LEE ANN ROBERTS, M. D.

5816 Creedmoor Rd., Suite 203

Raleigh, N. C.  27612

(919) 881-7766

MENOPAUSE AND MEDICAL TREATMENT

What is menopause?


By definition menopause is the last spontaneous menstrual period, and a woman is considered postmenopausal when she has had no periods on her own in a year.  By this time all the egg cells in the ovary have died and the follicles around them no longer produce estrogen.  The average age for menopause in the U.S. is 51, but it can normally occur anywhere from the age of 35 to 55.


A “perimenopausal transition” often precedes menopause, and may last from a few months to around ten years.  By definition this phase begins when the menses are no longer regular and lasts until actual menopause.  A woman may even have spells of irregular cycles and hot flashes followed by times when things seem to have returned to “normal”.  The reason for this problem is due to older egg cells which can be harder to stimulate and ovulate, and sometimes don’t ovulate at all.

Symptoms of Menopause
Hot flashes are considered the hallmark of menopause, and are experienced by 85% of women.  It is not clear how the dropping estrogen levels cause this problem, but it results from a sudden temporary dilation of blood vessels to the skin.  This increased blood flow gives the sensation of heat.  Many women describe them as beginning in the middle of the body (face and chest) and spreading outwards.  Some women may have very few of them while others may be plagued with multiple hot flashes on a daily basis for 5 years or so.

     Night sweats are hot flashes that occur while you are asleep.  They may be severe enough to wake you up and make you throw off the covers, or they may be mild enough to cause only a slight disruption of your sleep pattern. The problem with multiple mild hot flashes at night is that you may not get adequate rest (from the frequent disruption of your REM sleep cycle) and feel fatigued and depressed as a result.

     Vaginal dryness is due to the thinning of the vaginal lining from the lack of estrogen; intercourse can become painful as a result.  Bladder problems such as frequent urination or loss of urine also may result from the lack of estrogen as some of the cells lining the bladder are also responsive to this hormone.

     Menopause has not been shown to be a cause of weight gain (outside of the normal consequence of aging), hair loss or excess growth, or emotional problems.  As a matter of fact, women are less likely to suffer from an actual depressive episode at this point than any other phase of life, and many such symptoms are a result of sleep disturbance from subtle night-time hot flashes.

Long-term Effects of Menopause   


Osteoporosis is clearly linked to the drop in estrogen levels at menopause; bone loss greatly increases at this time.  For every four women over age 65 who have an osteoporotic hip fracture, one will die, two will end up in an assisted-living facility, and only one will return to her previous capacity.  The “dowager’s hump” and loss of height result from gradual collapse of the vertebrae.  This is more than a cosmetic problem as serious breathing and digestive problems can result.


Once women are past menopause they rapidly catch up with men in their rate of heart disease and heart attacks.  This is the single greatest cause of death for women; heart disease kills nine times as many women as breast cancer.  Although estrogen therapy does not help women who already have heart disease, no long-term study (which would of course take 30 years) has ever been done regarding its prevention.  These studies have been done in monkeys, however, as they only take six years to complete, and have shown that estrogen only replacement helped prevent plaque deposits in coronary blood vessels when begun at the onset of menopause.  There are other findings in women that can explain a possible benefit, such as increasing the ratio of “good” HDL to “bad” LDL cholesterol and dilation of coronary arteries as demonstrated by special heart imaging techniques.  


Other diseases are being investigated for which the postmenopausal drop in estrogen levels seems to play a role.  These health problems include stroke, colon cancer, Alzheimer’s disease, diabetes, and senile macular degeneration (the most common form of vision loss and blindness past the age of 65).

Non-hormonal Treatment for Hot Flashes   


For the immediate problem of hot flashes and night sweats (the most common reason women give for seeking treatment), estrogen is clearly the most effective therapy  For those who choose to avoid it, there are other options available.  Clonidine and Bellergal are two prescription drugs which seem to stabilize the blood vessels and therefore prevent  hot flashes.  Some antidepressants and anticonvulsants have been tried as well and seem to be partially effective.


Among the many non-prescription alternatives which have been tried and studied, only two seem to work any better than a placebo or “sugar pill”.  Soy proteins/isoflavones have had mixed results in various studies but may be of some help.  This may be due to a partial estrogen-type or “phytoestrogen” effect.






Black cohosh extracts have a long history of use, even in this country, as the main ingredient in Lydia Pinkham’s Compound a century ago.  The best known, most standardized preparation is Remifemin, which has even been approved by the German equivalent of the FDA for herbal remedies. (No such agency exists in the U.S., and herbal remedies do not have to verify their dosage, safety, or effectiveness.)  Remifemin has been shown to reduce hot flashes by about 50%.  The recommendation is to use the drug for up to six months, then stop for two to three months to see if hot flashes return.  If so, it can be used for up to another six months.

