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Mechanisms underlying pathogenic mutations In genetic diseases by break-induced
replication
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Pityriasis rubra pilaris type 5 is an autosomal dominant skin disorder
caused by gain-of-function mutations in CARD14. Interestingly, clinically, histopathologically, and
genetically cured small skin spots appear in patients with pityriasis rubra pilaris type 5. In this
study, we unveiled the mechanisms underlying the disappearance of such pathogenic mutations from the

patients® epidermis. We showed that mutant CARD14 alters replication stress response and
break-induced replication is the major mechanism underlying such reversion of the pathogenic
mutations in CARD14.
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