
Hormone Replacement
Therapy for Menopause

Hormone replacement therapy (HRT) may be a
risky topic for a male author to write, but it
was suggested by a reader; I am certainly not
speaking from personal experience, as with
previous columns! This has always been an
interesting topic to me because, like many drug
therapy issues, it is a therapeutic dilemma, a
balance between benefits and risks. Risk-benefit
decisions seem to be easier when the cure of a
disease is the benefit. It is a little more difficult
when the benefit is symptom relief or disease
prevention, making the role of the patient in
choosing a treatment decision even more
important.

The first issue is whether or not to prescribe
H R T for menopause. The primary reason that
H R T may be requested is the relief of symp-
toms associated with menopause as a woman
ages. This typically occurs between the ages of
45 and 54. Menopause will also result when
the ovaries are surgically removed. These symp-
toms include hot flashes and night sweats
(vasomotor symptoms), vaginal dryness, and
sleep disturbances.

Menopause can also cause other changes that
may prompt a request for HRT, including
osteoporosis and an increased risk of bone
fractures. Both of these conditions are associated
with aging, and it has not been clear that
menopause increases the risk beyond what
lnight be expected over time. Patients with
premature ovarian insufficiency should be
treated with H R T because it replaces the hor-
mones normally produced at the young age at
which this condition presents.'

The National Institutes of Health launched
the Women's Health Initiative (WHI) in 1991
to answer some of these questions. This initia-
tive was a series of clinical trials, observational
studies, and a community prevention study
on more than 40 centers and included more
than 161,000 healthy postnienopausal women.
The results were released on January 13, 2010.
The WHI included 2 groups of patients: those

receiving combined estrogen and progesterone
and those receiving estrogen alone. Benefits
shown in a 5.2-year follow-up in the com-
bined treatment group included a reduction in
colorectal cancer risk (37%) and hip fractures
(37%). In those treated with estrogen alone in a
6.8-year foUow-up, there was also a reduction
in hip fractures (39%) but not colorectal cancer.^

The serious risks associated with H R T that
need to be considered are breast cancer and
blood clotting disorders. Less serious risks are
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side effects, including bleeding, bloating, breast
tenderness or enlargement, mood changes, and
nausea. The more serious risks constitute the
balance against which the potential benefits
should be weighed. The results of the WHI
studies revealed an increase in the risk of breast
cancer (26%), stroke (41%), heart attack (29%),
and blood clots (doubled rates) in women being
treated with both estrogen and progesterone. In
women being treated with estrogen alone, there
was an increased risk of stroke (39%) and blood
clots (47%) but not breast cancer or coronary
heart disease. There was no difference in total
death rates from cancer in either group.

The studies were to have been continued
untu 2005, but the combined therapy studies
were discontinued in July 2002 because of the
evidence of an increased risk of breast cancer,
so the overall risk from H R T use was consid-
ered to have exceeded the benefit of treatment.
The estrogen-only study was discontinued in
February 2004 because of an increased risk of
stroke and venous thrombosis.
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Table 1. Factors to Consider in Prescribing

Factors Favoring Factors Not Favoring

Premature ovarian
insufficiency

Vasomotor symptoms

Obesity

Family history of breast
or ovarian cancer

Prevention of Risk of venous
osteoporosis thrombosis

Patients younger than 60 Age 60 or older

After the early discontinuation of these
studies, the US Preventive Services Task Force
issued recommendations against using H R T to
prevent chronic conditions in both 2002' and
2005. A recent systematic review reported the
results of 9 randomized, placebo-controlled
studies that have been published since 2002.
These studies showed that estrogen plus pro-
gesterone and estrogen alone decreased the risk
for fractures but increased the risk for stroke,
thromboembolic events, gall bladder disease,
and uiinaiy incontinence. Estrogen plus pro-
gesterone increased the risk of breast cancer
and probably dementia, but estrogen alone
decreased the risk for breast cancer."' This year,
the British Menopause Society & Women's

Health Concern' published recommendations
on HRT; a suinmary is included as Table 1.

The dose of estrogen has been shown to
be associated with the risk of venous throm-
boembolism. This would suggest using newer
estrogen-containing products in favor of older
contraceptives that contain higher doses of
estrogen.^

The second issue is which honnone(s) to
replace if therapy is prescribed—either estrogen
alone or with progesterone. Both hormones are
needed to regulate the menstrual cycle. Pro-
gesterone is also used to prevent uterine hy-
perplasia that can lead to cancer of the uterus.
Combination therapy is prescribed for women
with age-related menopause; estrogen only for
patients after a hysterectomy. If estrogen alone is
prescribed, it is administered daily without
inten'uption. If a combination of an estrogen
and progesterone is prescribed, the progesterone
may be administered sequentially for 10-14 days
during a 4-week cycle or combined with es-
trogen, both administered dauy.

The third issue is how to administer HRT.
Estrogen and progesterone can be administered
orally or as a gel, cream, or transdemial skin
patch. Table 2 offers a summary of some H R T
products.

Table 2. Selected Hormone Replacement Products'*

Estrogen

Brand name

Premarin*

Cenestin®

Estratab®

Ortho-Est®,
Ogen

Estrace®

Estinyl®

Generic name

Conjugated
equine
estrogens

Synthetic
conjugated
estrogens

Esterfied
estrogens

Estropipate

17-beta estradiol

Ethinyl estradiol

Progesterone

Brand name

Cycrin®,
Provera®

Aygestin®,
Norlutate®

Prometrium*

Generic name

Medroxyprogesterone
acetate

Norethirindrone
acetate

' Progesterone

Estrogen

Brand name

Premphase*,
Prempro®

Femhrt®

Activella®

Ortho-Prefest®

+ Progesterone

Generic name

Conjugated
estrogens and
medroxyprogesterone
acetate

Ethinylestradiol and
norethindrone acetate

17-beta estradiol and
norethindrone acetate

17-beta estradiol and
norgestimate
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SUMMARY

The fact that the WHI studies were both dis-
continued prematurely suggests that the risks of
HRT outweigh the benefits. It would seem,
therefore, that systemic HRT, including oral
and transdemial products, should be used with
caution. Hormone therapy should be consid-
ered to relieve vasomotor symptoms (hot flashes
and night sweats) and to reduce the risk of
osteoporosis and bone fi-actures in patients
younger than 60 and those with premature
ovarian insufficiency. Hormone therapy should
be avoided if there are risk factors such as
obesity, a family history of breast or ovarian
cancer, thromboembolic disease, or age older
than 60.

Some symptoms or conditions for which
HRT is requested can be managed by alternate
treatments. For example, vaginal dryness can be
managed by topical therapy, including lubricants
or products that release estrogen locally. Other
approaches to treating or managing osteoporosis
may include diet and exercise and drug therapy,
such raloxifine, alendronate, dsedronate, calci-
tonin, or teriparatid (parathyroid hormone).
When oral HRT is prescribed, lower doses of

estrogen and progesterone should be chosen
whenever possible.
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