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Exploring novel proangiogenic factors of pulmonary artery using a LacZ reporter
mouse for pulmonary artery smooth muscle
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Hypoplasia of pulmonary arteries, a freguent complication of cyanotic
congenital heart disease, Is a poor prognostic factor with no effective treatment. The aim of this
study was to elucidate the mechanism of pulmonary artery development in order to develop any targets

of the treatment for their hypoplasia. We found that the expression of Tbx4, one of the
disease-causing genes for pulmonary arterial hypertension, was suppressed by antisense
oligonucleotides (AS) in a lung organ culture system, resulting in suppression of airway branching
and maturation of vascular endothelium in the lungs. In addition, a genetic analysis applied to the
family members including patients with congenital complex heart disease found the compound
variations of the two genes as a candidate cause of the disease caused not only was cardiac
development impairment, but the pulmonary arteriogram of fetal lungs was also characterized,
suggesting an effect on pulmonary vascular development.
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