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WOMEN’S HEALTH PEER REVIEWED

Menopausal
hormone therapy
and cardiovascular
risk

NATASSIA RODRIGO BMedSci, MB BS(Hons), FRACP, PhD
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Menopausal hormone therapy (MHT) is indicated
for the treatment of vasomotor symptoms (VMS) and

the prevention of osteoporosis in menopausal women.

The risks associated with MHT use are influenced

by the time since the final menstrual period and by
pre-existing cardiovascular disease (CVD). However,
many women with CVD risk factors are also potential
candidates for MHT for alleviation of VMS symptoms.
This article reviews when, how and for whom MHT is
appropriate.

KEY POINTS

Menopausal hormone therapy (MHT) is indicated for

the treatment of vasomotor symptoms (VMS) and the
prevention of osteoporosis in menopausal women.

MHT is not currently recommended for the primary or
secondary prevention of cardiovascular disease (CVD).

For women who are at increased risk of CVD, it is essential
to implement appropriate lifestyle measures and treat
cardiovascular risk factors before considering MHT for the
treatment of moderate to severe VMS.

The Australian CVD Risk Calculator should be used in
specified age groups to categorise pre-existing CVD risk.
For women with a low CVD risk (less than 5%), following
individual risk-benefit assessment, oral or transdermal
MHT may be used.

For women with a medium CVD risk (between 5 and less
than 10%), following individual risk-benefit assessment,
transdermal rather than oral MHT is recommended.

For women with a high CVD risk (greater than or equal to 10%),
MHT is not generally recommended. However, when
symptoms are severe, following appropriate treatment of
cardiovascular risk factors and specialist review, transdermal
MHT may be commenced.

enopausal hormone therapy (MHT) is the most effective

treatment for the relief of menopausal vasomotor

symptoms (VMS) and is indicated for the relief of VMS
and the prevention of osteoporosis in perimenopausal and
postmenopausal women who are at high risk of future fracture.!
However, some women cannot use MHT because of contra-
indications or perceived contraindications, and other women
simply prefer not to use hormonal therapies. In particular, the
use of MHT in women with significant cardiovascular disease
(CVD) is still debated. This article discusses the CVD risk
associated with MHT.

Indications and contraindications for MHT
MHT is primarily indicated for symptom relief in the manage-
ment of bothersome VMS and the prevention of osteoporosis
in perimenopausal and postmenopausal women. MHT is also
indicated for the treatment of women with premature ovarian
insufficiency, even in the absence of bothersome VMS, until at
least the natural age of menopause.' This recommendation is
because of the recognition that women with premature ovarian
insufficiency are at increased risk of premature morbidity and
mortality.'

There are a range of contraindications for MHT (Box).? These
include strong contraindications and contraindications to use
caution with.
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WOMEN’S HEALTH continued I

RELATIVE CONTRAINDICATIONS TO
MENOPAUSAL HORMONE THERAPY?

Strong contraindications

¢ Undiagnosed vaginal bleeding

* QOestrogen-dependent cancers

* Active thromboembolic disease
* Active severe liver disease

¢ Active myocardial infarction

e Porphyria cutanea tarda

Use with caution in the following settings
* Hepatobiliary disease

* High risk of cardiovascular disease
(use a screening tool)

* High risk of breast cancer (use a
screening tool)

e Migraine with aura

* Age over 65 years and no prior
menopausal hormone therapy use

Vasomotor symptoms

VMS are experienced by 60 to 80% of
women during the menopause transition.
VMS are classified as mild (a sensation of
heat with minimal bother), moderate (a
sensation of heat accompanied by sweating
with some bother) and severe (a sensation
ofheat and sweating that is distressing and
interrupts daily activities or sleep). About
25% of women in Australia experience
moderate to severe VMS.? VMS persist on
average for 7.4 years; however, moderate
to severe symptoms are reported in 6.5%
of women in their sixties.> VMS are asso-
ciated with endothelial dysfunction and
increased cardiovascular risk, and their
duration is influenced by ethnicity, age at
onset, obesity, smoking and educational
status, factors which are also linked to
CVDrrisk.*

Does MHT affect cardiovascular
disease risk?

