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Analysis of molecular mechanisms underlying vasculitis in ADA2 deficiency
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ADA2 deficiency is a hereditary autoinflammatory disease characterized by
systemic small- to medium-sized arteritis. Its mechanism of vasculitis remains unknown. In this
study, we performed ADA2 knockout in a human cell line using CRISPR/Cas9 and constructed an assay
system to reproduce the pathological condition of vasculitis by co-culturing with fibroblasts. We
also performed drug screening using the same assay system, and confirmed the efficacy of JAK
inhibitors. In addition, we used immunoprecipitation and proximal-dependent biotinylation labeling
to reveal molecules that directly bind to or interact with ADA2, which had not been shown before.
These results indicate a new possibility that could lead to elucidation of the molecular mechanism
of ADA2 deficiency.
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