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Prior to 2023, Guideline-
Recommended Therapies for HCM

Maron, B.J. et al. J Am Coll Cardiol. 2022;79(4):372–38

HCM Clinical Spectrum





Circulation Research. 2021;128:1533–1553

Pathogenesis of Hypertrophic Cardiomyopathy



 ”DIFFERENT” Myosin Configuration

”Active” Disordered-Relaxed (DRX) Super-relaxed (SRX)



HCM

• Energy Profligation 

• Mitochondrial Dysfunction 

• Mycardial Hypertrophy 

• Myocardial Fibrosis

Nag and Trivedi. eLife 2021;10:e63703.

HCM  Hypercontractility



Hypercontractility



Cardiac Myosin Inhibitor in HCM



Olivotto I et al. EXPLORER-HCM. Lancet 2020 
Desai MY et al. VALOR-HCM. J Am Coll Cardiol 2022 
García-Pavia P et al, NEJM 2025

MAVACAMTEN AFICAMTEN

Cardiac Myosin Inhibitor in HCM: clinical trial

• Improve oxygen consumption 

• Gradient reduction 50 mmhg  

• Improve at least one NYHA class in > 60% of pts 

• Improve quality of life 

• Reduce NT-proBNP  

• Same effect in patients with oHCM regardless of the genetic testing results 

• Satisfactory safety profile ( aficamten > mavacamten)



Eur Heart J 2024; 45: 5071–5083 

MAVA-LTE: Sustained Improvements in Cardiac Function and 
Symptoms at 3.5 Years With Mavacamten



Desai MY et al. Circulation. 2025;151:1378-1390

VALOR-HCM: Sustained Freedom From SRT Observed 
at 128 Weeks in  Symptomatic Patients With oHCM



 
One-year functional and structural effects of mavacamten: CMR study 

Eur Heart J Cardiovasc Imaging 2025



Wens A et al. Circulation. 2024;150(suppl 1):Abstract 4134320.

Pooled Safety Data for Mavacamten in oHCM Across 5 Trials Over 5 Years: 
Well Tolerated and TEAEs Decreased Over Time



Saberi S et al. JACC Heart Fail. 2025;13:102496.

FOREST-HCM: Sustained 48-Week Efficacy in Symptoms and 
Cardiac Function With Aficamten in Patients with oHCM

Change in NYHA class



FOREST-HCM: Sustained 48-Week Efficacy in Symptoms and 
Cardiac Function With Aficamten in Patients with oHCM

Saberi S et al. JACC Heart Fail. 2025;13:102496.



Masri A, et al. JACC. 2024;84(19):1806–1817.

SEQUOIA-HCM CMR Substudy



Managment of LV outflow obstruction
2024 AHA/ACC  

HCM Guidelines
2023 ESC 

HCM Guidelines



EUROPEAN COMMISSION APPROVAL 
JUN 2023

EUROPEAN COMMISSION APPROVAL 
FEB 2026

Two Myosin Inhibitors  APPROVED in Europe



1 year on MacavacamtenBefore -Mavacamten



Before -Mavacamten

1 year on Macavacamten





Mavacamten REMS Program First 22 Months

Desai M et al. Circ Heart Fail. 2025;18:e012441



Mavacamten REMS Program:  
Pts treated with mavacamten for ≥1 year who experienced a decrease in LVEF <50%,  

HF  requiring hospitalization  or both 

Desai M et al. Circ Heart Fail. 2025;18:e012441



Mavcamnten in real-world:  Evidence From COLLIGO-HCM 

Circ Genom Precis Med. 2026;19:e005502. 

 At month 9 



Mvacamnten in real-world:  Evidence From COLLIGO-HCM 

Two patients in the mavacamten monotherapy 

subgroup and 1 patient in the mavacamten with 

background therapy subgroup permanently 

discontinued treatment (LVFE <50%)

Circ Genom Precis Med. 2026;19:e005502. 



• First head-to-head study of a CMI (aficamten) vs a β blocker (metoprolol) for oHCM 

• Aim: evaluate the safety and efficacy of aficamten as 1L treatment or as monotherapy for oHCM

MAPLE-HCM:  
Phase 3 Trial of Aficamten vs Metoprolol in Patients With oHCM

Garcia-Pavia P et al. N Engl J Med. 2025;393:949-960.



MAPLE-HCM: Aficamten Monotherapy Improves Peak Oxygen 
Uptake vs Metoprolol Monotherapy

Garcia-Pavia P et al. N Engl J Med. 2025;393:949-960.



MAPLE-HCM: Improvements in NYHA Class, NT-proBNP, 
and LVOT Gradient With Aficamten vs Metoprolol

Garcia-Pavia P et al. N Engl J Med. 2025;393:949-960.



