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H-prune, nm23-H1 and nm23-H2: new markers of Neuroblastoma progression 
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In Neuroblastoma (NB) an enhanced effort is dedicated to identify genes concurring for aggressiveness and tumor progression. We investigated the role of a protein complex including h-prune, nm23-H1 (NDPK-A) and nm23-H2 (NDPK-B) present in the nuclei of neuroblastoma cell lines. We have shown that h-prune and nm23-H1 are expressed during mouse embryonal development (neural crest and dorsal root ganglia) and we have demonstrated the capability of h-prune to bind nm23-H1, interaction impaired with nm23H1-S120G, a mutation occurring in stages 4 of NB. Furthermore h-prune is able to bind nm23-H2 and its binding is impaired with mutants affecting the NDPK activity. The overexpression of h-prune in SH-SY5Y genome cell-line correlates with an increase of nm23-H1 and H2 expression. A new function of h-prune in the nucleus has been found as transcriptional activator of nm23-H2 expression. We present data related to the capability of h-prune to bind the nm23-H2 and transactivate its expression while nm23-H1 is activated from the binding of nm23-H2 to its promoter. An in vivo analysis on 57 NB cohorts (from stage 1 to 4S) at both mRNA (Real Time) and protein (ISH) levels, we observed an increased level of h-prune and of nm23-H1 and nm23-H2 expression, predominantly in stage 4 (highly aggressive and metastatic tumors). All together our finding indicate that increased levels of nm23-H2 and nm23-H1 are dependent from h-prune activation, this phenomenon lead to an increased metastatic potential, as found in NB stage 4. 
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