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	The appropriate, often lowest, effective dose of systemic ET consistent with treatment goals that provides benefits and minimizes risks for the individual woman should be the therapeutic goal. (Level III) 

The various formulations, doses, and routes of prescription hormone therapy preparations have comparable high efficacy for relieving VMS. (Level I) 

Formulation, dose, and route of administration for hormone therapy should be determined individually and reassessed periodically. (Level III)
 
Different hormone therapy doses, formulations, and routes of administration may have different effects on target organs, potentially allowing options to minimize risk. (Level II)
 
The appropriate formulation, dose, and route of administration of progestogen is needed to counter the proliferative effects of systemic estrogen on the endometrium. (Level I)

Overall, the increased absolute risks associated with EPT and ET are rare (<10/10,000/y) and include increased risk of VTE and gallbladder disease. In addition, EPT carries a rare increased risk for stroke and breast cancer, and if estrogen is inadequately opposed, an increased risk of endometrial hyperplasia and endometrial cancer (Level 1)

The absolute risks are reduced for all-cause mortality, fracture, diabetes mellitus (EPT and ET) and breast cancer (ET) in women aged younger than 60 years (Level 1)

Hormone therapy is FDA approved for four indications: moderate to severe VMS; prevention of osteoporosis in postmenopausal women; treatment of hypoestrogenism caused by hypogonadism, BO, or POI; and treatment of moderate to severe vulvovaginal symptoms. FDA guidance for treatment of genitourinary symptoms related to menopause in the absence of indications for systemic ET suggests the use of low-dose topical vaginal ET. (Level I)

Compounded bioidentical hormone therapy presents safety concerns, such as minimal government regulation and monitoring, overdosing and underdosing, presence of impurities and lack of sterility, lack of scientific efficacy and safety data, and lack of a label outlining risks. (Level I) 

Salivary and urine hormone testing to determine dosing are unreliable and not recommended. Serum hormone testing is rarely needed. (Level II/III) 

Shared decision-making is important, but patient preference alone should not be used to justify the use of compounded bioidentical hormone preparations, particularly when government regulated bioidentical hormone preparations are available. (Level III) 

Situations in which compounded bioidentical hormones could be considered include allergies to ingredients in a government approved formulation or dosages not available in government approved products. (Level III)

Hormone therapy remains the gold standard for relief of VMS.– Estrogen-alone therapy can be used for symptomatic women without a uterus. (Level I)– For symptomatic women with a uterus, EPT or a TSEC protects against endometrial neoplasia. (Level I)

Shared decision-making should be used when considering formulation, route of administration, and dose of hormone therapy for menopause symptom management, with adjustment tailored to symptom relief, AEs, and patient preferences. (Level III) 

Periodic assessment of the need for ongoing use of hormone therapy should be individualized on the basis of a woman’s menopause symptoms, general health and underlying medical conditions, risks, treatment goals, and personal preferences. (Level III) 


Micronized progesterone 300 mg nightly significantly decreases VMS (hot flashes and night sweats) compared with placebo and improves sleep. Synthetic progestins have also shown benefit for VMS in some studies. No long-term study results are available, and use of progestogens without estrogen for either indication is off-label. (Level II)

Hormone therapy improves sleep in women with bothersome nighttime VMS by reducing nighttime awakenings. Estrogen may have some effect on sleep, independent of VMS. (Level II)

Low-dose vaginal ET preparations are effective and generally safe for the treatment of GSM, with minimal systemic absorption, and are preferred over systemic therapies when ET is used only for genitourinary symptoms. (Level I)

For women with breast cancer, low-dose vaginal ET should be prescribed in consultation with their oncologists. (Level III) 

Progestogen therapy is not required with low-dose vaginal estrogen, but RCT data are lacking beyond 1 year. (Level II) 

Non-estrogen prescription FDA-approved therapies that improve VVA in postmenopausal women include ospemifene and intravaginal DHEA. (Level I)

Systemic hormone therapy does not improve urinary incontinence and may increase the incidence of stress urinary incontinence. (Level I) 

Low-dose vaginal ET may provide benefit for urinary symptoms, including prevention of recurrent UTIs, overactive bladder, and urge incontinence. (Level II) 

Hormone therapy does not have FDA approval for any urinary health indication. (Level I)

Both systemic hormone therapy and low-dose vaginal ET increase lubrication, blood flow, and sensation of vaginal tis sues. (Level I) 

Systemic hormone therapy generally does not improve sexual function, sexual interest, arousal, or orgasmic response independent of its effect on GSM. (Level I) 

If sexual function or libido are concerns in women with menopause symptoms, transdermal ET may be preferable over oral ET because of minimal effect on sex hormone-binding globulin and free testosterone levels. (Level II) 

Low-dose vaginal ET improves sexual function in postmenopausal women with GSM. (Level I) 

Non-estrogen alternatives FDA approved for dyspareunia include ospemifene and intravaginal DHEA (Level 1)

Menopause symptoms are associated with poorer health-related and menopause-specific quality of life. (Level II)

Systemic hormone therapy can improve menopause-specific quality of life in women experiencing menopause symptoms. (Level II)

Hormone therapy prevents bone loss in healthy postmenopausal women, with dose-related effects on bone density. (Level I) 

Hormone therapy reduces fracture risk in healthy postmenopausal women. (Level I) 

Discontinuing hormone therapy results in rapid bone loss; however, no excess in fractures was seen in the WHI after discontinuation. (Level I)

Hormone therapy is FDA approved for prevention of bone loss, but not for treatment of osteoporosis. (Level I) 

In the absence of contraindications, in women aged younger than 60 years or within 10 years of menopause onset, systemic hormone therapy is an appropriate therapy to protect against bone loss. (Level I) 

Unless contraindicated, women with premature menopause without prior fragility fracture or osteoporosis are best served with hormone therapy or oral contraceptives to prevent bone density loss and reduce fracture risk, rather than other bone-specific treatments, until the average age of menopause, when treatment may be reassessed. (Level II) 

Decisions regarding initiation and discontinuation of hormone therapy should be made primarily on the basis of extraskeletal benefits (ie, reduction of VMS) and risks. (Level III)

Women in the WHI and other studies have less joint pain or stiff ness with hormone therapy compared with placebo. (Level I) 

There is a need for further understanding of estrogen’s potential effect on joint health. (Level III)

Risk of gallstones, cholecystitis, and cholecystectomy is increased with ET and EPT. (Level I)

Observational studies report lower risk of gallstones with transdermal hormone therapy than with oral, and with oral estradiol compared with CEE, but neither observation is confirmed in RCTs. (Level II)

In women with hepatitis C and with fatty liver, as lower fibrosis progression has been observed with use of hormone therapy, but RCTs are needed to establish the potential benefits and risks with liver disease. (Level II)

Hormone therapy significantly reduces the diagnosis of new-onset type 2 DM, but it is not government approved for this indication. (Level I)

Hormone therapy is not contraindicated in otherwise healthy women with preexisting type 2 DM and may be beneficial in terms of glycemic control when used for menopause symptom management. (Level II)

Although hormone therapy may help attenuate abdominal adipose accumulation and weight gain associated with the menopause transition, the effect is small. (Level II)

In the absence of more definitive findings, hormone therapy is not recommended at any age to prevent or treat a decline in cognitive function or dementia. (Level I)

Initiating hormone therapy in women aged older than 65 years increased the risk for dementia, with an additional 23 cases per 10,000 person-years seen in women randomized to CEE plus MPA in the WHI Memory Study. (Level I)

The effect of hormone therapy may be modified by baseline cognitive function, with more favorable effects in women with normal cognitive function before hormone therapy initiation. (Level II)

Estrogen therapy may have cognitive benefits when initiated immediately after hysterectomy with bilateral oophorectomy, but hormone therapy in the early natural post-menopause period has neutral effects on cognitive function. (Level II)

There is some evidence that ET has antidepressant effects of similar magnitude to that observed with antidepressant agents when administered to depressed perimenopausal women with or without concomitant VMS. (Level II)

Estrogen therapy is ineffective as a treatment for depressive disorders in postmenopausal women. Such evidence suggests a possible window of opportunity for the effective use of ET for the management of depressive disorders during the peri menopause. (Level II)

There is some evidence that ET enhances mood and improves well-being in nondepressed perimenopausal women. (Level II) 

Transdermal estradiol with intermittent MP may prevent the onset of depressive symptoms in euthymic perimenopausal women, but the evidence is not sufficient to recommend estrogen-based therapies for preventing depression in asymptomatic perimenopausal or postmenopausal women, and the risks and benefits must be weighed. (Level II) 

