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Therapeutic doses of metformin decreased the Ki-67 and topoisomerase Il o
labeling indices and inhibited the proliferative activity of endometrial cancer tissues. Preoperative use
of metformin resulted in a significant decrease in the concentration of circulating factors, including
insulin, glucose, insulin-like growth factor 1, and leptin. Moreover, metformin administration resulted
in a significant decrease in the DNA synthesis-stimulating activity in patient sera.

The concentration of metformin in the tissues was <1/400 times lower than the minimum concentration
required to inhibit cell growth in vitro. Metformin inhibits cancer cell growth indirectly through
changes in humoral factors such as adipocytokines (secreted by adipocytes). Therefore, metformin might
confer a protective effect against endometrial cancer in women with obesity and insulin resistance.
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