Menopause and HRT
Department of Obstetrics and Gynaecology
University Hospital of Wishaw, Lanarkshire

v Menopause-Permanent cessation of menses. Retrospective diagnosis after 12 consecutive
months of amenorrhoea.
v Perimenopause is the stage from the beginning of these menopausal symptoms (irregular
menses, vasomotor symptoms) to the menopause (12 months after the last period).
v Early menopause is menopause occurring before age 45 yrs (but after age 40 yrs)
v Premature Menopause or ovarian failure – about 1%-menopause occurring before age 40
yrs (follow POF guidelines)
Pre-menopause

Peri-menopause (menopause
transition + menopause)

Post-menopause

v Average age of natural menopause in the UK is 51 yrs. It can vary.
v Symptomatic women with cycle irregularity can be clinically diagnosed as entering the
menopausal transition. Hypothyroidism or depression may occur in concert during the
menopausal transition and should be excluded.
v Testing for a raised serum FSH/LH is not recommended above 45 years of age as the levels
are fluctuating and not diagnostic.
v For women <45 yrs, two levels of serum FSH are obtained 6-8 weeks apart. If the woman
is still menstruating then the first FSH value should be obtained day 1-5 of the menstrual
cycle.
v The diagnosis of menopause can guide the need for contraception. HRT is not
contraceptive. Contraception is required for 1 yr after last menstrual period for women
>50yrs and 2 yrs for women<50 yrs.

Repeat FSH in
6-8 weeks
FSH >30
Repeat value >30diagnosis of
menopause

Age <45 yrs
not on COCP/ high
dose progesterone
menopausal symptoms

FSH <30

Not menopausal,
continue
contraception
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Symptoms of menopause
v About 75-80% of the women will have menopausal symptoms and 25% of these women
would find the symptoms severe / affecting quality of life.
v Milder symptoms can respond to lifestyle changes such as weight reduction, exercise,
smoking cessation, reducing caffeine and alcohol intake thus not needing medical
treatment.
v Severe or persistent symptoms warrant consideration for HRT. Symptoms could be
classified as acute, medium and longlasting

acute

medium

longlasting

vasomotor symptoms- hot
flushes and night sweats

urogenital atrophy- vaginal
dryness, difficulty in intercourse,
urinary infections/urgency

Cardiovascular risk

mood swings, irritabilty,
emotional lability, insomnia,
inability to concentrate

joint pain, headaches, hair
loss, brittle nails, dry skin

osteoporosis

There is however evidence to suggest that they may not follow a set time course.

v Offer HRT/non HRT
alternatives (isoflavines, black
cohosh etc for self-purchase)

v Offer HRT/ CBT
v Rule out hypothyroidism,
depression

v Do NOT offer SSRIs, SNRIs,
clonidine as first line

v Vaginal estrogens
(even if on systemic
HRT, 1:5 will need both)

Vasomotor
symptoms

Psychological
symptoms

Urogenital
atrophy

Altered sexual
function

v Offer HRT with
or without
testosterone

v Progesterone is not needed
for endometrial protection.
v Can use vaginal lubricants/
moisturisers
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ASK

- Risks and benefits of HRT
- Lifestyle modifications
- Non-hormonal
alternatives (limited
data and benefit)
- Routes and types of HRT

ARRANGE

ASSESS

- Gynaecological and smear
history
- Family and personal history
of malignancy
- Risk of VTE/CVD/
osteoporosis
- Nature and severity of
menopausal symptoms
- Need for contraception
- Indications for transdermal
HRT as first choice
BMI, BP, migraines, other
drugs interaction

ADVISE

Prescribing HRT
- Serum FSH two values 6-8
weeks apart if < 45 yrs
- Specialist review if
concerns about safety of
HRT
- Urgent review if suspicion
of cancer (abnormal
bleeding, new breast
lump)
- Follow up in 3 months if
started HRT

Need for specialist advice if:
- Persistent treatment problems e.g. side effects, lack of efficacy,
testosterone supplementation
- Bleeding problems despite following changes in bleeding
management section (Pg10)
- Premature ovarian failure
- Concerns about safety of HRT

Indications of HRT:

Contraindications of HRT:

v Intractable menopausal
symptoms not responding to
lifestyle modification
v Add back therapy with GnRH
analogues
v Premature menopause- till
natural age of menopause
v Patient choice, QOL

v Active breast cancer or
endometrial cancer, liver
disease
v Myocardial Infarct/ CVD
v Active thromboembolism
v Pregnancy, porphyria
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Indications for Transdermal Therapy
v
v
v
v
v
v
v
v
v

Individual preference
Poor symptom control with oral
GI disorder affecting oral absorption
Previous or family history of VTE
BMI >30
Variable blood pressure control
Migraine
Current use of hepatic inducing enzymes medication
Gall bladder disease

