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EFFICACIA DI MAVACAMTEN GRADIENTE ALL’EFFLUSSO VS

MAVACAMTEN, DATI REAL-WORLD DAL PROGRAMMA PER USO COMPASSIONEVOLE DI MAVACAMTEN IN ITALIA, PROF I. OLIVOTTO



THIS OBJECT PEELS POTATOES



Age 22 –Pre Myectomy

Age 22 –Post Myectomy

Age 34 – End-stage



Calcium-
mediated


actin-myosin  
interaction

"A new state of cardiac 
myosin with very slow 
ATP turnover" 
(interacting heads motif)
[b]

Myosin States in Hypertrophic Cardiomyopathy
[a]

HCM

MYOSIN IN
HIBITORS

➢ Increased Calcium Sensitivity 

➢ Energy Profligation and apoptosis 

➢ Mitochondrial dysfunction – ROS  

➢ Myocardial hypertrophy 

➢ Myocardial fibrosis



Green et al, Science, 2016

POTENTIAL FOR DISEASE MODIFICATION ?	



PK/PD Parameters Mavacamten Aficamten

CYP metabolism

CYP2C19/3A4/2C9 CYP2D6

PM most common in Asian populations PM/IM common in Asian, Caucasian, 
and African American populations

CYP induction 
potential

Pre-clinical and clinical studies 
demonstrating induction of CYP3A4

Pre-clinical data published indicating no 
CYP induction liability

Half-life 6 to 9 days (slow/poor CYP2C19 
metabolizer ~23 days)

75 to 85 hours (3 to 3.5 days) in normal 
metabolizer  

~110 hours (~4.5 days) in CYP2D6-PM*

Time to steady 
state 21 – 35 days 10 – 12 days

PK Variability High including CYP2C19 poor metabolizers Medium including potentially  CYP2D6 
PM 

Therapeutic 
Window

Shallow concentration response- 
unknown on impact
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Before 
mavacamten

3 years on  
 mavacamten

EF = 75 % EF = 65 %
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CV, cardiovascular; HCM, hypertrophic cardiomyopathy; RR, rate ratio; SD, standard deviation 16

MAVACAMTEN WAS ASSOCIATED WITH STATISTICALLY 
SIGNIFICANT REDUCTIONS IN HOSPITALIZATION RATES

Following mavacamten initiation 
among the 554 patients, 
hospitalization rates decreased by: 

• 37% for all-causec  

• 55% for CV-related  

• 86% for HCM-related 

• 70% for HCM symptom-related

aCV-related, HCM-related, and back pain-related 
hospitalizations were identified by the presence of a 
diagnosis of any CV disease, HCM, or back pain in 
the primary position on a claim. bHCM symptom-
related hospitalizations were identified by the 
presence of a diagnosis of any key HCM symptoms 
(including fatigue, chest pain/angina, syncope, 
dyspnea, and palpitations) in the primary position on 
a claim. cRR for back pain could not be estimated 
due to insufficient number of events. 

*P value < 0.05; **P value < 0.01

Baseline (mean ± SD): 9.9 ± 3.6 months; Follow-up (mean ± SD): 8.6 ± 6.6 months   



CV, cardiovascular; ER, emergency room; HCM, hypertrophic cardiomyopathy; RR, rate ratio; SD, standard deviation

MAVACAMTEN WAS ALSO ASSOCIATED WITH STATISTICALLY SIGNIFICANT 
REDUCTIONS IN ER VISIT RATES
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Following mavacamten initiation 
among the 554 patients, ER visit 
rates decreased by: 

• 25% for all-cause  

• 36% for CV-related  

• 47% for HCM-related 

• 45% for HCM symptom-related

aCV-related, HCM-related, and back pain-related ER 
visits were identified by the presence of a diagnosis 
of any CV disease, HCM, or back pain on a claim. 
bHCM symptom-related ER visits were identified by 
the presence of a diagnosis of any key HCM 
symptoms (including fatigue, chest pain/angina, 
syncope, dyspnea, and palpitations) on a claim.

*P value < 0.05; **P value < 0.01

Baseline (mean ± SD): 9.9 ± 3.6 months; Follow-up (mean ± SD): 8.6 ± 6.6 months   



TRIALS		 	 	 REAL WORLD 
(MAVA+AFI)	 	 	 	 (MAVA)

Prov. Gradient reduction 50 mmhg 

>60% improve at least 1 NYHA class 

Improved QOL 

50% drop in NTProBNP 

Satisfactory safety profile (AFI>MAVA) 

Initial evidence of favorable cardiac 
remodeling 

• 9/10 patients improve significantly  
• Substantial LVOT gradient reduction 
• Improved QOL 
• Satisfactory safety profile (lower doses 

utilized) 
• Initial evidence of favorable cardiac 

remodeling  
• Cautious titration compared to trials 
• Older, NYHA 2 patients?





J Am Coll Cardiol 2025



https://ir.cytokinetics.com/press-releases/press-release-details/2026/Cytokinetics-Announces-Positive-Topline-Results-from-ACACIA-HCM-the-Pivotal-
Phase-3-Clinical-Trial-of-Aficamten-in-Patients-with-Non-Obstructive-Hypertrophic-Cardiomyopathy/default.aspx



Alazzam AY, et al. Heart 2026



L’Inconoscibile 
Empireo

Il Prodigio

La Conquista

La Terra dei 
Rimpianti


