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ASC contributes to thrombus formation independent of NLRP3
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NLRP3 inflammasome is a cytosolic multi-protein complex that regulates IL-1

B maturation and plays a key role in sterile inflammatory diseases. ASC (apoptosis-associated
speck-like protein containing a CARD) is an adaptor protein of NLRP3 inflammasome. In this study, we

identified a candidate molecule that interacts with ASC. We also found that mouse platelets
expressed only ASC, but not NLRP3 and caspase-1, suggesting NLRP3 inflammasome-independent role of
ASC in the process of thrombosis. ASC-KO platelets displayed hyperactivation in response to GPVI
agonists and this was associated with enhanced Ca2+ mobilization and integrin activation downstream
of GPVI. Our results demonstrate that ASC negatively regulates GPVI signaling in platelets and
enhances thrombus formation, independent of NLRP3 inflammasome. These findings provide novel
insights into the mechanism of inflammation-related thrombosis and suggest that ASC is a novel
potential therapeutic target for thrombosis.
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