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Cardiac Myosin Inhibitors as an effective pharmacological treatment for 
patients of severe drug-refractory hypertrophic cardiomyopathy 
Syed Huzaifa Alam Raza, Jawad Sarwar, Jawad Ishtiaq

Madam, Hypertrophic cardiomyopathy (HCM) is the most 
common genetic cardiovascular disease with an estimated 
prevalence of its gene carriers at 1 in 200 people1. It can be 
defined as a thickening of the heart muscle; usually the 
septum, which may result in a phenomenon called left 
ventricular outflow tract obstruction (LVOT). HCM may 
present with various cardiac symptoms with related 
presentations, including dyspnoea, dizziness, and 
syncope. However, the most severe complication is 
sudden cardiac death (SCD) due to ventricular arrhythmia, 
which is often the first disease presentation in young 
people with mild to no symptoms2. Previous 
pharmacological treatments of HCM included β-blockers, 
non-dihydropyridine calcium channel blockers and 
disopyramide which mainly provided sub-optimal 
symptomatic relief without addressing the disease-
specific molecular abnormalities3 

A new class of myosin inhibitors, mavacamten, was 
granted Food and Drug Administration (FDA) approval on 
28th April 20224. It is a disease specific drug which reduces 
myocardial hypercontractility by inhibiting cardiac myosin 
ATPase and its subsequent binding to actin. In a recent 
double-blind trial, the VALOR-HCM explored the effects of 
mavacamten on severely symptomatic drug-refractory 
obstructive HCM (oHCM) patients eligible for septal 
reduction therapy (SRT), i.e., surgical myectomy or alcohol 
ablation recommended to oHCM patients with intractable 
symptoms despite maximal medical therapy5. The trial’s 
results showed that the addition of mavacamten to 
maximally tolerated background medical therapy of HCM 
patients resulted in significant reduction in guideline 
eligibility for SRT and a reduction in LVOT gradients with 

improvement in patient reported outcomes (p<0.001)5. 

Such an alternative to SRT is of interest particularly in 
Pakistan because SRT is an invasive, expensive and risky 
procedure. Furthermore, SRT demands intensive post-
operational care expert surgeons and is performed in only 
a few institutions in Pakistan, all the more stressing the 
need for an alternative pharmacological treatment to HCM 
like mavacamten. More detailed analysis of the phase-3 
clinical trial, VALOR-HCM is needed to substantiate the 
efficacy and safety of mavacamten. Moreover, further 
development and long-term study of the same class of 
drugs are required to meet the need of HCM patients in 
Pakistan for relatively inexpensive and safe treatment. 
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