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4 . miR22 NLRP3

Imipramine inhibits LPS - induced NLRP3 inflammasome activation
through Cer/ASM pathway in RAW264. 7 macrophages

Jiang Jianjun Yang Jin Jin Yongmei et al

( Dept of Respiratory Medicine The Second Affiliated Hospital of Anhui Medical University Hefei 230601)

Abstract  Objective To investigate the protective effect and possible mechanism of imipramine on LPS-induced
NLRP3 inflammasome activation in RAW264. 7 macrophages. Methods The effect of imipramine on RAW264. 7
cells viability were detected by CCK-8 method. RAW264.7 cells were pretreated with different concentrations of
imipramine for 2 hours and then treated with LPS for 8 hours. The protein expression of acid sphingomyelinase
( ASM) NLRP3 caspased interleukindB( IL4 ) and IL48 were determined by Western blot; the content of
ceramide ( Cer) was detected by the method of cell immunofluorescence; the release levels of inflammatory cytokine
IL4B and IL48 were measured by ELISA. Results Compared with the control group LPS (1 mg/L) significant—
ly increased ASM protein expression and the content of Cer in RAW264. 7 cells ( P <0.01) ; LPS (1 mg/L) sig—
nificantly up-regulated the protein expression levels of NLRP3 caspase-1 ILdB and IL-18 as well as the release
levels of IL4 B and T8 in the supernatants ( P <0.01) . However pretreatment with imipramine significantly in—
hibited ASM and Cer changes induced by LPS ( P <0.01) ; It significantly inhibited the protein expression levels of
NLRP3 caspased IL-B and IL-H8 as well as the release levels of IL4B and ILH8 in the supernatants ( P <
0.05 P <0.01). Conclusion Imipramine exerts anti-inflammatory activity by inhibiting the activation of NLRP3
inflammasome through the regulation of ASM/Cer pathway.
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