2021 2023

CARD9

Establishment of a method for functional analysis of CARD9 mutations
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CARD9 deficiency is a disease caused by loss-of-function mutations in the

CARD9 gene that results in severe fungal infections. Genetic testing is the mainstay for diagnosis
of this disease, and novel mutations must be evaluated for pathological significance. We identified
the first patient in Japan with this disease and a novel mutation. The pathological significance of
the novel mutations was evaluated in this study. We showed that the production of IL-6, IL-8, and
TNF upon fungal stimulation was decreased in monocytes from patients and asymptomatic patients with
compound heterozygous mutations. On the other hand, we introduced the mutation into HEK293 cells and
evaluated IL-8 production and NF-KB activity after fungal stimulation, but did not obtain useful
results. Even in asymptomatic patients, a decrease in cytokine production such as IL-6, IL-8, and
TNF can be considered a risk factor for fungal infection.
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