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Initial background information for this review was obtained from
the 1996 U. S. Preventive Services Task Force (USPSTF) chapter on
post menopausal hornone prophylaxis and the 1992 Anerican Col | ege of
ostetricians and Gynecol ogi sts (ACOG Technical Bulletin on hornone
repl acenent therapy (HRT). In addition, a MEDLINE search was perforned
for review articles published from 1990 to 1997 on the topic of post-
nmenopausal HRT. Topics for quality indicators were then devel oped and,
when necessary, clinical trials specific to the indicators were
revi ewed. Because the areas of screening and diagnosis are not
pertinent to the topic of hornmone replacenment, this chapter covers

treatnent only.

| MPORTANCE

Wth the average age of nenopause in the United States being 51
years, and the average |life expectancy for a wonan after reaching
nenopause being 30 years, wonen today can expect to |ive approximtely
one-third of their lives after menopause (USPSTF, 1996). The decline in
endogenous estrogen that occurs with nmenopause is associated with
several inportant causes of norbidity in wonen, such as osteoporosis,
bone fracture, and cardi ovascul ar di sease. Cardiovascul ar disease is
the major cause of norbidity and nortality in postnmenopausal wonen.
Nearly 50 percent will develop coronary artery di sease at sone tine, and
30 percent will die of this disease (Grady et al., 1992). It has been
estimated that a 50 year old white woman has a 15 percent lifetinme
probability of hip fracture, a 1.5 percent probability of dying of
sequel ae of hip fracture, and a 32 percent lifetinme risk of a vertebra
fracture (Grady et al., 1992; USPSTF, 1996). Vasonotor synptons, or
“hot flashes,” occur in 50 to 85 percent of wonmen at the tinme of
nmenopause, and synptons of urogenital atrophy occur in up to 45 percent
of wonmen over the age of 60 (USPSTF, 1996).
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TREATMENT

For purposes of this review, HRT refers to the systenic use of
estrogen (nost comonly in an oral or transcutaneous form) with or
wi thout the use of a progestin, after cessation of ovarian function
When di scussing the use of estrogen alone, the term “unopposed estrogen”
wi Il be used. Post-nenopausal HRT can be used for relief of vasonotor
synpt ons and urogenital atrophy caused by the decreased estrogen
producti on associ ated with nenopause. Wth the recognition of other
potential benefits of HRT, such as reduction in the incidence of
osteoporotic fractures and cardi ovascul ar di sease, nore attention has
been given to the use of estrogens as a preventive therapy for post-
nmenopausal wonen (Grady et al., 1992). Questions about hornone
repl acenent therapy concern the appropriate dosages and regi nens, and
the risks versus the benefits of its preventive use in various sub-

groups of post-nenopausal wonen.

Benefits of Hornobne Repl acenent Therapy

HRT is generally accepted to be highly effective for relief of both
vasonot or synptonms and urogenital atrophy associated with nmenopause.
Bot h estrogen al one and estrogen plus progestins produce significant
relief of these synptonms (ACOG 1992; Bel chetz, 1994).

Several observational epidem ol ogic studies have revi ewed the
ef fect of post-nenopausal estrogen use on the incidence of hip fracture,
with the majority showing a decreased relative risk of fracture in
“ever-users” of estrogen replacenent. The overall decrease in risk has
been estimated at 25 percent (Grady et al., 1992). There is also
evidence fromclinical trials that HRT can reduce the rate of bone | oss
and i nprove bone mneral density in postnmenopausal woren (USPSTF, 1996).
Current use of HRT, long termuse (>5 years), and use close to the tine
of menopause have all been associated with greater reductions in
fractures. However, past estrogen use provides ninimal or no protection
fromfracture to wonen over the age of 75 (USPSTF, 1996). Because the
nmedi an age for hip fracture is 79 (Grady et al., 1992), long-term use of
HRT woul d be required to obtain nmaxi mal benefit for osteoporosis.

An inportant area of controversy in HRT concerns the decrease in

ri sk of coronary heart disease (CHD) in wonmen using estrogen plus
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progestin HRT. Many epideniol ogi ¢ studies have eval uated the
relationship of HRT with CHD, nost of themfinding a | ower risk of CHD
anong estrogen users (Gady et al., 1992). The relative risk of CHD in
ever-users of estrogen has been estinmated at 0.65 (Grady et al., 1992).
This estinmate is based on studies where the majority of subjects were

t aki ng unopposed estrogen. Because system c estrogen therapy decreases
LDL chol esterol and increases HDL chol esterol, the effect of HRT on CHD
risk is thought to be nediated at least in part by this beneficia

effect on the lipid profile. However, progestins have been shown to
attenuate this beneficial effect (PEPI, 1995) raising the possibility
that estrogen plus progestin HRT may not |lead to as great a reduction in
CHD as unopposed estrogen therapy. |In addition, the non-random nature
of the studies of CHD risk and HRT introduces the possibility that wonen
at |lower baseline risk of CHD were prescribed estrogen therapy, |eading
to an over-estinmate of the beneficial effects of HRT (Henm nki and

Si hvo, 1993). A nore conclusive estimate of the benefits of estrogen
pl us progestin HRT on CHD will not be available until results of

randoni zed trials, such as the Wnen’s Heal th Study, are published.

