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Modulation of AMPK/ TET2/ 5-hmC axis in response to metabolic alterations as a
novel pathway for obesity-related colorectal cancer development
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Obesity has been widely acknowledged to pose a great risk of colorectal
cancer (CRC). A recent study demonstrated that sustained hyperglycemia destabilizes the tumor
suppressor ten-eleven translocation (TET) 2 as a substrate of the AMPK and dysregulates levels of
5-hydroxymethylcytosine (5-hmC). This novel pathway may play important roles in obesity-related CRC
development.

In thig study, we demonstrated that the expression of 5-hmC and TET2 was decreased in
obesity-related CRC tissue. Glucose and insulin treatment decreased the expression of TET2 in CRC
cells. The proliferation was induced in CRC cells by TET2siRNA transfection. In contrast, induction
of AMPK inhibited cell proliferation accompanied by the upregulation of TET2 expression.
AMPK-TET2-5-hmC axis is proposed as novel molecular pathway in obesity-related CRC development, may
be a new diagnostic marker and therapeutic target.
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