
Menopause is the end of a woman’s reproductive 
lifespan, marked by the final menstrual period 
following loss of ovarian follicular growth and 
cessation of oestrogen production. Perimenopause 

is a transition period of hormonal variation and cycle irregularity 
or changed menstrual flow that precedes menopause and ends 
12 months after the last menstrual period. After 12 consecutive 
months with no periods, a woman is considered to be postmeno­
pausal.1 The average age of menopause in Australia is 50 to 
51 years, with most women reaching menopause between the ages 
of 45 and 55 years. Menopause occurring between the ages of 
40 and 45 years is considered early menopause. 

About 75% of Australian women will have vasomotor symptoms 
(VMS) associated with oestrogen insufficiency, including hot 
flushes and night sweats, and these are moderately to severely 
bothersome for about 37% of late perimenopausal women.2 Other 
symptoms of oestrogen insufficiency include low mood, anxiety, 
sleep disturbance, arthralgia and genitourinary symptoms.3 Many 
women also report ‘brain fog’ during perimenopause, which tends 
to lessen in the postmenopausal period.2,4 Increased abdominal 
fat accumulation is associated with adverse metabolic changes, 
and loss of bone mass and deterioration in bone microarchitecture 
occur even in asymptomatic women.1 

Menopausal hormone therapy (MHT), namely oestrogen, 
progestogen (progesterone or synthetic progestins) and tibolone, 
is proven to be the most effective treatment for menopausal 
VMS.3 Postmenopausal testosterone therapy should be restricted 
to women with a decline in libido that is of concern to them.5 
As this is not an essential component of MHT, testosterone 
therapy will not be discussed further in this article.

Traditional nonhormonal menopausal treatment options for 
VMS include selective serotonin reuptake inhibitors and 
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Three-quarters of women experience menopausal 
symptoms, predominantly vasomotor symptoms,  
with more than a quarter finding these to be 
moderately to severely bothersome. Menopausal 
hormone therapy (MHT) is the most effective 
treatment for these and other direct consequences 
of menopause, such as bone loss. Easy access to 
safe and effective MHT is imperative for improving 
quality of life and long-term health outcomes for 
women in midlife.
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gabapentin, which have some evidence of benefit, although they 
are less effective than MHT.6 A newer neurokinin 3 receptor 
antagonist, fezolinetant, targets the brain’s neuronal thermoreg­
ulatory control, with significant reductions in VMS.7 Over-the-
counter complementary therapies have no proven benefit for 
treating VMS.8 A review of these therapies is also beyond the 
scope of this article.

Premature ovarian insufficiency is defined as cessation of 
ovarian function before the age of 40 years. The specialised 
management of this condition is outside the scope of this article 
but is covered in detail in the recent European Society of Human 
Reproduction and Embryology guidelines.9

Indications for MHT
VMS, menopause-associated sleep disturbance, emotional labil­
ity, anxiety and arthralgia remain the primary indications for 
MHT.10-13 Genitourinary symptoms of menopause (vaginal 
dryness; urinary frequency, urgency and infections; and dys­
pareunia) can be effectively treated with local vaginal oestrogen, 
either alone or in combination with systemic MHT.14

MHT also prevents bone loss and reduces fracture risk in 
postmenopausal women, irrespective of their baseline bone 
density.15,16 Oestrogen therapy is TGA approved for preventing 
osteoporosis in postmenopausal women at high risk of fracture 
who are intolerant of other approved osteoporosis therapies, or 
for whom these are contraindicated.17,18 

Although oral oestrogen-only therapy was associated with a 
reduction in myocardial infarctions in the 13-year follow up of 
the Women’s Health Initiative trials, in women aged 50 to 59 years 
at initial screening, MHT should not be initiated with the sole 
aim of preventing heart disease.19 Conditions that are considered 
contraindications to MHT are shown in Box 1.20

When initiating MHT, measurement of hormone levels is 
not required for women aged 45 years or older who have expe­
rienced changed menstrual patterns and menopausal symptoms. 
Measurement of follicle-stimulating hormone (FSH) and oestra­
diol levels may be diagnostically helpful for women who have 
symptoms other than VMS and who are unable to rely on amen­
orrhoea as a sign of menopause because of a hysterectomy, 
endometrial ablation, hormonal intrauterine device or hypo­
thalamic amenorrhoea.3

General health evaluation before starting MHT
The menopause transition is an important gateway through midlife 
for women, which provides an excellent opportunity to undertake 
general health screening and primary prevention strategies. A 
woman’s metabolic health can be evaluated at this time, including 
blood pressure, renal and liver function, fasting serum lipid and 
glucose levels, and nutrition and physical activity. Haemoglobin 

KEY POINTS
• The primary indications for menopausal hormone therapy 

are menopause-specific symptoms, such as vasomotor 
symptoms and menopause-associated sleep disturbance,
and the prevention of bone loss and fragility fractures.

