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R RO (F30) : We tried to identify the genes involved in the tumorigenesis and
spontaneous regression of neuroblastoma via array CGH analysis with MYCN Tg mice, a
model for neuroblastoma. For the purpose of evaluating the huge number of chromosomal
aberrations, we set three parameters and calculated the scores. As a result, we identified
the gene, Cited2, which is deleted in all 12 terminal tumors. Neuroblastoma in MYCN Tg
mice turned out to be composed of two distinguishable populations in terms of the
expression level of Cited2. The cells with low Cited2 expression showed strikingly higher
tumorigenic ability compared to high ones. We also found that Cited2 affected the
expression of other neuroblastoma-related transcription factors. In addition, although the
cells with low Cited2 expression gave rise to high ones in vivo, the opposite never occurred.
This result indicates the hierarchy that the low ones are superior to high ones. Taken
together, the low expression of Cited2 might be the hallmark as cancer stem cells of
neuroblastoma.
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