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It was confirmed that there was no correlation in clinical feature and
genotype in the X-linked Alport syndrome (XLAS) female patients. Furthermore, since no
disease-modifying gene mutations were identified in most severely ill patients, the severity of
female XLAS patients was considered to be multifactorial. Molecular simulation analysis of the a 3,
4,5 (IV) chain revealed that when the exon with the stop codon was skipped, the a 3,4,5 (1V) chain
with COL4A5 truncating mutations showed three-dimensional structure similar to that of the normal o
3,4,5 (1V) chain. These results strongly suggest that the modification of the truncating mutation to

the non-truncating mutation by exon skipping therapy may attenuate XLAS. We also found that the
severity of patients with COL4A5 missense mutations was correlated to the ability of the a 3,4,5
(1V) chain to form trimers.
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