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- PERSPECTIVE PEER REVIEWED

Treating
vasomotor
symptoms during
menopause

YVONNE CHOW MB BS, BMedSc, FRACP, MPH

Vasomotor symptoms significantly impact the quality
of women’s lives. Menopausal hormonal therapy
remains the first-line treatment of vasomotor symptoms
and can be used for the duration of bothersome
symptoms rather than arbitrarily ceased. Transdermal
oestrogen and body identical hormones may represent
lower risk options. If menopausal hormonal therapy

is not appropriate, fezolinetant is an emerging effective
treatment option.

¢ Vasomotor symptoms are the most common symptom of the
menopause transition and usually start several years before
the final menstrual period.

Although the median duration of vasomotor symptoms is
about 7.4 years, there are women who will experience
persistent symptoms.

¢ Menopausal hormone therapy can be started before the final

menstrual period if bothersome symptoms are present and
initiated up to 10 years from the final menstrual period.

The most effective treatment for vasomotor symptoms is
menopausal hormone therapy and the use of transdermal
oestrogen and body identical hormones may be preferred
because of a better safety profile.

If initiated, menopausal hormone therapy can be used for the

duration of bothersome symptoms, rather than ceased
arbitrarily at five years.

¢ A new nonhormonal medication, fezolinetant, is now available
and is an effective option for women who do not wish to take
hormone therapy or for whom hormone therapy is not
appropriate.

asomotor symptoms are the most well-recognised manifes-

tation of menopause. Vasomotor symptoms range from the

mild sensation of heat through to hot flushes and diffuse
sweating, accompanied by anxiety and palpitations. The onset of
vasomotor symptoms usually precedes the final menstrual period
by several years.!

Vasomotor symptoms can have a significant impact on multiple
facets of a woman’s life, including sleep disruption, mood changes,
poorer concentration and reduced self-esteem.> Vasomotor symptoms
are the most common reason for women to seek help during meno-
pause.’ When managing menopausal symptoms, it is important to
be aware of their natural course. The median duration of vasomotor
symptoms in a large observational study with a racially diverse
population was 7.4 years (Figure 1).* Importantly, a proportion of
women experience persistent hot flushes for many years beyond
their final menstrual period.

Menopausal hormone therapy

The most effective treatment for vasomotor symptoms is menopausal
hormone therapy (MHT). It remains the first-line treatment for most
women globally.>¢ The benefits of MHT generally outweigh the risks
in women under 60 years of age or who are within 10 years of their
final menstrual period, although there are several important risks
that are discussed below.” The decision on whether to use MHT
should be an exercise in shared decision-making between the clinician
and patient, with discussion of both the benefits and risks (Table 1).
There are several patient-centred resources on menopause available
online from organisations such as the Australasian Menopause
Society and Jean Hailes for Women’s Health, which can assist in the
shared decision-making process.
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Figure 1. Total duration of vasomotor symptoms (VMS), stratified by
race/ethnicity.
Adapted from Avis NE, et al. JAMA Intern Med 2015; 175: 531-539.4

Concerns and contraindications of MHT

A key concern among clinicians and women is the risk of breast
cancer with use of MHT. The finding of an increased risk of
breast cancer with MHT use in the Women’s Health Initiative
drastically reduced the use of MHT around the world.” It is impor-
tant to discuss this risk with potential candidates for MHT by
setting the context that this increased risk is still low, with three
additional cases of breast cancer per 1000 women who received
five years of conjugated equine estrogen and medroxyprogesterone
acetate. This is similar in magnitude to the increased risk of breast
cancer conferred by obesity yet less risk than the consumption of
two glasses of wine each day.® Importantly, there was no significant
difference in breast cancer-related mortality compared with women
who did not receive MHT.

Table 1. Benefits and risks of menopausal hormone therapy

Benefits Risks

Effective relief of vasomotor Breast cancer

symptoms

Treatment of genitourinary Venous thromboembolic disease

symptoms of menopause

Prevention of bone mineral Gallbladder disease
density loss and reduction in

fracture risk

Improves menopause-related
mood changes

Cardiovascular disease risk may be
increased when MHT is initiated in
women over 60 years of age or more
than 10 years after menopause

Abbreviation: MHT = menopausal hormone therapy.

The main contraindication to MHT is prior or current breast
cancer and other hormone-sensitive tumours. There are other
traditional contraindications including venous thromboembolic
disease, coronary artery disease and stroke. However, recent data
suggest that transdermal oestrogen, dydrogesterone and micronised
progesterone have neutral effects on venous thromboembolic and
vascular disease.”*" In women with these conditions and who do
not achieve adequate control of their menopausal symptoms with
nonhormonal treatments, MHT with transdermal oestrogen,
dydrogesterone and micronised progesterone may be considered.
In such circumstances, referral to a specialist service may be
prudent.

