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<remove picture pageno 1>A B S T R A C T 
This study focuses on impaired monocyte function, which occurs in some patients after trauma, 

major elective surgery, or sepsis. This monocyte impairment increases the risk of secondary 

infection and death. We aimed to determine the influence IκK-16 had on monocytes using an ex-

vivo model of human monocyte impairment. We included the effects of the well-studied 

comparators interferon-gamma (IFN-γ) and granulocyte-macrophage colony-stimulating factor 

(GM-CSF) on impaired monocytes. Primary human monocytes were stimulated with 10 ng/mL 

of lipopolysaccharide (LPS) for 16 h and then challenged with 100 ng/mL LPS to assess the 

monocyte inflammatory response. Treatment regimens, consisting of either IκK-16, IFN-γ, or 

GM-CSF, were administered to impaired monocytes near the time of initial LPS stimulation. 

Stimulation with 10 ng/mL LPS initially promoted a pro-inflammatory response but 

subsequently impaired production of both tumor necrosis factor-α (TNF-α) and interleukin-10 

(IL-10) and decreased HLA-DR expression. IκK-16 treatment attenuated TNF-α production and 

programmed death-ligand 1 (PD-L1) expression and increased IL-10 and CD14 expression. IFN-

γ treatment increased TNF-α production as well as PD-L1 and HLA-DR expression. In 

conclusion, limiting early inflammation with IκK-16 suppresses TNF-α production and PD-L1 

expression but enhances IL-10 production and preserves CD14 expression for potential future 

exposure to infective stimuli. 

<KWD>Abbreviations: DAMPs, danger-associated molecular patterns; ELISA, enzyme-linked 

immunosorbent assay; G-CSF, granulocyte-colony stimulating factor; GM-CSF, granulocyte-

macrophage colony-stimulating factor; IFN-γ, interferon-gamma; IL-10, interleukin-10; IκK, 

inhibitor of kappa B kinase; LPS, lipopolysaccharide; MFI, mean fluorescence intensity; 

PAMPs, pathogen-associated molecular patterns; PD-L1, programmed death-ligand 1; TNF-α, 

tumor necrosis factor-alpha 
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