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Elucidation of the role of MyD88 in Apc mutant intestinal tumor epithelial cells
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Mutations in the APC tumor suppressor gene are associated with the onset of
adenoma carcinoma sequence in colorectal cancer. Conditional knockout of MyD88 in intestinal
epithelial cells reduced the number of intestinal tumors in Apc mutant mice, genetically engineered
mouse models of early colorectal cancer. Loss of MyD88 functions in Apc tumor cells resulted in the
reduction of proliferation and caused apoptotic cell death. We found that epithelial MyD88 plays
essential roles in the survival of the intestinal tumors, and that HIF-1la, NF-kB and Wnt pathways
function downstream of MyD88. Further elucidation of the mechanism is expected to lead to the
development of new treatments for colorectal cancer.
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