• Care of perimenopausal women includes management of
irregular and heavy bleeding and provision of 
contraception, in addition to symptom relief.

• Although nonoral oestrogen is widely considered to be the
preferred option, oral oestrogen is a safe and effective 
option for most women who do not absorb or cannot 
tolerate transdermal oestrogen formulations.

• Micronised progesterone and dydrogesterone may be 
better tolerated than other progestogens, but studies are
needed to determine the breast safety of these 
progestogens beyond three to five years of use with 
concurrent oestrogen therapy.

• Treatment duration is determined by the persistence of
symptoms and competing risk factors, rather than a 
prespecified age cut-off.

MedicineToday   ❙   APRIL 2025, VOLUME 26, NUMBER 4    13
Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2025. https://medicinetoday.com.au/mt/2025/april



and iron studies should be done if there is 
excessive vaginal bleeding. Recommended 
bone health strategies include ensuring 
adequate dietary calcium intake, vitamin D 
level and multimodal impact exercise. All 
medication use, including nonprescription 
products, should be reviewed. Age- 
appropriate cancer screening, including 
mammography and screening for cervical 
and bowel cancer, should be encouraged. 
It is prudent to offer smoking cessation 
advice (where relevant) and review alcohol 
consumption, as well as discussing any 
psychosocial or sexual concerns a woman 
may have.12,21

Prescribing MHT
The principles of prescribing MHT can 
be divided into management of peri-
menopausal women and management of 
postmenopausal women (i.e. those who 
had their final menstrual period more 
than 12 months prior). A summary of 
management is shown in the Table, and 
useful flowcharts relating to the care of 
perimenopausal and postmenopausal 

women are available in A practitioner’s toolkit 
for managing menopause (www.monash.
edu/__data/assets/pdf_file/0011/3476072/a- 
practitioners-toolkit-for-managing- 
menopause.pdf).21 Irrespective of meno­
pause stage, custom compounded hor­
mone therapy should be avoided, as 
compounded hormone formulations have 
not been tested for dose, efficacy or safety 
and do not have regulatory oversight. 

All women with an intact uterus who 
are prescribed oestrogen require concurrent 
progestogen therapy, as there is an increased 
risk of endometrial hyperplasia with 
unopposed oestrogen. Women who have 
undergone a hysterectomy require oestro­
gen therapy alone, unless they have had 
recent severe endometriosis, in which case 
a progestogen may be indicated. Tibolone 
is an approved MHT-like formulation 
that has intrinsic oestrogen and proges­
togen actions and is therefore prescribed 
as a single hormone therapy.10-13

Management of perimenopausal 
women
During perimenopause, the ovaries function 
erratically, resulting in unpredictable fluc­
tuating hormone levels, intermittent ovu­
lation, and unscheduled and often heavy 
bleeding. Some women experience worsen­
ing premenstrual symptoms during this 
time. Superimposing cyclical MHT 
(continuous oestrogen with cyclical proges­
togen) on erratic ovarian function can make 
symptoms worse. Consideration therefore 
needs to be given to control of irregular or 
heavy bleeding, fluctuating symptoms in 
the context of inconsistent cycles and 
hormone release, and contraception.

Management options for perimenopau­
sal women include use of either a combined 
oral contraceptive pill or a progestin-only 
pill. A combined oral contraceptive pill 
containing 17β-estradiol or estradiol valerate 
is preferred for symptom control, although 
low-dose ethinyloestradiol can be used. 
The usual contraindications to the com­
bined oral contraceptive pill, such as 
migraine with aura, should be considered 
with any formulation. The progestin-only 

pill containing drospirenone 4 mg will 
inhibit ovarian function, and therefore 
relieve cyclical symptoms, and can be used 
with supplementary oestrogen for 
perimenopausal women who are also 
experiencing VMS. 

