
A new menopausal hormone therapy preparation 
containing estradiol combined with micronised 
progesterone is now available in Australia. The oral 
preparation is indicated for use during continuous 
combined hormone replacement therapy for oestrogen 
deficiency symptoms in postmenopausal women 
with an intact uterus and with at least 12 months 
since last menses.

On average, a 51-year-old woman in Australia can expect 
to live for another 32 years. This means that postmeno-
pause will comprise around one-third of a woman’s life. 

Up to 80% of women will experience troublesome menopausal 
symptoms for at least some of that time.1 It is important that 
women have access to a range of therapeutic options for meno-
pausal symptoms so that treatment can be tailored to their 
individual needs and preferences. 

A new combined oral preparation, containing 17β-estradiol 
(E2) 1 mg (as hemihydrate) and micronised progesterone (P4) 
100 mg, offers an additional option for women considering 
menopausal hormone therapy (MHT) in Australia. At the time 
of writing, the preparation is not PBS subsidised and costs about 
$52 per month at discount pharmacies. 

More about estradiol and micronised progesterone  
The Women’s Health Initiative trial in 2002 identified potential 
risks for women using an MHT preparation that combined 
conjugated equine estrogen with medroxyprogesterone acetate, 
a synthetic progestogen.2 Subsequently, there was an increasing 
demand for MHT that used more ‘natural’ hormones (i.e. bioiden-
tical hormone therapy), since many women believed that these 
might be a safer option, although this belief was not based on 
firm evidence.3-5 This resulted in the widespread use of com-
pounded bioidentical hormone therapy in many countries despite 
a lack of efficacy and safety data. It was not until the commercial 
manufacture of E2 and P4 combinations that clinical trials 
provided efficacy and safety data, which are a prerequisite to 
registration by drug regulatory bodies. 

Components of the preparation
Estradiol
The E2 used in this preparation is chemically identical to that 
produced by the ovaries during the reproductive years. Most 
MHT preparations (both oral and transdermal) available in 
Australia use E2 as their oestrogen component. The E2 1 mg 
contained in this preparation places it within the category of 
low-dose MHT preparations.6 

The oestrogen component of MHT alleviates the symptoms 
of oestrogen deficiency, such as hot flushes and night sweats. 
However, women with an intact uterus also require the addition 
of an adequate dose of a progestogen to reduce the risk of endo-
metrial hyperplasia. 

Micronised progesterone
P4, the hormone produced by the corpus luteum during the 
reproductive years, is poorly absorbed when administered orally 
and must be micronised to increase its absorption. Although 
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most combined oral MHT preparations 
available in Australia contain a synthetic 
progestogen, oral micronised P4 has been 
available since the 1980s in Europe, where 
it was often paired with transdermal 
estrogen. Several longitudinal French 
studies suggest that micronised P4 may 
be associated with a lower risk of breast 
cancer than synthetic progestogens when 
used in combined MHT.7,8 A micronised 
P4 capsule has been marketed in Australia 
for several years, both as a standalone 
product and in combination with an 
estrogen gel. 

Combining E2 and micronised P4 in 
a single capsule to produce an effective 
MHT preparation is technically chall
enging because of differences in their 
structure and solubility. This new prepa-
ration of E2 1 mg with micronised P4 
100 mg is the first to combine the two. 
Suspension of both components in a lipid 
carrier ensures that they are readily 
absorbed and reach steady-state plasma 
concentration within seven days of initial 
oral administration.9 

Efficacy for the relief of 
menopausal symptoms
The information on the effectiveness 
of this MHT preparation for the control 
of menopausal symptoms comes largely 
from the REPLENISH trial.10 In this 
52-week multicentre phase 3 trial, post-
menopausal women with an intact uterus 
were randomised to receive E2 and P4 in 
one of four different dose combinations 
(n = 1684) or placebo (n = 151). The age 
range of the women in the trial was 40 
to 60 years, with a mean age of 55 years.

A substudy was also conducted within 
the larger trial. This included 726 women 
experiencing moderate to severe hot 
flushes (seven or more per day, or 50 or 
more per week) to observe the effect of 
the various doses of E2 and P4 on vaso-
motor symptoms over a 12-week period. 
The highest dose combination used in 
the trial, E2 1 mg and micronised P4 
100 mg, was found to be more effective at 
reducing the frequency and severity of 

moderate to severe vasomotor symptoms 
than lower doses or placebo. This result 
was significant by week three and 
maintained throughout the 12-week 
substudy.10 

The Menopause-Specific Quality of 
Life questionnaire is a validated self-
administered questionnaire often used 
to  measure global improvement in 
menopause-related trials.11 Based on the 
findings of this questionnaire, women in 
the REPLENISH trial receiving active 
treatment showed improvements in 
vasomotor symptoms, as well as in other 
psychosocial, physical and sexual 
domains.12 

