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Background: Mavacamten, a cardiac myosin inhibitor, improved peak VO2 in patients with symptomatic obstructive hypertrophic 
cardiomyopathy (HCM) in the EXPLORER-HCM study. The mechanism for mavacamten-related improvements in exercise physiology was 
further assessed by cardiopulmonary exercise testing (CPET).
Methods: Peak exercise values for VE/VCO2, measured metabolic equivalents (METs), circulatory power, respiratory exchange ratio and 
exercise time, as well as VE/VCO2 slope and ventilatory power CPET parameters were assessed with a standardized treadmill or bicycle 
ergometer at baseline and week 30 in 251 patients with symptomatic obstructive HCM.
Results: Patients were randomized to mavacamten (n = 123) or placebo (n = 128). There were significant improvements with mavacamten 
vs placebo in peak VE/VCO2 (least square [LS] mean difference: -2.2 [p < 0.0001]), peak METs (0.4 [p = 0.0006]), peak circulatory power 
(372.9 mL/kg/min x mm Hg [p = 0.0010]) and peak exercise time (0.7 min [p = 0.0153]) (Table). There was a statistically significant 
improvement in VE/VCO2 slope (p < 0.0001) and increase in ventilatory power (p = 0.0002) favoring mavacamten vs placebo.
Conclusion: Mavacamten improved a range of CPET parameters beyond peak VO2, including peak-independent parameters, indicating 
consistent and broad benefits on maximal exercise capacity as well as on submaximal exertional tolerance.
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