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ABSTRACT

The American Heart Association published a 2020 scien-
tific statement on cardiovascular disease risk for women
transitioning through or experiencing menopause. The
report reflects scientific evidence on menopause and
cardiovascular risks, and this article reviews the state-
ment with a focus on what is new and what is clinically
important for healthcare providers treating this patient
population.

KEY POINTS

The American Heart Association 2020 scientific statement
supports the notion that the transition of menopause
itself, independent of chronological and ovarian aging,
leads to increased cardiovascular risk and mortality.

The physiological changes that take place during the
female reproductive life span (extreme early age at
menarche, pregnancy disorders, preterm births, adverse
pregnancy outcomes, early age at menopause, and meno-
pause) are associated with cardiometabolic risk.

Female patients in midlife should be routinely counseled

on lifestyle interventions aimed at achieving ideal cardio-
vascular health: smoking cessation, weight management,
optimization of cholesterol levels and blood pressure and
fasting blood glucose, daily physical activity, and dietary
approaches to stop hypertension.
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C ardiovascular disease (CVD) is the lead-
ing cause of mortality for women world-
wide."? Women typically develop CVD sever-
al years later than men, although “this female
advantage gradually disappears with aging,
particularly after menopause when cardiomet-
abolic risk factors accumulate.” The physi-
ological changes that take place during the
different stages of the female reproductive life
span, such as extreme early age at menarche,
pregnancy disorders, preterm births and ad-
verse pregnancy outcomes, early age at meno-
pause (< 40 years), and menopause, are factors
associated with cardiometabolic risk.>*

In December 2020, the American Heart
Association (AHA) published a scientific
statement focused on menopause and CVD
risk with the intent of increasing awareness of
adverse cardiometabolic health-related chang-
es accompanying female patients midlife.! Ad-
verse changes in body fat distribution, lipids,
lipoproteins, and structural and functional
measures of vascular health take place during
the transition to menopause, seen as a time of
accelerating CVD risk.!¢

I CLINICAL SETTING

The field of menopause is continuously evolv-
ing as studies are completed regarding best
treatment options for female patients dealing
with menopause-related symptoms and risk for

CVD. This review focuses on the 2020 AHA

scientific statement for the purpose of raising
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clinician awareness of the significant adverse
cardiometabolic health-related changes and
mitigation of CVD risk in this patient popula-
tion.!

M INTENDED AUDIENCE

This review is intended for healthcare provid-
ers who manage female patients in the middle
of their lives transitioning to or experiencing
menopause in the outpatient setting including
the primary care, cardiovascular, endocrinol-
ogy, and gynecology environments.

M WHO WROTE THE GUIDELINES?

The guidelines were completed by the Ameri-
can Heart Association Prevention Science
Committee of the Council on Epidemiology
and Prevention and the Council on Cardio-
vascular and Stroke Nursing, composed of a
collaboration of physicians and researchers.
The documents were peer-reviewed by the
American Heart Association Office of Sci-
ence Operations.

I WHAT ARE THE MAIN
RECOMMENDATIONS?

The December 2020 AHA scientific statement
reviewed longitudinal research supporting the
notion that the transition of menopause itself,
independent of chronological and ovarian ag-
ing, leads to increased cardiovascular risk and
mortality.! Previous AHA guidelines for the
prevention of CVD recommended that fe-
male patients in midlife should be evaluated
for potential contributors to poor cardiovas-
cular health (ie, smoking, overweight or obe-
sity, hypertension, diabetes, etc.), stratified
into categories of risk (ie, ideal cardiovascular
health, at risk, and high risk), and then coun-
seled accordingly.”® While previous studies
have noted that premature menopause (< 40
years old) and early menopause (40 to 45 years
old) can increase the risk of CVD, clinicians
should now also recognize menopause in gen-
eral as a risk factor.!”

The clinical recommendations highlighted
in the scientific statement focus on the role of
lifestyle intervention, lipid-lowering medica-
tions, and menopausal hormone therapy (HT)
in the prevention of CVD during the critical
window of midlife of the female patient.!
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Lifestyle interventions

Female patients traversing menopause in
midlife should be routinely counseled on life-
style interventions aimed at achieving ideal
cardiovascular health. In accordance with the
AHA Life’s Simple 7 components,'? to achieve
ideal cardiovascular health, interventions
should involve the following:

Smoking cessation
Weight management to achieve an ideal
body weight (body mass index < 25 kg/m?)

e Optimization of cholesterol levels: total
cholesterol < 200 mg/dL, low density lipo-
protein cholesterol (LDL-C) < 100 mg/dL,
high density lipoprotein cholesterol (HDL-
C) > 50 mg/dL, triglycerides < 150 mg/dL,
non-HDL-C < 130 mg/dL)

e Optimization of blood pressure levels
(< 120/80 mmHg)

e Optimization of fasting blood glucose (goal
< 100 mg/dL)

e Engaging in at least 150 min/week of mod-
erate-intensity exercise or 75 minutes per
week of vigorous exercise (or a combina-
tion of both)

e A DASH (Dietary Approaches to Stop Hy-

pertension) diet.""™

Aspirin use

While not discussed in detail in this scientific
statement, previous AHA guidelines have
outlined that aspirin use in female patients
without cardiac risk factors and under the age
of 65 is not recommended for primary preven-
tion of heart attack.”