A levonorgestrel intrauterine device will 
provide contraception and reduce bleeding. 
It can be used with concurrent oestrogen 
to alleviate oestrogen insufficiency symp­
toms, but it will not reduce cyclical symptoms 
related to underlying ongoing fluctuations 
in ovarian function.21

Management of postmenopausal 
women
Women’s responses to MHT will vary 
according to their absorption, metabolism 
and tissue sensitivity to oestrogen or 
progestogen therapy. There is no target 
level of oestradiol in the blood that  
predicts MHT efficacy. In part, this is 
because of the vast variation in effective 
oestradiol levels between individuals. 
Additionally, more than 50% of oestrogen 
in the blood of postmenopausal women 
circulates as oestrone or oestrone sulphate, 
which are not detected with a serum 
oestradiol test. Hence, treatment efficacy 
should be based on symptom control 
rather than by monitoring oestradiol and 
FSH levels in the blood.22

To limit the potential for side effects, 
including breakthrough bleeding, MHT 
should be started with a low oestrogen 
dose and titrated upwards as needed 
every six to 12 weeks, based on reduction 
in symptoms.23 The available forms of 
oestrogen and progestogen therapies, and 
their doses, are detailed in A practitioner’s 
toolkit for managing menopause.21

Oestrogen is the primary component 
of MHT that provides symptom relief. A 
progestogen is prescribed in combination 
with oestrogen for women with an intact 
uterus, to provide endometrial protec­
tion.24,25 Progestogens are ideally prescribed 
continuously to avoid vaginal bleeding. 
However, it may be helpful to initiate 
cyclical progestogen therapy to induce a 
scheduled bleed for the first three to 

Prescribing menopausal hormone therapy  continued 

1. CONTRAINDICATIONS TO 
MENOPAUSAL HORMONE THERAPY 
(MHT)10,13,24

Strong contraindications, where MHT 
should only be prescribed in exceptional 
circumstances:

•	 Undiagnosed vaginal bleeding

•	 Oestrogen-dependent malignancy

•	 Active venous thromboembolic disease*†

•	 Severe liver disease

•	 Acute cardiovascular event

•	 Porphyria cutanea tarda

Relative contraindications, where MHT can 
be used with caution:

•	 Thrombophilia or high risk of venous 
thromboembolic event*†

•	 Migraine with aura*

•	 Past myocardial infarction, transient 
ischaemic attack or stroke*

•	 Hepatobiliary or gallbladder disease*

•	 Hypertriglyceridaemia*

* Caution needed with oral oestrogen. 
† Consider use with concurrent anticoagulation.
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six months and reduce the likelihood of 
breakthrough bleeding. 

Although there is a big push for women 
to use transdermal oestrogen therapy, 
most women can effectively and safely use 
MHT with low- to standard-dose oral 
oestrogen–progestogen therapy, unless 
contraindicated by a history of venous 
thromboembolic disease, migraine with 
aura, or malabsorption.26 Furthermore, 
not all women absorb transdermal oestra­
diol from a patch or gel effectively, or the 
product may cause skin irritation. 

Some ‘experts’ advocate prescribing two 
to three times the highest doses of oestrogen 

patches or gels to overcome poor absorption. 
However, not only is there no evidence to 
support this approach, such overprescribing 
might expose women to high endometrial 
levels of oestrogen with inadequate pro­
gestogen protection. The safety of simply 
upping the progestogen dose to theoreti­
cally counteract the effects of high-dose 
oestrogen on the endometrium is com­
pletely unknown, especially with regard to 
breast cancer risk. High-dose transdermal 
oestradiol should not be considered risk-
free, with one large observational study 
showing a small but statistically signifi­
cantly increased risk of stroke.27

All progestogens exert protective 
effects on the endometrium; however, they 
differ in potency and interactions with 
other steroid receptors. For example, dros­
pirenone has an antimineralocorticoid 
effect and may lower blood pressure and 
be less likely to cause fluid retention, 
whereas norethisterone has potential 
androgenic effects. Some women require 
a synthetic progestogen to achieve ade­
quate endometrial protection.24