Estrogen-based therapies may augment clinical response to antidepressants in midlife and older women, preferably when also indicated for other menopause symptoms such as VMS. (Level III) 

Most studies on hormone therapy for the treatment of depression examined the effects of unopposed estrogen. Data on EPT or for different progestogens are sparse and inconclusive. (Level II) 

Estrogen is not government approved to treat mood disturbance. (Level I)

For healthy symptomatic women aged younger than 60 years or within 10 years of menopause onset, the favorable effects of hormone therapy on CHD and all-cause mortality should be considered against potential rare increases in risks of breast cancer, VTE, and stroke. (Level I) 

Hormone therapy is not government approved for primary or secondary cardioprotection. (Level I) 

Personal and familial risk of CVD, stroke, VTE, and breast cancer should be considered when initiating hormone therapy. (Level III)

The effects of hormone therapy on CHD may vary depending on when hormone therapy is initiated in relation to a woman’s age or time since menopause onset. (Level I)

Initiation of hormone therapy in recently postmenopausal women reduced or had no effect on subclinical atherosclerosis progression and coronary artery calcification in randomized, controlled trials. (Level I) 

Observational data and meta-analyses show reduced risk of CHD in women who initiate hormone therapy when aged younger than 60 years or within 10 years of menopause on set. Meta-analyses show a null effect of hormone therapy on CHD after excluding open-label trials. (Level II) 

Women who initiate hormone therapy aged older than 60 years or more than 10 or 20 years from menopause onset are at higher absolute risks of CHD, VTE, and stroke than women initiating hormone therapy in early menopause. (Level I)

The risk of breast cancer related to hormone therapy use is low, with estimates indicating a rare occurrence (less than one additional case per 1,000 women per year of hormone therapy use or three additional cases per 1,000 women when used for 5 years with CEE plus MPA). (Level I) 

Women should be counseled about the risk of breast cancer with hormone therapy, putting the data into perspective, with risk similar to that of modifiable risk factors such as two daily alcoholic beverages, obesity, and low physical activity. (Level III) 

The effect of hormone therapy on breast cancer risk may de pend on the type of hormone therapy, duration of use, regimen, prior exposure, and individual characteristics. (Level II) 

Different hormone therapy regimens may be associated with increased breast density, which may obscure mammographic interpretation, leading to more mammograms or more breast biopsies and a potential delay in breast cancer diagnosis. (Level II)

A preponderance of data does not show an additive effect of underlying breast cancer risk (age, family history of breast cancer, genetic risk of breast cancer, benign breast disease, personal breast cancer risk factors) and hormone therapy use on breast cancer incidence. (Level II) 

Insufficient data are available to assess the risk of breast cancer with newer therapies such as TSECs, including BZA plus CEE. (Level II) 

Observational evidence suggests that hormone therapy use does not further increase risk of breast cancer in women at high risk because of a family history of breast cancer or after bilateral salpingo-oophorectomy (BSO) for BRCA 1 or 2 genetic variants. (Level II) 

Systemic hormone therapy is generally not advised for survivors of breast cancer, although hormone therapy use may be considered in women with severe VMS unresponsive to nonhormone options, with shared decision-making in conjunction with their oncologists. (Level III) 

For survivors of breast cancer with GSM, low-dose vaginal ET or DHEA may be considered in consultation with their oncologists if bothersome symptoms persist after a trial of nonhormone therapy. There is increased concern with low-dose vaginal ET for women on AIs.(Level III) 

Regular breast cancer surveillance is advised for all post-menopausal women per current breast cancer screening guidelines, including those who use hormone therapy. (Level I)

Unopposed systemic ET in a postmenopausal woman with an intact uterus increases the risk of endometrial cancer, so adequate progestogen is recommended. (Level I)

Low-dose vaginal ET does not appear to increase endometrial cancer risk, although trials with endometrial biopsy end points are limited to 1 year in duration. (Level II) 

Use of hormone therapy is an option for the treatment of bothersome menopause symptoms in women with surgically treated, early stage, low-grade endometrial cancer in consultation with a woman’s oncologist if nonhormone therapies are ineffective. (Level II) 

Systemic hormone therapy is not advised with high-grade, advanced-stage endometrial cancers or with endometrial stromal sarcomas or leiomyosarcomas.(LevelII)

Use of oral contraceptives is associated with a significant reduction in ovarian cancer risk. (Level I) 

Current and recent use of hormone therapy is associated with a small but statistically significant risk of ovarian cancer in observational studies, principally for serous type, although there was no increase in ovarian cancer risk in women randomized to EPT in the WHI. (Level II) 

In women with a history of ovarian cancer, benefits of hormone therapy use generally outweighs risks, especially with bothersome VMS or early menopause; use of hormone therapy is not advised in women with hormone-dependent ovarian cancers, including granulosa-cell tumors and low-grade serous carcinoma. (Level II) 

Short-term hormone therapy use appears safe in women with BRCA1 and BRCA2 genetic variants who undergo risk-reducing BSO before the average age of menopause. (Level II)

Observational studies suggest a reduced incidence of colorectal cancer in current hormone therapy users, with reduced mortality. (Level II)

In the WHI, EPT, but not ET alone, reduced colorectal cancer risk, although cancers diagnosed in EPT users were diagnosed at a more advanced stage. There was no difference in colorectal cancer mortality with either EPT or ET. (Level I)

There appears to be an overall neutral effect of hormone therapy on lung cancer incidence and survival. (Level II) 

Smoking cessation should be encouraged, with increased lung cancer surveillance for older smokers, including current or past users of hormone therapy. (Level I)

The safety profile of hormone therapy is most favorable when initiated in healthy women aged younger than 60 years or within 10 years of menopause onset, so initiation of hormone therapy by menopausal women aged older than 60 years requires careful consideration of individual benefits and risks. (Level I) 

Long-term use of hormone therapy, including for women aged older than 60 years, may be considered in healthy women at low risk of CVD and breast cancer with persistent VMS or at elevated risk of fracture for whom other therapies are not ap propriate. (Level III) 

Factors that should be considered include severity of symptoms, effectiveness of alternative nonhormone interventions, and underlying risk for osteoporosis, CHD, cerebrovascular accident, VTE, and breast cancer. (Level III) 

Hormone therapy does not need to be routinely discontinued in women aged older than 60 or 65 years. (Level III)

Mitigation of risk through use of the lowest effective dose and potentially with a nonoral route of administration becomes increasingly important as women age and with longer duration of therapy. (Level III) 

Longer durations or extended use beyond age 65 should include periodic reevaluation of comorbidities with consideration of periodic trials of lowering or discontinuing hormone therapy. (Level III) 

For women with GSM, low-dose vaginal ET may be considered for use at any age and for extended duration, if needed. (Level III) 

In the absence of contraindications, a woman should determine her preferred hormone therapy formulation, dose, and duration of use, with ongoing assessment and shared decision-making with her healthcare professional. (Level III)



	Shifren, J. L., Gass, M. L. S., NAMS Recommendations Panel. (2023). The 2023 nonhormone therapy position statement of The North American Menopause Society. Menopause, 30(6), 573–590. https://doi.org/10.1097/GME.0000000000002200
	· There is no strong evidence that lifestyle changes such as cooling techniques and avoiding triggers improve VMS.
· There is insufficient or poor evidence to consider exercise or yoga as a treatment for VMS.
· A healthy diet is important for health promotion and chronic disease prevention; however, there is limited evidence to support dietary modifications as a tool for improving VMS.
· Weight loss may be considered for improving VMS
· CBT has been shown to reduce the bother and interference associated with VMS.
· Clinical hypnosis has been shown to reduce VMS frequency and severity.
· MBSR interventions for the management of VMS are limited by sample size and lack of control groups and are not designed to consider VMS; therefore, there are not enough data to recommend treatment.
· Paced breathing and relaxation techniques do not alleviate VMS and are not recommended.
· SSRIs and SNRIs are associated with mild to moderate improvements in VMS.
· Gabapentin is associated with improvements in the frequency and severity of VMS.
· Pregabalin is not recommended for VMS because of AEs and controlled-substance prescribing restrictions.
· Because of significant AEs and no recent studies showing greater benefit than placebo, clonidine is not recommended.
· Oxybutynin has been shown to reduce moderate to severe VMS, although in older adults, long-term use may be associated with cognitive decline.
· Given limited data, suvorexant is not recommended.
· Fezolinetant is a first-in-class neurokinin B antagonist that is
· FDA approved for management of vasomotor symptoms.
· Given  mixed evidence of benefit for VMS, soy foods, soy extracts, and the soy metabolite equol are not recommended. 
· Given the lack of rigorous, evidence-based scientific research supporting the use of any over-the-counter supplements and herbal therapies for the management of VMS, these remedies are not recommended. 
· Cannabinoids are not recommended for the treatment of VMS.
· Existing evidence does not support the use of traditional acupuncture for the treatment of VMS; electroacupuncture re quires more rigorous study before it can be recommended.
· Stellate ganglion blockade might alleviate moderate to very severe VMS in select women but is associated with potential risk. 
· Calibration of neural oscillations and chiropractic interventions are not recommended for treatment of VMS
· [image: ]

