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NKG2D is an activating immunoreceptor involved in NK-cell-mediated cytotoxicity. The target cell ligands for NKG2D (NKG2Dl) are MHC class I-related chain MICA and MICB glycoproteins, and the family of UL-16-binding proteins (ULBPs). Neuroblastoma (NB) is a pediatric extracranial tumor characterized by multiple defects of the antigen processing machinery components and downregulation of HLA class I molecules. This observation suggests that NB cells could represent an appropriate target for NK-mediated lysis. In this study, the expression of NKG2Dl was evaluated in human NB cell lines and primary tumors. MICA mRNA was expressed both in NB cell lines and primary tumors, however, the protein was never detected on the cell surface or intracellularly. Supernatants of a few NB cell lines and sera from NB patients, but not from healthy donors, contained elevated levels of soluble MICA (sMICA). Functional experiments are currently being investigated in order to clarify if sMICA is able to downregulate NKG2D and/or partially prevent killing of MICA+ tumor cells by NKG2D. MICB protein is strictly confined in the cytoplasm of NB cell lines and primary tumours, but the mechanism of this phenomenon is yet undefined. ULBPs mRNA and proteins are expressed in most human NB cell lines. ULBPs' expression is under investigation in primary NB tumours. Absence of surface NKGD2l on NB cells may represent a mechanism of tumor escape from the control of NKG2D+ cytotoxic lymphocytes.
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