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Role of activin A in the innate immune responses -ldentification of compounds that
regulate innate immune responses-
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We have studied the function of activin A produced by the activated macrophages
during the innate immune responses. Murine peritoneal macrophages produced activin A in response to
stimulation with R848, an agonist of TLR7. The activin B A mRNA level was increased in macropha%es by
R848, suggesting that the activin production augmented by R848 is regulated at the mRNA level of the B A
gene. DNA microarray was employed to identify genes whose expression is regulated by autocrine activin A
during innate immune responses. Peritoneal macrophages were cultured with R848 for 24 h in the presence
or absence of anti-activin A neutralizing mAb. Total RNA was isolated from the cells and was subjected to
microarray analysis. Arginase-1 and TGFB1 were found to be up-regulated by autocrine activin A in the
activated macrophages. Findings indicated that these factors mediate activin A-induced alternative
activation of macrophages during the innate immune responses.
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