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Welcoming over 1,000 delegates to the 6th European Congress on the Menopause, EMAS chairman Professor Goran Samsioe said he hoped the congress would create a platform of understanding that could provide constructive suggestions to the many health-related problems inside and outside of Europe.

Samsioe also acknowledged that in the aftermath of the WHI, HERS and other randomized trials, these were "complex, challenging and controversial" times. He said that although such trials had further substantiated the benefits of hormone therapy (HT) in relation to colorectal cancer, fractures and the increased risk of thromboembolism, other issues in relation to cardiovascular disease and breast cancer remained difficult to comprehend. He described these as "burning issues" that would be discussed and debated throughout the meeting.

Referring to the many guidelines that had been issued about the use of HT since the publication of the WHI study findings in 2002, Samsioe said that most of these essentially called for caution in relation to its use in nonsymptomatic women.

He noted that the mean age of women continued to increase, particularly in developed countries: "This poses a threat to our limited health care resources. It is therefore of utmost importance to identify and promote a healthy lifestyle, preferably commencing at a young age. EMAS considers this as one pivotal goal. The single most important factor in this respect seems to be education. This 6th congress organized by EMAS aims at highlighting these issues and to contribute to overall health awareness in both women and men."

Increase in breast density is unwanted side effect of therapy
An increase in breast density should be considered as an "unwanted side effect of HRT," say radiologists. Dr. Gunilla Svane of the Department of Diagnostic Radiology, Karolinksa Hospital, Stockholm, Sweden warned delegates that increased density could not only reduce sensitivity of mammography, but may in itself increase breast cancer risk in older women.

Svane pointed out that both endogenous and exogenous hormones influence breast density adding that the effect was highly variable between different hormonal preparations. She presented results from studies showing that continuous combined HRT increases breast density in around 50 percent of women, cyclic combined HRT in 13 percent, estrogen alone in 18 percent, and tibolone in 2-6 percent.

She added: "It is very important to find cancers as early as possible. A dense mammogram pattern is not one that a [radiologist] wants to look at. It is not impossible to read but it is easier to miss small cancers, particularly for the less experienced. An increase in breast density should be considered as an unwanted side effect of HRT."

How women responded to HRT media scares
Despite the media coverage around the publication of the WHI trial, nearly three-quarters of women taking conjugated equine estrogens 0.625 mg and medroxyprogesterone 5.0 mg (Premique; Wyeth) elected to continue with HRT, according to a survey of women at one general practice in the UK.

Investigator Dr. Sarah Gray (Lower Lemon Street Surgery, Truro, UK) commented: "The results indicate that if treatment is individualized in the first place, and if a woman understands the rationale for taking treatment, she is less likely to be influenced by population studies that are not appropriate to her situation."

Gray evaluated the response to the media publicity in all women at her surgery who had been prescribed Premique in the six months prior to July 2002. Premique was chosen because it is the HRT preparation in the UK with the closest composition to the regimen used in the WHI trial. Women were sent a questionnaire to determine their response 3 months after publication of the trial. A total of 50 women responded (94 percent of those who were contacted). Nearly all—93.6 percent—confirmed that they were aware of the media coverage.

Overall, 57 percent of the women elected to continue with the same HRT preparation, and 16 percent switched to a different preparation. Only 16 percent of women discontinued all forms of prescribable HRT. The remaining women were undecided at the time of the survey.

Gray said that just under half of the women surveyed made their decision regarding their HRT without consulting a health care professional. She also reported that of the women who had discontinued treatment, "a significant proportion" had resumed exogenous use subsequently.

Gynecologists remain pivotal in the management of osteoporosis
The role of the gynecologist in the prevention and treatment of osteoporosis remains pivotal, said Professor Claus Christiansen of the Center for Clinical and Basic Research, in Ballerup, Denmark, during a symposium organized by the Scandinavian Menopause Society.

