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In previous studies we have demonstrated that neuroblatoma cells are able to induce osteoclastogenesis: a low OPG-to-RANKL ratio, that is a high expression of RANKL associated with the lack of the decoy receptor OPG, may be involved in the pathogenesis of metastatic osteolysis. The aim of this study was to evaluate the serum levels of sRANKL and OPG in neuroblastoma patients and correlate them with clinical and laboratory characteristics. A total of 55 children (age 0.5-127 months) were considered for this study. 18/27 stage IV patients (66.7%) had skeletal metastases. 35 children (age 1.2-57.3 months), who were admitted to pediatric department for minor surgical problems, was considered as control group. Serum levels of free-sRANKL and OPG were determined by an immunoenzymatic assay. OPG was found significantly lower in all patients than in control group, but it was not related to the presence of skeletal metastasis. A significant correlation was found between OPG and neuron specific enolase (R=0.74, p<0.001). Free sRANKL was found significantly higher in stage III (52.4±26; p=0.01) and IV (37.1±10; p=0.02) than in control (10.9 ± 6). sRANKL was higher in patients with skeletal metastases than in those without bone involvement; the difference was found significant when stage IV patients were considered (47.4±14 vs 18.4±7pg/mL; p=0.05). The OPG-to-RANKL ratio was significantly decreased in patients with skeletal metastasis (1819.8 ± 1173 vs 5499.5 ± 1252, p=0.05). Our results further confirm that unbalanced OPG-to-RANKL ratio could play a crucial role of in determining metastatic osteolysis. The ratio could serve as a marker for monitoring advanced neuroblastoma.
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