	Chang, J. G., Lewis, M. N., & Wertz, M. C. (2023). Managing menopausal symptoms: Common questions and answers. American Family Physician, 108(1), 28–39.
https://www.aafp.org/pubs/afp/issues/2023/0700/menopausal-symptoms.html

	Overview of management of VMS and GSM with hormone, non-hormone, and nonpharmacological therapies

· Estrogen-containing therapy is effective treatment for vasomotor symptoms
· Nonhormonal medications for VMS include: SSRIs, SNRIs, gabapentin, fezolinetant (Neurokinin 3 RA)
· SSRIs should not be given to people taking tamoxifen
· CBT and clinical hypnosis effective for short term reduction of VMS and sleep disturbances
· Data lacking to support other nonpharmacological treatments (herbal, botanical supplements, exercise, acupuncture) 
· Hormone-free vaginal moisturizers are noninferior to estrogen-based therapies for GSM
· Other treatments for vaginal atrophy and dyspareunia include ospemifene and intravaginal DHEA
· Management should involve shared decision-making informed by best available evidence and individual risks and preferences

Clinical recommendations
· Systemic estrogen-containing hormone therapy is effective for treating menopausal hot flashes (A)
· Because of potential risks with long-term hormone therapy, physicians should prescribe the lowest effective dose for the shortest duration necessary to improve symptoms (C) 
· Nonhormonal medications (SSRIs, SNRIs, gabapentin, clonidine, oxybutynin) may reduce hot flashes and are reasonable alternatives to patients who cannot or choose not to use hormone therapy (B)
· CBT and clinical hypnosis are effective for reducing VMS in short-term. Other nonpharmacologic therapies including black cohosh and isoflavones may be considered for select patients although there is low quality evidence to support effectiveness (B)
· Effective nonhormonal therapies for GSM include vaginal lubricants and moisturizers, oral ospemifene and intravaginal DHEA (B)

	National Institute for Health and Care Excellence. (2015, updated 2024). Menopause: Identification and management (NICE Guideline NG23). https://www.nice.org.uk/guidance/ng23
	Discussing management options with people aged 40 or over

Discuss with the person the benefits and risks associated with each potential management option for menopause-associated symptoms.

Hormone Replacement Therapy

When discussing hormone replacement therapy (HRT) as a possible treatment for menopause-associated symptoms (in line with the recommendations on managing symptoms associated with menopause in people aged 40 and over), talk about the benefits and risks associated with:
· combined versus oestrogen-only HRT (see the recommendation and its rationale on indications for combined and oestrogen-only HRT, in the section on starting HRT about which of the 2 types of HRT the person would be offered, and why)
· transdermal versus oral HRT
· types of oestrogen and progestogen
· sequential versus continuous combined HRT
· dose and duration. 

Tailor the information about benefits and risks to the person's age, individual circumstances and potential risk factors. Use the information in managing symptoms associated with menopause in people aged 40 or over, and in the effect of HRT on specific health outcomes in people aged 40 or over to support this discussion.


If a person chooses to take HRT:
· discuss the possible duration of treatment at the outset
· at every review, rediscuss the benefits and risks of continuing treatment (see the section on reviewing treatment for anyone)
· explain that symptoms may return when HRT is stopped and discuss the option of restarting treatment if necessary. 

Cognitive Behavioral Therapy
When discussing cognitive behavioural therapy (CBT) as a possible management option for symptoms associated with menopause, explain what CBT is (including menopause-specific CBT) and talk about the available options, taking into account the person's preferences and needs, for example:
· face-to-face or remote sessions
· individual or group sessions
· self-help options.

Complementary Therapies and unregulated preparations

Explain to people with menopause-associated symptoms that the efficacy and safety of unregulated hormone preparations are unknown.

Explain to people who wish to try complementary therapies for menopause-associated symptoms, that the safety, quality and purity of constituents in unregulated preparations may be unknown. 

Explain to people that there is some evidence that isoflavones or black cohosh may relieve vasomotor symptoms associated with menopause. However, explain that:
· multiple preparations are available, and their safety is uncertain
· different preparations may vary
· interactions with other medicines have been reported.

Advise people with a personal history of, or at high risk of, breast cancer that, although there is some evidence that St John's wort may help relieve vasomotor symptoms associated with menopause, there is uncertainty about:
· appropriate dosage
· persistence of effect
· variation in the nature and potency of preparations
· potential serious interactions with other medicines (including tamoxifen, anticoagulants and anticonvulsants).

Managing symptoms associated with menopause in people 40+

Vasomotor Symptoms

Offer HRT to people with vasomotor symptoms associated with menopause.

Consider menopause-specific cognitive behavioural therapy (CBT) as an option for vasomotor symptoms associated with menopause:
· in addition to HRT or
· for people for whom HRT is contraindicated or
· for those who prefer not to take HRT.

Fezolinetant is recommended as an option for treating moderate to severe vasomotor symptoms associated with menopause when HRT is unsuitable. For full details, see NICE's technology appraisal guidance on fezolinetant (TA1143, 2026).

Do not routinely offer selective serotonin reuptake inhibitors (SSRIs), serotonin and norepinephrine reuptake inhibitors (SNRIs) or clonidine as first-line treatment for vasomotor symptoms alone.

Genitourinary – no history of breast cancer
Offer vaginal oestrogen to people with genitourinary symptoms associated with menopause (including those using systemic HRT) and review regularly as per the recommendations on reviews in this guideline. 

When discussing the option of vaginal oestrogen, explain that:
· serious adverse effects are very rare
· their treatment should be reviewed in line with recommendations 1.9.2 and 1.9.3 in the section on reviewing treatment
· symptoms often return when vaginal oestrogen is stopped but treatment can be restarted if necessary
· vaginal oestrogen is absorbed locally – a minimal amount is absorbed into the bloodstream (when compared with systemic HRT), but this is unlikely to have a significant effect throughout the body. 

When someone chooses vaginal oestrogen, make a shared decision with the person about whether to use an oestrogen cream, gel, tablet, pessary or ring. 

Advise people with genitourinary symptoms associated with menopause that vaginal oestrogen can be used on its own or in combination with non-hormonal moisturisers or lubricants.

For people with genitourinary symptoms in whom vaginal oestrogen preparations are contraindicated, or for people who would prefer not to use vaginal oestrogen, consider non-hormonal vaginal moisturisers or lubricants. 

Consider vaginal prasterone for genitourinary symptoms if vaginal oestrogen, or non-hormonal moisturisers or lubricants have been ineffective or are not tolerated.

Consider ospemifene as an oral treatment for genitourinary symptoms, if the use of locally applied treatments is impractical, for example, because of disability.

For the use of vaginal oestrogen in people with genitourinary symptoms and an overactive bladder, see the section on choosing medicines for an overactive bladder, in NICE's guideline on managing urinary incontinence and pelvic organ prolapse in women.

For the use of vaginal oestrogen in people with genitourinary symptoms and recurrent urinary tract infections, see the recommendations on oestrogen in NICE's guideline on recurrent urinary tract infection (UTI) and the patient decision aid on reducing the chance of recurrent UTI in postmenopausal women.

Genitourinary – history of breast cancer
Offer non-hormonal moisturisers or lubricants to people with a personal history of breast cancer and genitourinary symptoms associated with menopause.

Consider vaginal oestrogen for people with a personal history of breast cancer and genitourinary symptoms that have continued despite trying non-hormonal treatments (see also recommendation 1.5.16 for people receiving adjuvant aromatase inhibitor treatment for breast cancer). Vaginal oestrogen may be used in combination with a non-hormonal moisturiser or a lubricant.

In November 2024, this was an off-label use of vaginal oestrogen. See NICE's information on prescribing medicines. 

