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[ Abstract]
loid epithelial cells on M1/M2 polarization and neuroinflammation regulation in microglia. Methods

Objective To explore the effects of regenerating tyrosine kinase (Mer) and its ligand protein S (ProS) in mye-
Primary microglia from wild-
type (WT) and Mer gene knockout ( Mer -/-) mice were stimulated with lipopolysaccharides ( LPS) and ProS. The expression of
inflammatory cytokines such as interleukin-6 (1.-6) and tumor necrosis factor alpha ( TNF-a) , TLR4/MyD88/NF-k B pathway re-
lated proteins, and microglial M1/M2 polarization were evaluated by Western blotting, immunofluorescence, enzyme-linked immu-
nosorbent assay, and flow cytometry. Results LPS stimulation elevated TNF-a and 11.-6 expressions in WT cells via the TLR4/NF-
kB pathway. ProS/Mer activation upregulated signal transduction and transcription activator 1 (STAT1) and cytokine signal trans-
duction inhibitor 1/3 (SOCS1/3) , but conversely inhibited LPS induced cytokine upregulation and TLR4/MyD88/NF-k B pathway.
ProS/Mer activation also significantly increased microglial M2-like polarization while the effect of Mer -/- cells would be weakened
after LPS stimulation. Conclusions The activation of the ProS/Mer pathway reduces the LPS induces inflammatory response by in-
hibiting TLR signaling, activating SOCS1/3 and STATI, and enhancing M2 like polarization of microglia.
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