Bisphosphonates  


After menopause, calcium supplements (1000-1500 mg/day) and exercise alone are often not enough to prevent osteoporosis.  This may be due to the fact that estrogen helps calcium to be absorbed from the gut and deposited in bone.  For women who cannot or choose not to use estrogen, one of the bisphosphonate drugs is a good alternative (but it will have no effect anywhere else other than bone).  These medications work by helping to prevent the breakdown of bone.  Fosamax and Actonel may each be taken on a daily or weekly dosing schedule.  Both drugs need to be taken first thing in the morning, at least 30 minutes before breakfast.

SERMs – Selective Estrogen Receptor Modulators


SERMs can be thought of as “semi-estrogens”.  They bind with estrogen receptors on cells in some organs, but not others.


Evista or raloxifene is the only SERM for menopause available in the U.S.  It acts on bone but not breast or uterus, and does seem to reduce the risk of breast cancer.  It is approved by the FDA for prevention of both osteoporosis and breast cancer.  Recent studies have shown beneficial effects on cholesterol, but no conclusions can yet be made about heart disease prevention. The main drawback with Evista is that it may cause an increase in hot flashes for newly menopausal women. This SERM acts as an anti-estrogen on blood vessels.  For this reason the manufacturer recommends that women not use it until they are five years past menopause.  Evista also acts as an estrogen on the blood-clotting system, and it is recommended that patients with a history of deep-vein thrombophlebitis not use this medication. 

Benefits of Estrogen

Until the 20th century, most women never reached menopause as average life expectancy was only 47 years or less.  Consequently it is only in recent decades that we have begun to understand and treat this estrogen-deficient stage of life.


The term “estrogen replacement” is a bit of a misnomer.  It implies that a woman’s estrogen levels are being restored to their previous level, but this is far from the case.  These estrogen preparations contain only enough estrogen to prevent or slow some of the consequences of menopause.  Most estrogen replacement regimens provide only about one fifth to one tenth of the amount of estrogen made by the ovary of a young adult female.  Another way to visualize a hormone replacement pill is to figure it contains 10 to 20% of the dose of a typical birth control pill.


The clearest favorable picture of a benefit of long-term estrogen replacement is in the prevention of osteoporosis.  For those women who enter menopause with normal bone density and stay on the medication, over 90% will be protected against this life-altering and life-threatening disease.  Once estrogen is stopped and no alternative medication is substituted, this protection is gone.


The information on prevention of heart disease is more indirect, but primate studies and observation of risk factors in women suggest that estrogen may help delay the onset of heart disease.  The rates of colon cancer and senile macular degeneration have been noted to be reduced by up to half in women on estrogen compared to those who are not. Some studies have measured improvements in memory and other mental functions after menopausal women have started estrogen.  Skin appearance can be helped as well by increases in the thickness of the collagen layer and reduced degrees of wrinkling noted by dermatologists.


Current FDA recommendations, however, only give approval for estrogen use in treatment osteoporosis, hot flashes, and vaginal dryness.  If used for hot flashes alone the general recommendation is to use the lowest effective dose for the shortest length of time possible.

Who should not use estrogen?   


Women who have had breast or uterine cancer have previously not been considered for estrogen replacement.  However, after a five year “cure” and depending on initial stage, grade, and other tumor factors, some oncologists will have a full discussion with their patients regarding risks and benefits and give them the option of taking this hormone.  Studies are ongoing with cancer survivors taking estrogen, examining death rates from cancer as well as other diseases; early results are encouraging.


Anyone with an actual breast cancer gene in their family (and not just a family history as most breast cancer is not genetically determined) may want to check with their medical geneticist regarding current recommendations.  Also, those women with severe liver disease or a history of deep vein blood clots will want to consult with their internal medicine specialist before starting the medication.  If a woman suspects she may be pregnant or has unexplained abnormal bleeding, she should not start estrogen until she has been evaluated by a gynecologist.

What about breast cancer?

Although it was proven years ago that use of estrogen alone by postmenopausal women with a uterus could slightly increase the risk of uterine cancer and the addition of a progestin more than protected against this effect, no definite conclusion has been made about breast cancer.  Over the last 50 years, dozens of studies involving hundreds of thousands of women have found no real difference in the rate of breast cancer between women on estrogen and those who are not, but they included women on many different types of hormone replacement regimens.  A few recent studies have seen a small, non-statistically significant increase in the rate of diagnosis of breast cancer, but only in women on continuous daily progestin along with estrogen in the form of PremPro.  Further follow-up of these women, however, reveals that although there was a slight increase in the incidence or diagnosis of breast cancer, there was no increase in the death rate from the disease.