For people currently having aromatase inhibitors as adjuvant treatment for breast cancer, work with a breast cancer specialist to identify treatment options for genitourinary symptoms that have continued despite trying non-hormonal treatments.

When assessing the safety of vaginal oestrogens for someone in relation to breast cancer recurrence, take into account all of the following:
· the person's general risk factors for breast cancer recurrence (see recommendations 1.7.7 and 1.7.8 in NICE's guideline on early and locally advanced breast cancer for the definitions of medium or high risk and of low risk of recurrence)
· it is unknown whether vaginal oestrogen affects the risks of breast cancer recurrence
· vaginal oestrogen is absorbed locally, and some of it is absorbed into the bloodstream but compared with oestrogen from systemic HRT, the amount is minimal. 

For people with a personal history of oestrogen receptor-negative breast cancer, recognise that any oestrogen systemically absorbed from taking vaginal oestrogen is unlikely to increase the risk of breast cancer recurrence, and so it is likely to be safe. 

For people with a personal history of oestrogen receptor-positive breast cancer, recognise that:
· it is unknown whether any oestrogen systemically absorbed from taking vaginal oestrogen could increase the risk of breast cancer recurrence and
· adjuvants that block oestrogen receptors in cancer cells (for example, tamoxifen) would reduce any such potential impact.
Vaginal laser treatment
Do not offer vaginal laser treatment for genitourinary symptoms associated with menopause unless as part of a randomised controlled trial

Depressive symptoms
Consider HRT to alleviate depressive symptoms (not meeting the criteria for a diagnosis of depression) with onset around the same time as other symptoms associated with menopause.

Consider CBT as an option for people who have depressive symptoms (not meeting the criteria for a diagnosis of depression) in association with vasomotor symptoms:
· in addition to other management options or
· for people for whom other options are contraindicated or
· for those who prefer not to try other options.

For people experiencing menopause who are suspected to have or have been diagnosed with depression, follow the recommendations in this guideline alongside the recommendations in NICE's guideline on treating and managing depression in adults to achieve an optimal management plan


Sleep
Consider menopause-specific CBT as an option for people who have sleep problems (such as night-time awakening) in association with vasomotor symptoms:
· in addition to other management options (including HRT) or
· for people for whom other options are contraindicated or
· for people who prefer not to try other options. 

Sexual function
Consider testosterone supplementation for people with low sexual desire associated with menopause if HRT alone is not effective

Taking medical history into account before offering treatment for menopause-associated symptoms

Consider referring people to a healthcare professional with expertise in menopause if:
· they have symptoms associated with menopause and contraindications to HRT or
· there is uncertainty about the most suitable management options for their symptoms.

Type 2 Diabetes
Consider HRT for menopause-associated symptoms in people with type 2 diabetes after taking comorbidities into account and seeking specialist advice if needed

Increased risk of venous thromboembolism
Consider transdermal rather than oral HRT for people with menopause-associated symptoms who are at increased risk of venous thromboembolism (VTE), including those with a body mass index (BMI) over 30 kg/m2. 

Consider referring people with menopause-associated symptoms who are at high risk of VTE (for example, those with a strong family history of VTE or a hereditary thrombophilia) to a haematologist for assessment before considering HRT.

Personal history of coronary heart disease or stroke
For people with a personal history of coronary heart disease or stroke, ensure that combined or oestrogen-only HRT is discussed with and offered, if appropriate, by a healthcare professional with expertise in menopause.

In November 2024, use of combined or oestrogen-only HRT in people with active or recent arterial thromboembolic disease was off-label.

Personal history of breast cancer or high risk of breast cancer
Offer people with menopause-associated symptoms and who have a personal history, or are at high risk, of breast cancer:
· information on all management options available to them
· referral to a healthcare professional with expertise in menopause

For advice on the treatment of menopause-associated symptoms in people with a personal history of breast cancer or at high risk of breast cancer, see the section on menopause symptoms in NICE's guideline on early and locally advanced breast cancer and the section on risk reduction and treatment strategies in NICE's guideline on familial breast cancer.

High familial risk of ovarian cancer
See the section on HRT after risk-reducing surgery in NICE's guideline on identifying and managing familial and genetic risk of ovarian cancer.

Planned medical or surgical treatment that is likely to result in menopause
Offer people who are likely to experience menopause as a result of medical or surgical treatment the opportunity to discuss fertility, both before and after they have their treatment, with a healthcare professional with expertise in fertility. 

Offer people who are likely to experience menopause as a result of medical or surgical treatment the opportunity to discuss menopause, both before and after they have their treatment, with a healthcare professional with expertise in menopause

Gender-affirming hormone therapy: past use
Ensure that trans men or non-binary people registered female at birth who have taken gender-affirming hormone therapy in the past and have symptoms associated with menopause can discuss these with a healthcare professional with expertise in menopause.

Consider menopause-specific CBT for vasomotor symptoms, difficulties with sleep or depressive symptoms associated with menopause for trans men and non-binary people registered female at birth who have taken gender-affirming hormone therapy in the past. CBT could be used:
· in addition to other management options or
· for people for whom other options are contraindicated or
· for those who prefer not to try other options.

Effects of HRT on specific health outcomes in people aged 40 or over

People aged 45+ 
When discussing HRT as a treatment option for menopause-associated symptoms, explain that, overall, taking either combined HRT or oestrogen-only HRT is unlikely to affect life expectancy

People aged 45+: combined HRT
This recommendation is for people with a uterus (see recommendation 1.8.1 on what type of HRT to offer).
1.6.2
When talking about combined HRT as a treatment option:
· discuss different combined HRT options to identify the one that best balances benefits and risks for the person
· share information from table 1: effect of combined HRT versus no HRT on specific health outcomes
· refer to the discussion aid on HRT and the likelihood of some medical conditions to provide information on the extent of benefits and risks associated with HRT

People aged 45+: oestrogen-only HRT
This recommendation is for people who have had a total hysterectomy (see recommendation 1.8.1 on what type of HRT to offer).

When talking about oestrogen-only HRT as a treatment option:
· discuss different oestrogen-only HRT options to identify the one that best balances benefits and risks for the person
· share information from table 2: effect of oestrogen-only HRT versus no HRT on specific health outcomes
· refer to the discussion aid on HRT and the likelihood of some medical conditions to provide information on the extent of benefits and risks associated with HRT

Do not offer combined or oestrogen-only HRT for primary or secondary prevention of cardiovascular disease. For guidance on ways to reduce the risk of cardiovascular disease (for example, lifestyle changes), refer to NICE's guideline on cardiovascular disease: risk assessment and reduction, including lipid modification

Do not offer combined or oestrogen-only HRT for the purpose of dementia prevention. For dementia prevention, see NICE's guideline on dementia, disability and frailty in later life – mid-life approaches to delay or prevent onset

People in early menopause (40-44)
When discussing HRT as a treatment option, explain to people experiencing early menopause that, for them, the benefits and risks of either taking or not taking HRT are likely to lie between those for people with premature ovarian insufficiency and those for people aged 45 or over.

Starting and stopping HRT for anyone
Starting HRT
For people who wish to take hormone replacement therapy (HRT) for symptoms associated with menopause:
· offer combined HRT to people with a uterus
· offer oestrogen-only HRT to people who have had a total hysterectomy.
For people with a condition that may be affected by HRT, consider seeking advice on the choice of HRT from a healthcare professional with specialist knowledge of that condition. 

If a person chooses to take HRT, use the lowest effective dosage.

Explain to people with a uterus that vaginal bleeding is a common side effect during the following timeframes and that they will be asked about this during their 3-month review:
· during the first 6 months of taking systemic HRT or
· within any 3 months of changing the dose or preparation of systemic HRT.

Advise them to seek medical help promptly if they experience unscheduled vaginal bleeding beyond these timeframes. See the section on endometrial cancer in NICE's guideline on suspected cancer. 

As noted in the section on unscheduled bleeding and HRT in the suspected cancer guideline, there is limited evidence for people who experience unscheduled vaginal bleeding while on sequential or continuous HRT. The British Menopause Society has published guidance on unscheduled bleeding on HRT (British Menopause Society: Management of unscheduled bleeding on HRT).

Stopping HRT
Offer people who are stopping HRT a choice of gradually reducing or immediately stopping treatment. 

Explain to people that:
· gradually reducing HRT may limit recurrence of symptoms in the short term
· gradually reducing or immediately stopping HRT makes no difference to their symptoms in the longer term. 

Stop systemic HRT in people who are diagnosed with breast cancer in line with the recommendations on menopause symptoms in NICE's guideline on early and locally advanced breast cancer.

