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The median age of menopause is 51 and the menopause transition lasts for a median
of 7.4 years. Menopausal symptoms affect up to 80% of women and for some women
they may be troublesome enough for them to seek advice. Vasomotor symptoms are
common and night sweats often cause sleep disturbance, exacerbating all symptoms
associated with the transition.

The most effective treatment for management of the menopause is menopausal hormone
therapy/hormone replacement therapy (MHT/HRT) which reduces both the frequency

and severity of flushes and sweats. Recent guidelines agree that systemic HRT initiated for
management of vasomotor symptoms in healthy women before age 60 years or within 10
years of menopause is associated with a favourable risk-benefit profile. However, HRT is
usually considered high risk in women with known CVD, or with a 10-year CVD risk >10%

and in the presence of uncontrolled cardiac risk factors including blood pressure >180/110
mmHg, total cholesterol >7.8 mmol/L and triglycerides > 4.5 mmol/L. Non-hormonal therapy
is indicated as first-line therapy for management of menopausal symptoms in these women,
however it is often not effective, particularly for the management of vasomotor symptoms.

Estrogen has major benefits for arterial health improving vascular function and reducing
atheroma formation." While androgenic progestogens may reduce these benefits, non-
androgenic compounds - micronized progesterone or dydrogesterone — may have a neutral
effects.! Denying women with a history of heart disease HRT may be doing them a disservice.
Recent thinking is that a history of heart disease, even including previous myocardial
infarction (MI) may not be an absolute contraindication. As always, the relative risks and
benefits should be discussed with the patient who may be willing to tolerate increased risk in
return for an improvement in menopausal symptoms.

Initiation of HRT following myocardial infarction:

In a placebo-controlled randomised trial among >1000 postmenopausal women treated

for two years following their first M, unopposed estrogen did not increase adverse cardiac
or non-cardiac outcomes over 14 years of follow-up.? The picture is slightly less clear for
women taking combined HRT preparations. A recently updated systematic review ? included
studies of postmenopausal women with a diagnosis of established CVD reporting the effect
of a range of standard regimens of HRT. Most of the 23 RCTs and 6 observational studies,
came from the US or Europe. Most investigated the effect of oral estrogens (oral conjugated
equine estrogens (CEE)) combined with oral medroxyprogesterone acetate (MPA) and

were conducted in postmenopausal women aged >60 years. Only six of the RCTs assessed
transdermal estrogen. No significant differences were observed between HRT users and
controls regarding the primary outcomes of non-fatal myocardial infarction, cardiovascular
death and stroke. The frequency of angina, heart failure and TIA also did not differ between
HRT users and control groups. Limited studies explored the effect of HRT on cardiac risk
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factors in women with pre-existing coronary artery disease.? Although favourable effects on
LDL and HDL levels were observed with oral estrogen, and neutral effects with transdermal
estrogen, statin therapy was superior to HRT. Transdermal, but not oral estrogen was neutral
with regard to blood pressure. HRT was associated with positive effects on glucose tolerance
and diabetes incidence but may be associated with angiographic disease acceleration.?
Limitations of many of the included studies relate to the small sample sizes and low numbers
of individual CVD events. Therefore, the lack of an observed effect of HRT on CVD outcomes
may reflect low statistical power rather than physiological safety.

Recommendations

For women with established ischaemic heart disease and persisting vasomotor symptoms
despite non-hormonal therapy, decision-making regarding the use of HRT should be shared.
The British Menopause Society (BMS)*recommends low dose estrogen, preferably non-oral,
combined with a non-androgenic progestogen when necessary. Concurrent statin use
could be considered*. Oral HRT should be avoided due to the effect on blood pressure and
thromboembolism risk. The risks of further cardiovascular events may be greater in women
who have both CVD and diabetes.

Continuation of HRT following myocardial infarction:

A retrospective study of women aged above 55 years admitted to hospital with acute
myocardial infarction showed that current HRT users at the time of the event had a
significantly lower mortality rate compared with non-users.® Statin therapy used in
combination with HRT significantly reduced venous thrombo-embolism (VTE) by 55%.°

Recommendations

Current observational data does not support the discontinuation of HRT in women

who sustain a myocardial infarction. However, patients who have an Ml may be in a
hypercoagulable state. It may therefore be prudent to change the types of hormones and/or
routes of administration of HRT to low dose estrogen, preferably non-oral, combined with a
non-androgenic progestogen. Statin therapy should be considered.

