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Most of human tumors display defects in the expression of the antigen processing machinery components that may be associated with low expression of human leukocyte antigen (HLA) class I. Neuroblastoma (NB) is a neural crest derived pediatric tumor virtually HLA class I negative. Expression of the antigen processing machinery components in primary NB tumors has never been investigated. We have addressed this issue by staining tissue section from twenty four NB tumors with a set of newly developed monoclonal antibodies, and compared the results with those obtained from the analysis of six NB cell lines. The proteasomal components zeta, delta, MB-1, the immunoproteasomal components LMP2 and LMP10, the chaperons calreticulin and calnexin, and ERp57 were expressed in most  tumors. In contrast  LMP7, the peptide transporter TAP1, tapasin, HLA class I heavy chain, -2 microglobulin and complete HLA class I or II molecules were never detected in primary tumors. No correlation was found between antigen processing machinery component expression and clinical tumor presentation. Antigen processing machinery component expression in NB cell lines resembled that detected in tumors. Upon incubation of cell lines with human interferon-;, some components were up-regulated together with HLA class I molecules, indicating that the defects found in NB reflect dysfunctional and non structural mechanisms. In conclusion, the present results suggest that NB tumor cells cannot present tumor associated antigen-derived peptides to cytotoxic T cells, but may represent an appropriate target for NK cell based immunotherapy. 
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