Timing of initiating MHT: why is this important?
The timing of initiating MHT is important for several reasons.
Menopausal symptoms tend to escalate as a woman approaches her

Variable to Regular Subtle changes Menstrual cycle of Interval of
regular menstrual in flow/length of variable length, amenorrhoea
menstrual cycle cycle menstrual cycle persistent >7-day 260 days
difference in length of
consecutive cycles
Vasomotor Vasomotor Increasing
symptoms likely symptoms symptoms of
most likely urogenital atrophy

H—l

Reproductive phase
Variable duration

Menopausal transition T

Postmenopause
FMP

Figure 2. Timeline of reproductive ageing.
Abbreviation: FMP = final menstrual period.
Adapted from Davis SR, et al. Menopause. Nat Rev Dis Primers 2015; 1: 15004.*
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Table 2. Associated changes with cardiometabolic risk during the menopause transition

Early perimenopause

Late perimenopause

Postmenopause

Hormones

Oestradiol unchanged

Decreased oestradiol levels

Decreased oestradiol (for two years after the final
menstrual period, then stabilises)

Increased FSH levels

Increased FSH levels

Body composition

Increased fat mass (abdominal fat)

Increased fat mass (abdominal fat) (for two years after
the final menstrual period, then stabilises)

Decreased fat free (lean) mass

Decreased fat free (lean) mass (for two years after the
final menstrual period, then stabilises)

Energy intake and expenditure

Decreased 24-hour sleep and physical activity
energy expenditure

Decreased 24-hour sleep and physical activity energy
expenditure

Decreased resting energy expenditure

Decreased fat oxidation (remains low into
postmenopausal years)

Decreased fat oxidation

Decreased energy intake

Cardiovascular risk factors

Increased carotid intima-media
thickness and vascular remodelling

Increased dyslipidaemia (mostly within one year of
final menstrual period)

Increased dyslipidaemia (mostly within one year of the
final menstrual period)

Decreased endothelial function

Increased carotid intima-media thickness, aortic
pulse wave velocity and vascular remodelling

Increased insulin resistance and glucose intolerance
(associated with abdominal fat accumulation)

Decreased endothelial function and cardiac health

Increased sleep disturbances

Increased insulin resistance

Increased sleep disturbances

Abbreviation: FSH = follicle-stimulating hormone.
Adapted from Marlatt KL, et al. Obesity 2022; 30: 14-27.1°

final menstrual period and peak around that final bleed (Figure 2).
Therefore, this may be an opportune time to initiate treatment,
when symptoms are at their worst. Starting MHT within 10 years
of menopause is particularly important from a cardiovascular
perspective because MHT use in early menopause appears to have
a favourable effect on atherosclerosis, and this was demonstrated
through surrogate markers such as coronary artery calcification.?
However, several systematic reviews of observational data and
randomised controlled trials have not consistently found a clear
benefit with cardiovascular outcomes.” Therefore, MHT is not
indicated for the prevention of cardiovascular disease. One of the
initial findings of the Women’s Health Initiative was that reintro-
ducing oestrogen and progesterone in older women who were more

than 10 years from their final menstrual period increased their
absolute risk of cardiovascular disease. However, more recent anal-
ysis from extended postintervention follow up of the Women'’s
Health Initiative suggests that MHT had a neutral effect or slight
increase in risk of cardiovascular disease in older women." The
adverse cardiometabolic changes that occur with the menopause
transition as the beneficial effects of oestrogen naturally decline
are shown in Table 2.1°

Choice of MHT

Choice of MHT regimens will depend on several factors including
the presence of a uterus, menstrual bleeding pattern and contraceptive
requirements (Figure 3).
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The route and type of MHT confer different risks of breast cancer,
venous thromboembolic disease and vascular disease. In contrast
to oral oestrogen, transdermal oestrogen does not undergo first
pass metabolism in the liver and has been shown not to increase
the risk of venous thromboembolic disease.'® This is particularly
important to consider in patients with other risk factors for venous
thromboembolic disease. Observational data from a large cohort
study suggest micronised progesterone and dydrogesterone were
associated with a much lower risk of invasive breast cancer compared
with other progestins.”” There are also some emerging data to suggest
that micronised progesterone does not increase cardiovascular
disease." Tibolone is another MHT option that has been shown
not to increase the risk of venous thromboembolic disease and
cardiovascular events. Limited data of tibolone use in women with
no prior history of breast cancer is also similarly reassuring in that
no significant increase in breast cancer was observed.’* However,
anincreased recurrence of breast cancer was observed with tibolone
use in women with previous history of breast cancer.” An increased
risk of stroke was also observed in older women aged over 60 years
using tibolone.?

Body identical oestrogen and progestogen are chemically identical
to the naturally produced hormones. This results in less side effects
and potentially a more favourable safety profile.! This is distinct
from bioidentical hormones, which are compounded preparations
that are not subject to external quality control or regulation. The
Australasian Menopause Society has an online guide on the prepa-
rations of MHT currently available in Australia that are registered
with the TGA (see: www.menopause.org.au/hp/information-sheets/
ams-guide-to-mht-hrt-doses).

