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CHEMOPREVENTION FOR YOUNG WOMEN AT HIGH RISK FOR BREAST CANCER USING A GONADOTROPIN RELEASING HORMONE AGONIST (GNRHA) AND LOW-DOSE ADD-BACK SEX STEROIDS CONTRACEPTIVE REGIMEN.
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Chemoprevention is a desirable alternative to oophorectomy in reproductive age women at high risk for breast cancer. Such an alternative has been demonstrated with a GnRHA in combination with the low-dose add-back sex steroids, estradiol (E2) and testosterone (T), using a reduction in mammographic densities as a surrogate for reduced breast cancer risk. The prototype regimen used leuprolide with conjugated estrogens in a small number of women. We now have extensive experience with the GnRHA deslorelin (D) with low-dose add-back E2/T.  GnRHA with E2/T significantly reduced mammographic densities in premenopausal women with documented risk factors and in women with no known risk factors presumably by decreasing exposure to progesterone and E2.     Toxicities of GnRHA include significant loss of bone mineral density (BMD) and hot flashes (HF). Ten women at high risk for breast cancer were treated with DE2T for 1 year, 51 women with uterine fibroids were treated with DE2 for 1 year and 20 women with endometriosis were treated with DE2/T for 6 months. The addition of E2/T resulted in minimal loss of BMD after one year and a very low incidence of hot flashes.  The treatment was well tolerated in all groups and mean return to menses was 39.5 days.    GnRHA with add-back sex steroids E2/T reduces mammographic densities in premenopausal women. The safety profile makes this a viable alternative to oophorectomy for reproductive age women at high risk for breast cancer wishing to retain reproductive capability.
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