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The distal portion of 1p is frequently deleted in human neuroblastomas, and it is widely assumed that this region harbors at least one neuroblastoma-related gene. A 1p36.3 common region of heterozygous deletion, bordered by D1S2731 and D1S1646, spans 441 kb and encompasses two genes, FLJ10737 and HsCAMTA1. We surveyed these for sequence variants by fluorescence based single strand conformation polymorphism (SSCP) using a panel of DNAs from 89 neuroblastomas, matching blood samples and 97 unaffected individuals. For FLJ10737, seven nucleotide variants were detected in neuroblastomas of which two dictate amino acid substitutions. For HsCAMTA1, 15 sequence variants were detected in neuroblastomas of which three dictate amino acid substitutions. Of these three, one (4007C>T, T1336I) was not detected in 97 unaffected individuals, another (3531C>G, N1177K) resides in a conserved domain of the HsCAMTA1 protein and was found hemizygous in six of 89 neuroblastomas. All variants predicted to cause amino acid substitutions were also detected in the matching blood cell DNAs of the respective patients. Real-time RT-PCR expression analysis in 86 neuroblastoma tumors and 16 neuroblastoma cell lines revealed significantly lower HsCAMTA1 expression in MYCN-amplified neuroblastomas. Our data do not provide evidence for a contribution of mutations in FLJ10737 or HsCAMTA1 to neuroblastoma formation. The functional significance of the identified variants remains to be determined. We further investigate the role of altered HsCAMTA1 expression in neuroblastoma using a vector based RNA interference (RNAi) system which allows efficient downregulation of HsCAMTA1 in neuroblastoma cell lines.
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