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Abstract

Neutrophil extracellular traps (NETs) formation was initially linked with host defence and
extracellular killing of pathogens. However, recent studies have highlighted their
inflammatory potential. Oxidized low density lipoprotein (oxLDL) has been implicated as an
independent risk factor in various acute or chronic inflammatory diseases including systemic
inflammatory response syndrome (SIRS). In the present study we investigated effect of
oxLDL on NETs formation and elucidated the underlying signalling mechanism. Treatment
of oxLDL to adhered PMNs led to a time and concentration dependent ROS generation and
NETs formation. OXLDL induced free radical formation and NETSs release were significantly
prevented in presence of NADPH oxidase (NOX) inhibitors suggesting role of NOX
activation in oxLDL induced NETSs release. Blocking of both toll like receptor (TLR) -2 and
6 significantly reduced oxLDL induced NETs formation indicating requirement of both the
receptors. We further identified Protein kinase C (PKC)-Interleukin-1 receptor associated
kinase (IRAKSs)-mitogen-activated protein kinase (MAPK) pathway as downstream
intracellular signalling mediators involved in oxLDL induced NETs formation. OxLDL
components such as oxidized phospholipids (lysophosphatidylcholine (LPC) and oxidized 1-
palmitoyl-2-arachidonyl-sn- glycero-3-phosphorylcholine (0xPAPC)) were most potent NETs
inducers and might be crucial for oxLDL mediating NETs release. Other components like,

oxysterols, malondialdehyde (MDA) and 4-hydroxynonenal (4-HNE) were however less
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