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Abstract: [ Objective ] To investigate the role of IL-1B in regulating the NF2 gene methylation in
benign meningioma. [ Methods ] The primary meningioma cells obtained from 2 patients were cul-
tured ,and the cells were treated with IL-1p3 at different concentrations(0,0.2,0.4,0.8,1.0,10ng/ml).
The mRNA and protein expressions of NF2,merlin and DNMT were detected by RT-PCR and
Western blot, respectively. The methylation level of NF2 promoter was detected by MS-PCR. The
relationship between IL-13 and NF2 methylation was observed by co-treatment with IL-18 and
DNMT inhibitors or siRNA. [Results] TL-1 promoted the proliferation of meningioma cells. RT-
PCR and Western blot results showed that IL-1B reduced the expression of NF2 and Merlin in
meningioma cells. IL-18 induced methylation of NF2 gene promoter in meningioma cells,and in-
creased the expression of DNMT1 in meningioma cells,while this effect was inhibited by DNMT
inhibitors and siRNA. [Conclusion] IL-1B induces methylation of NF2 gene promoter through
DNMT1,which can downregulate the transcription of NF2 gene. Inhibition of DNMTs might be
used as a therapeutic approach for regulating the expression of NF2 and inhibiting the develop-
ment of meningioma.
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Figure 1 Comparison of absorbance of CKK-8
in meningoma cells after treated with different
concentration of IL-1 3

Table 1 IL-1 3 promotes the viability of meningioma/meningeal cells

Control

P<0.05 NESAGITHE X, Cells

0.2 0.4 0.8 1.0 10

M1 1.20+0.10 1.30+0.17
1.00+0.15 1.30+0.12" 1.33+0.08" 1.42+0.05° 1.50+0.21° 1.47+0.12"

2 B B w

1.36+£0.19" 1.45+£0.06° 1.51+0.05" 1.48+0.20
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Figure 2 IL-1  reduced the expression of merlin and
NF2 promoter methylation in meningioma cells

Table 2 The relative expression of NF2 mRNA

IL-1 B treatment
group

Cells  Control group t P

M1 0.98+0.23
M2 1.06+0.29

0.65+0.16 2.034  0.025
0.42+0.21 7.026  <0.001

Table 3 NF2 gene promoter methylation level
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0.62+0.18  0.49+0.10
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0.2 0.4 0.8 1.0 10
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0.98+0.15"  1.96£0.20" 1.89+0.28"  3.95+0.38"
0.42+0.12"  0.28+0.07° 0.19+0.05" 0.15+0.19"
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1 DNMT3B £ il 25 R &

118

Note: M1-M represents the level of methylation of the NF2 promoter of the meningioma cell M1,and M1-UM
represents the level of the non methylation of the NF2 gene promoter of the meningioma cells M1.
Compared with control group, P<0.05.
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Table 4 The relative expression of DNMTs mRNA
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Figure 3 Inhibition of DNMTs down-regulation of NF2 methylation
induced by IL-13 and restoration of merlin expression
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Table 6 The methylation level of NF2 gene promoter
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Cells  Control IL-1B [L-13+AZA  1L-13+DNMT siRNA
M1 1.05+£0.08 3.82+0.21 1.62+0.15" 1.88+0.19"
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Note : Compared with control group, P<0.05

Table 7 The relative expression of merlin protein
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Note : Compared with control group,"P<0.05
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