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Use of modified Ul snRNA for rescue from exon skipping caused by 5" splice site
mutation of human CTSA gene
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Cathepsin A (CTSA) is a multifunctional lysosomal enzyme, and its hereditary
defect causes an autosomal recessive disorder called galactosialidosis. In a certain number of
galactosialidosis patients, a base substitution from adenine to guanine is observed at the +3
position of intron 7 (IVS7 +3a>g) of the CTSA gene. With this mutation, a splicing error occurs;
and mRNA lacking exon 7 is produced. To produce properly spliced mRNA from the CTSA gene with this
mutation, we examined the possible usefulness of modified Ul snRNA that could interact with the
mutated 5" splice site. As a result, we succeeded in obtaining improved formation of properly
spliced CTSA mRNA from the mutant CTSA gene. Our results suggest the usefulness of modified Ul
SnRNA for rescue from exon 7 skipping caused by the IVS7 +3a>g mutation of the CTSA gene.
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