HRT use following Stroke:
High quality evidence relating to HRT use after stroke is lacking.”

Stroke is a heterogenous condition with a broad range of aetiologies infrequently
described and examined in MHT literature. The majority of stroke events are ischaemic
in origin (approximately 87 % v 13% haemorrhagic in the UK) and the pathophysiology
of both subtypes can vary widely. For example, a traumatic carotid artery dissection
can provoke an ischaemic stroke in the absence of arterial disease or known CVD

risk factors and has a low risk of recurrence. In other cases, embolic stroke may be
secondary to paradoxical embolism and therefore oral medications which increase
venous thrombosis risk should be avoided.

The leading modifiable risk factor for stroke collectively is hypertension. Women often
experience suboptimal management of detected hypertension.® This suboptimal
management continues even after haemorrhagic stroke has occurred, with women
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also less likely to be prescribed secondary prevention than men after ischaemic
stroke.’ These factors are relevant to future CVD risk in women and may complicate the
interpretation of the potential effects of HRT use after stroke.

At least 20% of ischaemic strokes are due to cardiac sources of embolism such as
atrial fibrillation, valvular heart disease and left ventricular systolic dysfunction (LVSD).
Therefore, advice should be cognisant of the available evidence for the use of HRT in
those specific clinical circumstances.

A 2020 meta-analysis of 10 RCTs published since 2000 reported an increased risk of
stroke associated with HRT in those ‘with underlying disease at baseline’ (nine studies;
summary estimate 1.14, 95% Cl 1.04-1.26) but not in those ‘without underlying disease’
19, In the placebo-controlled RCT in 664 women with recent ischemic stroke or transient
ischaemic attack (TIA)!, the relative risk of stroke associated with oral estrogen
replacement was 2.9 (95% Cl 0.9-9.0). However, the study enrolled women with a

mean age of 71 (range, 46 to 91), therefore caution should be adopted in extrapolating
these findings to a younger population who may wish to discuss risks and benefits of
commencing non-oral MHT. Advancing age is the most significant non-modifiable risk
factor for stroke.”

The causes of intracerebral haemorrhage (ICH) include arteriosclerosis, vascular
malformations and cerebral venous sinus thrombosis. The risk of ICH increases with age
12and menopause itself is an independent risk factor for ICH. > HRT use, both previous
and current (but excluding Tibolone) appears to be associated with a reduced relative
risk of ICH in women of middle age and older. 13

It may be wise to avoid use of systemic HRT in some women who have had a stroke
but given the wide range of stroke aetiologies, an individualised risk assessment
should be undertaken ensuring modifiable risk factors are optimally addressed and the
underlying cause of the preceding stroke is fully investigated and acknowledged.

When considering prescribing systemic HRT after stroke, transdermal low dose
oestrogen with micronized progesterone or a non-androgenic progestogen, where
appropriate, for the shortest duration in women aged <60 years within 10 years of
menopause would appear to be the lowest risk strategy. 41

Sex hormones may have a significant impact on the cardiac rhythm. Up to 42% of
perimenopausal women and 54% of postmenopausal women report having palpitations

16, The authors of a systematic review of palpitations in women during the menopause
concluded that HRT may reduce the prevalence or severity and can be recommended with
caution. " Although the use of estrogen alone for 1 year (but not combined HRT) is associated
with an increase in the QTc interval '3, there seems to be no clear contraindication to a trial

of HRT in menopausal women with troublesome palpitations, even if they have long QT
syndrome.
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For women with atrial fibrillation the risks of HRT may be higher. In a population-based
retrospective cohort study from Korea, around 20,000 participants were aged 45-60 years
and were free from cardiovascular disease and AF at baseline.”” In multivariable analysis, the
relative hazards for AF were significantly higher among current users (p < 0.001) and lower
among past users (p = 0.069). Ongoing HRT posed an increased risk of AF. The degree of risk
varied based on the type of estrogen and progestin.

