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            Abstract
An inflammatory response initiated by the NLRP3 inflammasome is triggered by a variety of situations of host ‘danger’, including infection and metabolic dysregulation1,2 . Previous studies suggested that NLRP3 inflammasome activity is negatively regulated by autophagy and positively regulated by reactive oxygen species (ROS) derived from an uncharacterized organelle. Here we show that mitophagy/autophagy blockade leads to the accumulation of damaged, ROS-generating mitochondria, and this in turn activates the NLRP3 inflammasome. Resting NLRP3 localizes to endoplasmic reticulum structures, whereas on inflammasome activation both NLRP3 and its adaptor ASC redistribute to the perinuclear space where they co-localize with endoplasmic reticulum and mitochondria organelle clusters. Notably, both ROS generation and inflammasome activation are suppressed when mitochondrial activity is dysregulated by inhibition of the voltage-dependent anion channel. This indicates that NLRP3 inflammasome senses mitochondrial dysfunction and may explain the frequent association of mitochondrial damage with inflammatory diseases.
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                    Figure 1: 
                        Mitochondrial ROS can trigger NLRP3 inflammasome activation.
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Figure 2: 
                        Inhibition of autophagy/mitophagy results in ROS generation and inflammasome activation.
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Figure 3: 
                        Co-localization of the NLRP3 inflammasome components and endoplasmic reticulum–mitochondria.
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Figure 4: 
                        VDAC is essential for NLRP3 inflammasome activation.
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Mitochondrial role in inflammation
The NLRP3 inflammasome is a molecular complex that triggers innate immune defences through the maturation of pro-inflammatory cytokines such as interleukin-1β, in response to danger signals such as infection and metabolic dysregulation. Tschopp and colleagues now report an unexpected central role for mitochondria in the process. The NLRP3 inflammasomes are activated by the reactive oxygen species released by damaged mitochondria. This work suggests that mitochondria are not only essential for apoptosis but also for an inflammatory response.
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