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Functional genomic analysis of skin disorders with alarmin activation
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Causative mutations were identified in 16 cases of patients with ichthyosis
(5 cases), palmoplantar keratoderma (14 cases) and inflammatory keratinization disorder (2 cases).
Defects in nuclear localization of NFKB2 in the epidermal keratinocytes were found in a case with
NFKB2 mutation, and the up-regulated calprotectin in the epidermis was observed in cases with
ABCA12, NIPAL4 or SLURP1 mutation. RNA Seq revealed the expression of the fetuin genes, a novel
alarmin, in the epidermis of Tgml knockout mice. Furthermore, atopic dermatitis induced by IL-33
overexpression in the skin is demonstrated to be dependent on type 2 innate lymphoid cells and is
also mediated by basophils. Thus, alarmins in the epidermis are possibly involved in various
pathological conditions of the skin.
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