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The childhood malignancy neuroblastoma is derived from sympathetic nervous system precursor cells arrested at immature stages of the sympathetic differentiation. To gain further insight into the molecular processes involved in these differentiation events we study the O/E-protein family of transcription factors. EBF expression is essential in B-cell development and these factors are also known to be involved in neurogenesis in Xenopus and C. elegans. The O/E-proteins are expressed in neuroblastoma cells at different levels, and EBF has been linked to the activation of transcription of the neuronal marker genes Chromogranin A (CgA) and SCG10. We investigate the expression of Olf/EBF (O/E) transcription factors in human neuroblastoma cells in comparison to expression of the same factors in pre B-cells. We here report that several transcription factors, such as Oct, Pax5 and EBF, are expressed in both cell types. However, EBF regulates the expression of different target genes in different tissues. In the neuroblastoma cell lines SK-N-BE(2)c and SH-SY5Y, EBF up-regulates the expression of CgA and SCG10, while in pre B-cells, EBF target Mb-1 and cd19. Also, the ubiquitously expressed E-proteins, which are known to be involved in many important processes, are expressed in different levels in pre B-cell compared to neuroblastoma cells. In pre B-cells the E-protein E47 cooperates with EBF in gene activation, while in neuroblastoma cells, E2-2 is the most likely partner. In order to investigate the mechanisms by which the target genes are regulated we study epigenetic control mechanisms of these promoter regions.
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