General Prescribing Information
v
v
v
v

v
v

The dose, regimen and duration of HRT need to be individualised (there is no max duration).
As women get older, generally lower oestrogen doses are sufficient for symptom control. The lowest
effective dose should be used.
Addition of a progestogen is required for protection against endometrial cancer in women with an intact
uterus, including those with endometrial ablation.
It is recommended to start women at the beginning of the menopause on sequential therapy and convert
to the continuous method
o 1 year past the menopause,
o or when 54 years of age, as almost 80% of women will be postmenopausal at this age
o or it has been at least two years since their last menstrual period if they had a
premature menopause
Young women often need higher doses of HRT for symptom control (oral oestradiol 3-4mg or transdermal
75-100mcg patches) and to ensure bone and other long term protection.
HRT should not be used first line in asymptomatic postmenopausal women for primary prevention of
osteoporosis or Coronary Heart Disease.

Special Considerations
There are some conditions in which systemic HRT could be only given with caution and after considering
getting specialist advice:
v
v
v
v
v
v
v

v
v

Angina: For women with h/o angina consider non-hormonal therapies initially; Transdermal HRT may
be considered after specialist advice; possible increased risk of MI in the 1st year of HRT use; use tools to
assess cardiovascular risks
Diabetes: low dose oestrogen and transdermal preparation preferred
Thyroid disease: patients on thyroxine should have their TFT rechecked 3 months after starting or stopping
HRT to see if dose needs adjusting as HRT affects the thyroid-binding globulin and therefore might
decrease free thyroxine; transdermal HRT preferred.
VTE, thrombophilia or conditions with increased VTE risk (e.g. SLE): consider non-hormonal therapies
initially; transdermal HRT may be considered after specialist advice. Family history of VTE: if HRT is used
transdermal route is preferred; consider specialist advice (menopause team/haematologist).
Endometriosis: If HRT started after hysterectomy for endometriosis choice of HRT used should be
influenced by extent of endometriosis and continuous combined HRT (at least for the first year postop)
might be indicated (discuss with surgeon)
Sub-total Hysterectomy- Post sub-total hysterectomy– you can give three months of sequential HRT and if
no bleeding you can change to oestrogen only HRT (take advice from surgeon) but if any concern about
residual endometrium use continuous combined preparation.
Endometrial ablation- Women who have undergone an endometrial ablation or resection for heavy
menstrual bleeding are treated like women with an intact uterus, even if not having any period since
the operation (in which case a continuous combined preparation might be tried, irrespective of her
menopausal status). A Mirena® IUS is usually contraindicated in these women.
Fibroids: size of fibroids may rarely increase with estrogen in HRT though not common and it is safe to
prescribe. Women who have had uterine artery embolization can safely take HRT.
Porphyria- HRT and even some of the non- HRT alternatives would be contra-indicated.

Narang, H., Jain, S., Maroni, K., Miller, P. & Ritchie, R. (2020) Menopause and HRT (Common gynaecological conditions leading to referral). Available at: NHSL
Guidelines (Accessed 29.06.2021). | Version 1.0 | August 2020

4

Risks counselling for HRT
The risk of HRT is affected by the type, route and duration of use. Continuous progestogens are better for
endometrial protection
v

Venous thromboembolism (VTE)
o
o
o
o

v

Cardiovascular disease (CVD) and Stroke
o
o
o
o
o
o

v

HRT does not increase CVD if started under 60 years or increase risk of dying of CVD.
The presence of CVD risk factors is not a contraindication to HRT if they are optimally managed.
The risk of coronary heart disease and stroke for women around menopause varies according to her
risk factors.
Oestrogen-alone HRT does not increase risk of coronary heart disease.
HRT with oestrogen and progestogen is associated with little or no increased risk of coronary
heart disease.
Oral, not transdermal oestrogen is associated with a small increased risk of stroke but in women <60
years the risk is very low. The risk is less likely to be increased if commenced under the age of 60,
or within 10 years of the onset of the menopause. Transdermal HRT may be preferable in those with
stroke or other CVD risk factors. Micronised progesterone (Utrogestan®-not SMC approved as yet)
and dydrogesterone (Femoston® products) may be associated with a lower risk of stroke and CVD.

Diabetes
o
o
o

v

The risk of VTE is increased by oral HRT, particularly in the first year of use.
The risk associated with transdermal HRT with standard doses is no greater than baseline
population risk.
Consider transdermal HRT if woman has VTE risk factors including BMI>30.
If high risk of VTE including family history consider referring to specialist service.

HRT is not associated with an increased risk of developing type 2 diabetes.
HRT is not generally associated with adverse effect on blood glucose in women with
type 2 diabetes.
Consider HRT in women with type 2 diabetes after considering comorbidities and/or seeking
specialist advice.

