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Genetic analysis of sarcmere in left ventricular noncompaction
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We investigated 80 Japanese patients with a clinical diagnosis of LVNC, and
identified 27 sarcomeric gene mutations in 25 patients (28%). MYH7 and MYBPC3 were the most prevalent
disease genes and accounts for 75% of cases with mutation. Of note, 3 infantile cases and 2 juvenile
cases were compound or double heterozygotes for 2 different mutations, and showed the most severe
phenotypes including heart transplantation, death or cardiopulmonary arrest. Patients with single
mutations in TPM1 and ACTC1 showed similar poor prognosis. Comparing sarcomere mutation-positive and
mutation-negative LVNC probands showed no significant differences with respect to clinical
characteristics at baseline and mortality during follow up. Mutations in sarcomere genes account for a
significant proportion of cases of LVNC in this cohort. The presence of a mutation in TPM1 or ACTC1, or
compound heterozygosity for mutations in other sarcomere genes in LVNC are associated with the most
severe clinical phenotype.
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