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A major obstacle in the treatment of prostate cancer is the development of androgen-independent disease. We have recently 
shown that Lef1, a transcription factor activated by WNT signaling, induced expression of the AR gene in androgen-

independent prostate cancer cell line, and consequently enhanced cell proliferation and invasion. Th is suggests that inhibition 
Lef1 by blocking WNT signaling may represent a new therapeutic approach in combating androgen-independent prostate cancer. 
While the majority of studies on AR focus on its action in epithelial cells, we are also examining the function of AR in prostate 
stromal cells. We have shown, using an epithelial-stromal cell coculture system, that AR expression in stromal cells inhibits 
prostate epithelial cell growth and invasion. We also found that androgen ablation prevented AR in the stroma from suppressing 
epithelial growth and invasion. Th erefore, the lack of stromal AR signaling may, in turn, facilitate the survival, growth, and 
invasion of a sub-population of the epithelial prostate cancer cells, eventually leading to androgen-independence. 

In addition to changes in AR expression, alterations in the level or splicing of AR coactivators could also contribute to 
androgen-independent prostate cancer cell proliferation. Taken together, our fi ndings lend new insights into the development of 
androgen-independent prostate cancer and could lead to the development of novel therapies against the disease.
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