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ABSTRACT

Neuroblastoma is a challenging childhood malignancy, with a very high percentage of
patients relapsing following acquisition of drug resistance, thereby necessitating the
identification of mechanisms of drug resistance as well as new biological targets contributing
to the aggressive pathogenicity of the disease. In order to investigate the molecular pathways
that are involved with drug resistance in neuroblastoma, we have developed and characterised
cisplatin resistant sublines SK-N-ASCis24, KellyCis83 and CHP-212Cis100, integrating data
of cell behaviour, cytotoxicity, genomic alterations and modulation of protein expression. All
three cisplatin resistant cell lines demonstrated cross resistace to temozolomide, etoposide
and irinotecan, all of which are drugs in re-initiation therapy. Array CGH analysis indicated
that resistant lines have acquired additional genomic imbalances. Differentially expressed
proteins were identified by mass spectrometry and classified by bioinformatics tools
according to their molecular and cellular functions and their involvement into biological
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