Explaining his reasoning, he told delegates: "Firstly, we see all patients at risk, which in itself is very important. But an even more important reason is to ensure that the people who understand the WHI results—the gynecologists—explain them to women." He highlighted a number of concerns in relation to the study and its design, adding that it used medroxyprogesterone: the "worst progestogen in the world."

Christiansen also questioned whether the results could be extrapolated to other populations and other hormone therapy preparations. Focussing on the study population included, he said: "This was a population of women of whom 69 percent were overweight and 36 percent were hypertensive." He also questioned whether the WHI trial could really be described as a primary prevention trial, pointing out that only 10 percent of the subjects were between 50 and 54 years; and 20 percent between 55 and 59 years. He commented: "I would not describe this as a primary prevention trial. Cardiologists may refer to any trial that precedes an actual clinical event as primary prevention, but the reality is that atherosclerosis is a process that take place over many, many years."

Interestingly, although a survey investigating prescribing practices of Norwegian gynecologists showed that they had become "less liberal" since WHI, it also found that in both this, and a former survey in 1997, more than 70 percent of female gynecologists and partners of male gynecologists of actual age used HRT themselves.

Survey presenter, Dr. Mette Moen (St Olav's University Hospital, Trondheim, Norway) said overall usage of hormone therapy among the general population had dropped by 10 per cent in 2002, adding that all postmenopausal hormone preparations had shown decreases in sales with the exception of the products Livial (tibolone; Organon) and Activelle (17beta-estradiol/NETA; Novo Nordisk).

WHI investigator warns of more bad news
Further analysis of the WHI findings seems likely to suggest that the incidence of breast cancer associated with continuous combined conjugated equine estrogens (CEE) 0.625 mg, and medroxyprogesterone acetate (MPA) 2.5 mg, may have been underestimated in the first years of treatment.

Speaking during a plenary lecture, Dr. Jacques Rossouw of the National Heart, Lung and Blood Institute, in Bethesda, USA, and one of the prime figures in the design and implementation of the WHI study, told delegates: "Up to 3 years, the rate [of breast cancer] in the active treatment is below that of placebo. On the 25th June, the WHI investigators will publish a paper exploring this finding in more detail. It seems to be caused by underascertainment of breast cancer early on because of increased mammographic density. This could prove very important."

Rossouw also said that delegates could expect to see, soon after the congress, full papers published on the cognitive findings and dementia. Although he did not comment on these findings directly, sources said that they showed a significant increase in dementia in the active treatment group compared to placebo. Further analysis of the coronary heart disease and fracture data are also scheduled for publication in June or July, he said.

During his lecture, Rossouw defended the results against claims that adherence or detection bias may have elevated the results. In relation to detection bias, he acknowledged that the study was unblinded to some extent in the first year of the trial, as a result of bleeding and spotting which affected about 50 percent of the women on active treatment [CEE plus MPA]. However he commented: "There is a lower risk of breast cancer in the active group compared to placebo when the bleeding occurs. Therefore [unblinding] was not associated with an increase in breast cancer. This argument is untenable for breast cancer in particular. In fact we have underdiagnosis in this year because of the mammographic density issue. Therefore, the early decreased risk of breast cancer rules out detection bias."

He also argued that the WHI was a true primary prevention study "by cardiovascular definitions." He said that the only distinction between the population taking part in the trial and the general population was that only 6 percent of women taking part were currently using hormone therapy and only 20 percent had ever used therapies previously. He added "This is very low and compares with 60 percent in the general population who had used hormone therapy previously."

Finally, he insisted that although the WHI results did not necessarily apply to established alternatives or other combination therapies, it would be "unwise to assume the safety of other regimens until they have been tested in equally rigorous methods—that's tough but intellectually right."

Asian studies highlight differences and similarities in the menopause experience
Menopausal problems among Asian women remain underestimated, said Professor Khunying Limpaphayom (Chulalongkorn University Hospital, Bangkok, Thailand). She said that although there were a number of differences between East and West, there were also many similarities. And she warned that menopausal problems were an important health issue in Thailand and other Asian countries and would become even more critical as the population aged further.

