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What Will I Wear to the Ball ?

Beta-Blockers
Verapamil
Amiodarone
Disopyramide

Mavacamten
Aficamten
EDG-7500
Ninerafaxstat
Sotagliflozin
Gene Therapy
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2023 ESC Guidelines for the management of cardiomyopathies
(European Heart Journal; 2023 – doi:10.1093/eurheartj/ehad 194)

Flowchart on the management of left ventricular outflow tract obstruction



Ommen et al. Circulation 2024



Ommen et al. Circulation 2024





VALOR-HCM: Changes in Surgical Candidacy and NYHA Class

Surgical Candidacy NYHA Class Improvement 
At Week 56

Desai et al. JAMA Cardiol 2023





SEQUOIA HCM: Changes in Candidacy to Septal Reduction Therapy

Maron et al, N Engl J Med 2024



Explorer LTE-Change in efficacy measures from baseline through week 120

• Mavacamten was associated with sustained improvements from baseline in echocardiographic 
parameters, including E/e’ average, and NT-proBNP

• Mean LVEF remained within the normal range at all study visits

Baseline is defined as last non-missing measurement before the first dose of mavacamten in MAVA-LTE. Data presented are mean (SD) unless otherwise stated. Dotted line in LVEF figure represents the 
threshold for normal ejection fraction. BL, baseline; E/e’, ratio between early mitral inflow velocity and mitral annular early diastolic velocity; IQR, interquartile range; LTE, long-term extension; LAVI, left 
atrial volume index; LVEF, left ventricular ejection fraction; LVOT, left ventricular outflow tract; NT-proBNP, N-terminal pro B-type natriuretic peptide; SD, standard deviation



The Mavacamten REMS Program: Results From 10 Months Post-Launch



2023 ESC Guidelines for the management of cardiomyopathies
(European Heart Journal; 2023 – doi:10.1093/eurheartj/ehad 194)

Mavacamten Favorably Impacts Cardiac Structure in Obstructive HCM 
EXPLORER-HCM Cardiac Magnetic Resonance Substudy Analysis

Saberi et al Circulation 2021



Modified from Nag et al., Sci. Adv. 9, eabo7622 (2023) 28 July 2023

• Excess availability of ON state(s) myosin heads, with elevations in residual cross-
bridges hindering compliance and filling. 

• Biochemical events prolonging cross-bridge detachment

• Alterations in Ca2+ handling resulting in elevated diastolic levels

• Structural remodeling (e.g., fibrosis)

Cardiac Myosin Inhibitors may improve 
diastole by countering multiple mechanisms 



Am J Physiol Heart Circ Physiol 318: H715–H722, 2020



Patient Functional Class and Angina Symptoms

• 56% of all patients demonstrated functional improvement of ≥ 1 NYHA class and 25% patients were completely 
asymptomatic 

• Mean reduction in angina frequency score of 14.3 points - translates to a reduction in the frequency of angina from 
daily or weekly, to weekly or monthly.
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Masri et al J Card Fail 2024



Cardiac Biomarkers
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• Patients were found to have 

• Mean relative reduction in high-
sensitivity cardiac Troponin of 21% 
by Week 10 by -24.8 ng/L (73.53) 

• Mean relative reduction NT-
proBNP of 55% by Week 10 by -
869.7 pg/mL (969.65)

= Washout period

Masri et al J Card Fail 2024



The purpose of ODYSSEY-HCM is to assess the 
efficacy and safety of mavacamten in patients with 
symptomatic nHCM, a population for whom no 
disease-specific drug therapy is approved.

Methods

Purpose

Design of ODYSSEY-HCM: A Phase 3 Randomized Placebo-controlled Study to Assess the Efficacy and Safety of 
Mavacamten in Patients with Symptomatic Non-obstructive Hypertrophic Cardiomyopathy (nHCM)

Milind Desai1 MD MBA, Anjali Owens2 MD, Kathy Wolski1 MPH, Pablo Garcia-Pavia3 MD PhD, Theodore Abraham4 MD, Christina Sewell1 RN, Ronald Aronson5 MD, 
Thomas Rano5 PhD, Victoria Florea5 MD, Steven Nissen MD1, Iacopo Olivotto MD6

1Cardiovascuar Medicine, Cleveland Clinic, Cleveland, OH, USA; 2Center for Inherited Cardiac Disease, University of Pennsylvania, Philadelphia, PA, USA,3Department of Cardiology of Hospital Universitario 
Puerta de Hierro, Madrid, Spain., 4UCSF HCM Center of Excellence, University of California at San Francisco San Francisco, CA, USA 5Bristol Myers Squibb, Inc., Lawrence Township, NJ, USA, 6Cardiovascular 
Medicine, University of Florence, Florence, Italy

Study Design: Phase 3, randomized, double-blind, 
placebo-controlled, multi-center, international clinical 
trial.

Sample Size: 420 participants

Study Periods: Screening up to 5 weeks followed by 
Part A, placebo-controlled double-blind treatment; 
Part B, placebo-cross-over treatment, and Part C, 
long-term treatment and follow-up. After the last dose 
of study drug in Part C, participants are followed for 
120 days. 

Dual Primary Endpoints: Change from baseline to 
Week 48 in Kansas City Cardiomyopathy 
Questionnaire Clinical Summary Score (KCCQ-CSS) 
and peak oxygen consumption (pV02).

Key Secondary Endpoints: Change from baseline 
to Week 48 in the slope of the ratio of minute 
ventilation to carbon dioxide production (VE/VCO2), 
N-terminal pro brain natriuretic peptide (NT-proBNP), 
cardiac troponin-T (cTn-T), and the proportion of 
participants with improvement by least 1 category of 
New York Heart Association Functional Class 
(NYHA).

Results Conclusion
Enrollment in ODYSSEY-HCM has been 
completed

Completion of enrollment of participants with 
symptomatic nHCM supports the use of the 
ODYSSEY-HCM study design to assess 
efficacy and safety of new therapies that 
require close monitoring in this population. 
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Methods continued

Safety Endpoints: Any cardiovascular death, 
non-fatal myocardial infarction, non-fatal stroke, 
hospitalization for heart failure, hospitalization for 
arrhythmias or appropriate defibrillator therapy.

Key Inclusion Criteria: Adults with symptomatic 
nHCM ≥18 years of age, NYHA Class II-III, 
KCCQ-CSS ≤ 85, left ventricular ejection fraction 
(LVEF) ≥ 60%, able to achieve pVO2 on 
cardiopulmonary exercise test (CPET), and 
elevated NT-proBNP and cTn-T.

Study Conduct: During Parts A and B, the dose 
of study drug will be titrated according to values 
of LVEF obtained at visit intervals determined by 
PK/PD modelling that provided the best balance 
between efficacy and safety. Echocardiograms 
and CPETs will be analyzed by core laboratories. 
Investigators and participants will be blinded to 
the results of these tests and to study drug and 
dose.







«A treatment becomes standard when one 
must consider when NOT to give it, rather
than when to give it»

Claudio Rapezzi
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