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Environmental pollutants including cooking oil fumes, cigarette smoke, and automobile emissions are the major causes of lung




cancer. Some of chemical carcinogens (environmental hormones) in lung cancer such as dioxins can affect the endocrine system
especially the sexual development. It has been suggested that other factors such as sex steroids may act as cocarcinogens, especially in
lung adenocarcinoma, the most common histologic type among women. It was proposed that carcinogenesis induced by
environmental hormones and the gender differences in lung adenocarcinoma were based on different genetic background induced by
sex hormones and their receptors. Although research has clearly shown that environmental hormones can act at multiple sites via
multiple mechanisms, receptor-mediated mechanisms have received the most attention. Therefore, it is very important to establish a
gene-targeting mouse model to demonstrate the effects of sex steroid hormone receptors during carcinogenesis in lung
adenocarcinoma induced by chemical carcinogens. In this proposed study, we will establish a mouse system to demonstrate the
interaction between environmental hormones and androgen receptor gene in lung cancer. In previous studies, we have generated
androgen receptor and estrogen receptor  knockout mice model by using the Cre-lox strategy. In this proposed study, we will apply
the same conditional knockout strategy in lung carcinogenesis to generate a gene-targeting mouse model for environmental
hormone-induced carcinogensis.



