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Evaluation of the benefits and risks of hormone
replacement therapy

GKH Au

Objective. To review recent data on outcome of hormone replacement therapy in postmenopausal women.
Data sourcesMedlinesearch of the literature and local data.

Study selection.Data on efficacy of hormone replacement and its unwanted side effects were examined.

Data extraction. Statistical data were extracted from published studies and meta-analyses.

Data synthesis.Statistical data came mainly from observational studies and not from randomised trials, and
were therefore subject to bias. Overall, it would appear reasonable to say that risks for breast and endometrial
cancers, as well as thromboembolism, were increased, while the risks for cardiovascular death and osteoporotic
fractures were reduced by hormone replacement therapy. Locally, for evél§Ql@@men treated for 3 to 5

years, there may be 22 fewer cardiac deaths, 10 to 20 more cases of breast cancer, seven more cases of end
metrial cancer, 10 more cases of thromboembolic disease, and slightly fewer cases of osteoporaotic fracture.
Conclusion.Reported data and risk estimates have been derived predominantly from data on white Caucasian
women. Their baseline risk may be different from those of Chinese women. A low baseline risk in the local
population may influence treatment results, and large-scale randomised trials are needed to give a definitive
answetr.
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Introduction the older publications, very few of which were random-
ised studies. This review examines recent reports with

Hormone replacement therapy (HRT) has been increasveral end-points in mind, such as risks of cancer, is-

ingly prescribed in the United States for postmenopausélaemic heart disease, osteoporosis, thromboembolism,

symptoms since the 19604\ decade later, studies and the risk of hormone-dependent cancers. The changes

showed that HRT was associated with a decreased niskulting from HRT in the relative risks (RRs) for the

ofischaemic heart disease (IHDand osteoporotic frac- various end-points, together with their respective 95%

tures® At about the same time, there were reports of aonfidence intervals (Cls) were extracted from overseas

increased risk of endometfiél and breast!’ cancers, publications. Baseline risks were extracted from local

as well as conflicting reports on thromboembolic risk isources and overseas publications.

women taking oestrogen for contraception or replace-

ment therapy£?°As a result, the pattern in the methodCardiovascular disease

by which HRT was given changed from HRT with un-

opposed oestrogen alone (E-HRT), to combinatidn 1998, figures from the Government of Hong Kong

oestrogen-progestogen HRT (EP-HRT), taken eith&pecial Administrative Region showed that the number

sequentially, or continuoustyRecent reports and meta-of deaths from heart disease in Hong Kong was 75 per

analyses that detail the various risks and benefits 090000 population, compared with 159 per @00 for

the different regimens have included data from many ofalignant disease&$.For a 50-year-old Caucasian

woman, the Clinical Efficacy Assessment Subcommit-

Department of Clinical Oncology, Queen Mary Hospital, Pokfulam,  tee (CEAS) in the United States estimated a 46% life-

Hong Kong time risk of the development of IHD, and a 31% lifetime
GKH AU, MB, FRCR probability of dying from IHI¥® The estimated median
Correspondence to: Dr GKH Au age at the time of death from IHD wasy&éars?®
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Table 1. Ischaemic heart disease and hormone replacement therapy

Study Relative risk (95% CI)

Oestrogen Oestrogen/progestogen
Grady et al,® 1992 0.65 (0.59-0.71)* -
Barrett-Connor and Grady,?* 1998 0.70 (0.65-0.75) 0.66 (0.53-0.84)"
Hemminki and McPherson,?” 1997 (odds ratio) 1.39T (0.48-3.95) -
Hulley et al,®' 1998 (relative hazard) 0.99 (0.80-1.22) -

* Relative risk for women who have ever used hormone replacement therapy
Placebo-controlled, in patients with existing ischaemic heart disease

