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Abstract Objective: To analyze myosin-binding protein(C3MYBPC3) gene variation in patients with familial
hypertrophic cardiomyopathy(FHCM) and the relationship with clinical phenotypes. Methods: Among ten families
with hypertrophic cardiomyopathy(HCM) treated in Fujian Provincial Hospital from 2016 to 2018, three harbored
MYBPC3 mutations were screened out using second-generation sequencing. Clinical data. including family histo-
ry, clinical manifestations, electrocardiogram, and echocardiography of patients with MYBPC3 gene mutation in
families were extracted to analyze the association between genotype and clinical phenotype. Results: Among the 19
members from these three families, two had a sudden death, and eight carried the MYBPC3 mutation. Two of the
three families carried the . 3624delC heterozygous deletion variant of MYBPC3 gene; the third family carried the
c. 3369_3370insC mutation of the MYBPC3 gene, and other members of this family carried mutations of ACTN2,
CACNAIC, DTNA, and TTN genes. Among the three families, four patients had an overt clinical manifestation
before 40 years old. One of them had a sudden death at 23 years old; Three patients had interventricular septal
thickening and left ventricular outflow tract obstruction. Four patients had mild interventricular septal thickening
and left ventricular wall thickening but to a lesser extent without left ventricular outflow tract obstruction. One
patient had atrial fibrillation. Two patients had ventricular premature beats. Conclusion: Mutations at different lo-
ci in the MYBPC3 gene can lead to FHCM, and HCM patients in the same family may have different gene varia-
tion loci. The mutation of MYBPC3 gene c. 3369_3370insC is found for the first time. Unlike previous reports,
we find that HCM patients with MYBPC3 gene variations can have early onset, rapid disease progression, and
poor clinical prognosis.
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Table 1 Features of genotypes, clinic, ECG, and UCG in families with MYBPC3 gene mutations
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