Safety, tolerability, pharmacokinetics, pharmacodynamics of HRS-1893 (a cardiac myosin inhibitor) in healthy subjects
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Introduction. Hypertrophic cardiomyopathy (HCM) is a common heritable cardiac disease featuring left ventricular hypertrophy. HRS-1893 (also known as BHB-1893) is a novel, selective inhibitor of cardiac myosin.
Aims. This first-in-human study assessed the safety, tolerability, pharmacokinetics (PK), and pharmacodynamics (PD) of HRS-1893.
Methods. This was a randomized, double-blind, placebo- controlled study evaluating oral HRS-1893 in 76 healthy Chinese subjects. The study comprised three parts: a single-dose study (5, 15, 30, 50, or 75 mg), a food-effect study (30 mg), and a multiple-doses study (10, 20, or 40 mg twice daily for 14 days).
Results. HRS-1893 was well-tolerated within the dose range explored. HRS-1893 plasma exposure was correlated with modest reduction in left ventricular ejection fraction (LVEF). Exposure increased in a less-than-dose-proportional manner with dose escalation. Absorption of HRS-1893 was independent of food intake. Steady-state exposures were observed near Day 8 following multiple-dose administration and accumulation ratios ranged between 1.8 and 2.6. 
Discussion. These pharmacokineticdata support the further development of HRS-1893 in patients with HCM. 