An interesting finding of the REPLEN-
ISH trial was the effect that the prepar
ation had on sleep.10 Sleep disturbance 
is  a common menopausal symptom, 
causing difficulties in initiating and 
maintaining sleep and more frequent 
nocturnal and early-morning awaken-
ing.13 A lack of good-quality sleep is also 
linked to other common menopausal 
symptoms, such as mood disturbance 
and reduced concentration.14 

The women receiving active treatment 
in the REPLENISH trial showed signifi-
cant improvements in the validated Med-
ical Outcomes Study Sleep Scale Survey 
scores.15 An improvement in total scores 
was noted from baseline through to 
week 12, and these improvements were 
sustained until the end of the trial.10 It is 
likely that these improvements in sleep 
measures resulted primarily from the 
reduction in the frequency and severity 
of nocturnal vasomotor symptoms, but 
P4 might have also had a direct effect, as 
observed in other studies.16,17 As such, 
MHT preparations containing micronised 
P4 should be taken at night. 

Safety and tolerability
Side effects
The most common side effects reported 
by the women taking E2 1 mg and 
micronised P4 100 mg in the REPLEN-
ISH trial were breast tenderness (10.4%), 
headache (3.4%), nausea (2.2%), pelvic 

pain (3.1%), vaginal haemorrhage (3.4%) 
and vaginal discharge (3.4%).18 These 
findings are comparable to the range and 
incidence of side effects seen in other 
MHT trials.

Metabolic effects
No clinically significant changes in lipid 
or glucose parameters were observed over 
the course of the REPLENISH trial in the 
women receiving active treatment and 
between baseline and month 12. No clin-
ically meaningful changes in body weight 
and systolic or diastolic blood pressure 
were observed.10 

Endometrial hyperplasia
To ensure that the various doses of E2 and 
P4 provided adequate endometrial pro-
tection, women in the REPLENISH trial 
underwent endometrial biopsies at base-
line and at month 12 (or alternatively at 
early trial discontinuation). No cases of 
endometrial cancer were reported during 
the trial. One case of simple endometrial 
hyperplasia (without atypia) was detected 
in a woman who received E2 1 mg and P4 
100 mg (n = 1/268, 0.37%; two-sided 95% 
confidence interval, 1.83%).10,19 This is 
consistent with the background incidence 
of up to 1% associated with endometrial 
hyperplasia seen in postmenopausal 
women of this age in the USA.10,19 

Four cases of disordered proliferative 
endometrium that did not fulfil the 
criteria of hyperplasia were reported 
among women taking the E2 1 mg and 
P4 100 mg combination.10

Bleeding control
Bleeding and spotting were reported by 
30% of women in the REPLENISH trial 
receiving E2 1 mg and P4 100 mg during 
the first three months of treatment. At 
months 10 to 12, 83% of these women 
reported amenorrhoea.10

Stroke, coronary heart disease and 
deep vein thrombosis 
No cases of stroke were reported in the 
REPLENISH trial.20 Two coronary heart 
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disease events were observed in women 
receiving active treatment during the 
12-month trial period; this rate (2/1684) is 
marginally lower than the expected annual 
rate of two to three per 1000 in women in 
the USA of this age.20,21 No clinically mean-
ingful changes in coagulation parameters 
were observed in the women receiving 
active treatment. The observed rate of deep 
vein thrombosis (DVT) of 1/1684 was 
lower than the expected annual rate of 
1.7/1000 reported for women of a similar 
age in the USA.20,22 

Breast cancer
Over the 12 months of the REPLENISH 
trial, six women (0.36%) receiving active 
treatment had a diagnosis of breast cancer.23 
The annual incidence rate for breast 
cancer in the USA in women aged 50 to 
60 years is 0.25%, which is comparable 
to the rate of breast cancer in the REPLEN-
ISH trial.24 

Practical considerations
Women considering systemic MHT have 
the choice of receiving an oral or a trans-
dermal preparation. Transdermal delivery 
of MHT has been increasingly considered 
first-line because it may be associated with 
a lower incidence of serious adverse 
events.25 However, transdermal delivery 
is not without side effects, and some 
women simply prefer oral therapy to 
transdermal therapy. 

The baseline risk for severe adverse 
events, such as DVT and stroke, in women 
taking an oral estrogen is very low in 
young, otherwise healthy, postmenopau-
sal women. The micronised P4 used in 
this E2 1 mg and micronised P4 100 mg 
preparation may confer some benefits over 
other oral MHT preparations in terms of 
reduced effects on mood and beneficial 
effects on sleep quality.26   

The specific contraindications and 
precautions of oral menopausal hormone 

therapy are listed in the Box. An indi-
vidualised risk–benefit analysis should 
be undertaken for women with condi-
tions listed as precautions. Transdermal 
estrogens are a safer choice for women 
who have risk factors for cardiovascular 
disease or DVT (e.g. history of provoked 
DVT, being overweight, presence of 
migraines).  