Limpaphayom said that studies show that hot flushes, although less severe than elsewhere, affected up to 37.7 percent of Thai women. Reports of urogenital symptoms were highly variable, probably reflecting differences in women's ability to discuss such complaints.

However, one important difference was highlighted: a high prevalence of nontypical symptoms in Thai women, including numbness, pins and needles, joint and muscle pain, forgetfulness and skin dryness. National surveys in Thailand also show the prevalence of osteoporosis of the spine and femoral neck to be around 20 percent and 12 percent respectively.

Expanding on the role of HRT, Dr. Kittisak Wilawan of the Pramongkutklao Hospital, Bangkok, said that use of HRT in Thailand was less than 5 percent. Wilawan added: "The main reasons for not using HRT are cancer concern and uncertainty on information of benefit and risk. The main indications for HRT initiation comprise of osteoporosis, vasomotor and genital symptoms respectively. Decision is primarily relied on medical advice."

In the wake of the WHI results, the Thai Menopause Society recommends that its members reconsider benefit and risk associated with the use of HRT after 4-5 years and carry out regular safety monitoring if treatment is continued.

Introducing STEARs, a new class of treatments
Ongoing research into the mechanism of action and clinical profile of tibolone, an alternative menopausal therapy that exerts selective estrogenic activity, has led to demands for a class title that accurately describes what it does and differentiates it appropriately from estrogen-containing hormonal therapies. Accordingly, the term STEAR (selective tissue estrogenic activity regulator) has been introduced.

Launching the class title at the EMAS conference, Dr. Lenus Kloosterboer (R&D at tibolone manufacturer Organon, The Netherlands) said: "Tibolone prevents bone loss and relieves climacteric symptoms in postmenopausal women. These effects are due to the estrogen receptor activation of its two 3-OH metabolites. However, estrogen activity is not expressed in the endometrium and the breast. As a result, estrogen-like stimulation of the endometrium and the breast is not observed."

He said that that the new class title had been developed with the support of external experts to encompass the main property of tibolone, which is estrogenic activity expressed in a tissue selective way.

He added that other future members of this class should be efficacious in preventing hot flushes, vaginal atrophy and bone loss, without compromising the breast and the endometrium. In addition to these minimum requirements, he pointed out that tibolone demonstrates additional features, such as beneficial effects on mood and libido as a result of its mild androgenic effects.

Future SERMs in the pipeline
Research for new SERMs [selective estrogen receptor modulators] that are more potent and more selective than raloxifene, the first SERM to enter the market, is fierce. Two potential second-generation compounds-lasofoxifene (Pfizer) and basedoxifene (Wyeth)-are currently undergoing phase III trials.

During a plenary lecture, Dr. Paola Albertazzi (Centre for Metabolic Bone Disease, Hull, UK), said that lasofoxifene entered phase III trials towards the end of 2000 for the treatment of postmenopausal osteoporosis. The move follows phase II trials showing that it increases bone mineral density as effectively as the leading estrogen replacement therapy and reduced LDL levels. Albertazzi said that it was likely that its efficacy in relation to hip fracture-not shown for raloxifene-would be a major question.

Basedoxifene is also under evaluation for the prevention of osteoporosis. Albertazzi said there was much interest in its use with conjugated equine estrogens, saying: "Due to its antiproliferative effect on the uterus, it is currently being tested in combination with estrogen in the attempt to maintain the clinical benefit of estrogen without the need for progestogen to prevent endometrial stimulation."

She suggested that raloxifene, which is licensed for the prevention of osteoporosis, should not be viewed as an alternative to HRT in early postmenopausal women: "Raloxifene induces hot flushes. This therapy should not be given as an alternative to HRT in early menopausal women. It should be used for older women for whom hot flushes are not a problem."

Strategies to prevent osteoporosis without estrogen
Gynecologists are increasingly having to provide treatments for the management of postmenopausal osteoporosis that are free of estrogen for patients who cannot or will not consider HRT, said Dr. John Stevenson (Imperial College London, UK), reviewing the options during a symposium organized by the British Menopause Society.

