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Geniposide improves the prognosis of cecal ligation and puncture sepsis

model in mice by regulating monocyte phenotype
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Abstract Objective: To explore the efficacy and main biological mechanism of geniposide in the treatment of
sepsis. Methods: Male BALB/c mice replicate a model of septic excess heat through cecal ligation and puncture
(CLP). Different doses of geniposide(20 mg/kg, 40 mg/kg) were administered intravenously at 0 h and/or 24 h
after CLP. The survival and prognosis of different groups were observed. The expression levels of CD16, MHC-
[, TLR2, and TLR4 in monocytes were detected by flow cytometry. Serum concentrations of TNF-a, IL-183, IL-
6 and 11.-10 were determined by ELISA. The concentrations of PPARY were determined by Western Blot. Results:
Intravenous administration of 40 mg/kg geniposide at 0 and 24 hours after CLP significantly improved the survival
and prognosis of septic mouse models, while small doses(20 mg/kg) and delayed administration(24 hours) had no
significant benefits. Effective dose of geniposide could comprehensively inhibit serum cytokine TNF-a, IL-1 38, IL.-
6, IL.-10 concentration in sepsis mice(P<C0. 05). The effective dose of geniposide could reduce the expression of
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CD16 in monocytes of septic mice at 24 hours(P<C0. 05) , and increase the expression of MHC [ in monocytes of

septic mice at 24 hours(P<C0. 05), but has no significant effect on the expression of TLR2 and TLR4 in mono-

cytes of septic mice at 24 hours(P>>0. 05). The effective dose of geniposide could restore PPARY protein activity

in monocytes of septic mice at 24 hours(P<C0. 05). Conclusion: Early high dose Geniposide can significantly im-

prove the prognosis of sepsis by regulating cytokine network, monocyte phenotype. The positive effect on PPARY

may be the upstream pharmacological mechanism of gardeniside.
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