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Role of NLRP3/Caspase —1/IL -1 Signaling Pathway in High Glucose and Hypoxia/reoxygenation Induced Injury in Human Renal Proxi-
mal Tubular Cells. Xiao Yeda, Huang Yayi, Huang Ting, et al. Department of Anesthesiology, Renmin Hospital of Wuhan University, Hu-
bei 430060, China

Abstract Objective To evaluate whether NLRP3/caspase — 1/1L — 1B signaling pathway mediates high glucose and hypoxia/reox-
ygenation induced injury in human renal proximal tubular cells (HK —2). Methods HK -2 cells were randomly divided into five groups
(n=5): normal glucose group (group NG) , normal glucose and hypoxia/reoxygenation group ( group NHR) , high glucose group ( group
HG) , high glucose and hypoxia/reoxygenation group ( group HHR) , high glucose and hypoxia/reoxygenation + BAY11 - 7082 ( NLRP3
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inhibitor) (5pmol/L) group (group HHR — BAY). The high glucose and hypoxia/reoxygenation model was established by incubated in
30mmol/L glucose for 72h, then exposed to hypoxia 4h and reoxygenation 2h. The cell viability was examined by CCK -8, the superoxide
dismutase (SOD) activity in the cell culture supernatants was measured by microplate reader and the generation of reactive oxygen species
(ROS) was determined by DCFH — DA staining. IL - 1 content and caspase — 1 activity were detected by ELISA. The expression of NL-
RP3 was detected by Western blot and immunofluorescence. Results Compared with group NG, ROS and IL — 1B content, caspase — 1
activity and NLRP3 level were increased, cell viability and SOD activity were decreased (all P <0.05) in group NHR and group HG;
compared with group HG and group NHR respectively, ROS and IL - 1B content, caspase — 1 activity and NLRP3 level were increased,
cell viability and SOD activity were decreased (all P <0.05) in group HHR. However, pretreatment with the inhibitor of NLRP3

BAY11 - 7082 significantly inhibited cell injury and oxidative stress, decreases in the expression of NLRP3, caspase — 1 activity and 1L —

18 content (all P <0.05). Conclusion NLRP3/caspase — 1/IL - 1§ signaling pathway is involved in the high glucose and hypoxia/

reoxygenation induced injury in HK -2 cell.

Key words NLRP3/caspase — 1/IL — 1 signaling pathway ; High glucose ; Hypoxia/reoxygenation; Human renal proximal tubular cells
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