KEFALOS trial: does losartan reduce cephalexin plasma concentrations in humans?
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Introduction. Cephalexin, a clinically important oral antibiotic, is absorbed almost completely due to active intestinal uptake by peptide transporter 1 (PEPT1). In a previous study, the simultaneous ingestion of zinc sulphate, an in vitro PEPT1 inhibitor (Okamura et al, 2003), reduced cephalexin plasma concentrations markedly in humans (Ding et al, 2012). Interestingly, losartan, an antihypertensive drug, inhibits PEPT1 even more potently than zinc sulphate in vitro (Knütter et al, 2009).
Aims. This phase I clinical trial aims to investigate the effects of losartan on the pharmacokinetics of cephalexin during simultaneous and staggered ingestion in humans.
Methods. For this randomised, crossover, 3-phase, open-label, vehicle-controlled clinical trial, 12 healthy volunteers will be recruited to ingest single doses of 100 mg of losartan at the same time with, or 3 h prior to, single doses of 500 mg of cephalexin. The comparator for losartan will be water. On 3 study days separated by 1-week washout periods, venous blood samples will be drawn and urine collected for up to 8 h after ingestion of cephalexin. The plasma and urine concentrations of cephalexin will be measured using liquid chromatographic-mass spectrometric methods and compared between the trial phases. This trial will be registered on ClinicalTrials.gov during autumn 2025.
Results. The trial is planned for January 2026, and drug concentration results can be expected in early spring.
Discussion. Cephalexin and losartan are among the most commonly used drugs worldwide. If ingested at the same time, losartan could potentially reduce the absorption and antibacterial effect of cephalexin. Given the high risk of concomitant use, it is crucial to investigate an optimal dosing interval to prevent this drug interaction.
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