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Therapeutic choices for menopausal symptoms

Key messages •	 Discuss a woman’s goals and concerns about menopause  
and her treatment preferences

•	 Oestrogen with or without progestogen is the most effective 
treatment for women with menopausal symptoms

•	 Consider potential benefits and harms and assess cardiovascular risk

•	 Tailor the dose and duration of therapy according to individual 
symptoms and existing risks

•	 Inform women about the limited efficacy and safety data  
on complementary and alternative medicines

Discuss a woman’s treatment goals and concerns about menopause 

Oestrogen with or without progestogen is the most effective treatment

Enquire about each woman’s particular goals 
or concerns about menopause and her attitude 
towards taking HRT and other therapies

Oestrogen-based hormone replacement therapy 
(HRT) has benefits and harms that vary significantly 
from woman to woman. Providing personalised 
information can help women to make  
informed choices.

Individualise the decision to use HRT based on:

•	 symptom severity 

•	 age and background risk (e.g. cardiovascular, 
venous thromboembolism [VTE], stroke,  
breast cancer) 

•	 years since menopause at treatment initiation
•	 type of therapy (oestrogen only or combined 

oestrogen plus progestogen)
•	 dose
•	 route of administration
•	 duration of therapy
•	 personal choice.

HRT decreases hot flushes by about 18 
episodes per week more than placebo1

The primary indication for systemic HRT is to 
reduce moderate to severe menopausal symptoms, 
including hot flushes, night sweats, urogenital 
symptoms, sexual problems and, with oestrogen 
plus progestogen, arthralgia.2,3 

Oestrogen-based HRT reduces fracture risk and helps 
to maintain bone density2, but other agents are first 
line for preventing fractures in women at high risk.4

Consider intravaginal oestrogens  
for predominantly vaginal symptoms

Women who have moderate to severe, 
predominantly vaginal symptoms and who do not 
respond to non-hormonal lubricants and moisturisers 
may wish to consider local intravaginal oestrogens 
instead of other forms of HRT.5 Symptoms can take 
4–6 weeks to improve, or longer for dyspareunia.2,5 
Low dose vaginal oestrogen does not reduce 
vasomotor symptoms or fracture risk.5 

Vaginal oestrogens are considered safer than oral, 
transdermal or implant HRT because there is little 
systemic absorption.2,5 Rarely, breast tenderness may 
indicate systemic absorption and possible overdosing.5 
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Consider potential benefits and harms and assess cardiovascular risk

Table 1. Evidence from the Women’s Health Initiative study on harms of oestrogen with  
or without progestogen12*

Harms Oestrogen + progestogen  
(compared with placebo)

Oestrogen alone  
(compared with placebo)

Hazard ratio  
(95% confidence 
interval)

Absolute risk 
difference per 10 000 
patient–years†

Hazard ratio  
(95% confidence 
interval)

Absolute risk 
difference per 10 000 
patient–years

Venous 
thromboembolism (VTE)‡

2.06 (1.57 to 2.70) +18 1.32 (0.99 to 1.75) +8

Stroke 1.31 (1.02 to 1.68) +8 1.37 (1.09 to 1.73) +12

Coronary heart disease 1.24 (1.00 to 1.54) +6 0.95 (0.79 to 1.15)

Breast cancer 1.24 (1.01 to 1.54) +8 0.80 (0.62 to 1.04)

Endometrial cancer 0.81 (0.48 to 1.36) N/A	

* �Based on an average follow up of 5.6 years for oestrogen plus progestogen and 7.1 years for oestrogen alone. Women started therapy at an average age 
63–64 and 13–14 years post menopause.

† �Absolute risk difference estimates indicate the number of extra cases per 10 000 women on treatment for 1 year, compared with women who took a placebo.

‡ Observational data suggest a lower VTE risk with transdermal compared to oral HRT, however, long-term randomised trials have not been conducted.6  

Provide written information to assist  
in decision-making

Written information can help women understand 
the range of potential benefits and harms, and to 
decide whether to try HRT.

The NHMRC booklet Hormone replacement 
therapy: exploring the options for women  
is intended to help women make decisions about 
HRT and also includes some information about 
complementary and alternative medicines  
(available at www.nhmrc.gov.au/publications 
/synopses/wh35syn.htm).

Bear in mind that risks may be calculated  
and reported in different ways.

The absolute risks of HRT may increase with age

The major harms of oestrogen with or without 
progestogen found in the Women’s Health Initiative 
(WHI) study are summarised in Table 1.

As women age, their background risk of some 
events will increase and the balance of risks and 
benefits may change. Many non-smoking women 
in their 50s taking HRT are likely to experience 
only small absolute increases in risk, because  
of their low background risk.6

Unlike other risks that may increase over time,  
the risk of VTE is greatest in the first 1–2 years  
of use after which it remains relatively constant.6 

Breast cancer risk increases with the duration of 
combined oestrogen and progestogen therapy

Oestrogen plus progestogen: Breast cancer 
risk was increased with 5 years of oestrogen plus 
progestogen HRT.7,8 Breast cancer risk increases 
with duration of therapy and declines within a few 
years of stopping.6,7,9 

Oestrogen alone: There was no increase in breast 
cancer risk with up to 7 years of oestrogen-only 
HRT in women without a uterus.10 

Both combined and oestrogen-only HRT increase 
the proportion of abnormal mammograms.7,10  
This can cause concern even when breast cancer  
is not diagnosed. 

Assess cardiovascular risk when initiating 
therapy in women over 60 years

In women in their 60s or older, coronary heart 
disease (CHD) risk may be elevated from the first 
year after starting oestrogen with progestogen 
therapy.8 Starting oestrogen-based HRT several 
years after menopause may have a greater vascular 
risk, while women closer to menopause may 
benefit.6,11 However, this ‘timing hypothesis’ remains 
speculative.6 Time since menopause is not thought 
to affect stroke, VTE or cancer risk.