MHT that is initiated before the final menstrual period or the
current use of some contraceptive methods may make determination
of the exact timing of menopause difficult. In such circumstances,
biochemical assessment with measurement of follicle-stimulating
hormone level (>30 IU/L) in conjunction with age 50 to 55 years is
consistent with menopause. The use of the combined contraceptive

pill suppresses follicle-stimulating hormone levels, therefore, in such
instances, transitioning to an alternative contraceptive method could
be considered followed by biochemical evaluation. As most women
will be menopausal by the age of 55 years, contraception can be
ceased at that age without further assessment.?

When to cease MHT

Treatment with MHT does not necessarily need to be ceased at
five years. This common practice arose from the observation that
increased breast cancer risk emerges after about five years of
combination MHT use.” However, vasomotor symptoms often last
more than five years and, as mentioned above, can be persistent for
many more years in some women. The decision to continue
MHT beyond five years should take into consideration an individual
woman’s symptoms and risks. Studies on when and how to
discontinue MHT are lacking. In my clinical practice, I will ask
women who have been on MHT for five years to check intermittently
on whether they still have ongoing bothersome symptoms by
withholding MHT. If symptoms are still persistent, then restarting
MHT is reasonable. Often a lower dose can be used at this stage.

Body identical oestrogen and progestogen are
chemically identical to the naturally produced hormones.
This results in less side effects and potentially a more
favourable safety profile.

Fezolinetant and other nonhormonal therapies
For women who do not wish to use MHT or in whom MHT is
not appropriate, there is a new nonhormonal treatment for
vasomotor symptoms. Fezolinetant is a neurokinin-3 receptor
antagonist and targets the thermoregulatory centre in the hypo-
thalamus. When activated, the thermoregulatory centre reduces
body temperature by sweating and peripheral vasodilatation.*
Kisspeptin-neurokinin B-dynorphin

Amenorrhoea
If menstrual cycles are
regular or within one year
of menopause, cyclical
progestogen is needed

Uterus present
If a uterus is present,
progestogen is needed
for endometrial
protection

Contraception
If age 250 years, contraception
is required until 12 months of
amenorrhoea
If age <50 years, contraception
is required until 24 months of
amenorrhoea

(KNDy) neurons innervate this area. Neuro-
kinin binds to neurokinin-3 receptors and
stimulates the KNDy neurons whereas
oestrogen exerts an inhibitory effect.”®
Phase 3 studies of fezolinetant show a sig-
nificant reduction in both the frequency and
severity of hot flushes compared with pla-
cebo.? Fezolinetant reduced hot flushes by
about 63% at week 12 and this reduction was
maintained for one year, which was the dura-
tion of the study.*® Fezolinentant represents
analternative to MHT for treating hot flushes
and appears to be more effective than the
off-label use of selective serotonin reuptake

Figure 3. Choice of menopausal hormone therapy regimens depends on presence of a uterus,

menstrual bleeding pattern and contraceptive requirements.
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inhibitors and gabapentin.”’ The advantages
of fezolinetant include its nonhormonal
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mechanism and daily oral formulation. However, when considering
fezolinetant over MHT, it is important to remember that it does not
act beneficially on bone mineral density or treat genitourinary symp-
toms of menopause. Monitoring of liver function is recommended
because of the observation of a mild transaminase rise in some
participants in the phase 3 studies. Cessation of fezolinetant leads to
resolution of the liver enzyme derangements. The TGA recommend
checkingliver function at baseline and repeating this within the first
three months of initiation. The FDA in the USA have recently recom-
mended more scrutiny with monthly blood tests for the first three
months and then every three months for the first year of initiation
because of a postmarketing case of liver injury.

Other nonhormonal treatment options are available for hot
flushes with varying efficacy. These are centrally acting medications
and include selective serotonin reuptake inhibitors, serotonin,
norepinephrine reuptake inhibitors, gabapentin, clonidine and
oxybutynin. These nonhormonal options are used off label for
vasomotor symptoms. Notably, only paroxetine has an FDA
indication in the USA for the treatment of vasomotor symptoms.
The Royal Women’s Hospital has an informative fact sheet to
guide clinicians in the prescribing of nonhormonal treatments

(see: https://the womens.r.worldssl.net/images/uploads/fact-sheets/
Treating-hot-flushes-280518.pdf).

Summary

Vasomotor symptoms are one of the dominant features of the
menopause transition and can significantly impact the quality of
women'’s lives. These symptoms are present for almost a decade in
most women and are still under-reported and undertreated. MHT
remains the first-line treatment of vasomotor symptoms, particularly
for women aged under 60 years or who are within 10 years of their
final menstrual period. Transdermal oestrogen and body identical
hormones may represent lower risk options. Duration of MHT use
should be tailored to the individual woman rather than arbitrarily
ceased. If MHT is not appropriate, fezolinetant is an emerging
effective treatment option. ET
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