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Gain of chromosome arm 17q is the most frequent cytogenetic abnormality in neuroblastomas, and is strongly associated with an adverse outcome of the disease. In search for candidate oncogenes present in 17q region, and potentially involved in tumor progression, we have built a BAC-array dedicated to the

CGH study of neuroblatomas. About 300 BAC or PAC clones were selected in regions showing frequent abnormalities in this cancer, with a high density on 17q. Clones showing a single well-mapped signal by FISH were used for arraying in 6 replicates. Control hybridization experiments, with normal human genomic DNAs, showed ratios centered on 1, with high signal to background ratio (average 7-8) and low standard deviations (0,038). Moreover, array-CGH of tumoral DNAs from cell lines precisely characterized by CGH, FISH and/or spectral caryotyping indicated a reliable evaluation of genome copy number, and an accurate delimitation of chromosomal abnormalities, with high sensitivity and reproducibility. This BAC-array is actually used to analyze a series of neuroblastomas. The tested genomic 17q region encodes for several transcription factors, genes involved in cell cycle regulation, and antiapoptotic genes. The results indicative of the smallest over-represented region will be presented, and the gene content discussed. We also developed a stoechiometric whole genome amplification method, in order to have a sufficient amount of DNA for the study of needle aspirates of tumors or laser microdissected tumoral foci.
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