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Elucidation of a novel mechanism leading regulatory B cells dysfunction of in
Crohn"s disease
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i Regulatory B cells (Breg) dysfunction is associated with the pathogenesis of
Crohn"s disease (CD), but its mechanism is unknown. We focused on extracellular adenosine

triphosphate (ATP) produced in colitis tissues and examined its effect on Breg dysfunction in CD
patients.

B cells isolated from the spleen of mice were cultured and various concentration of ATP was added to
the culture system. The effect of ATP on IL-10 induced by various bacterial antigens was examined,
showing that IL-10 production by B cells was suppressed depending on the ATP concentration. We also
examined the effect of ATP on IL-10 production by B cells isolated from the mesenteric lymph nodes
of ATP receptor P2X7-deficient mice. As a result, the decrease in IL-10 production due to ATP was
recovered by P2X7 receptor deficiency in B cells. Thus, ATP reduces IL-10 production via the P2X7

receptor of B cells, suggesting that this mechanism may be involved in Breg dysfunction in
association with the pathogenesis of CD.
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