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A putative REE-ERB agonist SR9009 inhibits IgE-mediated mast cell activation
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The cell-autonomous circadian clock regulates IgE- and IL-33-mediated mast
cell activation, both of which are key events in the development of allergic diseases. Accordingly,
clock modifiers could be used to treat allergic diseases, as well as many other circadian-related
diseases, such as sleep and metabolic disorders. The nuclear receptors REV-ERB-a and - (REV-ERBs)

are crucial components of the circadian clockwork. Efforts to pharmacologically target REV-ERBs
using putatively specific synthetic agonists, particularly SR9009, have yielded beneficial effects
on sleep and metabolism. Here, we found that bone marrow-derived mast cells (BMMCs) obtained from
wild-type mice expressed REV-ERBs. SR9009, a REV-ERB agonist, inhibited IgE- and IL-33-mediated
mast cell activation in wild—tﬁpe BMMCs in association with inhibition of Gab2/PI13K and NF-k B
activation. Thus, SR9009 or other synthetic REV-ERB agonists may have potential for anti-allergic
agents.
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