The information from the Women’s Health Initiative study has still not provided any final answer to this question.  It only looked at conjugated estrogens alone and in combination with medroxyprogesterone acetate (Provera).  So far, women on the estrogen alone have shown no increase in breast cancer; it is only those taking it in continuous combination with Provera that showed a very slight increase.


Several other recent studies have also confirmed that use of estrogen alone led to no increase in breast cancer diagnosis.  Therefore, at the current time it seems that women who have had a hysterectomy may safely continue their estrogen regimen.  For women who still have a uterus, the choice is more difficult.  Continuous progestin use may prevent her from having periods, but may lead to a slight increase in health problems as diagnosed in the Women’s Health Initiative study.  As a reasonable compromise, though, she may be able to take a progestin for as little as two weeks every three months.  She may end up with four periods per year but should be able to avoid any increase in uterine or breast cancer diagnosis.


Most studies are reassuring in that this increase in diagnosis does not occur until women have been on postmenopausal hormones for about five years.  Therefore, if a woman is particularly worried about breast cancer she can probably use estrogen at least long enough to get past her period of worst symptoms.  These years will give her an opportunity to do some reading and research as to what alternatives she may want to pursue, such as switching to Fosamax or Evista.

What about testosterone?

Whereas estrogen levels take a drastic fall in menopause, a woman’s testosterone level only decreases by about 20 to 50%.  This situation occurs because the adrenal gland continues to produce this hormone even after the ovary has “retired”.  Since most women will not notice much if any effect from this drop, it is recommended that one wait at least three to six months after starting estrogen to see if the addition of testosterone is necessary.  If at that time she still has problems with hot flashes, libido, or energy levels, a trial of testosterone replacement may be in order. Potential side effects include an increase in acne and blood cholesterol levels.
How is hormone replacement given?

The answer is that a lot of different choices of formulations and schedules are available, and with a little “trial and error” the vast majority of women find something that works for them.  Keep in mind that there are multiple different forms of each of these two hormones; synthetic, semi-synthetic, and natural versions are available.  Precursor compounds from soybeans, Mexican yams, and peanuts can be converted to become identical to the human version of the hormone.


Estrogen is most often given in pill form, but for a higher price one can also use a patch, gel, spray, vaginal cream, or a vaginal ring.  Progestins are available in pill, patch (in combination with estrogen), and vaginal gel form.  Testosterone is only readily purchased as a pill; patch forms are not yet available as they are still under study.  Topical creams and ointments of all of these hormones can be compounded by a pharmacist but are not usually covered by health insurance plans as they are not FDA-approved formulations.  


Women who have had a hysterectomy do not need a progestin.  A daily dose of estrogen with or without testosterone is all that is needed, with a possible short break of a few days each month if breast tenderness is a problem. 



   

            Women with a uterus can take the hormones in a “cyclic” or “continuous” fashion.  The cyclic method re-creates the hormone balance of a normal monthly cycle so a light period will often occur.  The estrogen with or without testosterone is usually taken daily and the progesterone is added for 12 to 14 days per month.  In the continuous method the estrogen is taken with a smaller progesterone dose every day without any break.  Irregular bleeding may occur in the first year of this regimen, but after that most women will have no bleeding at all if they are several years post-menopausal.  Because women who have only recently reached menopause tend to have a much greater problem with irregular bleeding on continuous replacement, it is generally recommended that the cyclic method be used for the first two to three years so that any periods will be regular and predictable.


If a woman continues to experience progestin-related side effects such as PMS after a trial of several different preparations, two other possible alternatives exist.  One choice is to only take a high dose of progestin for 14 days every three months; recent studies suggest there is no greater chance of uterine disease with this schedule as opposed to monthly use.  Finally, a woman with a uterus can omit progestins altogether is she is willing to have an office endometrial biopsy every year to make sure the uterine lining remains normal.  Some women feel it is well worth the brief cramping and discomfort of this procedure to be able to completely avoid the regular use of a progestin.

Conclusion


The opportunity and consequences of outliving our ovaries by 30 to 50 years are relatively new in the course of human history.  Menopausal medicine is a field which is exciting but also frustrating because so much information is being analyzed and interpreted in different ways.  It may well take decades to provide firm answers to women’s most common and important questions, which will help our daughters and grand-daughters but be too late for us!  All we can do is take the best information available now, fit it in with our needs and desires, and be ready to make changes when they seem appropriate. 
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