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Executive Summary 
 

1. Recommendations and Conclusions on Approvability 
 

The Office of Pharmaceutical Quality Review team has assessed NDA 214998 with 
respect to Chemistry, Manufacturing, and Controls (CMC) and has determined that it 
meets all applicable standards to support the identity, strength, quality, and purity that it 
purports to have. As such, OPQ recommends approval of this NDA from a quality 
perspective.   
 

2. Background Summary  
 

The Applicant, MyoKardia Pharmaceuticals, Inc, is seeking marketing approval for 
mavacamten capsules, 2.5 mg, 5 mg, 10 mg, and 15 mg , in accordance with Section 
505(b)(1) of the Federal Food, Drug, and Cosmetic Act. Mavacamten is a small 
molecule NME that is indicated for the treatment of symptomatic obstructive 
hypertrophic cardiomyopathy in adults. To support approval of mavacamten for this 
indication, the application includes clinical data to support safety and efficacy, 
including results of a pivotal Phase 3 study and other supportive clinical studies. The 
proposed product is an oral immediate release capsule supplied in four dosage 
strengths. 
 

3. Summary of Quality Assessments  
 

Mavacamten capsules are an immediate-release oral formulation supplied in four 
strengths: 2.5 mg, 5 mg, 10 mg, and 15 mg in Size 2 hard gelatin capsules with 
distinguishing color and printing. The drug product contains excipients to maintain the 
quality of the  product, including silicon dioxide, mannitol, hypromellose, 
croscarmellose sodium, and magnesium stearate. The product is packaged in HDPE 
bottles with a  closure and induction seal liner. The OPQ integrated 
quality assessment of this NDA includes reviews of drug substance, drug product, 
manufacturing, biopharmaceutics, and facilities information.   

 

3.1 Drug Substance (mavacamten) 
 
The mavacamten drug substance information was reviewed by Dr. Daniel Jansen and 
found to be adequate. The drug substance is a white to off-white solid consisting of a 
synthetic small molecule with a molecular weight of 273.33 g/mol. Mavacamten 
contains a single stereocenter. Sufficient information was provided 
regarding the physicochemical characterization, molecular structure, and impurity 
profile of mavacamten.  The drug substance exhibits polymorphism but only one stable 
form,  was observed during stability studies. The manufacturing process has 
been sufficiently described, including conditions, materials, reagents, controls, etc., and 
appears reasonable. Starting materials are adequately justified, impurity profiles are 
well-defined, and impurity purging throughout the manufacturing process is well 
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5. Environmental Assessment: The Applicant requests a categorical exclusion based on 21 

CFR 25.31(b), because the estimated introduction concentration at the point of entry into 
the aquatic environment will be less than 1 ppb, and there are no extraordinary 
circumstances to the Applicant’s knowledge. The information to support this categorical 
exclusion was reviewed by Dr. Rao Kambhampati and found to be adequate to grant this 
request. 

 
6. Expiration Dating and Storage Conditions: The Applicant provided 18 months of 

long-term and 6 months of accelerated stability data for three primary batches of the 
commercial formulation capsules packaged in HDPE bottles, 24 months of supportive 
long-term data for the commercial formulation capsules and up to 30 months of 
supportive long-term data for capsules containing an earlier clinical formulation. The 
requested expiration dating period of 30 months is granted when mavacamten capsules 
bottles are stored at 25℃. 

 
7. Quality Labeling: The container and carton label were reviewed as part of the drug 

product review. The dosage form description, strength, established name, NDC #, Lot 
#/Expiry, and storage conditions are adequately described in the carton and container 
label, which meets relevant regulatory requirements for labeling. Comments regarding 
the draft USPI were conveyed to the Applicant, and it will be finalized as part of the 
review. Refer to the labeling review for additional information. 

 
 
8. List of CMC Deficiencies: None  

 
OVERALL ASSESSMENT AND SIGNATURES: 

 
At present, there are no outstanding deficiencies related to the drug substance, drug product, 
process, microbiology, and environmental analysis sections of this NDA. The OPQ overall 
recommendation for NDA 214998 is approval. 

 
 

Theodore Carver, Ph.D. 10/20/21 
Senior Pharmaceutical Quality Assessor 
Application Team Lead 
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R. REGIONAL INFORMATION 
Comparability Protocols: N/A 
Post-Approval Commitments: N/A 
Lifecycle Management Considerations: N/A 
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