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            Abstract
Particulate ligands, including cholesterol crystals and amyloid fibrils, induce production of interleukin 1Î² (IL-1Î²) dependent on the cytoplasmic sensor NLRP3 in atherosclerosis, Alzheimer's disease and diabetes. Soluble endogenous ligands, including oxidized low-density lipoprotein (LDL), amyloid-Î² and amylin peptides, accumulate in such diseases. Here we identify an endocytic pathway mediated by the pattern-recognition receptor CD36 that coordinated the intracellular conversion of those soluble ligands into crystals or fibrils, which resulted in lysosomal disruption and activation of the NLRP3 inflammasome. Consequently, macrophages that lacked CD36 failed to elicit IL-1Î² production in response to those ligands, and targeting CD36 in atherosclerotic mice resulted in lower serum concentrations of IL-1Î² and accumulation of cholesterol crystals in plaques. Collectively, our findings highlight the importance of CD36 in the accrual and nucleation of NLRP3 ligands from within the macrophage and position CD36 as a central regulator of inflammasome activation in sterile inflammation.
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                    Figure 1: CD36-mediated uptake of oxLDL generates intracellular crystals and activates the NLRP3 inflammasome.[image: ]


Figure 2: CD36-mediated formation of cholesterol crystals and activation of NLRP3 occurs via a lysosomal pathway.[image: ]


Figure 3: CD36 regulates priming of the NLRP3 inflammasome by oxLDL via TLR4-TLR6.[image: ]


Figure 4: Inflammasome activity is impaired in atherosclerosis-susceptible mice deficient in CD36 and its signaling partners TLR4 and TLR6.[image: ]


Figure 5: Uptake of soluble amyloid-Î² by CD36 induces intracellular NLRP3-activating formation of amyloid.[image: ]


Figure 6: CD36 regulates the activation of NLRP3 by IAPP.[image: ]
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