Ri sks of Hornmone Repl acenment Ther apy

Use of unopposed estrogen in wonen with intact uteri leads to a
significant increase in the risk of endonetrial cancer. A neta-analysis
of 37 observational studies showed that unopposed estrogen use for five
to ten years was associated with a six-fold increased risk of
endonetrial cancer, and use for nore than ten years with a nine-fold
increased risk (Grady et al, 1995). The addition of either continuous
or cyclic progestins to the HRT regimen elimnates this increased risk
of endonetrial cancer (Belchetz, 1994; The Witing Goup for the PEP
Trial, 1996; USPSTF, 1996). For wonen who do not tolerate the addition
of progestins to the HRT reginmen, reduction of the frequency of
progestin adm nistration or perfornance of annual endonetrial sanpling
have been proposed as alternatives. However, no studies have eval uated
the safety of these reginens for wonen on unopposed estrogen (I ndicator
1).

Many epi deni ol ogi ¢ studi es have exani ned the associ ati on between

HRT and breast cancer, with inconsistent findings (Gady et al., 1992;
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USPSTF, 1996). Several overviews have reported a relative risk of 1.2
to 1.4 in current users of HRT and in wonen who have used estrogen for
nore than ten to 15 years, but no increased ri sk anong wonen who had
ever used HRT (USPSTF, 1996). The Nurses Health Study, a prospective
cohort study, showed a 50 percent increased incidence of breast cancer
in current long-term (>5 years) users of HRT conpared with wonmen who had
never taken HRT (Colditz et al., 1995). No clear association between
short-term HRT use and breast cancer has been docunented (G ady et al.
1992). The inconsistent findings in at |east 40 observational studies
and six neta-anal yses (USPSTF, 1996) suggest that any potentia
associ ati on between HRT -- especially short-term HRT -- and breast
cancer is small, but the possibility of an increased risk of breast

cancer with long-termuse cannot be excl uded.

Sunmary

Post nenopausal HRT has wel | -docunent ed beneficial effects on the
vasonot or synptons and urogenital atrophy associated with nenopause. In
addition, long-termuse of HRT reduces the risk of fractures associated
wi th osteoporosis and probably reduces the risk of CHD. Unopposed
estrogens in wonen with intact uteri leads to a significant increase in
endonetrial cancer. A possible association exists between |ong-termuse
of HRT and breast cancer incidence.

Worren with significant synptons of nenopause may find the
i mprovenent in quality of Iife conferred by HRT outwei ghs any possible
risk. In asynptomatic wonmen, it appears that the benefits of HRT are
substantial, but the individual patient’s preferences and feelings

toward risk need to be considered (Indicator 2).
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RECOVVENDED QUALI TY | NDI CATORS FOR HORMONE REPLACEMENT THERAPY

The following criteria apply to women age 18 and older.

Quality of
Indicator Evidence Literature Benefits Comments

1. Women with intact uteri should not use | Writing Group for Reduce risk of The minimum frequency of endometrial sampling
unopposed estrogen unless both of the Il PEPI Trial, 1996; iatrogenic necessary has not been established.
following are true: Grady et al, 1995 endometrial cancer.

« The patient has been tried on cyclic
or continuous estrogen plus progestin
regimen;

« Endometrial sampling is performed
yearly.

2. Women with a new diagnosis of Il USPSTF, 1996. Reduce morbidity While the benefits of using HRT have been
menopausel should receive counseling 1l and mortality from established, the benefits of counseling have not.
about the risks and benefits of HRT. cardiovascular

disease and
osteoporosis.
Relieve symptoms
of menopause.

Definitions and Examples

1 . . . . .
Women in whom menses have ceased, either naturally or due to surgical removal of the uterus and ovaries, and in whom no other reason for
amenorrhea is documented.

Quality of Evidence Codes

| RCT

-1 Nonrandomized controlled trials
11-2 Cohort or case analysis

11-3 Multiple time series

1 Opinions or descriptive studies

150




