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            Abstract
There is increasing evidence showing that the stromal cells surrounding cancer epithelial cells, rather than being passive bystanders, might have a role in modifying tumor outgrowth. The molecular basis of this aspect of carcinoma etiology is controversial. Some studies have reported a high frequency of genetic aberrations in carcinoma-associated fibroblasts (CAFs), whereas other studies have reported very low or zero mutation rates. Resolution of this contentious area is of critical importance in terms of understanding both the basic biology of cancer as well as the potential clinical implications of CAF somatic alterations. We undertook genome-wide copy number and loss of heterozygosity (LOH) analysis of CAFs derived from breast and ovarian carcinomas using a 500K SNP array platform. Our data show conclusively that LOH and copy number alterations are extremely rare in CAFs and cannot be the basis of the carcinoma-promoting phenotypes of breast and ovarian CAFs.
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                    Figure 1: Examples of manual microdissection from hematoxylin and eosin stained sections.[image: ]


Figure 2: Genome-wide copy number and LOH analysis plot of different cell types within medullary breast cancer sample P5077.[image: ]


Figure 3: Genome-wide copy number and LOH analysis plot of different cell types within serous ovarian cancer sample IC131.[image: ]


Figure 4: Allelic imbalance analysis of chromosome 22 in fibroblast and epithelial foci of ovarian cancer sample IC307.[image: ]


Figure 5: Genome-wide copy number plots and LOH plot of two primary breast CAFs.[image: ]


Figure 6: Assessment of allelic imbalance at stroma-specific mutation hot spots in ovarian cancer sample IC293 and breast cancer sample P5077.[image: ]
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