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[ Abstract] Objective: To study a novel PITX2c mutation associated with congenital heart disease
(CHD). Methods: Clinical data and peripheral venous blood specimens from 150 patients with CHD
and 200 healthy individuals used as controls were collected. The genomic DNA was isolated with DNA
extraction kit. The coding regions and splicing sites of the PITX2c gene were amplified by using DNA
polymerase. The amplified products were sequenced with DNA sequencing kit under DNA Analyzer.
The obtained sequences were aligned with those of PITX2c¢ from GenBank to identify a novel PITX2c
variation. The online program MUSCL was used to analyze whether the altered amino acid was conserved
evolutionarily. MutationTaster and PolyPhen-2 were used to predict the disease-causing likeliness,
respectively.  Results: A novel heterozygous PITX2c mutation, p. S101G, was identified in a patient
with sporadic CHD, with a mutational prevalence of about 0. 67%. The missense mutation was absent in
the 200 control subjects. Multiple alignments of PITX2c proteins across species exhibited that the altered
amino acid was completely conserved evolutionarily. The identified PITX2c variation was predicted to be
a pathogenic mutation.  Conclusion; This study reveals a novel PITX2c mutation associated with CHD,
suggesting potential implications in the development of new prophylactic and therapeutic strategies
for CHD.
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