Breast cancer
o
o
o

Oestrogen-only HRT is associated with little or no increased risk of breast cancer.
Oestrogen and progestogen HRT can be associated with an increased risk of breast cancer,
generally the risk is considered low. Micronized progesterone (Utrogestan®) and dydrogesterone
may be associated with lower risk of invasive breast cancer.
Any increase in risk is related to duration of HRT and reduces after stopping
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The risks highlighted below are mainly applicable to women aged over 50 and should not be extrapolated to
women with premature ovarian insufficiency (POI) or early menopause in which the benefits of HRT usually
outweigh the risks until the age of a natural menopause.
TABLE-Number of cases of disease per 1000 women aged 50-59 over 7.5 years with or without systemic HRT

Prescribing HRT

The NHSL formulary can be accessed here - https://www.medednhsl.com/meded/NHSL_Formulary/index.asp
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Choosing Progesterone in HRT

Utrogestan® (micronised progesterone) is a bioidentical oral progestogen which has a reputation of less
progestogenic side effects and might have a lower VTE, CVD and breast cancer risk in comparison to Provera®
(medroxyprogesterone acetate-MDA) tablets. However, this progestogen is associated with less bleeding
control. The recommended dosage is 200 mg orally at night on day 15-26 of a 28-day cycle for sequential HRT
or 100 mg orally at night for continuous HRT (unlicensed). Utrogestan® is not recommended by the Scottish
Medicines Consortium (SMC).
Duavive® is a new type of HRT which pairs conjugated oestrogen (CE) with a selective oestrogen receptor
modulator (SERM) called bazedoxifene acetate. It does not contain a progestogen and is indicated for
postmenopausal women with a uterus who are intolerant of progestogens. Duavive® is not recommended
by the Scottish Medicines Consortium (SMC), due to non-submission and no longer available. Utrogestan,
Cyclogest (200/400mg pessaries) , crinone ( 8%) gel are other progesterone preparations available in
Lanarkshire formulary but are un-licenced for HRT use. Where a primary care prescriber is asked to take on the
prescribing, completion of a form C PC maybe requested to complete this.

MIRENA® IUS
v
v
v
v

Intra-uterine system (used in combination with oestrogen only HRT). No monthly bleeds.
Provides contraception. IUS only licensed for 4 years if used as part of HRT ( FRSH guidelines -5 years).
Jaydess®, Kyleena® are not licensed for endometrial protection.
Possibly reduced risk of endometrial cancer as with continuous combined HRT (ccHRT)
Breast cancer risk –insufficient data. Likely to be low.
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Testosterone and HRT
At present, there is no licensed product for women (available products are for licenced for men) as testosterone
patches and implants have been withdrawn for commercial reasons. NICE recommends testosterone
supplementation for menopausal women with low sexual desire when HRT alone is not effective. Patients
needing testosterone will need referral to secondary care. Transdermal testosterone in the form of gels can be
used in about one tenth of doses licensed for men could be used for women. Tostran® 2% is a gel in a pump
dispenser, and one measured pump (which contains 10 milligrams of testosterone) is usually used three times
a week. Testogel® is a 5 gm sachet containing 50 mg testosterone gel. A pea- size amount can be rubbed onto
lower abdomen and thighs. One sachet should last around 10 days. It can sometimes take a few months for the
full effects of testosterone to work; a 3-6 month trial is often recommended.

Gonadomimetics- e.g TIBOLONE/LIVIAL
v

Synthetic compound with oestrogenic, progestogenic and androgenic compounds.

v

No monthly bleeds, does not affect endometrium

v

Beneficial effect on libido.

v

Similar indications as continuous combined HRT (ccHRT), including ‘add-back HRT’ for women
on long term GnRH.

v

Unlike other ccHRT may not reduce the risk of endometrial cancer. Insufficient data.

v

Breast cancer risk comparable to oestrogen-only HRT and less than ccHRT

v

Ovarian cancer, venous thrombosis, and coronary heart disease risk –insufficient data.

v

Stroke: significantly increased risk about 2.2 times from first year of treatment: additional 9
cases per 1,000 age 50-59 years additional 20 cases per 1,000 age 60-69 years

Managing abnormal bleeding on HRT
Irregular bleeding during the first six months of HRT use is common and does not usually require referral for
investigation at this stage.
Combined continuous HRT use in premenopausal women is not dangerous but may lead to irregular bleeding
due to residual endogenous ovarian activity therefore a sequential preparation is more appropriate.
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Unscheduled
bleeding
withwith
hormone
replacement
Unscheduled
bleeding
hormone replacement
therapy therapy
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Referral to PMB clinic
The incidence of endometrial cancer in women with post-menopausal bleeding is approximately 10% up to
age 60 years.
The true incidence of endometrial cancer in women with unscheduled bleeding on combined HRT is unknown
but a cautious baseline estimate of 1% is assumed.
Indications for referral to specialist clinic to exclude endometrial pathology while on HRT:
v

Persistent unscheduled bleeding after the first six months of start or change of HRT

v

Any bleeding after amenorrhoea has been established in continuous combined therapy users or persisting
6 weeks after stopping.

v

Heavy or prolonged bleeding or bleeding associated with pain in sequential HRT users.

