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Roles of Dio2 (deiodinase, iodothyronine, type Il) in colorectal tumorigenesis
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The prohormone thyroxine (T4) in circulation is converted to bioactive T3 in
peripheral organs by the enzyme DIO2 (deiodinase, iodothyronine, type Il), a major regulator of
local thyroid hormone levels. Expression of Dio2 is upregulated in intestinal polyps of Apc mice, a
mouse model of familial adenomatous polyposis and early-stage sporadic CRC. Treatment with iopanoic
acid, a deiodinase inhibitor, or chemical thyroidectomy suppresses tumor formation in Apc mice,
accompanied by reduced tumor cell proliferation and angiogenesis. The Cancer Genome Atlas (TCGA)
data indicates up-regulation of DIO2 in CRC clinical samples and a close association of its
expression pattern with the stromal component, consistently with almost exclusive expression of D102

in the stroma of human CRC as revealed by in situ hybridization. Collectively, these data highlight
biological roles of DI0O2 in the CRC tumor microenvironment.
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