Epigenetic regulation of BCL6 In B-cell lymphoma: effects of Romidepsin,
a Histone Deacetylase Inhibitor.
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INTRODUCTION

BCLG6 is a transcriptional repressor essential for germinal centre formation and T-dependent antibody responses. The deregulation in the expression of this gene is associated with the development of B-cell lymphomas (1).

This deregulation is frequently caused by genetic modifications like translocations or point mutations and recently it has been demonstrated that epigenetic mechanisms are also involved. Hypermethylation of promoter

CpG islands and altered patterns of histone modification are common in cancer. These abnormalities affect the structure of the chromatin and gene expression, resulting in the T

silencing of genes important for the regulation of normal cell proliferation (2). For this reason, therapy with chromatin modifying drugs has enormous potential f?r cancer j \/

treatment. Histone deacetylases (HDAC) are important targets for epigenetic treatment in cancer (3). Romidepsin (from Celgene) is a HDAC inhibitor used in JF«“Z\(O H3K2752?£i2338k3 C:@ i
cutaneous T-cell lymphoma treatment, but potential effects in B-cell lymphoma are not known in detail (4). | IO 2 i w‘_b

In the present study, we analyzed the effects of Romidepsin in different human B-cell lymphoma cell lines, including its influence on BCL6 expression. > o?ﬁ\/ 'CPG'“

MATERIALS AND METHODS

1) Lymphoma cell lines
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. . 4 I | lysi . : .
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AIMS « 5-10-106 cells were lysed with RIPA buffer.
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RESULTS AND DISCUSSION

1) Romidepsin effect on cell proliferation 2) Romidepsin effect on cell cycle
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A) Romidepsin treatment induced cell cycle arrest in GO/G1 phases
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In Raji, Ramos and Mutu lll. This effect was very prominent in
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3) Romidepsin effect on cell death. A)  4) Romidepsin effect on BCL6 expression and cell differentiation.
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