CVD isa primary cause of morbidity and
mortality in postmenopausal women.
CVD risk reduction is therefore central
to the care of women who are in this stage
oflife. Such measures traditionally include
smoking cessation, a healthy lifestyle and
weight loss (when appropriate), as well as
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management of blood pressure, diabetes
and lipids."?

Despite the cardiovascular benefits of
ovarian oestrogens in reproductive life,
similar CVD benefits arising from the use
of MHT have been harder to prove, except
for in women who experience premature
ovarian insufficiency.” When commenced
within 10 years of the final menstrual
period (FMP), MHT has been shown to
exert favourable effects on serum lipids,
insulin sensitivity, body composition,
arterial stiffness and chronic inflamma-
tion, resulting in an improved CVD risk
profile. These benefits may not be seen
when MHT is initiated in older women
or women with existing CVD.¢

The first randomised trial of MHT com-
pared with placebo for the secondary pre-
vention of ischaemic heart disease (IHD)
in postmenopausal women with estab-
lished coronary atherosclerosis (the HERS
II trial) found no overall cardiovascular
benefit and an initial increase in adverse
IHD events with oral MHT use that dimin-
ished over time.” The publication of results
from the Women’s Health Initiative (WHI)
trials in 2002 and 2004 raised further con-
cerns regarding MHT and CVD, with
initial results from the combined oestrogen
plus progestin (E+P) trial reporting that,
compared with placebo, the risk of IHD,
stroke and venous thromboembolism was
increased with MHT.®® These two major
randomised placebo-controlled trials of
oral MHT both concluded that there was
no role for MHT in primary or secondary
protection against CVD.

Subsequent age-stratified analysis of
WHI data, with follow-up of a median
duration of 13 years, found that the absolute
risk of adverse events following MHT ini-
tiation was lower for women aged 50 to
59 years than for older women."* The prop-
osition that early initiation of MHT has
beneficial effects on cardiovascular health
was supported by data from the Nurses’
Health Study, which demonstrated a benefit
when starting MHT less than four years
after the FMP compared with starting
MHT more than 10 years after the FMP.!-'2
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The Danish Osteoporosis Prevention
Study similarly found that women receiv-
ing MHT for 10 years, plus 5.7 years of
post-intervention follow up, had a reduced
risk of composite cardiovascular safety
outcomes, death or hospitalisation for
myocardial infarction (MI) or heart fail-
ure.” A Cochrane systematic review also
argued against a role for MHT in the pri-
mary prevention of CVD but, in a sub-
group analysis, found that women who
initiated MHT within 10 years of their
FMP had lower all-cause mortality and
fewer cardiac events."

MHT is known to have mostly favour-
able effects on serum lipids. The Early
versus Late Intervention Trial with
Estradiol (ELITE) compared healthy men-
opausal women using oral estradiol and
vaginal progesterone or placebo. This
study found that when MHT was initiated
within six years of the FMP, compared
with greater than 10 years from the FMP,
there was attenuation of progression of
subclinical atherosclerosis, as measured
by carotid intima media thickness."”

Overall, these studies support the
hypothesis that cardiovascular risk
associated with hormone therapy depends
on the timing of initiation of MHT after
the FMP. The route of delivery also affects
cardiovascular risk to some extent; oral
estrogens are known to increase thrombo-
embolic risk, but transdermal delivery
of estradiol does not increase that risk
above baseline. For most women, MHT
provides a highly effective low-risk
option for the treatment of menopausal
symptoms when initiated in those under
the age of 60 years or within 10 years of
the FMP; however, risk varies as under-
lying cardiovascular risk increases.'"”

Stratifying cardiovascular risk

The Australian CVD Risk Calculator
(available at www.cvdcheck.org.au) pro-
duces a CVD risk estimate expressed asa
percentage probability of dying or being
hospitalised because of a heart attack,
stroke or vascular disease in the next five
years."® The Australian Heart Foundation


http://www.cvdcheck.org.au

recommends using this risk calculator for
all people between ages 45 and 79 years,
for people with diabetes between ages
35 and 79 years, and for First Nations
people between ages 30 and 79 years.
Cardiovascular risk categories are divided
into low, medium and high, and decisions
on the use of MHT will differ with each
category of CVD risk (Table).**

Women also have several sex-specific
risk factors for CVD. These include early
age at menarche, premature ovarian insuf-
ficiency or early menopause, polycystic
ovarian syndrome, migraine, autoimmune
disease, parity, adverse pregnancy out-
comes, recurrent miscarriage, infertility,
depression and anxiety. CVD in women may
present differently to CVD in men and diag-
nosis is often delayed.

