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[ Abstract] Objective: To study a novel mutation in the HAND1 gene associated with congenital
heart disease (CHD).  Methods: A cohort of 136 children with CHD and a total of 200 healthy children
as controls were recruited and their genomic DNAs were extracted. By direct polymerase chain reaction-
sequencing, the HANDI1 gene was screened for a novel mutation. The computer software was used to
evaluate the conversation of the altered amino acid and to predict the pathogenic potential of the identified
mutation. The dual-luciferase reporter assays were performed to explore the effect of the mutation on
HANDI function.  Results: A novel heterozygous mutation, a substitution of guanine for thymine at the
nucleotide position 389 (c. 389T>G), predicting the conversion of leucine into arginine at amino acid 130
(p. L130R), was detected in a child with Fallot's tetralogy. The mutation altered the amino acid
conserved evolutionarily, and was predicted to be causative. Functional studies revealed that the mutant
HANDI1 was associated with significantly decreased transcriptional activity. Conclusion: The novel
loss-of-function mutation of HANDI1 identified in the present study is likely to be an uncommon
molecular etiology responsible for CHD.
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To cure sometimes,
to relieve often,

to comfort always.
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