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Elucidation of the new pathways about onset of the childhood pulmonary arterial
hypertension

Sugiyama, Hisashi
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We screened IPAH patients without a known genetic mutation for mutations in genes
related to the Delta/Notch signaling pathway, and detected X gene mutations involved in the signal
transduction pathway. For mutagenesis, we prepared the gene expression vector X of the X gene variants.
When immunostaining was performed for expression detection in stable cell lines introduced with a wild or
a mutant expression vector, the mutant expression strain showed decreased X protein expression levels,
and large declines in the residual amount of X protein were observed after 48 hours. Expression of the
endoplasmic reticulum chaperone was remarkably reduced in the mutant expression strains, and
translocation of a portion of the chaperones from the endoplasmic reticulum to the nucleus was observed.
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Mutations of NOTCH3 in chi ldhood pulmonary
arterial hypertension.
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