Lipid-lowering interventions
First-line intervention strategies for the op-
timization of lipids in midlife female patients
include lifestyle modifications such as regu-
lar exercise, maintaining ideal body weight,
smoking abstinence, and eating a heart-
healthy diet.""8

It is unclear whether supplementation
and/or dietary intake of foods rich in omega-3
and omega-6 fatty acids are associated with
reduced coronary heart disease, myocardial
infarction, reduced total cholesterol levels, or
decreased rates of cardiovascular or all-cause
mortality, leaving it uncertain what effects, if
any, omega-3 and omega-6 fatty acids have on
CVD prevention in midlife women.” Con-
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sumption of omega-3 fatty acids in the form of
fish or in capsule form (eg, eicosapentaenoic
acid 1800 mg/d) may be considered in women
with hypercholesterolemia and/or hypertri-
glyceridemia for primary and secondary pre-
vention.’

The role of 3-hydroxy-3-methylglutaryl
coenzyme A (HMG-CoA) reductase inhibi-
tors (ie, statins) for CVD risk reduction in
women in midlife remains controversial. Cur-
rent guidelines still recommend statins as
first-line therapy for risk reduction of CVD in
patients with LDL-C > 190 mg/dL, diabetes,
and patients 40 to 75 years old at sufficiently
elevated CVD risk.}® However, the literature
surrounding these recommendations is con-
flicting and not well-differentiated by gender.
While there have been several randomized
controlled trials demonstrating reduced ath-
erosclerotic CVD risk in patients using statin
therapy for primary prevention in mixed gen-
der studies, there have also been multiple
studies that have not shown significant re-
ductions in women specifically.!®"'® The Jus-
tification for Use of statins in Prevention: an
Intervention Trial Evaluating Rosuvastatin
(JUPITER) trial demonstrated a reduction
in arterial revascularization in a subgroup of
female patients > 60 years old, but did not
find a statistically significant decrease in myo-
cardial infarction or all-cause mortality with
statin use across the entire female cohort.M°
In the Management of Elevated Cholesterol
in the Primary Prevention Groups of Adult
Japanese (MEGA) study that followed a large
female cohort for >5 years of statin therapy,
the impact on CVD and all-cause mortality
was null."'! The Heart Outcomes Prevention
Evaluation-3 (HOPE-3) trial also looked at
sex-specific data and found that statin ther-
apy had a nonsignificant effect on CVD and
all-cause mortality."'? Multiple meta-analyses
found mixed results regarding lipid lowering
medications affecting prevention of total or
CVD mortality or risk factors in general; for
female patients with known CVD, medica-
tions reduced cardiovascular events and mor-
tality as well as nonfatal myocardial infarction
but did not impact total mortality.>~1¢

The AHA scientific statement noted that
data for primary and secondary prevention
and improved survival with lipid-lowering
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medications in women remains elusive, and
nonpharmacological therapies are currently
first-line strategies for improving lipid pro-
files.! Additionally, given diabetes is a known
risk factor for CVD, it is important to note
that there have been studies suggesting an in-
creased risk of diabetes associated with statin
use in postmenopausal female patients.!

The most common nonstatin therapies are
bile acid sequestrants, cholesterol absorption
inhibitors, and proprotein convertase subtili-
sinfkexin type 9 inhibitors that may be used
in addition to or instead of statins for choles-
terol reduction in select patients."™® The use
of these medications in the primary preven-
tion of CVD in both men and women is still
in question and warrants sex-specific trials to
determine efficacy.

