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Neuroblastoma (NB) usually occurs as sporadic tumor although 1-2% of cases have a familial recurrence. Linkage studies carried out by us and other groups excluded linkage of NB to some genes implicated in other neurocristopathies and the 1p36 region, frequently deleted in NB. Although evidence of linkage was reported at 16p in North American families, our analysis excluded linkage to this interval in European families, suggesting genetic heterogeneity of NB. A new familial NB case has recently increased the informativeness of an Italian family that presently includes five affected children in the last generation. To identify new regions for NB predisposing genes we performed a genome-wide screening of this family using 382 polymorphic markers that define a 10 cM resolution genetic map. Haplotype reconstruction indicated two chromosomal regions that co-segregate in all five patients: one is located on chromosome 2p (D2S162-D2S2259) and another at 12pter-12q13.13 (D12S352-D12S368). Multi-point linkage analysis excluded the majority of analyzed intervals including the 4p16, previously identified as candidate region by linkage analysis when this family consisted of four patients. Our analysis provided a not conclusive lod-score of 1.65 at D2S305 and yielded a lod-score of 2.97 at D12S1617. These findings indicate a novel region for predisposition to NB located on chromosome 12. To narrow down the interval of interest we are currently genotyping this and a newly recruited family using additional markers. Furthermore, loss of heterozygosity analysis will be undertaken on sporadic NB cases. Database search will highlight genes that may be candidate by location and function. 
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