Reviewing treatment for anyone
Discuss with people the importance of keeping up to date with nationally recommended health screening.

Review each treatment for symptoms associated with menopause:
· at 3 months to assess efficacy and tolerability
· annually thereafter, unless there are clinical indications for an earlier review (such as treatment ineffectiveness, side effects or adverse events).

Refer people to a healthcare professional with expertise in menopause if treatments do not improve their menopause-associated symptoms or they have ongoing side effects

Discussion Aid: nice.org.uk/guidance/ng23/resources/incidence-of-medical-conditions-with-and-without-hrt-a-discussion-aid-pdf-13553199901

An introductory summary to treatment options for MenopauseGP Evidence

	Canadian Menopause Society. (2023). Medical management of menopause symptoms: Vasomotor symptoms and hormone therapy as first-line treatment. https://www.canadianmenopausesociety.org
	Health care providers should offer menopausal hormone therapy as the most effective option for managing vasomotor symptoms (strong, high).

Menopausal hormone therapy can be safely initiated in women without contraindications who are younger than 60 years of age or less than 10 years post-menopause (strong, high).

Menopausal hormone therapy should be individualized after careful consideration of symptoms, medical conditions, health risks, family history, treatment goals, patient preferences, and timing of last menstrual period (strong, high).

Duration of menopausal hormone therapy should be individualized to the patient, based on ongoing symptoms, benefits, and personal risks. Periodic re-evaluation of menopausal hormone therapy is recommended (strong, high).

Women who have experienced loss of ovarian function or with decreased ovarian function before the age of 45 years should consider replacement hormone therapy until the average age of menopause (strong, high).

Estrogen-progestogen regimens can be continuous (i.e., estrogen-progestogen taken every day) or follow a cyclic regimen, with estrogen taken every day and progestogen taken for 12–14 days every month. In women with hysterectomy, estrogen alone can be taken every day (strong, high).

Options for perimenopausal women include progestogen alone, low-dose combined hormonal contraceptives, menopausal hormone therapy, or estrogen in combination with a levonorgestrel-releasing intrauterine system. (strong, moderate)

Non-hormonal prescription therapies can be considered when hormone therapy is contraindicated or not desired (strong, moderate).

For cultural traditional therapies, women should be offered the opportunity to work with a cultural leader; health care providers can discuss this option in partnership with women, in order to ensure cultural humility and cultural safety (strong, moderate).


	Cho, L., Kaunitz, A. M., Faubion, S. S., Hayes, S. N., Lau, E. S., Pristera, N., Scott, N., Shifren, J. L., Shufelt, C. L., Stuenkel, C. A., & Lindley, K. J., for the ACC CVD in Women Committee. (2023). Rethinking menopausal hormone therapy: For whom, what, when, and how long? Circulation, 147(7), 597–610. https://doi.org/10.1161/CIRCULATIONAHA.122.061559
	This review led by the American College of Cardiology Cardiovascular Disease in Women Committee, along with leading gynecologists, women’s health internists, and endocrinologists, aims to provide guidance on HT use, including the selection of patients and HT formulation with a focus on caring for symptomatic women with cardiovascular disease risk:
· 4 major North American medical societies (ACOG, NAMS, American Association of Clinical Endocrinology, & the Endocrine Society) recommend MHT in appropriate patients for management of menopausal symptoms
· Categorize MHT into three groups: low risk, intermediate risk, and high risk
· Low risk: recent menopause, normal weight and BP, physically active, 10 year ASCVD risk <5%, and low risk for breast cancer
· Moderate risk: those with diabetes, HTN, obesity, hyperlipidemia, autoimmune disease, metabolic syndrome, who smoke or have a sedentary lifestyle/limited mobility, 10 years ASCVD risk 5-10%, and/or high risk for breast cancer
· Recommend transdermal ET for those living with obesity, those with dyslipidemia especially tendency towards hypertriglyceridemia, and those living with diabetes or metabolic syndrome, 
· States that transdermal ET associated with lower risk development of HTN and neural effect on BP compared with oral
· High risk (in general, advised to avoid systemic hormone therapy): congenital heart disease, ASCVD/CAD/PAD, VTE or pulmonary embolism, stroke/TIA or MI, breast cancer, ASCVD risk >/= 10%
· Who should generally avoid hormone therapy: generally contraindicated for those with known CHD, including history of MI or PAD; for those 50-59 with a history of MI but NO obstructive CAD, spontaneous coronary artery dissection, coronary microvascular dysfunction, or coronary vasospasm – individualized SDM approach required.  
· Presumed pathophysiological association between estrogen and spontaneous coronary artery dissection -> avoid oral ET
· Those with history of VTE/pulm embolism HT is contraindicated
· Those with systemic lupus erythematosus and high disease activity, positive anticardiolipin antibody, or positive lupus anticoagulant, oral HT should be avoided
· History of ischemic stroke, congenital heart disease means individualized treatment, and caution with those post heart transplant
· Non-cardiovascular contraindications: unexplained vaginal bleeding, history of breast cancer, estrogen-sensitive or intermediate- to high-risk stage endometrial cancer, dementia, acute liver or gallbladder disease, porphyria cutanea tarda
· Clinical experience suggests doses higher than standard doses detailed in table 1 are often needed to adequately treat VMS in people with early menopause
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	Observational follow-up of WHI, women 50-79 years old enrolled in 2 RCTs between 1993-1998: to examine total and cause-specific mortality, including during the intervention and extended postintervention follow-up of the 2 women’s health initiative hormone therapy trials. 

· All cause mortality was 27.1% in hormone therapy group, 27.6% in placebo group (HR 0.99 (0.94-1.03))
· CEE + MPA (HR 1.02) and CEE alone (HR 0.94)
· Cardiovascular mortality (HR 1 (0.92 – 1.08))
· Total cancer mortality (HR 1.03 (0.95-1.12)) 
· Comparing younger women (50-59) against older women (70-79) ration of nominal HRs for all cause mortality was 0.61 (0.43-0.87) during intervention phase and 0.87 (0.76-1.0) during cumulative 18 year follow up 
· CEE + MPA for median 5.6 years or CEE alone median of 7.2 years was not associated with risk of all-cause cardiovascular or cancer mortality during a cumulative follow-up of 18 years


	Chlebowski RT, Anderson GL, Aragaki AK, et al. Association of Menopausal Hormone Therapy With Breast Cancer Incidence and Mortality During Long-term Follow-up of the Women’s Health Initiative Randomized Clinical Trials. JAMA. 2020;324(4):369–380. doi:10.1001/jama.2020.9482
	Long-term follow-up of 2 placebo-controlled RCTs involving 27k+ post-menopausal women to assess the association of prior randomized use of estrogen plus progestin or prior randomized use of estrogen along with breast cancer incidence and mortality in WHI trials. Women aged 50-79 with no prior breast cancer history and negative baseline mammogram 

· CEE alone in people with prior hx of hysterectomy was associated with lower breast cancer incidence (HR 0.78, (0.65-0.93)) and lower breast cancer mortality (HR 0.6, (0.37-0.97))
· CEE + MPA in people with a uterus associated with higher breast cancer incidence (HR 1.28, (1.13-1.45)) and no difference in breast cancer mortality

	Valerie A Flores, Lubna Pal, JoAnn E Manson, Hormone Therapy in Menopause: Concepts, Controversies, and Approach to Treatment, Endocrine Reviews, Volume 42, Issue 6, December 2021, Pages 720–752, https://doi.org/10.1210/endrev/bnab011
	Endocrine review with key takeaways:

· The effects of MHT vary based on clinical factors (age, time since menopause, comorbidities) and by hormone therapy type, dose, and route of administration
· In healthy women <10 years since menopause onset, or younger than 60 years, hormone therapy is safe, effective treatment option for menopausal symptoms; benefits extend to include risk reduction of fractures and type 2 diabetes
· Transdermal estrogens avoid first-pass metabolism and available studies have not found an increased risk of VTE; for postmenopausal women with risk factors for cardiovascular disease or who have obesity, the transdermal route is preferred
· Secondary analysis of EWHI trials found younger women within 10 years of menopause did not have increased risk of coronary heart disease or all-cause mortality
· Breast cancer risk was significantly reduced in the WHI estrogen-alone trial; CEE formulations contain more than 10 estrogens that can have differential actions on the target tissue which may in part explain the reduction in breast cancer
· Breast CA risk may be influenced by choice of progestogen in hormone therapy regimens; the tissue selective estrogen complex allows for beneficial effects of estrogens without the need for a progestogen to counteract estrogen’s effects on the endometrium, thereby avoiding the potential negative effect of progestogens on the breast
· For those with loss of ovarian function at earlier age than average population norms, consideration for initiation of hormone therapy is advisable not only to mitigate the symptoms resulting from hypoestrogenism, but also to prevent long-term health consequences associated with premature onset of estrogen insufficiency

