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Mechanism analysis of a syndrome with congenital heart disease due to tyrosine
kinase gene abnormality

Yamamoto, Hidenori
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Germline ABL1 gain-of-function mutations are known to cause a syndrome
associated with congenital heart disease, but the mechanism of pathogenesis is unknown.
We knocked in gain-of-function mutations in Abll by CRISPR-Cas9 in laboratory mice (C57BL/6). Total
proteins were extracted from fetal hearts of model mice, and proteomic analysis revealed that the
expression of protein A, which is also known to be involved in cardiac development, was markedly
increased in the model mice. Immunostaining of downstream proteins of s showed that the activation
of proteins related to the regulation of apoptosis was suppressed, suggesting their involvement in
the pathogenesis of cardiac disease.
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