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Investigation of the significance of alteration in gene promoter methylations for
the cause of intratumoral heterogeneity of the expression levels of HER2.
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The tumors with intratumoral heterogeneity of HER2 protein were selected from the
surgical specimens of HER2 positive advanced gastric cancer. Total RNA were isolated from both HER2
positive and HER2 negative area in a tumor. Whole genome comparative analyses using gene expression
arrays of these RNA revealed that the expression levels of some gene including apoptosis associated genes
were more than four times as high as those in the other area. The results of these gene expression levels
were attempted to be validate by quantitative real-time RT-PCR, but failed to confirm the values of these
gene expressions. This might be due to RNA degradation by aging of the tissues and/or formalin fixation.
To acquire more reproducible data, Genome-Wide human SNP array analyses were performed on the genomic DNA
from the two areas. These analyses revealed the difference in the gene copy number of some genes
including a homeobox as were confirmed using fluolecence in situ hybridization.
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