Since the initial reports that showed a beneficial There have also been many reports on the benefi-
effect of HRT on the risk of IHD, some meta-analysesal effects of HRT on serum lipids and coagulation
have been published (Table 1). Comparing womdactors??*>which theoretically should lead to a reduced
who had used or never used HRT, summary estimatesk of death from IHD. The Postmenopausal Estrogen/
of RR after E-HRT were reported as 0.65 (95% CRrogestin Interventions (PEPI) trilfor example,
0.59-0.71) by the University of California, San Franshowed that HRT improved lipoproteins and lowered
ciscozand 0.70 (95% ClI, 0.65-0.75) by the Univerfibrinogen levels, with E-HRT resulting in the great-
sity of California, San Dieg#.For EP-HRT, the RR est increase in high-density lipoprotein—cholesterol.
was 0.66 (95% ClI, 0.53-0.8#%)Summary estimates The Heart and Estrogen/Progestin Replacement Study
of the relative risk of death from IHD was 0.63 (95%HERS)3'however, failed to show any difference be-
Cl, 0.55-0.72}2 Data from these two reports were notween EP-HRT and placebo in women with existing
sufficient to examine the effect of hormone dosage @D, even though the EP-HRT group had an 11% lower
duration of use on risk of IHD. Overall, when comievel of low-density lipoprotein—cholesterol and a 10%
pared with never users, E-HR? and EP-HR®2* higher level of high-density lipoprotein—cholesterol
users had a reduced risk of IHD of about 30%. Theadter an average follow up of 4 years. Results from
was, however, one report from Helsinki of pooled dat@ore randomised studies are needed to confirm the
from other placebo-controlled trials (in which cardiofindings of meta-analyses of observational studies.
vascular events was not a specific end point), which
showed that women taking HRT had a statistically nolreast cancer
significant increase in risk of IHB.

There have been many reports on breast cancer risk

In the general population, meta-analyses of studiasising from HRT. Several questions need to be an-
on predominantly white Caucasian women havewered. Does HRT increase the risk of breast cancer?
shown that HRT probably reduces the risk of IHD bis there any difference between E-HRT and EP-HRT?
about 309¢3%4282°However, these data came fromis the risk related to the dose and duration of use, and
observational studies and not from randomised trials, it a persistent risk? Recent reports have provided
and they were thus subject to bias, which could hageme answers (Table 2)*
exaggerated the beneficial effects of the treatrfiéht,
resulting from, for example, prescribing HRT only to The meta-analysis from the Collaborative Group
healthy womer®2 on Hormonal Factors in Breast Cantencluded

women on HRT whose median age at first use was

For women with a pre-existing history of IHD or48 years, and among whom 34% received HRT for
who are at increased risk for the development of IHgnger than 5 years. In women who had stopped HRT
one study has suggested a beneficial effect and an -5 years or longer, there was no overall excess of
proximate 2-year increase in mean life expectandyeast cancer risk. For current HRT users, as well as
with HRT2° The Heart and Estrogen/Progestirthose who stopped HRT less than 4 years previously,
Replacement Study (HERS)however, reported no the RR for breast cancer was 1.023 per year of use
difference between placebo or EP-HRT in wome(®5% CI, 1.011-1.036)—that is, an increased risk of
with existing IHD (relative hazard = 0.99; 95% CI1.2.3% per year of use. Increasing duration of HRT was
0.80-1.22). In fact, the risk may be increased duriressociated with an increasing breast cancer risk: for
the first year of HRT in this group. The averag&omen using HRT for more than 5 years, the RR was
follow-up of women in this report was 4 years, and.35 (95% ClI, 1.21-1.49) and the average duration of
75% of women assigned to hormone treatment welRT in the studies included in this analysis was 11
still taking it at the end of 3 years. years. The increase in risk with longer duration of
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Table 2. Risk of breast cancer in current users* of hormone replacement therapy

Study Relative risk (95% ClI) Increased risk with longer use?
Collaborative Group on Hormonal Factors 1.35 (1.21-1.49) Yes
in Breast Cancer,* 1997 (for >5 years’ use)
Ross et al,*2000 (Odds ratio per 5 years’ use) 1.10 (1.02-1.18)t Yes
Oestrogen Oestrogen/progestogen

Schairer et al,** 2000 1.20 (1.0-1.4) 1.40 (1.1-1.8) Yes
Ross et al,*® 2000 (per 5 years’ use) 1.06 (0.97-1.15)t 1.24 (1.07-1.45) Yes

sequential oestrogen/progestogen 1.38 (1.13-1.68)

concurrent oestrogen/progestogen 1.09 (0.88-1.35)

