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Development of immunomoduratory therapy for mitigating post-cardiac arrest brain
injury
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NKT cells are innate lymphocytes with immunoregulatory roles in critical
illnesses, but their role after cardiac arrest (CA) is undefined. In a murine model of CA,
sulfatide-specific diverse NKT (dNKT) cells trafficked to the brain. In the brains of mice lacking
NKT cells (CD1d KO), we found increased inflammatory chemokine and cytokine expression and
accumulation of macrophages and neutrophils when compared to wild-type mice. Cdld KO mice also had
increased neurological dysfunction and worse mortality after CA. dNKT cells expressed high levels of

TGF-b1 and IL-10. Small molecule therapy with sulfatide lipid after CA improved neurological
function. An early increase in sulfatide-specific dNKT cells was associated with good neurological
outcomes after out-of-hospital CA. Immunomodulation of dNKT cells via endogenous lipids can be a

potential treatment approach after CA.
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