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Abstract

Breast cancer is the number one invasive cancer of women. Endocrine therapy involving either the blockade of estrogen
synthesis with aromatase inhibitors (Als) or blockade of the estrogen receptor (ER) with selective estrogen receptor
modulators (SERMs) represents a major advance in the treatment and prevention of breast cancer. We have conducted
genome-wide association studies (GWAS) to identify genes associated with both musculo-skeletal adverse events that occur
with the adjuvant Al therapy of post-menopausal women with ER(+) breast cancer and a separate study of women in whom
breast cancer occurred during 5 years of preventive SERM therapy with tamoxifen or raloxifene. The single nucleotide
polymorphism (SNP) signals and genes identified were then pursued with functional genomic and mechanistic studies. Both
the results of these studies and the research strategy employed will be described in this presentation.
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