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Alport syndrome (AS), or progressive hereditary nephritis, is caused by mutations in type IV

collagen a3, a4, and a5 chains. In this study, we introduced a variety of AS mutations into the
a5(1V) chain and characterized the resulting mutants. The results showed that a defect in the
hetrotrimer formation of a3(lV), a4(IV), and a5(lV) chains and/or a defect in secretion of the
heterotrimer from cells, is the major molecular mechanism that defines the pathogenesis of AS.
In contrast to these findings, other studies have demonstrated that some mutant a5(IV) chains
form the heterotrimer in the correct conformation, suggesting the involvement of other
molecular mechanisms. Moreover, we elucidated that molecular chaperone HSP47 plays a

critical role in heterotrimerization of the three chains.
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