*Current users included those who stopped hormone replacement therapy <5 years previously, as well as those receiving therapy at the
time of the study
Use of hormone replacement therapy assessed to 1 year before study

use was greater in thin women (body mass index Another group from the University of Southern
[BMI] less than 25 kg/). The increase in breastCalifornia® confirmed this greater risk with EP-HRT
cancer risk was comparable to a delayed menopaisa population-based, case-control study. Use of E-HRT
in women who have never used HRT, in whom theesulted in an odds ratio of 1.06 (95% CI, 0.97-1.15) for
RR increase by 0.028 (95% CI, 1.021-1.034), or 2.8&very 5 years of use, which was not statistically signifi-
for each year of delay. Another way of looking at theant. In contrast, the RR for EP-HRT was significantly
risk involved is the cumulative incidence of breagtised at 1.24 (95% CI, 1.07-1.45) for every 5 years of
cancer in women who are aged 50 years and who liuee. Overall, E-HRT increased the risk of breast cancer
to the age of 70. For this group, the estimated cumulanly after more than 15 years of use, (RR=1.24; or a
tive incidence of breast cancer in the US and Euro@d% increase in risk), whereas EP-HRT significantly
was 45 per 1000 women. Use of HRT for 5, 10, or lihicreased risk from 5 years onwards (OR=1.1 for 5
years was estimated to result in an extra two, six, agears of use; 1.51 for more than 10 years of use). The
twelve breast cancer cases, respectively, per 10f€k with sequential therapy (oestrogen followed by
women®” There was no definite evidence in this reprogestogen) may be higher than with continuous
port about relative risks of E-HRT versus EP-HRTgcom-bined replacement therapy (OR=1.38; 95% CI,
although information on hormonal constituent wa&.13-1.68) versus concurrent therapy (OR=1.09; 95%
only available in one third of those included, and, dfl, 0.88-1.35), but this difference was not statistically
those, 80% used E-HRT. significant. The risk was higher in thin women but the
report did not include the data in the report.