Drug interactions 
No formal drug interaction studies have 
been conducted with the E2 1 mg and 
micronised P4 100 mg preparation. For 
an extensive list of potential interactions 
of this preparation, clinicians should 
consult its Product Information.

Both oestrogens and progestogens are 
partly metabolised in the liver by the 
CYP3A4 enzymes in the cytochrome P450 
pathway. Inducers of CYP3A4, such as 
St John’s wort (Hypericum perforatum) and 
most antiepileptic and all antituberculosis 
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medications, may lower plasma concen-
trations of oestrogens and progestogens.27 
This may then reduce symptom control 
and increase irregular uterine bleeding. 
Inhibitors of CYP3A4, such as erythro-
mycin, clarithromycin, ketoconazole 
and itraconazole may increase plasma 
concentrations of oestrogens and pro
gestogens, potentially increasing the 
incidence of side effects, such as breast 
tenderness.28 

Oral estrogens are associated with an 
increased production of sex hormone- 
binding globulin in the liver, resulting in 
lower free testosterone levels. Although the 
impacts of this on libido, sexual function 
and wellbeing for most postmenopausal 
women remain uncertain, the use of trans-
dermal estrogen is preferred in women who 
take exogenous testosterone therapy to 
improve sexual dysfunction.29  

Oral estrogens also increase thyroxine- 
binding globulin levels more than trans-
dermal preparations, which results in 
lower bioavailable thyroxine levels. 
Therefore, in women receiving thyroid 
hormone replacement therapy, the use of 
an oral MHT preparation may increase 
thyroid hormone dose requirements.30

Practice points
The E2 1 mg and micronised P4 100 mg 
preparation is available in a blister pack 
containing 30 same-dose capsules, one 
to be taken each day. This continuous 
combined MHT preparation is indicated 
for oestrogen deficiency symptoms in 
postmenopausal women with an intact 
uterus who are at least 12 months since 
their last menses.27 As with all systemic 
MHT preparations, it is recommended 
that therapy be initiated before the age of 
60 years or within 10 years of the last 
menstrual period. 

In the first 12 months after menopause, 
cyclical MHT preparations are indicated 
because the rates of irregular bleeding are 
unacceptably high in women who start 
continuous therapy. If a woman has had 
surgically induced menopause, or if she 
has previously used another continuous 
combined preparation, she may start taking 
E2 1 mg and micronised P4 100 mg at any 
time.  Women taking a cyclical preparation 
should complete their current 28-day pack 
and then change to the E2  1 mg and 
micronised P4 100 mg preparation.27 

The preparation should be taken in the 
evening to optimise the sleep benefits.27 
Taking it with food enhances absorption.27 
If a dose is missed, it should be taken as 
soon as possible, as erratic dosing increases 

the risk of irregular bleeding.27

The suitability of any MHT preparation 
should be evaluated initially at three 
months and then at least annually. At each 
review visit, attention should be paid to 
the risk–benefit analysis of continued 
MHT therapy and to the patient’s needs 
and preferences. There is no absolute limit 
to the time that MHT can be prescribed, 
although clinical experience in treating 
women over the age of 65 years with E2 
1 mg and micronised P4 100 mg is 
limited.

Conclusion
A new oral E2 1 mg and micronised P4 
100 mg MHT preparation is now available 
in Australia, widening the range of 
options for women who prefer an oral 
MHT preparation and increasing the 
possibility for women to choose a pre
paration that suits them best. It has an 
acceptable safety profile, but clinicians 
should remain mindful of the contra
indications and risks associated with all 
MHT preparations.�   MT
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CONTRAINDICATIONS AND 
PRECAUTIONS FOR ORAL MENOPAUSAL 
HORMONE THERAPY

Contraindications 

•	 Known, previous or suspected breast 
cancer 

•	 Known or suspected oestrogen-
dependent malignant tumours 
(e.g. endometrial cancer)

•	 Undiagnosed vaginal bleeding

•	 Untreated endometrial hyperplasia

•	 Previous or current venous 
thromboembolism

•	 Known thrombophilic disorders

•	 Active or recent arterial 
thromboembolic disease (e.g. angina, 
myocardial infarction)

•	 Acute liver disease or persistent 
abnormal liver function test results

•	 Porphyria

Precautions

•	 Leiomyoma or endometriosis

•	 Risk factors for thromboembolic 
disorders (e.g. obesity, increasing age, 
family history)

•	 Risk factors for oestrogen-dependent 
tumours (e.g. breast cancer in a 
first-degree relative)

•	 Uncontrolled hypertension

•	 Liver disorders (e.g. liver adenoma)

•	 Diabetes with or without vascular 
involvement

•	 Presence of gallstones

•	 Migraine or severe headache

•	 Systemic lupus erythematosus

•	 History of endometrial hyperplasia

•	 Otosclerosis
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For our special subscription rates for 
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