Tibolone is a synthetic steroid metabo­
lised in the gut, liver and peripheral tissues 
to produce isomers that exert oestrogenic, 
progestogenic and androgenic effects. It 
effectively alleviates VMS and improves 
mood. Tibolone should only be started in 
the postmenopausal period to reduce the 
potential for unscheduled bleeding, 
although it can be prescribed for symptom 
relief in perimenopausal women who have 
had a hysterectomy. It is prescribed as a 
single agent and is not added to other 
MHT preparations.12

Genitourinary symptoms can be man­
aged with local vaginal treatments (Box 2). 
These can be used either as monotherapy 
for women with isolated genitourinary 
symptoms or in addition to systemic MHT. 
As systemic absorption of vaginal oestrogen 
is minimal, it can be used in women with 
a history of breast cancer, and a concurrent 
progestogen is not required. However, 
vaginal dehydroepiandrosterone is not 
approved for use in women with a history 
of breast cancer. Other causes of genital 
symptoms, including dermatitis, lichen 
sclerosis, lichen planus and sexually trans­
mitted diseases, should be excluded.14 Pelvic 
floor muscle training with a specialised 
physiotherapist can also be considered in 
a multimodal treatment approach.28

Risks of MHT
Combined oestrogen and progestogen 
therapy has been associated with an 
increase in breast density and a small but 
statistically significantly increased risk 
of breast cancer. A nested case-control 
study in the United Kingdom, involving 
more than 98,000 women diagnosed with 

TABLE. MENOPAUSAL MANAGEMENT FOR WOMEN IN MIDLIFE

Stage Main aims Management*

All women in 
midlife

•	 General health 
assessment

Assess:
•	 medical and family history
•	 blood pressure
•	 renal and liver function
•	 fasting serum lipid and glucose levels
•	 haemoglobin and iron
•	 calcium and vitamin D
•	 breast, cervical and bowel cancer screening 
•	 medications 
•	 nutrition (including food exclusions) and 

physical activity
•	 smoking and alcohol consumption
•	 psychosocial or sexual concerns

Perimenopausal 
women

•	 Control of irregular 
or heavy bleeding

•	 Menopausal 
symptom control

•	 Contraception needs

Consider one of:
•	 combined oral contraceptive pill† 

(17β-estradiol or estradiol valerate preferred)
•	 oestrogen and levonorgestrel intrauterine 

device
•	 oestrogen and cyclical drospirenone 4 mg
•	 oestrogen and cyclical progestogen‡

Postmenopausal 
women

•	 Menopausal 
symptom control

•	 Osteoporosis 
prevention

Consider one of:
•	 oestrogen and continuous or cyclical 

progestogen
•	 tibolone
•	 oestrogen alone for women who have had a 

hysterectomy§

•	 nonhormonal therapy if MHT is contraindicated#

•	 local vaginal treatments for genitourinary 
symptoms (see Box 2), either alone or in 
combination with systemic MHT

Abbreviation: MHT = menopausal hormone therapy.
* See text for full details of management options.
† Consider contraindications, such as migraine with aura.
‡ Can worsen symptoms and does not provide contraception.
§ Concurrent progestogen may be indicated if the woman has had recent severe endometriosis.
# For symptom management (not discussed in detail in this article).

Prescribing menopausal hormone therapy  continued 
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breast cancer between 1998 and 2018 and 
more than 450,000 controls, found that less 
than five years of MHT use from the age of 
50 to 59 years resulted in an additional three 
cases of breast cancer per 10,000 women- 
years with oestrogen-only use, and an addi­
tional nine cases per 10,000 women-years 
with combined oestrogen and progesterone 
use. The risk was higher in older women, 
in those with longer (more than five years) 
MHT use, and with use of norethisterone.29 
However, to put these results into perspective, 
the additional breast cancer risk attributable 
to MHT use is similar to that associated 
with a sedentary lifestyle, obesity or excess 
alcohol consumption.10,13

No increase in breast cancer risk was 
observed with oral conjugated oestrogen 
use alone in the Women’s Health Initiative 
study.30 It is not known if this finding is 
specific to conjugated oestrogen, or whether 
it can be generalised to all oestrogen-only 
therapy. As such, caution should be used 
in considering all oestrogen-only therapy 
as being free of breast cancer risk.

