2019 2020

Revealing the mechanism of Fabry cardiomyopathy by analyzing energy metabolism.

Kuramoto, Yuki
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Fabry disease is a lysosomal storage disease caused by mutations in alpha
galactosidase A (GLA) gene, which result in the accumulation of its substrates, mainly
globotriaosylceramide (Gb3). The accumulation in the heart induces Fabry cardiomyopathy, which is
the most frequent cause of death in patients with Fabry disease.

The researcher found the dysfunction in energy metabolism in Fabry cardiomyopathy model using iPS
cell-derived cardiomyocytes from Fabry disease patients. Dysfunction in energy metabolism could be
induced by knockdown of GLA but not by administration of Gb3, suggesting that deficiency of GLA
itself can be a trigger for dysfunction in energy metabolism. The researcher also constructed a
regitry of Fabry disase, combining clinical and genetic information, which is useful for risk
stratification of Fabry cardiomyopathy.
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Disorders in energy metabolism are associated with pathophysiology of Fabry cardiomyopathy unable to be treated by enzyme
replacement therapy.
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