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Identification of a novel gene causing cholesterol synthesis deficiency
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Skin lesions, cataracts, and congenital anomalies have been frequently
associated with inherited deficiencies in enzymes that synthesize cholesterol, but most of the
enzymes have not been reported in humans yet. We had identified a novel candidate gene, LSS, that
encodes an enzyme of the same pathway in siblings with congenital hypotrichosis and multiple
malformations. In this study, we attempted to genetically and functionally prove the LSS gene
deficiency by generating three types of conditional knockout mice that presented skin barrier
dysfunction, transient alopecia, and cataract, respectively, all of which reproduced the patient’s
phenotype. These mice will be useful for understanding the pathogenesis of LSS deficiency in the
future.
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