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Elucidation of the Molecular Basis of Congenital Ichthyosis Onset and Natural
gene therapy
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PD
3,500,000
10
Ichthyosis with confetti (IWC) IwWC
10
e 10 e
1we

1wWC
revertant mosaicism

Congenital ichthyosis caused by mutations in the keratin 10 gene includes
epidermolytic ichthyosis and Ichthyosis with confetti (IWC), which display significantly different
clinical presentations. Additionally, IWC is an extremely rare hereditary disease that causes
natural gene therapy, but it remains unclear why different types of diseases develop from mutations
in the same gene. In this study, we revealed that the tail region of wild-type keratin 10 is an
intrinsically disordered region that induces liquid-liquid phase separation, whereas IWC mutant
keratin 10 forms different structures. It is suggested that the IWC mutation significantly alters

the physical properties and flexibility of the keratin tail region, leading to the development of
IwC.
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