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Postmenopausal hormone replacement therapy (HRT) can suppress menopausal symptoms and prevent osteoporosis, and may be protective against coronary heart disease. However, HRT may be associated with increased risk of cancer, mainly of breast cancer (1-4). Some controversies are still present and the future researches should be devoted in clarifying the relative inconsistencies among these results. The doses and relations between different estrogens and progestins used in the different schedules may vary. Clinical effects of low dose estrogens (i.e. conjugated estrogens 0.3 mg /day) may be sufficient to alleviate the symptoms in the vast majority of postmenopausal women. Estrogen depletion induces a critical alteration in central regulation of body temperature, leading to the onset of classical menopausal symptoms, such as hot flushes and night sweats. Emotions are strongly influenced by the gonadal hormone fluctuations. Standard doses of different estrogens are extremely effective in improving sleep pattern and mood in postmenopausal women. Estrogen replacement enhances mood even if it is ineffective in major depression. HRT can improve mood after few weeks of treatment, and the dose must be personalized. Several data demonstrate that low dose estrogens HRT is able to reverse and cure the effects of estrogen deprivation on genitourinary tract, leading to a complete resolution of atrophic processes, including dispareunia vaginal dryness and recurrent urogenital infections. A positive effect of HRT on genuine stress incontinence has been demonstrated. The effects of HRT on clinical symptoms can really improve the quality of life of climacteric women, and low dose oral estradiol can really work as higher doses (AR Genazzani, in preparation). Clearly there is a balance between likely benefit and harm which may be measured in length and quality of life depending upon how large are the effects of long term HRT on osteoporosis, heart disease and breast cancer. Perhaps the widest-ranging so cial, physical, and economic impact of estrogen deficiency is on bone density, which may lead to osteoporosis, a disease affecting many older women. In fact, it has been clearly established that clinical risk factors for osteoporosis include female sex, premature menopause, and family history of osteoporosis. In the early postmenopausal period (3-5 years since menopause), bone loss accelerates (5-8). Chronic hypoestrogenism in postmenopausal years causes a critical decrease in bone mineral density (BMD) that is an important determinant of fracture risk and postmenopausal HRT has been strongly correlated with higher bone mineral density (10-12). Although different studies seem to suggest a cut-off dosage for osteoporosis prevention, it is not clear if the elderly women need a standard dose or if a lower dosage can be effective in preventing bone loss. Low dose estrogens, associated with low dose progestin and calcium supplements are able to suppress bone turnover and preserve or even increase bone mineral density. Definite answers in terms of minimum effective dosages, timing and duration for fracture prevention are needed and thus long-term prospective, controlled studies are urgently needed. In addition, low dose estrogens can help in cutting the dosages of different atiresorptive drugs in order to prevent postmenopausal osteoporosis. Again, controlled trials are needed to confirm preliminary data obtained in longitudinal, not randomized clinical observations. 

Cardiovascular disease is the leading cause of death among postmenopausal women. Observational studies demonstrate that estrogens can extent cardioprotective effects with substantial reduction of morbidity and mortality for cardiovascular disease in postmenopausal women (13). The effects of different progestogens on these processes are still debated. No prospective, randomized, controlled study has proven that low dose HRT can reduce cardiovascular events. Recently, it has been published many papers concerning the correlation between HRT and endometrial and breast cancer (14). However, prospective clinical data are not yet available and further studies are needed to determine if lower doses of different HRT schedules can influence cancer incidence and survival. In conclusion, despite the clinical efficacy and the positive risk/benefit ratio of HRT bleedings, apprehension of side effects and weight gain, and primarily fear of cancer limit compliance. We believe that lower estrogen and progestin dose can blunt the incidence of side effect, minimize the possible risks and increase the compliance and well being in treated postmenopausal women. We need data from long-term, controlled, prospective studies on the effects of different HRT doses and schedules on cancer, CVD and osteoporotic fracture risk. The primary and secondary prevention of osteoporosis and cardiovascular events as well as the timing of HRT in the management of postmenopausal related disturbances need to be assessed. Timing and duration could be related to different dosages and schedules and might depend on the prevalent risk profile of any single woman. Personalized HRT can be thought and offered either as a preventive tool or as an individualized care on the basis of personal needs. The choice of appropriate compound and schedule is the priority to provide our women the best, to improve health care and their quality of life. New therapeutic options, namely the availability of SERMs will offer a substantial medical advancement for the treatment of postmenopausal women.
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