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Cell death is a physiologically functional process that regulates signals to

the surrounding cells. During CKD, the overriding insults can cause cell death of intrinsic kidney
cells and immune cells and contribute to worse kidney outcomes. Inflammasomes are multi-protein
complexes which regulate innate immune response and cell death called pyroptosis. We examined immune

cell death in AKI and acute-on-chronic injury kidneys. Inflammasome formation and pyroptotic cell
death in macrophages developed in the injured kidneys. We showed that a possible danger-associated
molecular pattern (DAMP), double-stranded DNA, induced pyroptosis in kidney macrophages in the
Aim2-dependent manner. We further demonstrated that many types of macrophages engaged in DNA-induced
pyroptosis without releasing inflammasome-dependent cytokines. The differentiation status of dead
macrophages seemingly determines the propagation of inflammation and contributes to the outcomes of
acute-on-chronic kidney injury.
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