Supplements

There are currently no vitamin or antioxidant
supplements recommended for primary or sec-
ondary prevention of CVD.!"8

Menopausal hormone therapy

Currently, no data are available on the effects
of menopausal HT on the cardiometabolic
health of perimenopausal women.! Evidence
varies regarding the effects of HT on athero-
sclerosis and CVD event progression by age
and timing of HT initiation.! The use of HT
and selective estrogen receptor modulators for
primary or secondary prevention of CVD and
stroke in postmenopausal women is not cur-
rently recommended.! However, according to
the AHA scientific statement, post-hoc and
longitudinal research suggests that HT initiat-
ed early among patients with premature or sur-
gical menopause and within 10 years of natural
menopause is associated with cardiovascular
benefit.! Additionally, the use of hormone re-
placement therapy to mitigate certain delete-
rious effects of early estrogen loss is currently
considered the standard of care.!®

I WHAT IS DIFFERENT FROM PREVIOUS
GUIDELINES?

The most paramount distinction introduced
in the 2020 AHA scientific statement is the
identification of the menopause transition as a

risk factor for CVD.! The 2011 AHA Guide-
lines did not classify menopause, early meno-
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pause, or surgical menopause as a risk factor
for CVD, nor did it address menopause and
its cardiometabolic significance.” While the
2019 AHA guidelines on primary prevention
of CVD identify early menopause as a possible
risk factor for CVD, it does not address the
consequences of natural menopause.®

Il DO OTHER SOCIETIES AGREE
OR DISAGREE?

The current AHA scientific statement stands
in agreement with multiple other national
medical societies in the field of menopause,
including the North American Menopause So-
ciety, the American College of Obstetricians
and Gynecologists, the Endocrine Society,
the American College of Endocrinology, and
the American Association of Clinical Endo-
crinologists.'®° These prominent organiza-
tions recognize the cardiometabolic changes of
menopause as a risk factor for CVD and suggest
that for healthy, recently menopausal patients,
the benefits of HT outweigh the risks.!®"% In
congruence with the AHA, none of these so-
cieties currently recommend the use of HT for
primary prevention of CVD.!"®"? The North
American Menopause Society does, however,
recommend the use of HT, to mitigate physio-
logic consequences of early estrogen loss, until
at least the median age of menopause (52 years
old) in patients without contraindications who
undergo menopause early or prematurely.'® All
of these societies endorse lifestyle modifica-
tions and statin therapy, when appropriate, for
reduction of CVD risk in midlife women.!8-%°

@ HOW WILL THIS CHANGE DAILY PRACTICE?
The 2020 AHA scientific statement identi-

fies a crucial gap in the healthcare of female
patients in midlife.! Currently, there is a wide-
spread missed opportunity to educate women
about the health risks associated with meno-
pause. The AHA recommends that female
patients be routinely counseled on lifestyle
interventions aimed at achieving ideal cardio-
vascular health and suggests clinicians explain
to patients that these lifestyle modifications
are important to help counteract the conse-
quences of the estrogen loss that occurs at the
menopausal transition.!

There is also a current critical unmet need
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for individualized counseling on the indica-
tions and benefits of HT as a treatment option
for menopausal women. The ramifications of
menopausal HT on the cardiovascular health
of female patients has been a source of great
debate among healthcare providers in recent
decades and first arose in 2002, when the
Women’s Health Initiative published its ini-
tial results suggesting an increased risk of car-
diovascular events among postmenopausal pa-
tients treated with HT.?! Post-hoc analyses of
the data and other subsequent studies showed
no risk or a reduction in cardiovascular risk
when HT was initiated at or before the age of
60, and/or within 10 years of the last menstru-
al period.?>"* Despite this, controversy around
the safety of HT has remained prevalent, re-
sulting in a sharp decline in the number of
HT prescriptions written since 2003.% For this
reason, the 2020 AHA scientific statement
regarding cardiometabolic changes and CVD
risk throughout the transition into meno-
pause will be an important milestone in the
healthcare of female patients in midlife.! This
is a significant clinical consideration because
the development of chronic disease states are
commonly diagnosed around the menopause
transition, often coinciding with the time
that patients are seeking medical treatment
for menopausal symptoms.

The updated position of the AHA on
menopause represents a turning point in the
healthcare of female patients that should not
be underestimated. The scientific statement
published by the AHA will hopefully go a long
way in facilitating the dissemination and un-
derstanding of decades of evidence-based re-
search regarding the treatment of menopause.

I WHEN WOULD GUIDELINES NOT APPLY?

The AHA recommendations to recognize the
cardiometabolic changes during the transition
to menopause, menopause, and the midlife of
women as important risk factors for CVD and
mortality would apply to all patients who lose
ovarian hormone production, regardless of
when this loss occurs. Guidelines on the use
of HT would not apply to patients with pos-
sible contraindications to estrogen therapy,
such as medical history of unexplained vaginal
bleeding, severe active liver disease, porphyria
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cutanea tarda, estrogen-sensitive malignancy, stroke,
pulmonary embolism, deep vein thrombosis, demen-
tia, and unstable coronary heart disease. [ |
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