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Identification of the genomic alterations in metastatic renal cell carcinoma.
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We performed array CGH analysis to analyze the genomic profiles of 20 cases of
primary ccRCC and their corresponding metastases. We identified 32 chromosomal regions in which gene copy
number alterations were detected more frequently in metastases than in the primary tumors. Among these 32
regions, 9p24.1-p13.3 loss was the most statistically significant alteration. Transcriptome analysis
revealed that 2 out of 58 genes located at 9p24.1-p13.3 were downregulated due to gene copy number loss
in ccRCCs. Reexpression of these 2 genes in ccRCC cell lines revealed that downregulation of NDUFB6 due
to loss at 9p24.1-p13.3 may confer a growth advantage on metastatic ccRCC cells. On the basis of our
present data, we propose that NDUFB6 1s a possible tumor suppressor of metastatic ccRCCs.
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