Effect of beta-blocker on the response to Mavacamten in patients with oHCM

Eur J Heart Fail. 2023;25:260–70. 



Myosin inhibitors in oHCM…”First line/class effect”?
2024 AHA/ACC  

HCM Guidelines
2023 ESC 

HCM Guidelines



Pediatric patients with oHCM

AFICAMTENMAVACAMTEN

adolescents (12 to <18 years of age) 
adolescents (12 to <18 years of age) 

Children (6 to <12 yo)

“ON GOING”



New Eng Med J 2026 (march)

44 adolescent (12 to <18 years of age) 

oHCM in NYHA class  II-III  

Starting dose: 
- 5 mg in pts with a body weight ≥  45 kg - - 2.5 mg 
in pts with a body weight between 35Kg and 45 Kg 

P < 0.001



Post-exercise LVOT gradientResting LVOT gradient

Time 
(weeks)

50 mm Hg

30 mm Hg

LS mean difference (95% CI) at week 28: 
−41.7 (−59.7, −23.7) mm Hg; P < 0.0001

LS mean difference (95% CI) at week 28:  
−47.0 (−62.7, −31.4) mm Hg; P < 0.0001

Dotted lines indicate clinically relevant thresholds of 30 mm Hg and 50 mm Hg for LVOT gradients.
New Eng Med J 2026 (march)



Maximal LV wall thickness Average E/e’ ratio

LS mean difference (95% CI) at week 28: 
−3.4 (−5.1, −1.6); P = 0.0002

LS mean difference (95% CI) at week 28:  
−1.8 (−3.4, −0.2) mm; P = 0.0269
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New Eng Med J 2026 (march)



Safety

Patients with an event, n (%) Mavacamten (N = 23) Placebo (N = 21)
TEAEs 
Treatment-related TEAEs

18 (78.3) 
2 (8.7)

17 (81.0) 
3 (14.3)

TESAEs 
Treatment-related TESAEs

2 (8.7) 
1a (4.3)

2 (9.5) 
0

TEAEs leading to drug interruption 1b (4.3) 1 (4.8)

• No TEAE‑related treatment discontinuations or deaths occurred, and no patient 
experienced an LVEF of < 50% or ≤ 30%  

• No cases of atrial fibrillation or symptomatic heart failure were reported

New Eng Med J 2026 (march)



Mavacamten in Symptomatic Non obstructive HCM: ODYSSEY-HCM 

N Engl J Med 2025;393:961-72.

590 pts HCM 

Background HCM therapy: 

- 77.2% Beta-blocker 

- 11.8% Calcium-channel blocker   

- 9% Disopyramide



Mavacamten in Symptomatic Nonobstructive HCM: ODYSSEY-HCM 

N Engl J Med 2025;393:961-72.



 ODYSSEY-HCM : Safety

• Study drug interruption or permanent treatment discontinuation occured in 42 (14.6%) 

and 15 (5.2%) pts assigned to mavacamten and 15 (5.2%) and 8 (2.8%) to placebo, 

respectively 

• LVEF<50% occured in 62 (21.5% ) pts assigned to mavacamten vs 5 (1.7%) to placebo, 

while ≤ 30% was observed in 7 (2.4%) pts in the mavacamten group and none in the 

placebo group 

• During the placebo-vontrolled period, recovery of LVEF ≥ 50% in all but 3 pts

N Engl J Med 2025;393:961-72.





• Sarcomeric Modulation: EDG-7500 (CIRRUS-HCM) 

• Metabolic Modulation:  

- NinerafaXstat (FORTITUDE-HCM) 

- Sotagliflozin (SONATA-HCM) 



cloud.raineri@gmail.com 
scompenso@cittadellasalute.to.it



Sarcomeric Modulators: EDG-7500





















Aficamten
N Engl J Med 2024;390:1849-61. 

Mavacamten



Small-Molecule Cardiac Myosin Inhibitors Targeting HCM

Selective, reversible allosteric inhibitor of β-cardiac myosin ATPase, 

binding to a specific pocket within the myosin motor domain to 

reduce the rate of ATP hydrolysis and subsequent energy release 

available for actin–myosin cross-bridge formation.

• Distinctive binding site 

• Slows phosphate release from myosin 

• Stabilizes weak actin-binding myosin conformation 

• Shorter half-life 

• Reach steady state in 2 weeks 

• No substantial cytochrome P450 induction or inhibition 

Mavacamten Aficamten



Long-term effect 
of Cardiac MI 

In oHCM

Eur Heart J 2024; 45: 5071–5083 

Mavacamten 

Eur Heart J 2026; 00:1–12

Aficacamten 



Beta-Blockers

Verapamil

Disopyramide

DDD-Pacing

Myectomy

Alcohol Septal Ablation

Myosin Inhibitors


