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Suppressive effects of PPARalpha agonist against pulmonary carcinogenesis in mice
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This study was designed to determine whether hypolipidemic agent fenofibrate,
PPAR o agonist, can suppress chemically-induced proliferative lesions in the lung of obese
hyperlipidemic mice. Male Tsumura Suzuki Obese Diabetic mice were subcutaneously injected with
4-nitroquinoline 1-oxide (4-NQO) to induce lung proliferative lesions, including adenocarcinomas. They
were then fed a diet containing fenofibrate for 29 weeks. At week 30, the incidence and multiplicity of
pulmonary proliferative lesions were significantly lower in mice treated with 4-NQO and fenofibrate
compared with those in mice treated with 4-NQO alone. Fenofibrate significantly reduced the serum insulin
and insulin-like growth factor (IGF)-1 levels and decreased the immunohistochemical expression of IGF-1
receptor, p-Akt, and p-Erkl1/2 in lung adenocarcinomas. Our results indicate that fenofibrate can prevent
the development of 4-NQO-induced proliferative lesions in the lung by modulating the insulin-IGF axis.
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