	Rossouw JE, Aragaki AK, Manson JE, et al. Menopausal Hormone Therapy and Cardiovascular Diseases in Women With Vasomotor Symptoms: A Secondary Analysis of the Women’s Health Initiative Randomized Clinical Trials. JAMA Intern Med. 2025;185(11):1330–1339. doi:10.1001/jamainternmed.2025.4510


	Secondary analysis of 2 RCTs from WHI to assess cardiovascular risk due to HT in women with VMS. The authors looked at postmenopausal women aged 50-79 from 40 clinical centers. Outcomes were ASCVD (nonfatal MI, hospitalization for angina, coronary revascularization, ischemic stroke, PAD, CAD, or CVD death)

· Postmenopausal women 50-59 both CEE and CEE + MPA reduced VMS WITHOUT increased ASCVD risk
· Women with VMS 70+ risks of ASCVD were increased
· Recommendations are as follows: treatment of VMS with HT in women aged 50-59, caution with initiating in women aged 60-69 years, avoidance of HT in 70+ 



	Bofill Rodriguez M, Yong LN, Mirkov S, Bekos C, Lethaby A, Farquhar C. Long‐term hormone therapy for perimenopausal and postmenopausal women. Cochrane Database of Systematic Reviews 2025, Issue 11. Art. No.: CD004143. DOI: 10.1002/14651858.CD004143.pub6. Accessed 21 April 2026.
	Systematic review of double-blinded RCTs of HT versus placebo taken for at least 1 year by perimenopausal and postmenopausal women. Derived 70% of data from HERS and WHI studies, most were postmenopausal women with at least some degree of comorbidity, mean age over 60, none focused on perimenopausal women

· In relatively healthy postmenopausal women, using combined continuous HT for 1 year increased risk of heart attack from 2 per 1000 to between 3-7 per 1000
· ET HT increased risk of VTE from 2 per 1000 to 2-10 per 10000 after 1-2 years use 
· Risk of fracture was only outcome for which results showed strong evidence of clinical benefit from HT (both types)
· Women with intolerable menopausal symptoms may wish to weigh the benefits of symptom relief against small absolute risk of harm arising from short-term use of low-dose HT

	Nerattini, M., Jett, S., Andy, C. A. C., Carlton, C. C., Zarate, C. Z., Boneu, C. B., Battista, M., Pahlajani, S., Loeb‑Zeitlin, S., Havryulik, Y., Williams, S. W. S., Christos, P., Fink, M. F., Diaz Brinton, R., & Mosconi, L. (2023). Systematic review and meta-analysis of the effects of menopause hormone therapy on risk of Alzheimer’s disease and dementia. Frontiers in Aging Neuroscience, 15, Article 1260427. https://doi.org/10.3389/fnagi.2023.1260427

	Systematic review & meta-analysis including over 6 million individuals from 51 studies investigating association of hormone therapy with risk of alzheimer’s disease or dementia. 

· Midlife use of ET associated with 32% reduction of dementia risk
· Midlife use of EPT showed nonsignificant risk reduction 23% 
· Late-life use of both formulations associated with increased dementia risk, more so with EPT than with ET
· Obs data suggests increasing benefit with longer duration of HT 
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	Umbrella review of 60 systematic reviews of MHT use in menopausal women involving 102 meta-analyses of RCTs and 38 observational studies 

· associated with decreased risk of fracture, DM, esophageal, gastric and colorectal cancer; associated with increased risk of stroke, VTE, gallbladder disease, and breast/ovarian cancer
· data were suggestive that MHT reduces risk of coronary heart disease and all-cause mortality in women <60 years or within 10 years of menopause 
· Found major methodological limitations with systematic reviews and meta-analyses 

	Johansson, T., Karlsson, T., Bliuc, D., Schmitz, D., Ek, W. E., Skalkidou, A., Center, J. R., & Johansson, Å. (2024). Contemporary menopausal hormone therapy and risk of cardiovascular disease: Swedish nationwide register based emulated target trial. BMJ, 387, e078784. https://doi.org/10.1136/bmj-2023-078784
	Population-based emulated trial with >900,000 individuals comparing 7 different MHT regimens against those without MHT. 

· Transdermal ET (with or without progesterone) showed no increased risk of ischemic heart disease, stroke, or MI
· Oral EPT showed higher cardiovascular risk than no MHT
· Tibolone consistently associated with higher risk 


	Kalenga CZ, Metcalfe A, Robert M, Nerenberg KA, MacRae JM, Ahmed SB. Association between the route of administration and formulation of estrogen therapy and hypertension risk in postmenopausal women: a prospective population-based study. Hypertension 2023;80:1463-73.

	Population-based cohort study with 112,000 individuals 55-68 years old taking ET MHT – primary outcome incident hypertension

· CEE associated with increased risk of HTN compared with estradiol
· Oral ET associated with higher risk of HTN compared with transdermal and vaginal
· Duration and cumulative dose also positively associated with risk for hypertension for individuals in this age range

	Harman, S. M., Black, D. M., Naftolin, F., Brinton, E. A., Budoff, M. J., Cedars, M. I., Hopkins, P. N., Lobo, R. A., Manson, J. E., Merriam, G. R., Miller, V. M., Neal-Perry, G., Santoro, N., Taylor, H. S., Vittinghoff, E., Yan, M., & Hodis, H. N. (2014). Arterial imaging outcomes and cardiovascular risk factors in recently menopausal women: A randomized trial. Annals of Internal Medicine, 161(4), 249–260. https://doi.org/10.7326/M14-0353
	KRONOS study: n=727 healthy women; 42-58 y, mean 1.4 years since menopause
Oral CEE o.45mg/d vs transdermal E2 50ug/d (Climara Patch); Micronized progesterone (MP) 200 mg cyclic (days 1-12 each month) for women with a uterus

No difference in 4-year CIMT progression or coronary calcium between E2+MP, CEE+MP, and placebo; no CV harm observed in early MHT users

	Hodis, H. N., Mack, W. J., Henderson, V. W., Shoupe, D., Budoff, M. J., Hwang-Levine, J., Li, Y., Feng, M., Dustin, L., Kono, N., Stanczyk, F. Z., Selzer, R. H., & Azen, S. P., for the ELITE Research Group. (2016). Vascular effects of early versus late postmenopausal treatment with estradiol. The New England Journal of Medicine, 374(13), 1221–1231. https://doi.org/10.1056/NEJMoa1505241
	N=643 healthy women, stratified into early (<6 years postmenopausal, median 55 years) vs late (>10 yrs post, median 64 years) 
Oral E2 1mg/d; MP 45 mg vaginal gel (sequential 10g/cycle) for women with a uterus

Early post-menopause E2 use significantly slowed carotid CIMT progression vs placebo, while no benefit seen in 10/= post-menopause group; no significant effect on coronary calcium or plaque in either group; cognitive outcomes not improved by E2

	Schierbeck, L. L., Rejnmark, L., Tofteng, C. L., Stilgren, L., Eiken, P., Mosekilde, L., Køber, L., & Beck Jensen, J.-E. (2012). Effect of hormone replacement therapy on cardiovascular events in recently postmenopausal women: Randomised trial. BMJ, 345, e6409. https://doi.org/10.1136/bmj.e6409
	N-1006 healthy women, aged 45-58, average 7 months since menopause
Oral E2 2mg/d; Synthetic progestin (NETA) 1mg sequential (10d/month) for women with a uterus

After 10y of treatment (plus 6 y additional follow-up) early MHT users had ~50 lower risk of CV endpoints versus non-users; mortality lower, no increase in stroke, VTE, or cancer; benefits emerged despite using a synthetic progestin, highlighting value of early initiation

	Fournier A, Berrino F, Clavel-Chapelon F. Unequal risks for breast cancer associated with different hormone replacement therapies: results from the E3N cohort study. Breast Cancer Res Treat. 2008 Jan;107(1):103-11. doi: 10.1007/s10549-007-9523-x. Epub 2007 Feb 27. Erratum in: Breast Cancer Res Treat. 2008 Jan;107(2):307-8. PMID: 17333341; PMCID: PMC2211383.
	N=~80,000 postmenopausal women (mean 53 years) 8.1 years mean follow-up

Mostly E2 (oral or transdermal) – CEE use was rare (French prescribing patterns); Varied by user: micronized progesterone ~20%, dydrogesterone vs other synthetics

Breast cancer risk varied by progestogen type: E2 + MP ~ no risk increase (RR = 1.0); E2 + dydrogesterone slight, nonsignificant increase (RR 1.16); E2 + other synthetic progestogins: significantly higher risk (RR ~ 1.69) route did not alter risk. 

