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Investigation of pathogenesis of Fabry nephropathy in novel model mouse

Maruyama, Hiroki
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Fabry disease (FD) is an X-linked lysosomal storage disorder resulting from a
deficiency in the activity of alpha-galactosidase A. This enzyme deficiency causes the systemic lysosomal
accumulation of glycolipids, primarily globotriaosylceramide (Gb3), in the vascular endothelium and other
tissues. Morbidity and mortality from FD, caused by renal failure, cardiac disease, and early-onset
stroke. Glako mice lack significant kidney disease. We generated symptomatic mouse model (G3stg/Glako) by
cross-breeding Glako mice with transgenic mice expressing human Gb3 synthase. Polyuria was the
conspicuous manifestation. The vacuolation dominated in medullary thick ascending limb of Henle’ s loop
(TAL) and the fibrosis mainly appeared in around mTAL. Real-time RT-PCR, western blot and
immunohistochemical analyses revealed that the expression of TAL specific proteins, uromodulin and
N+-K+-2C- cotransporter, were significantly decreased. These caused salt-wasting polyuria in G3stg/Glako.
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