He said that while bisphosphonates have marked anti-resorptive activity, they are poorly absorbed from the gastrointestinal tract and needed to be taken fasting. Newer compounds such as alendronate and risedronate are more efficacious than etidronate and have been shown to reduce the incidence of both osteoporotic hip and spine fractures, he said. Stevenson added that gastrointestinal side effects could be reduced, although not avoided, by once-weekly dosing regimens.

Describing tibolone as an alternative to traditional HRT, he said that there was good evidence that it was very active on the bone, adding "A number of studies show that tibolone is very effective in preventing postmenopausal bone loss and causes an early increase in bone mineral density. Therefore it is very likely that it will prevent the development of osteoporosis. However, fracture data is not available yet." Nevertheless, he added he would be "surprised" if the effect would not translate into fracture reduction. This is currently under investigation in the LIFT study, a randomized placebo-controlled global study evaluating tibolone (1.25 mg) in the prevention of osteoporotic fractures in women diagnosed with osteoporosis.

Stevenson also said that calcitonin and SERMs [selective estrogen receptor modulators] appeared effective in preventing spinal fractures but lacked efficacy in preventing hip fractures. Finally, he commented that parathyroid hormone, which has to be given by daily injection, has been shown to produce striking increases in bone density. He suggested that it may prove to be particularly useful in combination with antiresorptive agents.

Pulsed estradiol and breast cancer cell proliferation
New findings show that short-term application of estradiol is able to stimulate breast cell proliferation to the same degree as continuously administered estradiol in high concentrations. The researchers suggest that it is therefore "questionable" whether such "pulsed" estradiol therapy may reduce the breast cancer risk during HRT.

Serum concentrations after nasal estradiol application are up to 15- to 30-fold higher compared with oral or transdermal HRT. Since this is only a short-time peak, it has led to speculation that the breast cancer risk compared with conventional HRT may be reduced because of lower activation of the estradiol-receptor-transcription cascade.

However, Dr. Alfred Mueck at the University Women's Hospital, in Tübingen, Germany, presented details of a study testing estradiol at levels corresponding to the serum levels achieved with nasal application using the MCF-7 breast cancer cell line.

The results showed that estradiol in concentrations achieved with "pulsed" HRT was able to elicit proliferation of MCF-7 cells after an incubation time of 10 minutes. This correlates with the minimum exposure time using nasal estradiol application. Moreover, no significant differences were observed with non-stop continuous estradiol added in the same high concentration during 4 days.

Concluding, Mueck commented: "We were surprised by the findings, but they indicate that it is very unlikely that breast cancer risk is reduced with pulsed estrogen therapy. Clinical studies are urgently needed to reveal the breast cancer risk during nasal estradiol application, especially since this risk might be increased dependent on the achieved concentrations."

Further evaluation of cardiovascular effects required
The cardiovascular effects of HRT may depend critically on dosage and type of hormones, according to Dr. John Stevenson of Imperial College London, UK. He told delegates that despite findings from recent trials, the cardiovascular effects associated with treatment were far from established and warranted further evaluation.

Stevenson suggested that the cardiovascular harm identified in the HERS and WHI trials—both of which used conjugated equine estrogens (CEE) 0.625 mg, and medroxyprogesterone acetate (MPA) 2.5 mg—may relate to the dose of estrogen being too high or an adverse progestogen effect. He said: "In contrast, WHISP, an acute secondary prevention pilot study using low dose estradiol 1 mg and norethisterone acetate 0.5 mg, did not find an early increase in CHD events and tended to a reduction."

As a result, Stevenson said there remained a need to assess lower doses, different regimens, and alternatives to HRT including tibolone and SERMs [selective estrogen receptor modulators], adding: "It is still possible that HRT or alternatives may yet prove to have a major role in ensuring female health."