Findings suggest MP and dydrogesterone safer

	Canonico, M., Oger, E., Plu-Bureau, G., Conard, J., Meyer, G., Lévesque, H., Trillot, N., Barrellier, M.-T., Wahl, D., Emmerich, J., & Scarabin, P.-Y., for the Estrogen and Thromboembolism Risk (ESTHER) Study Group. (2007). Hormone therapy and venous thromboembolism among postmenopausal women: Impact of the route of estrogen administration and progestogens: The ESTHER Study. Circulation, 115(7), 840–845. https://doi.org/10.1161/CIRCULATIONAHA.106.642280
	N=271 consecutive cases, idiopathic VTE,  healthy women, aged 45-70, average age 61.6

Mix of oral and transdermal estrogen use; comparison between no progestogens, MP, pregnane derivatives and nonpregnane derivatives
Oral estrogen associated with increased VTE risk (OR 4.0, 95% CI 1.4-11.4); No significant association of VTE with MP (OR 0.7, 95% CI 0.3 to 1.9); nonpregnane derivatives were associated with 4 fold increased VTE risk (OR 3.9, 95% CI, 1.5-10)


	Tang, R., Xie, Z., Ruan, X., Zhang, Z., Ren, M., Wu, J., Shu, K., Shi, H., Xie, M., Lv, S., Yang, X., Chen, R., & Yu, Q. (2024). Changes in menopausal symptoms comparing oral estradiol versus transdermal estradiol. Climacteric, 27(2), 171–177. https://doi.org/10.1080/13697137.2023.2273530
	N=~170; healthy women age 40–55, within 3 years of menopause (perimenopause/early post). Moderate/severe menopausal symptoms.

Transdermal E2 patch (50 μg) vs Oral estradiol valerate 2 mg (both arms included cyclic dydrogesterone 10 mg for women with a uterus); Dydrogesterone 10 mg for 12 days/month (if uterus intact).

Both routes significantly improved VMS and symptom scores (no placebo arm). At 12 weeks, oral estradiol slightly outperformed patch on one symptom scale (mean MRS reduction: oral –15.7 vs patch –13.9; P<0.05), but by 24 weeks differences were minimal (both groups saw ~50–60% symptom score reduction). No serious adverse events in either group; similar tolerability, with slightly fewer skin-related issues in oral arm (transdermal: mild site reactions in ~8%). 

Conclusion: Overall, no major efficacy or safety difference between transdermal vs oral estradiol over 6 months.

	Renoux, C., Dell'Aniello, S., Garbe, E., & Suissa, S. (2010). Transdermal and oral hormone replacement therapy and the risk of stroke: A nested case-control study. BMJ, 340, c2519. https://doi.org/10.1136/bmj.c2519
	N=*15,710 stroke cases (age 50–79; mean ~68) each matched to ~4 controls Evaluated HRT use within 1 year pre-stroke
Transdermal E2 (various doses) vs Oral estrogen (CEE or E2) – current use vs non-use.; Combination use analyzed (with various oral progestins) vs estrogen-alone.

Standard-dose transdermal E2 did not increase stroke risk (adj. RR ~0.95 vs no HRT; 95% CI 0.75–1.20) Low-dose patches (≤50 µg) even showed a trend toward ↓stroke risk (RR 0.81, 95% CI 0.62–1.05) In contrast, oral estrogen was linked to a 28% ↑ stroke risk (RR 1.28, 95% CI 1.15–1.42). Both low-dose and high-dose oral had elevated risk. 

Conclusion: Transdermal estradiol (especially low-dose) appears safer than oral regarding stroke.

	Vinogradova, Y., Coupland, C., & Hippisley-Cox, J. (2019). Use of hormone replacement therapy and risk of venous thromboembolism: Nested case-control studies using the QResearch and CPRD databases. BMJ, 364, k4810. https://doi.org/10.1136/bmj.k4810
	~80,000 women with VTE (cases) vs ~390,000 controls, age 40–79 (median in 50s); HRT exposure assessed in 90 days prior.

Various HRT types; Oral estrogens (CEE or E2) vs Transdermal E2 (patch/gel) as exposures; Included both estrogen-only and estrogen+progestogen regimens

Oral HRT significantly ↑ VTE risk: aOR 1.58 (95% CI 1.52–1.64) vs no HRT. By formulation, oral estradiol had ~40% ↑ VTE risk (aOR 1.40) and oral CEE+MPA was worst (~aOR 2.1). In contrast, transdermal E2 showed no VTE risk (aOR 0.93, 0.87–1.01 vs no HRT) – no significant increase regardless of E2 dose or combined vs unopposed. 

Conclusion: Transdermal estradiol is VTE-safe; oral estrogen roughly doubles clot risk.


	Maunder, A., Mardon, A. K., Rao, V., Torkel, S., Metri, N.-J., Liu, J., Yang, G., Giese, N., Mantzioris, E., & Abdul Jafar, N. K. (2021). Complementary therapies for management of menopausal symptoms: A systematic review to inform the update of the International Menopause Society recommendations on women’s midlife health. Climacteric, 24(5), 476–495. https://doi.org/10.1080/13697137.2021.1884436
	158 studies were included: one overview, 36 meta-analyses, 7 systematic reviews, 114 RCTs. Overall quality of these trials and reviews were graded low. 
Many complementary therapies showed promising results – acupuncture, Chinese herbal medicine, herbal medicines, vitamin and nutrient supplements, mind-body approaches; however, most supported by low-quality evidence
Strongest evidence supported safety of vitamin D
Moderate evidence for: benefits from black cohosh for hot flushes and menopausal scores; CHM for menopausal scores, sleep quality and blood pressure; acupuncture combined with CHM for sleep quality; vitamin D for fracture risk
Complementary therapies including vitamin D, black cohosh, and CHM may help some menopausal symptoms
In general, most therapies appeared safe with few serious side effects, but more high-quality research on CAM required to confirm risks and benefits

	Midlife Health

	El Khoudary, S. R., Aggarwal, B., Beckie, T. M., Hodis, H. N., Johnson, A. E., Langer, R. D., Limacher, M. C., Manson, J. E., Stefanick, M. L., & Allison, M. A., on behalf of the American Heart Association Prevention Science Committee of the Council on Epidemiology and Prevention and the Council on Cardiovascular and Stroke Nursing. (2020). Menopause transition and cardiovascular disease risk: Implications for timing of early prevention: A scientific statement from the American Heart Association. Circulation, 142(25), e506–e532. https://doi.org/10.1161/CIR.0000000000000912
	The menopause transition is a high-risk window for CVD: Cardiovascular risk accelerates during perimenopause and early postmenopause, partly due to adverse changes in lipids, body fat distribution, blood pressure, and vascular function.
Timing matters for prevention strategies: Earlier intervention—before or during early menopause transition—may be more effective than waiting until late postmenopause.
Risk factor clustering increases sharply: Weight gain, central adiposity, insulin resistance, and dyslipidemia tend to worsen together during this period, amplifying CVD risk.
Hormone therapy is not a primary CVD prevention strategy: HT should not be used to prevent cardiovascular disease, though it may be appropriate for symptom management in selected patients depending on timing and risk profile.
Life-course approach is essential: emphasis on integrating reproductive aging into cardiovascular prevention frameworks, rather than treating menopause as separate from midlife CVD risk management.

	Dastmalchi, L. N., Gulati, M., Thurston, R. C., Lau, E., Sarma, A., Marfori, C. Q., Gaffey, A. E., Faubion, S. S., Laddu, D., Shufelt, C. L., & Sharma, G. (2025). Improving cardiovascular clinical competencies for the menopausal transition: A focus on cardiometabolic health in midlife. JACC: Advances, 4(6), 101791. https://doi.org/10.1016/j.jacadv.2025.101791
	Menopause is a cardiometabolic risk window: The menopause transition (MT) is associated with adverse changes in lipids, blood pressure, body composition, sleep, and mood that collectively increase cardiovascular disease (CVD) risk. 
Training gaps are a major barrier: Many clinicians receive limited education on menopause-related cardiometabolic health, leading to under-recognition and undertreatment. 
Symptoms are clinically meaningful: Vasomotor symptoms, sleep disruption, and mood changes are not just quality-of-life issues—they are linked to measurable vascular and metabolic risk. 
Need for structured clinical competencies: The article emphasizes standardized training and competency development for clinicians to better screen, risk-stratify, and manage menopause-related cardiometabolic risk. 
Multidisciplinary care model: Optimal care requires collaboration across cardiology, OB/GYN, primary care, sleep medicine, and behavioral health. 
Risk-based approach to hormone therapy: Menopausal hormone therapy should be considered within a cardiovascular risk framework rather than as a universal intervention, with careful patient selection.

