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Scopee of the thesis 

Manyy genetic syndromes have as a component of its manifestations an increased risk of tumor 

development.. In these syndromes the same, constitutional molecular defect causes a specific 

phenotypee and a predisposition for the development of specific cancers. The incidence of tumor 

predispositionn syndromes, either established syndromes or new entities, is at present largely 

unknown.. We hypothesized that this incidence might well be high. To test this hypothesis, we first 

investigatedd the incidence of phenotypic abnormalities in a large cohort of patients who had 

cancerr as a child, in order to 1. describe the incidence of established syndromes in a cohort of 

childrenn with cancer, 2. describe the overall incidence of phenotypic abnormalities, and 3. detect 

(patternss of) phenotypic abnormalities specific for certain tumor types. Secondly, we reviewed 

chestt radiographs of childhood cancer patients and normal pediatric controls for the incidence of 

ribb anomalies, in order to generate normal values for the presence of rib anomalies in healthy 

children,, and to detect rib anomalies that are more frequent in specific tumor types. Thirdly, we 

screenedd a series of neuroblastoma tumor samples for mutations in the PTPN11 gene, as a candidate 

tumorr predisposition gene indicated by our clinical investigations. 