See NPS News 64 for:

•	 a description of the Women’s Health Initiative trial and its findings
•	 further details of the data on breast cancer risk
•	 an insert covering the claims and uncertainties about ‘bioidentical’ hormone therapy
•	 a tabular summary of evidence for efficacy and safety of complementary medicines for menopausal symptoms.
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Tailor the dose and duration of therapy according to individual 
symptoms and existing risks

Start with a low dose

Breast tenderness and vaginal bleeding are very 
common with medium-dose oestrogen with 
progestogen.3 Low and ultra-low doses reduce 
vasomotor symptoms, with fewer short-term 
adverse effects.11 Oestrogen without progestogen 
should only be prescribed to women who have  
had a hysterectomy.

It may take 2–3 visits over the first 6 months  
to tailor the dose, route and regimen to suit the 
individual. Inform women that adverse effects may 
resolve after 3 months or so of treatment or after 
adjusting therapy.13

See www.nps.org.au/tools for a table of HRT 
products and regimens.

A risk-free treatment interval has not  
been identified

Determine the appropriate length of therapy 
individually. There are insufficient data to estimate 
how long oestrogen with progestogen can be 

taken before risk of breast cancer increases and 
general recommendations about the appropriate 
length of therapy cannot be made.6,14

Review any change in the woman’s risk profile 
annually and consider if therapy is still needed6

Small, unblinded trials suggest little difference 
in rebound symptoms between gradually and 
abruptly stopping HRT.15,16 Some guidelines suggest 
gradually tapering the dose in equal steps over 
6 weeks for women whose symptoms were mild 
initially, and up to 6 months gradual reduction  
for those with initially severe symptoms.11

Menopausal symptoms may recur in 30% to 50% 
of women after stopping HRT.14,17 If symptoms 
return persistently, review the risks and benefits 
before prescribing a further course. Vasomotor 
symptoms mostly need 2–3 years of treatment,  
but some women may need longer.13

Other pharmacological treatment options

Bioidentical hormone therapy has no evidence 
of efficacy and may be harmful

The safety and efficacy of compounded hormone 
products — often marketed as ‘bioidentical’, 
‘customised’ or ‘natural’ therapy — have not been 
evaluated in randomised trials. Claims of superior 
safety are based on animal studies and trials with 
oestriol using inadequate doses.18 Compounded 
products are not subject to the same Therapeutic 
Goods Administration regulation as conventional 
prescription medicines, and there are medico-legal 
concerns about prescribing them.

Any oestrogenic compound with similar benefits 
to oestrogen-based HRT is likely to have the same 
risks. In addition, these formulations may contain 
too little progestogen to offer adequate endometrial 
protection; there have been 3 reported cases of 
endometrial cancer in women taking bioidentical 
hormones for several years.19,20 Furthermore, 
testosterone and DHEA ‘bioidenticals’ may result  
in undesirably high levels of testosterone.21

Low-dose oral contraceptives are sometimes 
suggested for menopausal symptoms in non-smoking 
women requiring contraception. Although there 
is little evidence, combined oral contraceptives are 
likely to have at least similar risks to oral hormone 
replacement therapy.22

Tibolone may be as effective as oestrogen 
with progestogen for vasomotor symptoms23

Tibolone also improves vaginal dryness and libido, 
and reduces fracture risk.23,24

Avoid tibolone in older women and those at 
increased risk of stroke.25 In one placebo-controlled 
trial with older women, tibolone increased stroke 
risk, but not in another trial with younger women.24,26 
There is insufficient evidence to determine if tibolone 
is safer than oestrogen-based HRT. Tibolone may  
be unsuitable in perimenopausal women because  
it increases breakthrough bleeding.11 

Selective serotonin reuptake inhibitors  
(SSRIs) are an option in breast cancer–related 
hot flushes11

Trials of SSRIs and venlafaxine for hot flushes  
in menopausal women and women with breast 
cancer have had mixed results.27 Trials in women 
who had breast cancer treated with selective 
oestrogen receptor modulators were more likely  
to show a benefit.23,27
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evidence. Any treatment decisions based on this information should be made in the context of the clinical 
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Inform patients about the limited efficacy and safety data  
on complementary and alternative medicines
Complementary medicines are widely used, 
but evidence is lacking

Most complementary medicines have little evidence 
of efficacy and poor quality safety data. Anecdotal 
evidence is particularly unreliable, as hot flushes 
improve by up to 60% with placebo, partly due  
to natural fluctuation in symptoms.1

The data for red clover, soy isoflavones and black 
cohosh do not support a significant treatment 
effect. The benefits found in some trials were 
mostly not clinically significant.28–30 

Adverse events have occurred with some 
complementary medicines

The sheer size of the WHI study (over 26 000 
women) allowed very small risks to be identified. 

There are no equivalent data for HRT alternatives 
and therefore their relative safety is uncertain.

Hepatotoxicity has been reported for black cohosh, 
with cases needing liver transplantation.31 One 
5-year study of a high dose soy isoflavone extract  
in older women found a 3% increase in endometrial 
hyperplasia.32 However, other short-term studies 
of soy isoflavones, black cohosh or red clover have 
not found adverse effects on the endometrium or 
breast density when these were assessed.30,33 There 
are few safety data for dong quai, chasteberry or 
wild yam.34

Natural ‘progesterone’ creams lack proven  
efficacy and may not protect the endometrium 
sufficiently when used in combination with 
oestrogenic therapies.


