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Aspirin induces immunological side effects, which are collectively referred to as aspirin
intolerance. Aspirin intolerance is a disorder that induces urticaria, asthma and
anaphylaxis in response to oral administration of the drug. One key clinical feature of
aspirin intolerance is overproduction of LTCs, LTD4s and LTE4 in mast cells, which are all
sequentially synthesized from arachidonate. These cysteinyl LTs (cys-LTs) are potent
proinflammatory mediators and cause smooth muscle contraction and increased vascular
permeability. Recently, we showed that aspirin and salicylates upregulate IgE-mediated
Ca?+responses and LTCasecretion in mast cells (Togo et al., 2009; Suzuki et al., 2010; Suzuki
et al., 2010). Strikingly, however both drugs inhibited rather than facilitated the activation
of store-operated Ca?* channels, the major pathway for Ca?* influx and LTCs secretion.
Instead, they facilitated the activation of a non-SOCC. In the present study, we attempted to
identify the molecular entity of the aspirin-sensitive Ca2* channels and clarify the molecular
mechanisms underlying their activation by aspirin. Our data show that aspirin and
salicylates facilitate secretion responses through Cav1.2 L-type Ca2* channel (LTCC)
activation and suggest that both drugs exert the effects via mitochondrial reactive oxygen
species (ROS) production and depolarization.
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