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Shigella are bacterial pathogens that are the cause of bacillary dysentery. An
important feature of Shigella is their ability to invade the cytoplasm of host epithelial cells and
macrophages. A major component of host recognition of Shigella invasion is the activation of the
inflammasome, a molecular platform that drives the activation of caspase-1 in macrophages. Although
Shigella is known to induce the activation of the Nlrc4 inflammasome, the mechanism by which the
bacterium activates Nlrcd is largely unknown. We discovered that the Shigella T3SS inner rod protein Mxil
induces Nlrc4 inflammasome activation through the interaction with host Naip2, which promoted the
association of Naip2 with Nlrc4 in macrophages. Expression of Mxil induced caspase-1 activation, Asc
oligomerization, pyroptosis and IL-1b release which required Naip2, but not Naip5.This study elucidates
the microbial-host interactions that drive the activation of the Nlrc4 inflammasome in Shigella-infected

macrophages.
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