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Deletions in 11q are observed in a subgroup of neuroblastomas with poor outcome. The deleted region harbors the tumor suppressor gene SDHD that is frequently mutated in paraganglioma and pheochromocytoma, which are, like neuroblastoma, tumors originating from the neural crest. In this study, we sought for evidence for involvement of SDHD in neuroblastoma. Analysis at the genomic level of 67 tumor samples and 37 cell lines revealed at least 2 bona-fide mutations in cell lines without 11q-deletion: a 4bp-deletion causing skip of exon 3 resulting in a premature stop codon in cell line N206, and a Y93C mutation in cell line NMB located in a region affected by germline SDHD mutations causing hereditary paraganglioma. No evidence for hypermethylation of the SDHD promotor region was observed, nor could we detect homozygous deletions. Interestingly, SDHD mRNA expression was significantly lower in SDHD mutated and 11q-deleted cell lines as compared to both cell lines without 11q-deletion and normal fetal neuroblast cells. Protein analyses and assessment of mitochondrial morphology presently do not provide further clues as to the possible effect of reduced SDHD expression on the neuroblastoma tumor phenotype. Therefore further studies are needed to determine the possible role of SDHD haplo-insufficiency in high-stage neuroblastoma.
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