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Symptomatic Obstructive Hypertrophic Cardiomyopathy

• Obstructive Hypertrophic Cariomyopathy (oHCM): Genetic disorder, 

rare disease

− Prevalence: 0.36 per 10,000 in those under 18 to 4.82 per 10,000 

in those 55–65

• Common Symptoms

− Chest Pain, Shortness of Breath, Fatigue, Rapid/Irregular 

heartbeat, Fainting

• Commonly prescribed Beta-blockers, Calcium Channel Blockers
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Normal Heart Heart with oHCM

https://www.camzyos.com/what-is-camzyos


Key Clinical Parameters/Targets in oHCM

• Left Ventricular outflow tract gradient

• Measured by EchocardiogramLVOT gradient

• peak Oxygen Consumption 

• Cardiopulmunary Exercise Testing (CPET)pVO2

• New York Heart Association Class

• Class I, II, III, IVNYHA Class

• Left Ventricular Ejection Fraction

• Measured by EchocardiogramLVEF



CAMZYOS: First and Only Approved Cardiac Myosin Inhibitor

5

• CAMZYOS, selective reversible allosteric inhibitor, is a prescription medicine used to treat:

− Adults with symptomatic obstructive hypertrophic cardiomyopathy (oHCM)

− Approved in 43 countries including the US, Canada, the EU, the UK, and South Korea

How CAMZYOS works 

in a Heart with oHCM

https://www.camzyos.com/what-is-camzyos

https://www.camzyos.com/what-is-camzyos


CAMZYOS The 2023 Prix Galien USA Award Winner



Overview of Clinical Development Program
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EXPLORER-HCM, A Randomized, double blind, placebo-
controlled trial showed Successful Results
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Composite Primary Endpoint

pVO2 ≥ 1.5 mL/kg/min and improvement in NYHA

or 

pVO2 ≥ 3.0 mL/kg/min and no worsening in NYHA

Key Secondary Endpoint: Reduced LVOT

CAMZYOS®  (mavacamten) EXPLORER-HCM Secondary & Exploratory Endpoints | Safety Profile (camzyoshcp.com)

https://www.camzyoshcp.com/explorer-hcm/secondary-endpoints


Population PK analysis to characterize the Mavacamten PK

• Data from 12 Clinical studies (Total n= 497, 9244 measurable PK observations)

− HV: 192, HCM Patient: 305

• Two-compartment model with first order absorption was used to characterize the Mavacamten PK 

− Full model covariate modelling approach
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Identify the intrinsic/extrinsic effect using Pop PK analysis 
and utilize it for E-R analysis
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Effect of  covariates on exposures (Cavg-SS)GOF and pcVPC of the final model 

• Identified key covariate effects were used to derive the exposure for E-R analysis



Exposure-Response Modeling of Mavacamten in Adults 
with HCM

• E-R model for VLVOT and LVEF were characterized by 

nonlinear mixed-effect model with Cavg168

• Data for efficacy: 272 Patients & safety: 331 Patients

• Time (weeks since dose initiation) was also explored to 

determine if there was

• Placebo (background treatment) effect over time on 

VLVOTg
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EFFICACY

SAFETY



E-R models characterized both Mavacamten Efficacy and 
Safety endpoints well in patients with oHCM
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• These E-R models, together with a pop pk model, form the basis of a simulation tool that was used to identify an 

optimized dose titration regimen for Mavacamten 

2022 ACoP13 Poster T-056

EFFICACY

SAFETY



M&S Framework to optimize Titration Regimen considering 
multiple factors
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Extensive M&S Analysis Throughout oHCM Development Program Led 
to ECHO Guided Titration Without PK TDM
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• NO PK TDM-guided dose titrations 

• Week 4 & 8: Down-titrate if VLVOT gradient <20 mmHg or

• Week 12 & 24: Up-titrate if VLVOT gradient ≥ 30 mmHg 

and LVEF ≥ 55%

• Follow up: Every 12 weeks unless up-titration or dose 

interruption, in which case the follow-up is in 4 weeks. 

• Temporary dose interruption: if LVEF <50%

ECHO Guided Titration is expected to have a similar 

Benefit/Risk as the titration regimen in EXPLORER 

2022 ACoP13 Poster T-056