Side effects of HRT and how to manage them
v Up to 35 % of women discontinue HRT due to side effects. It is advised to persist taking it for 3 months as
most symptoms would resolve with continued use.
v Medical review is recommended after three months of start or change of HRT followed then by annually for
continued assessment of the risks benefits of continuing HR
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Non-Hormonal Alternatives
Lifestyle modifications like diet optimisation, exercise, reducing caffeine, alcohol helps with menopausal
symptoms and general wellbeing:
v

Not enough evidence to back efficacy and safety of soy, red clover & black cohosh; more trials are required.

v

Some herbal remedies, such as St John’s wort, interact with prescription medicines such as anticoagulants,
antihypertensives, antidepressants, antiepileptics and contraceptives with potentially serious
consequences. Phytoestrogens have shown some benefit but less than traditional HRT.

v

Complementary therapies such as Cognitive Behavioural Therapy, acupuncture, acupressure,
aromatherapy, Reiki, reflexology may benefit various symptoms associated with the menopause.

Selective serotonin and noradrenaline reuptake inhibitors (unlicensed for HRT use)
v

SSRIs (fluoxetine and paroxetine) and SNRIs (venlafaxine) can be effective in reducing hot flushes.
Fluoxetine/paroxetine are licensed for menopausal symptoms in women with breast cancer (except those
taking tamoxifen). Venlafaxine is not licensed for menopausal symptoms but this use is recognised in
various guidelines.

v

Venlafaxine is given at a dose of 37.5 mg twice daily. A greater reduction in hot flushes is seen at higher
doses but the side effects such as nausea, dizziness, problems with sleeping, agitation and confusion limit
dosage.

v

SSRIs paroxetine and fluoxetine should not be offered to women with breast cancer who are taking
tamoxifen due to interaction.

NICE recommends that they must not be prescribed routinely to alleviate vasomotor symptoms in the absence
of a clear diagnosis of depression
v

Gabapentin and pregabalin have shown efficacy for hot flush reduction [unlicensed] when compared with
placebo but risk of drug dependence. Side effects include drowsiness and fatigue.

Alpha-2 agonists
v

Clonidine -although popular to control hot flushes NICE does not recommend it as first line for women
presenting primarily with vasomotor symptoms as there is not much evidence to support its use. Its
side effects include– dry mouth, dizziness, postural hypotension, sleep disturbances, hallucination,
constipation, and sedation.

In a woman with hypertension, clonidine might be considered as initial therapy.
Stopping HRT:
v

Gradually reducing HRT may limit recurrence of symptoms in short term but not in the long term.

v

Consider reducing the oestrogen dose if changing a woman to a continuous combined HRT from a cyclical,
reducing again 1-2 years later.
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NHSL Formulary
Extract below from NHSL formulary (August 2020). Up to date formulary information can be accessed at
https://www.medednhsl.com/meded/NHSL_Formulary/index.asp [chapter 6.04.01].

Prescribing notes
The MHRA advises that HRT should only be prescribed to relieve post-menopausal symptoms that are adversely
affecting quality of life. Treatment should be reviewed regularly to ensure the lowest effective dose is used for
the shortest duration. For osteoporosis, consider alternative treatments. HRT does not prevent coronary heart
disease or protect against a decline in cognitive function and it should not be prescribed for these purposes.
Experience of treating women over 65 years with HRT is limited.
HRT increases the risk of venous thromboembolism, stroke, endometrial cancer (reduced by a progestogen),
breast cancer, and ovarian cancer; there is an increased risk of coronary heart disease in women who start
combined HRT more than 10 years after menopause.
In August 2019, new data confirmed that the risk of breast cancer is increased during use of all types of
HRT, except vaginal estrogens. It was also shown that an excess risk of breast cancer persists for longer after
stopping HRT than previously thought (MHRA Drug Safety Update August 2019). Prescribers are advised to
discuss the updated total risk with women using HRT.
MHRA Patient Information Sheet - ‘Hormone replacement therapy and risk of breast cancer’ https://assets.
publishing.service.gov.uk/media/5d68d0e340f0b607c6dcb697/HRT-patient-sheet-3008.pd
Please note - due to ongoing HRT shortages this formulary section may be subject to change
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Available as Vagirux® or Vagifem®. Vagirux® is currently more cost-effective
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MHRA Risk Assessment HRT
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