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Protective effects of IL.—18 inhibitors on sepsis associated thrombocytopenia in mice
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Abstract Objective: To investigate the protective effect of interleukine (11.)~18 inhibitor(IL-18Bp) on mice with sepsis complicated
with thrombocytopenia (TCP). Methods: Thirty C57BL/6 male mice were numbered sequentially, according to the random number
table method, they were divided into three groups:control group, lipopolysaccharide (LPS) injection model group (LPS group),and IL—
18Bp intervention group(LPS/IL-18Bp group ). The model of sepsis mice with thrombocytopenia was prepared by single intraperitoneal in—
jection of 30 mg/kg LPS in the LPS group and the LPS/ IL-18Bp group,and the control group was given constant volume of normal saline.
Mice in the LPS/IL-18Bp group were given a single intraperitoneal injection of 50 pg/kg IL-18Bp after LPS injection, and the other groups
were given the same volume of normal saline. The survival rate of mice in each group after 72 hours were observed. Blood samples and
spleen tissues were collected 24 hours after LPS injection. The platelet count was measured by a whole blood cell analyzer. The expression
of platelet activation marker sCD40L, IL.~18 and inflammatory factors such as IL-6,1L-10 and tumor necrosis factor(TNF )-a in platelet—
rich plasma was detected by enzyme-linked immunosorbent assay (ELISA ). The pathological changes of spleen in each group were ob—
served and analyzed by hematoxylin—eosin staining (HE ). Results: The survival rate of mice in the IL—18Bp intervention group was
higher than that in the LPS group at all time points( x’=0.63,P<0.05). At 24 hours after LPS injection, the platelet count of IL.~18Bp inter—
vention group was significantly higher than that of LPS group(¢=8.37,P=0.001). The expression of sCD40L in IL-18Bp intervention group
was lower than that in LPS group(1=4.34,P=0.012). The expressions of IL-18,1L-6,1L-10 and TNF-« in platelet-rich plasma of mice in
IL.-18Bp intervention group were significantly lower than those in LPS group(2=8.18,10.95,5.34,10.68,all P<0.05). The pathological
analysis of spleen showed that the inflammatory cellsin the spleen of mice of the IL-18Bp intervention group were significantly reduced com—
pared with the LPS group. Conclusion: IL-18Bp can alleviate thrombocytopenia, platelet activation and inflammation in TCP mice induced by
LPS,and improve the survival rate of TCP mice induced by LPS,and has a certain protective effect on the model of TCP mice induced by LPS.
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Fig 1 The effect of IL-18Bp on the survival rate of LPS—induced
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Fig5 The effect of IL-18Bp on the spleen tissue of TCP mice induced by LPS(200x )
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