	Dunietz, G. L., Chervin, R. D., Tauman, R., Shaklai, S., & Sankari, A. (2022). Obstructive sleep apnea in women: Associations with reproductive aging and screening challenges. Chest, 162(5), 1096–1108. https://doi.org/10.1016/j.chest.2022.06.028
	OSA risk increases across reproductive aging: Risk of obstructive sleep apnea (OSA) rises during perimenopause and post-menopause, likely influenced by hormonal changes (especially declines in estrogen and progesterone) that affect airway stability and respiratory control.
Women are underdiagnosed: OSA in women is frequently missed or diagnosed late because symptoms often present differently than in men (e.g., fatigue, insomnia, mood changes rather than loud snoring or witnessed apneas).
Menopause is a critical screening window: The menopausal transition is an important opportunity for clinicians to screen for sleep-disordered breathing, especially in women with weight gain, hypertension, or metabolic risk factors.
Atypical symptom presentation complicates detection: Women are more likely to report insomnia, depression, anxiety, or daytime fatigue, which can lead to misattribution and under-recognition of OSA.
Need for improved screening tools: Current OSA screening tools may be less sensitive in women; the authors highlight the need for sex-specific or symptom-adapted screening approaches.
Cardiometabolic implications are significant: Untreated OSA contributes to hypertension, insulin resistance, and cardiovascular disease risk—conditions already increasing during the menopause transition.
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	Strong link between OSA and cardiovascular disease (CVD): Obstructive sleep apnea is independently associated with hypertension, coronary artery disease, heart failure, arrhythmias (especially atrial fibrillation), stroke, and increased cardiovascular mortality.
Intermittent hypoxia drives vascular damage: Repeated oxygen desaturation leads to oxidative stress, systemic inflammation, endothelial dysfunction, sympathetic activation, and metabolic dysregulation—all key pathways contributing to CVD.
OSA is highly underdiagnosed: A large proportion of moderate-to-severe OSA cases remain undiagnosed, limiting opportunities for cardiovascular risk reduction.
Screening is important in high-risk populations: Patients with resistant hypertension, atrial fibrillation, heart failure, obesity, metabolic syndrome, or stroke history should be evaluated for OSA.
Treatment improves intermediate outcomes: Continuous positive airway pressure (CPAP) improves blood pressure control, sleepiness, and quality of life, though effects on hard cardiovascular endpoints are more variable.
Multidisciplinary management is needed: Effective care requires coordination between cardiology, sleep medicine, primary care, and sometimes neurology.
Prevention and early identification matter: The statement emphasizes earlier recognition and treatment of OSA as part of comprehensive cardiovascular risk reduction strategies.

	Khadilkar, S., Divakar, H., Benedetto, C., Genazzani, A., Ramos, D., Argale, E., Deshpande, G., Hicky, M., Lopes da Silva Filho, A., Herrera, E., & Balkrishnan, M. (2023). FIGO best practice recommendations for the mental health of women at menopausal age. International Journal of Gynecology & Obstetrics, 163(Suppl 2), 3–15. https://doi.org/10.1002/ijgo.15002
	Menopause is a vulnerable mental health period: The menopausal transition is associated with increased risk of depression, anxiety, mood instability, and sleep disturbance, even in women without prior psychiatric history.
Bidirectional relationship with vasomotor symptoms: Vasomotor symptoms (e.g., hot flashes, night sweats) and poor sleep significantly contribute to mood symptoms, creating a reinforcing cycle between physical and mental health.
Screening should be routine: FIGO recommends routine screening for depression and anxiety during midlife and menopause care visits, using validated tools and clinical assessment.
Hormonal changes play a role: Fluctuations and decline in estrogen influence neurotransmitters involved in mood regulation (e.g., serotonin, dopamine), contributing to symptom vulnerability.
Multidisciplinary care is essential: Optimal management includes collaboration between gynecology, primary care, and mental health professionals, especially for moderate-to-severe symptoms.
Treatment should be individualized: Options may include lifestyle interventions, cognitive behavioral therapy, antidepressants when indicated, and menopausal hormone therapy in appropriate candidates.
Stigma and underrecognition are barriers: Mental health symptoms in midlife women are often underdiagnosed or attributed solely to life stressors, delaying treatment.
Focus on whole-person care: The recommendations emphasize integrating mental health into routine menopause care rather than treating it as a separate issue.

	Reddy, S., Gopal, A., Weber, R., Bolton, E., Kumar, N., & Markowitz, A. (2024). Evaluating tools for assessing mental health disorders in perimenopausal women. Menopause, 31(2), 155–163. https://doi.org/10.1097/GME.0000000000002310
	Need for better screening tools in perimenopause: Common mental health screening instruments may not fully capture symptom patterns unique to perimenopausal women.
Symptom overlap is a major challenge: Anxiety, depression, sleep disturbance, and cognitive complaints overlap with menopausal symptoms, making accurate diagnosis difficult.
Context matters in assessment: Timing within the menopause transition significantly affects symptom presentation and severity, which should be considered in clinical evaluation.
Validated tools still useful but limited: Instruments such as PHQ-9 and GAD-7 are helpful but may under-detect clinically relevant mood changes tied to hormonal fluctuation.
Call for menopause-specific approaches: The authors highlight the need for improved or adapted screening tools that incorporate reproductive aging context.
Integrated care improves detection: Combining mental health screening with menopause symptom assessment improves identification of at-risk patients.
Clinical implication: Providers should not rely solely on screening scores; clinical judgment and longitudinal symptom tracking are essential.
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	Musculoskeletal pain is highly prevalent during the menopause transition: More than half of perimenopausal women experience musculoskeletal symptoms such as joint pain, stiffness, or generalized aches. 
Risk increases across menopausal stages: Prevalence is lowest in premenopause, rises significantly during perimenopause, and remains elevated in postmenopause—supporting a hormonal transition effect rather than aging alone. 
Perimenopause is the peak risk window: The transition phase shows the strongest association with new-onset or worsening musculoskeletal symptoms. 
Common symptom clusters include: 
· Joint pain (arthralgia) 
· Morning stiffness 
· Back and neck pain 
· Muscle aches and reduced strength 
Hormonal mechanisms are likely involved: Declining estrogen is associated with: 
· Increased inflammatory activity 
· Reduced collagen and connective tissue integrity 
· Changes in pain perception and central sensitization 
Symptoms are under-recognized clinically: Musculoskeletal complaints are often attributed to aging or osteoarthritis rather than being recognized as menopause-associated symptoms. 
Significant functional impact: These symptoms are associated with reduced quality of life, physical activity limitation, and impaired sleep. 
Clinical implication: Musculoskeletal symptoms should be routinely assessed as part of menopause care, not treated as unrelated orthopedic issues.
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TABLE 2. Treatment recommendations for nonhormone therapies
Jfor vasomotor symptoms with levels of evidence

Category Treatment Recommended  Not recommended
Lifestyle
Cooling techniques Level Il
Avoiding triggers Level Il
Exercise Level Il
Yoga Level Il
Dietary modifications Level Ill
Weight loss Levels ILIT
Mind-body techniques
Cognitive-behavioral Level [
therapy
Mindfulness-based Level Il
interventios
Clinical hypnosis Level [
Paced respiration Level I
Relaxation Level Il
Prescription therapies
SSRISSNRIS Level I
Gabapentin Level [
Pregabalin Level Il
Clonidine Levels LIl
Oxybutynin Levels LI
Suvorexant Level Il
Fezolinetant Level [
Dictary supplements
Soy foods Level Il
and soy extracts
Soy metabolites equol Level Il
Supplements/Herbal Levels LIl
remedies”
Cannabinoids Level Il
Acupuncture, other treatments, and technologies
Acupuncture Level Il
Stellate ganglion block Levels ILIT
Calibration of neural Level Il

intervention

Level If