Dr. Gregory Evans (Wake Forest University School of Medicine, Winston-Salem, USA) presented results from OPAL, one of the first large randomized studies to evaluate the effects of menopausal therapies on carotid atherosclerosis in healthy postmenopausal women. The study recruited 866 healthy postmenopausal women who were randomly assigned to either 2.5 mg tibolone, 0.625 mg CEE plus 2.5 mg MPA, or placebo. Preliminary results showed that treatment over 3 years appeared to be associated with a very small but significant increase in carotid artery thickness in both active treatment groups.

Sexual problems in older women warrant more attention
Women who experience reduced sexual well-being following the menopause deserve greater medical care and attention, said Dr. Alessandra Graziottin (Center of Gynaecology and Medical Sexology, Milan, Italy) who spoke out against the continuing taboo that surrounds sexuality in older women.

"Sex is considered increasingly inappropriate after the menopause, still a taboo for many patients and physicians. It would seem that sexuality in women over 50 violates the principle of sexuality as a behavior appropriate for the young and fertile," she told delegates, adding that the caring and unbiased physician may greatly contribute to the quality of life and sexual life of women through an appropriate medical and psychosexual approach.

In the same symposium, Professor Rik van Lunsen (Department of Sexology, University of Amsterdam, and The Netherlands) presented evidence showing that tibolone has positive effects on arousability, frequency of sexual thoughts/fantasies and frequency of sexual desire. He also presented results suggesting that it restores vaginal blood flow in postmenopausal women to levels comparable to premenopausal women.

Safety of testosterone patches in surgically menopausal women
New findings from two trials indicate that "no clinically serious safety concerns" are detected in patients treated with transdermal testosterone doses of up to 450 mcg per day, according to trial investigator Dr. James Simon (George Washington University School of Medicine, USA).

However the claim prompted WHI investigator Dr Jacques Rossouw (National Heart, Lung and Blood Institute, in Bethesda, USA) to caution that it was impossible to talk about the safety of testosterone until "we know more about its cardiovascular safety." He suggested that the USA's Food and Drug Administration would also be interested in this.

Simon presented the results from two double-blind, multicenter 6-month trials. They were set up to evaluate the safety and tolerability of transdermal testosterone patches in surgically menopausal women with hypoactive sexual desire disorder receiving estrogen therapy.

In one trial, 447 women receiving oral estrogen therapy were randomized to receive placebo or testosterone treatment in daily dosages of between 150 and 450 mcg. A 6-month extension included 155 women. In the second trial, 77 women on transdermal estrogen therapy received placebo or 300 mcg testosterone daily.

Simon reported that safety assessments including liver function, hematology, carbohydrate metabolism, lipid profiles, clotting parameters, acne and hirsutism were essentially unchanged from baseline at 6 months, in both studies. He added: "Adverse events remained low in frequency and comparable among the four treatment groups except for an increase in hirsutism in the 450 mcg per day group. All hirsutism adverse events were assessed as mild or moderate." The patch also showed good skin tolerability. Simon added that the efficacy results would be presented later in the year.

Call to restore public and professional respect
Gynecologists must recognize the need to restore the public's and medical professionals' confidence in them, according to Dr. Karoly Toth of St. Margaret's Hospital, Budapest, Hungary.

Explaining his comments, he said: "The success of HRT was stopped 5 years ago by the HERS study and then was recently shattered by the WHI study and by the listing of estrogens as carcinogens in the USA. Nowadays the professional and lay press point their fingers at the gynecologists presenting them as the enemy of the people."

Consequently, Toth urged delegates to work together to restore public respect for the profession. Elaborating, he said: "We need to recommend healthy lifestyle, diet and exercise, and screen patients more rigorously with the help of a multidisciplinary team. We need to discuss indications, contraindications and side effects in more detail before we offer hormonal therapy, and ensure that we treat or continue to treat symptomatic women checking them regularly and reconsidering the need for therapy on an annual basis.

"We should also individualize the hormonal preparation and form of application and we should not forget about the alternative options such as SERMs [selective estrogen receptor modulators], tibolone and [phytopharmaceuticals]."
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