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Abstract: 
Traditional genetically engineered mouse colorectal cancer models are based on germ line manipulations, resulting in mutation in both intestinal epithelium and surrounding stroma. Whereas these are appropriate for cancer predisposition syndromes, such as familial adenomatous polyposis, they are poor surrogates for the majority of human cases, i.e., Sporadic Colorectal Cancer (SCC). In addition, unlike human disease, these models present with predominantly small intestinal rather than colonic lesions. To generate a model for sporadic cancer that is truly localized to the colon, we have administered adenovirus expressing cre recombinase to focally target genes of interest. Using this approach, we have shifted the tumor compartment from the small to the large intestine, allowing endoscopic surveillance to monitor tumor growth. When this technique was applied to mice bearing a conditional mutation in the Apc gene, tumors were noted as early as 6 weeks of age. When mice bearing both the Apc mutation and a latent oncogenic K-ras allele were infected, multiple prominent tumors were noted by 6 weeks. The results from the transcriptome and signaling pathway analysis will be discussed. In summary, we have devised a model for SCC that allows the study of tumor formation by mutated epithelial cells in the setting of normal stroma and permits longitudinal analysis by endoscopic modalities.
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