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The injury effect of interleukin—18 in the mice with ischemic stroke and its mechanism

WU Ri-jimusi', LIU Xiao—xuan',SU Yue', YAN Tao'*

(1. Tianjin Neurological Institute ;2. Department of Neurology , General Hospital , Tianjin Medical University, Tianjin 300052, China )
Abstract Objective:To investigate the injury effect of interleukin—18 (IL-18) in mice with ischemic stroke and its mechanism.
Methods: C57BL/6]) adult male mice were used to construct a photochemically induced ischemic stroke model,and they were randomly
divided into sham group, stroke group,and IL-18BP (IL-18 secretion bound protein ) treatment group, 18 mice in each group. Neurological
function score was performed 14 days after operation,and cerebral infarct size was measured by H&E staining. The expression of
inflammatory factors such as tumor necrosis factor—a ( TNF-a ) ,interleukin—1B (IL-1B),interleukin-6 (IL—-6) and interleukin-10(IL—
10 )in the brain tissues of mice was detected by Quantitative Real-time PCR 3 days after operation,and the microglial cell phenotype in the
brain tissues of mice was detected by flow cytometry. Results: Compared with stroke group,neurological function was significantly
improved and cerebral infarct size was significantly reduced(=2.235,P<0.05 )in the IL-18BP treatment group.The expression of TNF-a,
IL-1B and IL-6 in the IL-18BP treatment group was significantly decreased (¢=3.091,2.328,3.443, all P<0.05),while the expression
of IL-10 was increased (1=4.997, P<0.05 ).Compared with stroke group,the number of M1—type microglia was significantly decreased
(1=4.779,P<0.05) and the number of M2 microglia was significantly increased (1=2.619,P<0.05) in the IL-18BP treatment group.
Conclusion: In ischemic stroke,I1.-18 mediates immune inflammatory injury and plays a key regulatory role.
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1.2.4 %ﬁ%ﬂlﬁ}él(hematoxylin—eosin staining, HE)
et /NEUIKAHSURAET 4% 20 2 Wb e
24 h i, PEATIE KA I AL S A A B D)
Ao WIVITRAT HE B, I A FE AU /N
1.2.5 SERFDEGE B PCR MR PEde bR (52
2 6 1 B PCR FZARKEM [L-18 . iR IR 5L 7
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IL-1B EiEs 19 TCCAGGATGAGGACATGAGCAC
I-18 TS GAACGTCACACACCAGCAGGTTA
TNF- o S TACTCCCAGGTTCTCTTCAAGG
TNF- o TS GGAGGTTGACTTTCTCCTGGTA
IL-6 e TGATGCACTTGCAGAAAACA
IL.-6 TS ACCAGAGGAAATTTTCAATAGGC
IL-10 US4 CTGGACAACATACTGCTAACCG
IL-10 TS GGGCATCACTTCTACCAGGTAA
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GAPDH TS TCTCCAGGCGGCACGTCAGA
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Aldrich) #1 Dispase (1 g/L,Roche) % & , H-7E 37°CIH
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{X(BD Biosciences,San Jose,CA, USA )W dE , 31
Flowjo_V 10 #4750 H7

1.3 %t 542 FIF Graphpad Prism5.0 #4748
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Figl Effect of IL-18 on neurological function recovery in ischemic

stroke mice
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F AR (¢=3.091, P<0.05;:=2.328, P<0.05 ;1=3.443,
P<0.05),1L-10 7K 25 55 (1=4.997, P<0.05)
LK 3,

IAEAE A

IL-18BP {&Y7 4
b1

S
*

HEFETIA (%)
~

JiriAE AT IL-18BP J&J74H

A BRI PEAS H S 412 HRE B2 (10 x ), #i Sk « I HS
fii;B: 5 IL-18BP JAYT 41 HL#K , #P<0.05; 1L-18BP: IL-18 43Il Al 4h
s
2 HE #E&0/NREFEER
Fig2 The infarct size detected by HE staining
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Fig3 The change of inflammatory factors in brain tissue of mice
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Fig 4 The changes of M1/M2 type microglia in the brain tissue of mice detected by flow cytometry
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