The question of E-HRT versus EP-HRT in terms of
breast cancer risk was recently addressed by a reportin the report from the Collaborative Grotfjipreast
from the Division of Cancer Epidemiology and Geeancer in women who had used HRT tended to be
netics of the National Cancer Institdtén this cohort less advanced (less likely to involve lymph nodes)
study, with a median follow up of 12 years, a statisttcompared with those who had never used HRT. The
cally significant increased risk was seen in those whowa Women’s Health Study—a prospective cohort
had had HRT in the previous 4 years. Treatment wigtudy—found cancers of more favourable histology
E-HRT and EP-HRT resulted in relative risks for breagte mucinous, medullary, papillary carcinoma) in the
cancer of 1.2 (95% ClI, 1.0-1.4) and 1.4 (95% ClI, 1. HRT group® The National Cancer Institidteshowed
1.8), respectively. The RR increased by 0.01 or 1%e increased risk to be in invasive cancer, although
with each year of E-HRT (95% CI, 0.002-0.03), anthe number of cases were too small to assess the risk
by 0.08 or 8% for each year of EP-HRT (95% Clof in situ disease. The group from the University of
0.02-0.16). Among thin women (BMi24.4 kg/ni), Southern Californi& showed that the excess risk seen
the RR increased by 0.03 or 3% for each year wfith E-HRT was mainly for in situ cancers, whereas
E-HRT (95% CI, 0.01-0.06), and by 0.12 or 12% fothat for EP-HRT was for all types of breast cancers.
each year of EP-HRT (95% CI, 0.02-0.25). Risk waBverall, there is a lack of definitive published evidence
not increased in heavier women. Duration of use was$ a relationship between stage or aggressiveness of
also important. For E-HRT, the risk increase becanmancer and HRT.
significant after more than 8 years of use, and for
EP-HRT, the risk increase became significant after Historically, there have been more women taking
more than 4 years of use. E-HRT than EP-HRT, as progestogen was added only
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after the risk of endometrial cancer became apparemicluded in one meta-analysisthe RR for HRT
This difference could have affected the published riskas 2.3 (95% CI, 2.1-2.5) for women who had used
data. Nevertheless, existing evidence shows that thétBT. The risk varied with the type of HRT, duration
is an increased risk for breast cancer with increasinguse, and HRT regimen, and persisted even after the
duration of HRT use, with EP-HRT having a highecessation of HRT for more than 5 years. There were
risk than E-HRT. Thin individuals seem to be at inmore patients with E-HRT than EP-HRT. Higher
creased risk. Use of HRT or E-HRT for more than 8osages of conjugated oestrogen were associated with
years increases the RR of cancer by <3% for each y@arreasing risk. The RRs for 0.3 mg and >1.25 mg
of use, vith a long-term overall increase of two extravere 3.9 (95% CI, 1.6-9.5) and 5.8 (95% ClI, 4.5-7.5),
cases of cancer per 1000 population. However, for thiespectively. There was no difference between inter-
individuals with a BMI <25 kg/ffand who are receiving mittent or continuous regimens. Longer duration of
EP-HRT, the relative risk is increased by 8% to 12%se increased the risk: the RR for less than 5 years’
for each year of use. One should also bear in mind thete and more than 10 years’ use were 2.8 (95% ClI,
for each case of breast cancer due to long-term E-HRT3-3.5) and 9.5 (95% ClI, 7.4-12.3), respectively The
more than six cardiac deaths may have been prevéntatisk was less with synthetic oestrogen compared to
Corresponding figures for EP-HRT are not available. unopposed conjugated oestrogen, with RR of 1.3 (95%
Cl, 1.1-1.6) and 2.5 (95% ClI, 2.1-2.9), respectively.
One should remember the difference in brea3he risk of death from HRT was not significantly in-
cancer risk between Hong Kong women and those overeased (RR=2.7; 95% ClI, 0.9-8.0), probably because
seas. Breast cancer risk is lower in Hong Kong, whetige cancer risk was greater for non-invasive tumours
the age-standardised incidence for breast canceraind tumours of an earlier stage.
1996 was 39.2 per 1000 womerf? The cumulative
lifetime risk for women in Hong Kong (to age 75 years) Data on EP-HRT were limited and contradictty,
was 1 in 242 compared with 1 in 8 in the USFor but suggested that the risk from EP-HRT was lower
a 50-year-old Caucasian woman, the CEAS haisan the risk from E-HRT. The more days a month that
estimated a 10% lifetime probability of the developa women was on Progestin, the smaller the endome-
ment of breast canc@rand the estimated mediantrial risk from HRT#
age at which breast cancer develops is 69 years. She
also has a 3% lifetime probability of dying of breast For a 50-year-old Caucasian woman, the CEAS
cancer. The lower incidence in Hong Kong might makestimated a 2.6% lifetime probability of the develop-
the risk from HRT less than the figures quoted aboveent of endometrial cancer and an estimated median
but there is no concrete evidence for this. One showdde at which endometrial cancer develops of 68 years.
also remember the Collaborative Group report, whichhe annual incidence of endometrial carcinoma is 10
showed that the increased risk disappeared 4 to 5 yeaes 10000 women in Japan, and 100 per @00 in

after the cessation of HRT. the US, with the risk in Europe being about half that
of the US* Because endometrial cancer is usually
Endometrial cancer curable, the lifetime probability of dying of endo-

metrial cancer is approximately 0.3%n women who
An increased risk of endometrial cancer arising fromnave used HRT for 10 years, the cumulative excess
HRT has been reported since the 1970s. The magimieidence per 1000 women has been estimated at 42
tude of the increased risk was reported recently Ibigr E-HRT, and 20 for EP-HR®¥.In Hong Kong,
different groups (Table 3¥:*45Among the 37 studies the age-standardised incidence rate for endometrial

