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FAST TRACK
Five or more years 
of unopposed 
estrogen or 
combination HRT 
may increase the 
risk of ovarian 
cancer

Q. Does menopausal HRT increase 
the risk of ovarian cancer?

A. 
Maybe. Current users of hormone 

replacement therapy (HRT) were 

signifi cantly more likely to develop ovarian 

cancer, and to die from it, than never users 

were. Specifi cally, 5 or more years of cur-

rent HRT use resulted in 1 additional case 

of incident ovarian cancer for every 2,500 

users and 1 additional death from ovarian 

cancer for every 3,300 users. Past HRT us-

ers had no elevation in risk. 

EXPERT COMMENTARY
Andrew M. Kaunitz, MD, Professor and Assis-

tant Chairman, Department of Obstetrics and 

Gynecology, University of Florida College of 

Medicine, Jacksonville, Fla. Dr. Kaunitz is a member 

of the OBG MANAGEMENT Board of Editors.

Although rare, ovarian cancer usually is 
diagnosed late; for this reason, it is the 
most lethal gynecologic cancer in the US. 
In the Million Women Study, a massive 
cohort study carried out in the United 
Kingdom, roughly 950,000 postmeno-
pausal women were surveyed between 
1996 and 2001 and approximately 3 
years later. Participants had no history 
of bilateral oophorectomy or ovarian 
cancer upon entry into the trial. Of these 
women, 50% had never used HRT, 30% 
were current users, and 20% had used it 
in the past. Over the course of the trial, 
2,273 ovarian cancers were diagnosed, 
and 1,593 women died from the disease. 

Elevated risk after 5 years of use
Compared with never users, women who 
had currently used HRT for longer than 
5 years had a higher risk of 1) being given 
a diagnosis of (relative risk [RR], 1.20; 
95% confi dence interval [CI], 1.09–1.32) 

and 2) dying from (RR, 1.23; 95% CI, 
1.09–1.38) ovarian cancer. However, cur-
rent users with less than 5 years of use 
had no signifi cantly elevated risk. 

Other studies have suggested an asso-
ciation between HRT and ovarian cancer, 
but most have lacked power to determine 
the incidence of this rare malignancy. Al-
though both estrogen-only and combina-
tion HRT were associated with ovarian 
cancer in current users in this trial, the 
fi ndings are otherwise similar to those in 
regard to HRT and incident breast can-
cer.1 In the WHI, there was no elevated 
risk of breast cancer when a woman used 
combination HRT for less than 5 years.2

Some will choose to counsel women 
about possible elevated risk 
Because the Million Women Study is an 
observational study, with HRT exposure 
reported by participants, selection bias 
is possible (ie, respondents with ovarian 
cancer may be more likely to report HRT 
use). With this caveat, some clinicians may 
choose to counsel women that more than 
5 years of unopposed estrogen or com-
bination HRT may increase the risk of 
ovarian cancer, just as combination HRT 
raises the risk of breast cancer. A shorter 
duration of HRT does not appear to in-
crease the risk of ovarian cancer and will 
probably serve the needs of many symp-
tomatic, newly menopausal women.  
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Q. Does time since menopause 
determine how HRT affects 
cardiovascular health?

A.
Maybe. In this secondary analysis 

of Women’s Health Initiative (WHI) 

data, women who began HRT nearer to 

time of menopause had a lower risk of 

coronary heart disease (CHD) than did 

women who began HRT more distant 

from menopause, and whose risk was 

elevated. The trend was not statistically 

significant, however. On the other hand, 

the risk of stroke was significantly ele-

vated for all women—regardless of when 

HRT was begun. 

EXPERT COMMENTARY
Anthony A. Luciano, MD, Professor of Obstetrics 

and Gynecology, University of Connecticut School 

of Medicine, Center for Fertility and Women’s 

Health, New Britain, Conn.

The putative protective effects of HRT 
on the risk of cardiovascular disease 
(CVD) suggested by observational stud-
ies for many years1 were completely 
negated by prospective, randomized tri-
als.2,3 The WHI clinical trials reported 
no benefi ts with unopposed estrogen 
and a statistically signifi cant greater risk 
of CVD events with combination HRT 
(odds ratio [OR], 1.24; 95% confi dence 
interval [CI], 1.00–1.54).

The divergent results between obser-
vational studies and clinical trials have 
been attributed to several potential con-
founding factors, including methodologic 
differences such as healthy-use bias, com-
pliance bias, and incomplete capture of 
early clinical events, or biological differ-
ences such as formulation and dose of the 
hormone regimen, time since menopause, 
and stage of atherosclerosis.4

Interestingly, observational stud-
ies of HRT in menopausal women have 
been remarkably consistent with ran-
domized studies in predicting other risks, 

such as stroke, breast cancer, and throm-
boembolic events, as well as the benefi ts 
associated with HRT in regard to os-
teoporosis-related fractures and colon 
cancer. There is apparently something 
unique about CHD that accounts for 
divergent results between observational 
and controlled studies.