Both micronised progesterone and 
dydrogesterone, a retroisomer of proges­
terone, are often said to be neutral in terms 
of breast cancer risk.24,25 However, obser­
vational data do not confirm that there is 
no increased risk of breast cancer with more 
than five years of use of these progestogens.31 
Randomised clinical trial data beyond 
12 months of use are lacking. 

Oral oestrogen acts as a prothrombotic 
agent and therefore increases the risk 
of developing a venous thromboembo­
lism (VTE). The same is not seen with 
transdermal oestradiol. Nor was this risk 
seen with use of oral oestradiol 1 mg per 
day when combined with dydrogesterone 
in a large observational study.26 The risk 
of VTE with use of oral oestrogen is further 
exacerbated by obesity, smoking, increas­
ing age, prior history of VTE or known 
thrombophilia.12 Haematology review and 
concurrent prophylactic anticoagulation 
therapy may be needed for a woman with 
a known thrombophilia or prior VTE, if 
MHT is considered necessary for symptom 
control and quality of life in the setting of  

inadequate response to nonhormonal 
therapies.

Tibolone is not prothrombotic and does 
not increase breast density. When used at 
a dose of 1.25  mg/day (or half of the avail­
able 2.5 mg tablet daily), it improves bone 
density and reduces fracture risk in women 
with osteoporosis. In a clinical trial of more 
than 4500 women, tibolone was associated 
with a 68% lower risk of breast cancer, but 
a small increase in the risk of ischaemic 
stroke (1% vs 0.5% in the placebo group), 
in women with a mean age of 68 years.32

Potential contraindications to MHT 
use are summarised in Box 1. This list is 
divided into strong contraindications, 
where MHT should generally not be pre­
scribed except for exceptional or rare 
circumstances, and relative contraindica­
tions, where the balance of benefit to risk 
for individual patients needs to be con­
sidered before prescribing.

In 2012, it was proposed that ‘systemic 
hormone therapy is an acceptable option 
for relatively young (up to age 59 or within 
10 years of menopause) and healthy 
women who are bothered by moderate- 
to-severe  menopausal symptoms’.33 How­
ever, this was not stating that MHT should 
not be initiated outside of these limits. A 
recent review of the prescribing of MHT 
to symptomatic women 10 years past 
menopause or over the age of 59 years 
concluded that, ‘Rather than this strong 
chronological focus, individual risk factors 
should be the primary consideration when 
discussing the benefits and risks of initi­
ating MHT with each woman’.34

Duration of MHT
There is no mandatory age for cessation of 
MHT. Shared decision-making between 
each patient and her treating clinician, dur­
ing six- to 12-monthly reviews, should be 
based on the ongoing need for VMS control 
and the development of any new risk factors 
or contraindications. If possible, dose reduc­
tion should be considered with increasing 
age, as well as a switch to transdermal 
oestradiol, if not done previously, to reduce 
VTE risk. If the decision is made to cease 

MHT, there is no clear benefit to either 
gradual weaning or immediate cessation. 
However, given the prevalence of persistent 
VMS in more than 40% of women aged 60 
to 65 years, women need to be aware that 
symptoms may return, possibly requiring 
reintroduction of treatment.35 Therefore, a 
gradual reduction in oestradiol dose, which 
may take months or years, may be better 
tolerated. Low-dose vaginal oestrogen can 
be used at any age and continued long term 
for women with persistent genitourinary 
symptoms.35,10,11,13,24

Conclusion
Access to MHT is essential to optimise 
women’s health and wellbeing during peri­
menopause and beyond. Prescription of 
either an oestrogen and progestogen, or of 
tibolone, can provide the most benefit for 
symptom management, with a low abso­
lute risk of potential harm. Individualised 
risks and benefits need to be discussed in 
a shared treatment model between patient 
and clinician, so as to agree on the most 
appropriate treatment regimen and achieve 
the best outcome for each woman. �   MT
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2. LOCAL VAGINAL THERAPIES FOR 
GENITOURINARY SYMPTOMS

•	 Oestriol cream or ovules – applied 
nightly for the first two weeks, then two 
to three times a week ongoing

•	 Oestradiol vaginal tablets – inserted 
nightly for the first two weeks, then two 
to three times a week ongoing

•	 Dehydroepiandrosterone ovule – 
inserted nightly (indicated for 
moderate-to-severe dyspareunia)
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