Table 3. Risk of endometrial cancer with hormone replacement therapy

Study Relative risk (95% ClI)
Oestrogen* Oestrogen/progestogen®
Grady et al,** 1995 2.30 (2.1-2.5) 0.8 (0.6-1.2)
conjugated oestrogen 2.50 (2.1-2.9)
synthetic oestrogen 1.30 (1.1-1.6)
0.3 mg conjugated oestrogen 3.90 (1.6-9.5)
1.25 mg conjugated oestrogen 5.80 (4.5-7.5)
<b years’ use 2.80 (2.3-3.5)
>10 years’ use 9.50 (7.4- 12 3)

* For women who have ever used hormone replacement therapy
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Table 4. Risk of thromboembolism in current users of hormone replacement therapy

Study Relative risk Extra cases due to hormone
(95% ClI) replacement therapy

(per 100000 women per year)

Daly et al,"” 1996 3.5(1.8-7.0) 20

Jick et al,*8 1996 3.6 (1.6-7.8) 23

Grostein et al,*® 1996 2.1 (1.4-3.2) 10-20

Gutthann et al,° 1997 2.1 (1.2-3.8) 4-9

(pulmonary embolism, women aged 40 to >60 years)

>5 years’ use

Daly et al,*” 1996 2.1 (0.8-6.1)

Jick et al,*8 1996 4.4 (1.6-12.2)

Grostein et al,** 1996 1.1 (0.6-2.1)

Gutthann et al,*° 1997 (>1 year of use) 1.1 (0.6-2.1)

Existing IHD

Grady et al,*' 2000 2.7 (1.4-5.0)* 390

* Relative hazard

cancer in 1996 was 7.9 per 1000, whereas the embolus. Women in the last study were all registered
cumulative lifetime risk of endometrial cancer (to agaurses who participated in the Nurses’ Health Study
75 years) was 1in 1%1. in 11 states in the US, so the incidence of pulmonary

embolus may not be directly applicable to the general
Venous thrombosis and pulmonary embolus  population.

There have been conflicting reports on thromboem- In women with existing IHD aged between 44 and
bolic risk in women taking oestrogen as a contraceg9 years (mean age, 67 years), who were given HRT
tive or replacement therap¥?° Four confirmatory or placebo, the HERSshowed a relative hazard of
reports have recently been published (Tabfé®)he 2.7 (95% ClI, 1.4-5.0) with HRT. This group had a
baseline risk for all thromboembolic events (deep velmaseline risk for all thromboembolic events (deep vein
thrombosis and pulmonary embolus) in women agdldrombosis and pulmonary embolus) of approximately
between 45 and 79 years was 10 to 13 pef@0@er 230 per 10000 women per year. The HRT resulted
year. After adjusting for risk factors, current useri 390 extra cases per 1000 women per year. This
of HRT in these studies had a two- to four-fold infigure is much higher than those from other
crease in thromboembolic risk with HRT, resulting imeports!’“° at least in part due to the different popu-
10 to 23 extra cases of venous thromboembolism gation studied, as well as the fact that the HERS in-
100000 women per year. The risk was increased fotuded all thromboembolic events, whether idiopathic
current users, but not for past users (HRT stopped I66 occurring in women with existing predisposing
months previously). The risk was also increasetlnesses. Thus, these figures cannot be extrapolated
with higher doses of oestrogé&rt® and a higher BMI to the general population.
(>25 kg/n¥).474850Although the increased risk seemed
greatest during the first 6 to 12 months of g Osteoporosis
the effect of HRT for longer than 5 years was not clear.
Two reports have shown no significant risk increaggéomparing women who have used HRT with women
with longer than 5 years of HRT (RR=2.1; 95% Clwho have never used HRT, the pooled estimate from
0.8-6.1 and RR=1.1; 95% CI, 0.6-241}? whereas observational studies of relative risk for hip fracture
one report has shown an increased risk (RR=4Mas 0.75 (95% CI, 0.68-0.8#)In healthy women,
95% Cl, 1.6-12.23 There has been no evidence of ¢he multicentre, randomised, double-blinded, placebo-
significant difference in risk between E-HRT ancontrolled PEPI trial showed that HRT increased bone
EP-HRT?" 48 mineral density (BMD) in the spine and hip, with
EP-HRT being especially efffectivé. There was no
The annual baseline risk of pulmonary embolismignificant difference in the number of fractures, but
alone in women aged 50 to 59 years and >59 years wiais outcome was measured after a short interval of
about 6 per 10000 and 16 per 1@DO, respectivel§? 3 years.
There was a two-fold increase in risk with HRT
for current user® Past use, dose of oestrogen, and A cross-sectional study from the University of
duration of use were not important for pulmonargalifornia, San Diego examined the effect of timing
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of HRT on BMD? as measured at the radius, lumbahe diseasé:>" In 1996, a retrospective case control
spine, and hip. Use of HRT increased BMD, but ostudy from University of California, Irvin&,reported
cessation of treatment, the effect wore off after approxthe effect of HRT on survival in women with breast
mately a decade, even if HRT was started within @ncer, compared with women with breast cancer who
years of menopause and continued for 10 years. @Qid not receive HRT. Using relative short follow-up
the other hand, women who received HRT since meniotervals of less than 5 years, the study showed that
pause and those who only started HRT after the agetoére was no difference in disease-free or overall
60 all had similar increases in BMD. survival between the two patient groups. In 1997, a
retrospective analysis by the University of Texas MD