When an increased risk of CVD is
suspected, the level of risk may be further
refined by coronary artery calcium (CAC)
scoring. CAC is amarker of atherosclerotic
disease burden and is highly prognostic of
atherosclerotic CVD risk, independent
of traditional risk factors. Although at any
given age women are less likely to have
prevalent CAC than men, when it is present,
CAC is associated with a greater relative
risk of CVD in women compared with men.
It may be prudent for a cardiology assess-
ment to be performed in patients with CAC
and for transdermal MHT, rather than oral,
to be used, when necessary."

Recommendations for MHT use
in women with cardiovascular
disease risk factors

Low-risk women

Women aged under 65 years or within
10years of their FMP with a CVD risk score
of less than 5% and without other contra-
indications may be prescribed MHT for the
alleviation of bothersome menopausal VMS.
Either the oral or transdermal route of deliv-
ery may be chosen, based on the patient’s
preference after discussion of individual
risks and benefits (Table).**?° Continuation
of therapy should be reviewed annually or
if new clinical concerns arise. There is no
mandatory cessation time for MHT use.

CVD risk (score)

TABLE. CARDIOVASCULAR DISEASE RISK AND USE OF MENOPAUSAL HORMONE THERAPY**®

MHT use

Low risk (<5% in 5 years)

Treat risk factors
Any form of MHT or topical vaginal oestrogen

Medium risk (5 to <10% in 5 years)

Treat risk factors
Transdermal MHT or topical vaginal oestrogens

High risk (210% in 5 years)

Treat risk factors
Specialist review and individualised transdermal MHT
or topical vaginal oestrogens

Abbreviations: CVD = cardiovascular disease; MHT = menopausal hormone therapy.

Medium-risk women

For women aged under 65 years or within
10 years of their FMP with a CVD risk
score of between 5 and less than 10%,
MHT may be appropriate to alleviate
bothersome VMS. It is important that
underlying CVD risks such as obesity,
dyslipidaemia, hypertension and diabetes
are addressed before commencing MHT.
In most cases, because of the reduced
thromboembolic risk, transdermal delivery
of body-identical estradiol is suggested
(in combination with micronised proges-
terone for women with an intact uterus).”
There is no mandatory age for cessation
of MHT. Rather, the decision to continue
MHT should be reviewed annually, or if
new clinical concerns arise. Shared decision
making is important in this context in
assessing the risk vs benefit of ongoing
therapy.

High-risk women

In recent years, mortality from CVD in
women aged over 65 years has declined.
However, mortality rates from CVD are
rising in women aged under 65 years, and
mortality risk following MI in these
women is almost double that seen in
similarly aged men.” MI with non-
obstructive coronary atherosclerosis
disproportionately affects younger
women. The use of MHT in women with
a CVD risk score of greater than or equal
to 10% is generally not recommended.”®
However, when VMS are severe, MHT
may be considered for symptom relief
following review by a cardiologist or a
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multidisciplinary specialist menopause
service. Treatment should only be com-
menced in women within 10 years of the
FMP or aged under 65 years and only after
treatment for concomitant CVD risk
factors has been commenced, including
lifestyle measures. Body-identical estradiol
and progesterone are recommended, and
delivery should be transdermal as this has
minimal effect on inflammatory markers
and minimises any thromboembolic risk.
Topical vaginal hormone therapy for
treatment of vulvovaginal atrophy is not
contraindicated.

Conclusion

MHT is the most effective treatment for
VMS in menopausal women and is not
recommended for the primary or second-
ary prevention of CVD. Lifestyle meas-
ures should be implemented and CVD
risk factors should be treated before
considering the use of MHT. The Aus-
tralian CVD Risk Calculator should be
used in specified age ranges to categorise
pre-existing CVD risk into low, medium
or high risk; the recommended MHT use
differs depending on the category. M1
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