of food was statistically significant for pitavastatin, but not expected to be of clinical significance. Thus, DW5124 can be considered as a meal-independent treatment option for patients with dyslipidemia.
