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Background: T-cell acute lymphoblastic leukemia is one of most common types
of T cell. Growing evidence shows that acquired epigenetic alteration is a major
cause of cancer development and progression. The Polycomb Group Protein
EZH2 is a transcriptional repressor implicated in epigenetic silencing of target
genes. It has been suggested that EZH2 may play an important role in

pathophysiology of hematologic diseases such as Burkitt’s'. In the present study,



we aimed to suppress EZH2 gene expression using a synthetic small interfering
RNA (siRNA) in a cell line of T-ALL and further evaluated apoptotic cell death
and the expression of NOTCH1 «TCF-1 «<GATA3 «NFATC1 «IKZF1 genes in the

cell line.

Materials and methods: EZH2-specific siRNA was transfected into the MOLT-4
cell line. The expression of NOTCH1¢« TCF-1¢ GATA3¢« NFATC1¢ IKZF1 and
EZH2 was quantified by quantitative real time PCR. MTT assay was used to
measure the influence of the siRNA. Apoptotic cells were assessed by flow
cytometry.

Results: we observed Increase expression of EZH2 in MOLT-4 cell lines
correlated to normal T cells. siRNA transfection reduced EZH2 expression in a
dose dependent manner. We found that decreased expression of EZH2 had no
significant effects on apoptosis. The results showed that EZH2 suppression induce
a significant increase in IKZF-1 and TCF-1 gene expression and decreased the
expression of NOTCH1 and NFATC1 while the effects of EZH2 inhibition on
GATA-3 were not statistically significant.

Conclusion: Our results showed that MOLT-4 cell line harbor an elevated level of
EZH2 compared with normal human T cells. Suppression of EZH2 was able to

enhance tumor suppressor genes (IKZF-1 and TCF-1) and downregulated o



ncogenes (NOTCH1 and NFATCL). Therefore, targeting EZH2 may be an applicable therapeutic
approach in T-ALL.
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