A more recent multicentre prospective cohort studgnderson Cancer Centfeon 43 patients who were
by the Study of Osteoporotic Fractures Research Grogiwen oral HRT after the diagnosis of breast cancer
(SOFRG) showed that in women aged 65 years or mateowed only one relapse. The median follow-up in that
without a history of osteoporosis, current users of HR3tudy was 12 years.
had lowered risks of fractures at the wrist (RR=0.45;

95% CI, 0.26-0.79), non-spinal sites (RR=0.69; 95% For endometrial cancer, one retrospective case

Cl, 0.54-0.88), and hip (RR=0.45; 95% CI, 0.2-0.99).control study showed no difference in disease-free or

The risk reduction was not related to the duration aiverall survival between patients who did or did not

use (whether more or less than 10 years), except at theeive HRT whereas two earlier reports showed that

wrist, where the risk reduction was greater with a longetRT was associated with a increased disease-free

duration of use. There was no difference in effect bsurvivial $1:62

tween E-HRT and EP-HRT. The risk was not reduced

in previous users of HRT, mirroring the San Diego find- All the above reports are retrospective, with differ-

ings on BMD changes in women who stopped HRT.ent intervals between diagnosis and the start of HRT
and duration of HRT. It is not possible to say for cer-

In women with a history of osteoporotic spinatain at this stage that HRT definitely will not adversely
fracture, the SOFRG study showed that with HRT, theffect disease outcome. The American College of
risk of fracture was reduced at the wrist (RR=0.3Z)bstetricians and Gynecologists Committee did not
95% CI, 0.13-0.18) and non-spinal sites (RR=0.63nd definite data to support recommendations regard-
95% CI, 0.45-0.89), but not at the hip (RR=0.86; 95%1g HRT and endometrial cancé&kVhether or not a
Cl, 0.42-1.75§*A randomised, placebo-controlled trialrandomised trial is possible is another matter.
from the Mayo Clinic showed that in postmenopausal
women aged 47 to 75 years with existing osteoporoticonclusions and recommendations
vertebral fracture, the use of transdermal oestrogen
lowered the vertebral fracture rate (RR=0.39; 95% CResults from well-designed randomised trials are not
0.16-0.95)° available for the end-points examined above. The only

recent randomised trials are the HER&d PEP?

For a 50-year-old Caucasian woman, the CEASstudies, with the former showing no cardiovascular
estimated a 15% lifetime probability of having a higpenefit from HRT in women with existing IHD, and
fracture, with a median age at first hip fracture of 78he latter showing an increased BMD with HRT.
years. She also has 1.5% probability of dying of a hiponclusions from non-randomised studies performed
fracture. The long-term outcome from trials such da the 1970s and 1980s do not give a true picture of the
the PEPI trial will hopefully provide more informa-real risk or benefit of HRT, because case-control and
tion on the baseline risk and actual risk reduction icohort studies are known to be susceptible to multiple
osteoporaotic fractures in the general population.  biases*% Furthermore, errors in recalling data (ex-

