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Pathophysiology elucidation of NFKB related autoimmune diseases
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Heterozygous germline loss-of-expression and loss-of-function mutations in
RELA underlie RELA haploinsufficiency, which results in TNF-dependent chronic mucocutaneous
ulceration and autoimmune hematological disorders. We here report six patients from five families
with additional autoinflammatory and autoimmune manifestations. Truncated and loss-of-function RelA
proteins are expressed in the patients® cells and exert a dominant-negative effect. Enhanced
expression of TLR7 and MYD88 mRNA in plasmacytoid dendritic cells (pDCs) and non-pDC myeloid cells
results in enhanced TLR7-driven secretion of type I/111 interferons (IFNs) and interferon-stimulated
gene expression in patient-derived leukocytes. Dominant-negative mutations in RELA thus underlie a
novel form of type I interferonopathg with systemic autoinflammatory and autoimmune manifestations
due to excessive IFN production, probably triggered by otherwise non-pathogenic TLR ligands
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