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Tissue damage Receptor-interacting 
serine-threonine 
kinase 3 (RIPK3; 
RIP3)

Studies in cell culture and in mice suggest that 
inhibiting RIP3 could prevent tissue necrosis 
associated with inflammation. In RIP3-deficient 
human cell lines, a necrosis-promoting caspase 
inhibitor failed to induce necrosis. Overexpression 
of RIP3 in the same cells restored the necrotic 
response to the inhibitor. In a mouse model 
of acute pancreatitis, RIP3 knockouts showed 
less pancreatic necrosis and tissue damage than 
controls. In a mouse model of vaccinia virus 
infection, RIP3-knockouts showed fewer signs of 
infection-induced inflammation and liver necrosis 
than controls. Next steps include ongoing work 
on elucidating the molecular basis for defective 
inflammatory responses in RIP3 knockout mice.
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