posure) can underestimate the association between
History of cancer HRT and the outcom@,be it cardiovascular or can-

cer. Nevertheless, from the available information it
In women with hormone-dependent tumours, HRT camould appear reasonable to say that risks for breast
potentially increase the relapse rate, although themad endometrial cancer, as well as thromboembolism,
have been no randomised trials addressing this issaee increased with HRT, but the risks of cardiovascu-

lar death and osteoporotic fractures are reduced. The

For breast cancer, two retrospective analyses puhagnitude of the risk to benefit ratio is less certain: it
lished in 1993 suggested that HRT with or withoutas been reported that despite the increase in cancer,
tamoxifen was not associated with adverse effect tife expectancy may still be longer by 0.7 to 0.8 years,

386 HKMJ Vol 6 No 4 December 2000



Hormone replacement therapy

due to the reduced risk of death from IHD and hip For women with previous thromboembolism, it
fracture?® Extrapolating from the data presented, fowould be prudent not to give HRT. This group of
every 100 000 women receiving HRT for 3 to 5 yearsyomen have an increased baseline risk already, and
locally there would be 22 fewer cardiac deaths, 10 t6RT would almost triple the risk to almost 0.6% per
20 more cases of breast cancer, seven more casegeair. For the general population, the risk is exceed-
endometrial cancer, 10 more cases of thromboembaiigly low (<0.03% annual risk ) and probably should
disease, and slightly fewer cases of osteoporomot be a factor in deciding for or against HRT.
fracture. Most of the data and risk estimates, however,
were derived predominantly from white Caucasian For women with a history of cancer, there is no
women, and the study-group baseline risk may also bard evidence on which to base a treatment policy.
different. The risk of cancer or its exacerbation, however small
that risk may be, could be sufficient to prevent them
Ultimately, the decision for or against the use drom using HRT, especially in the absence of firm,
HRT may be based on exactly which symptom or rislkandomised data on its efficacy.
that one is trying to avoid, and on whether the woman
has an increased baseline risk for the various end-poiltgferences
discussed above. If local menopausal symptoms can _
be controlled by local treatment, then systemic treay- WYSOWski DK, Golden L, Burke L. Use of menopausal
. estrogens and medroxyprogesterone in the United States, 1982-
ment will not be necessary. If menopausal symptoms 195" opstet Gynecol 1995:85:6-10.
warrant HRT, a few years of treatment may be suffp. Rosenberg L, Armstrong B, Jick H. Myocardial infarction and
cient and will not excessively or persistently increase estrogen therapy in postmenopausal women. N Engl J Med
the other risks mentioned above, except for endome- 1976;294:1256-9.

el ancer-_and even that may be crumvented By SUERL L Lt S L% 2, S
the use of EP-HRT. p py II: a prosp udy p

to carcinoma and cardiovascular and metabolic problems.
) ] ) ] Obstet Gynecol 1979;54:74-9.
If cardiovascular risk is the main concern, there. Adams S, Williams V, Vessey M. Cardiovascular disease and

is only observational evidence of HRT being useful hormone replacement treatment: a pilot case-control study.

in women without existing IHD. Early results in_ BMJ 1981,282:1277-8.

those with IHD have shown no risk reduction. Untip- Bain C, Willett W, Hennekens C, Rosner B, et al. Use of
. . . . postmenopausal hormones and risk of myocardial infarction.

results from randomised trials are available, it would ;... iation 1081:64:42-6.

seem better to reduce this risk with changes in lifg: Beard cM, Kottke TE, Annegers JF, et al. The Rochester

style such as exercise, healthy diet, and cessation ofCoronary Heart Disease Project: effect of cigarette smoking,

smoking, particularly if the population baseline risk hypertension, diabetes, and steroidal estrogen use on coronary
is low heart disease among 40- to 59-year old women, 1960 through
' 1982. Mayo Clin Proc 1989;64:1471-80.

. i . 7. Bush TL, Barrett-Connor E, Cowan LD, et al. Cardiovascular
If osteoporotic fracture is the main concern, the mortality and noncontraceptive use of estrogen in women:
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