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H3K27me3 aggregate promoter of MEG3 IncRNA and induce apoptosis
escape of RPMI8226 cell through MDM2 /p53 pathway

Dong Juanjuan' > Peng Wanren® Yan Bingxue' et al
('Dept of Oncology Affiliated Chaohu Hospital of Anhui Medical University Hefei 238000
*Dept of Oncology The First Affiliated Hospital of Anhui Medical University Hefei 230022)

Abstract Objective To investigate the interaction of IncRNA and aberrant histone modification in multiple mye—
loma cells escaping from apoptosis. Methods Cell proliferation activity was tested by MTT; Annexin V-FITC/PI
dual staining was used to test apoptotic cells RT-PCR was used to test the mRNA expression of enhancer of Zeste
homolog 2( EZH2) MEG3IncRNA murine double minute 2 ( MDM2) and p53. The bonding site of promoter of
MEG3 by H3K27me3 was confirmed by ChIP-Real-time PCR shRNA interference was used to downregulate
H3K27me3 through inhibiting the expression of EZH2. Results The expression of H3K27me3 could be signifi—
cantly inhibited by interfering EZH2 which indicating downregulation of H3K27me3 could induce apoptosis of RP—
MI8226 cells. H3K27me3 protein could bind to MEG3IncRNA promoter directly. H3K27me3 inhibition could in-
crease the expression of MEG3IncRNA. Furthermore MEG3IncRNA could downregulated by MEG3IncRNA-siRNA
in RPMI8226 cells meanwhile both protein and mRNA of MDM2 increased in cells. Ubiquitination of p53 was
founded upregulation and p53 degradation when RPMI8226 cells incubated with MDM2 inhibitor. Conclusion
H3K27me3 highly expresses in RPMI8226 multiple myeloma cells which cause loss of MEG3 IncRNA. The loss
expression of MEG3 IncRNA could paralyze the inhibition of MDM2 promote the degradation or inaction of p53
protein. This could be one of the mechanisms of multiple myeloma cells escape from apoptosis.

Key words H3K27me3; MEG3 IncRNA; MDM2; multiple myeloma; apoptosis