HRT use among women with congenital heart disease (CHD)

There are very few data on menopause management in women with a history of CHD. CHD is
a spectrum of disorders therefore a risk vs benefit discussion should be individualised to the
woman'’s cardiac lesion. Caution should be exercised in those with a high risk of thrombotic
complications or in those with previous embolic stroke 2. These include those with
mechanical heart valves, previous Fontan repair, severe LVSD or those with pulmonary arterial
hypertension. If HRT is being considered, it should be in transdermal form.

Women with Turner's Syndrome often have CHD, hypertension and ECG abnormalities
including QTc prolongation.?' Estrogens play a role in lengthening QTc, while progesterone
appears to be protective by limiting QTc prolongation. Exogenous hormonal therapy has
been shown to affect QT interval duration and increase the risk for ventricular arrhythmias 2,
particularly in predisposed patients, which emphasizes the need for careful monitoring and
risk assessment in these patients.

Women with Spontaneous coronary artery dissection (SCAD)

The typical SCAD patient is a woman aged between 44 and 53 years, and it is assumed

that sex hormones play an important role in SCAD pathophysiology. Data from a Swedish
registry %, which includes women diagnosed with SCAD between 1997 and 2019 and under
50 years of age, revealed that 28% of cases occurred during pregnancy or within 14 weeks
postpartum. In view of the concern about a role for reproductive hormones, menopausal
HRT is generally avoided. However, there is no clear evidence that using hormone-based
medications increase the risk of SCAD or its recurrence. If a woman has intrusive menopausal
symptoms, expert consensus is that a trial of transdermal HRT is reasonable.

Women with Valvular heart disease

The majority of women with valvular heart disease can be prescribed HRT. Caution needs to
be exercised in only a few circumstances. These include those with mechanical heart valves,
poor ventricular function, AF or prior stroke.

Women with Heart Failure

There are limited data on the impact of HRT on women with heart failure. Again, risk needs to
be individualised. At least one study suggests that HRT might be associated with an improved
outcome** in those with HF. Those with severe LVSD may be at increased risk of stroke.
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The use of intrauterine levonorgestrel in combination with systemic estrogen for HRT
Any 52mg levonorgestrel releasing intrauterine device (IUD) can be used for the delivery of
progestogen for HRT in combination with oral or transdermal estrogen. Antibiotic prophylaxis
is not routinely required for IUD insertion in women at increased risk of infective endocarditis.
There is a small risk of vasovagal reaction during IUD insertion and insertions should be
undertaken in hospital setting for women with:

« Pre-existing arrythmia

- Eisenmenger physiology and other forms of Pulmonary Hypertension
» Long QT syndrome

« Single ventricle (or Fontan) circulation

« Other heart conditions who would not tolerate a vasovagal reaction

Most insertions for individuals with Postural Orthostatic Tachycardia Syndrome (PoTS) should
be straightforward and low risk providing consideration is given to precautions (@adequate
hydration, salt intake and postural awareness). If there is a history of postural syncope, then
insertion in hospital setting should be considered.

Women on anticoagulants
IUD and implant insertion should be performed by specialist contraceptive providers.

Use of vaginal estrogen
In view of minimal systemic absorption at licensed doses, there should be no limitation on
use of vaginal estrogen in women with cardiovascular disease

Non-hormonal therapies
The British Menopause Society publishes a helpful guide to non-hormonal based therapies
for managing menopausal symptoms?* which states.

“Several therapies have been used for symptom control although no treatment is as effective as
estrogen. Prescribable non-hormonal therapies that have been tested in randomised placebo-
controlled trials and shown to be effective include Paroxetine, Fluoxetine, Citalopram and
Escitalopram, Venlafaxine and Desvenlafaxine, Gabapentin and Pregabalin, and clonidine. Self-
help options which include Isoflavones and soya products, herbal therapies such as Black Cohosh
and St John’s Wort, cognitive behaviour therapy with targeted self-hypnosis, acupuncture and
nerve block have also been used for vasomotor symptom control.”

https://thebms.org.uk/publications/consensus-statements/non-hormonal-based-treatments-
menopausal-symptoms/
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