Earlier data suggested HRT 
is better suited to younger women
Rossouw and colleagues address 2 con-
founding factors—years since meno-
pause and age of subjects when they 
started HRT—to explore the possibility 
that HRT may protect against CVD in 
younger, healthier women and be haz-
ardous in older women who have pre-
existing cardiovascular disease. Support 
for this hypothesis comes from several 
sources, including animal studies and 
controlled and observational studies in 
postmenopausal women.

For example, in observational studies 
such as the Nurses Health Study, which 
consistently reported HRT-related pro-
tective effects on CVD, the postmeno-
pausal women were younger (between 
30 and 55 years old) and leaner (mean 
body mass index [BMI], 24.3) and had 
begun using hormones within 2 years af-
ter menopause.5 They were, overall, quite 
different from the menopausal women in 
the WHI, who were older (mean age, 63 
years) and  heavier (mean BMI of 28.5) 
and who had been menopausal for about 
10 years at the time of enrollment, when 
they started using HRT.2

Findings confi rm greater hazard 
for women well past menopause
Rossouw and colleagues conducted sec-
ondary analyses of data from the 2 WHI 
randomized trials, looking at the effect of 

Rossouw JE, Prentice RL, 

Manson JE, et al. Postmeno-

pausal hormone therapy 

and risk of cardiovascular 

disease by age and years 

since menopause. JAMA. 

2007;297:1465–1477.

Women 
who began 
menopausal HRT 
at a younger age 
and closer to 
menopause had 
a lower risk 
of heart disease
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HRT on CHD and stroke across catego-
ries of age and years since menopause. 
They found that:

•  Among younger women with less 
than 10 years since menopause, the 
hazard ratio (HR) for CHD was 0.76 
(CI, 0.50–1.16), compared with 1.10 
(CI, 0.84–1.45) and 1.28 (CI, 1.03–
1.58) for the older groups with, re-
spectively, 10 to 19 and more than 20 
years after menopause

•  The effects of HRT on total mortal-
ity tended to be more favorable in 
younger women than in older women 
(P for trend, .06)

•  The presence of vasomotor symp-
toms at baseline had a signifi cant 
impact on the increased risk of CHD 
with HRT in women age 70 to 79 
years or in women with 20 or more 
years since menopause—but not in 
the younger group 

•  HRT increased the risk of stroke by 
32%, regardless of age and years 
since menopause.

In younger women, hormones are 
a reasonable, short-term option
These secondary analyses of WHI data 
help us understand the divergent results 
between observational and controlled 
studies on the effects of HRT on CHD 
risk in postmenopausal women, and con-
fi rm the hypothesis that the health con-
sequences of HRT may vary by distance 
from menopause, being absent in women 
close to menopause but signifi cantly high 
in women distant from menopause, espe-
cially if they have vasomotor symptoms.

These data offer some reassurance 
that, in younger women, hormones re-
main a reasonable option for short-term 
treatment of menopausal symptoms but 
do not necessarily imply an absence of 
harm, especially over prolonged use. 

Limitations of the trial
Although Rossouw and colleagues ex-
plore 2 important confounding variables, 
they did not address others, such as char-

acteristics of study populations (such as 
estrogen levels) or different hormone reg-
imens, which may be equally, if not more, 
important in determining the risk–benefi t 
ratio of HRT in menopausal women. It is 
possible that women who have a lower 
BMI and who have a lower level of en-
dogenous estrogen may constitute a group 
that benefi ts uniquely from hormone use, 
as a large cohort study of 290,827 post-
menopausal women has suggested .6

It also may be that a different proges-
tin may further reduce the CHD risk by 
inducing a better lipid profi le, reducing 
plaque formation, and diminishing coro-
nary artery reactivity and blood fl ow. 

Clinical recommendation
These new data do not alter the current 
recommendation that HRT be used for 
the relief of disturbing vasomotor symp-
toms at the lowest effective dose and for 
the shortest tolerable time.7

However, we still have much to 
learn about the use of hormones in 
postmenopausal women, and need ad-
ditional studies designed to allow us to 
develop the hormone regimen with the 
best safety and effi cacy profi le, which 
should be applied to the subgroups of 
postmenopausal women that will derive 
the most benefi t. ■
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Familiar refrain: 
Prescribe HRT 
at lowest dose 
and for shortest 
possible time


