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Development of novel therapy due to correcting splicing error of patients with
galactosialidosis
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Galactosialiodosis is a rare lysosomal disease, caused by mutation in the
CTSA gene. In Japanese cases, common variant, IVS7 3A>G, has been identified, which was related to
the milder phenotype. However, this mechanism of genotype and phenotype was not fully declared. At
first, we analyzed the splicing pattern of this variant both in vivo and vitro. In previous report,
this common variant produced exon 7 skipping and normal mRNA. However, our study revealed normal
mRNA was not obtained in both. Furthermore, novel alternative splicing product including gt
insertion was demonstrated. Skipping of exon 7 (92 bases) was assumed to cause nonsense medicated
decay, but this product could be strongly related to the milder phenotype. We planed to clarify
whether the specific antisense nucleotide can modify the splicing pattern of CTSA gene or not, but
we can not obtain any sufficient effect However, this new splicing variant could be the novel target
of therapy with galactosialidosis.
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Alternative splicing derived by a common mutation of CTSA in Japanese galactosialidosis in vivo and in vitro.
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