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Approaches to The Genitourinary Syndrome of Menopause

The Genitourinary Syndrome of Menopause (GSM) is rightfully receiving
considerable attention in the journals and there is a wide range of products available
for its management.

These options can be systemic medications such as hormones and SERMS, topical
lubricants, creams, pessaries or rings, and now include “energy devices” such as
lasers, ultrasound, mechanical methods and some more exotic means that are being
researched in the quest for restoring vulval, vaginal and bladder integrity.

Apart from the variety of approaches on offer, there are often anatomical factors of
prolapse that require different (or concomitant) solutions so there is an important
requirement for a full consultation for every woman seeking assistance for her GSM.

Adding to the complexity of diagnoses and the evaluation of treatment outcomes
are personal factors such as her time lapse and progress through the menopause
transition, her preferences for systemic or topical measures, any hormone sensitive
issues at present or in the past, personal relationship stresses or support and the cost
and availability of equipment involved.

Devices - laser therapy

The issue of devices' regulation has been raised in Canada this year and the
following are quotes from the article: Laser devices for vaginal rejuvenation:
effectiveness, regulation and marketing. Welk et al CMAJ 2023;195:E195-E196.

o Genitourinary syndrome of menopause (GSM) is common and can be
treated with over-the-counter vaginal lubricants or supplementation with
vaginal estrogen.

» Vaginal energy devices (such as CO; lasers) have been licensed in Canada
to treat symptoms of GSM; however, these devices are often marketed for
“vaginal rejuvenation,” with claims that they will tighten the vagina, improve
sexual function and treat urinary incontinence.

o Unlike medications, controlled studies are not required for the regulatory
approval of many new medical devices, and although several case series
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have suggested that vaginal energy devices may be effective for GSM or
incontinence, recent randomized controlled studies have not shown benefit.

o Marketing these devices for vaginal rejuvenation and urinary incontinence
may not be serving patients’ best interests.

“Although vaginal energy devices may be a reasonable low-risk intervention in
certain situations (e.g., patients for whom estrogen therapy has been ineffective or
contraindicated), first-line, evidence-based therapies should be attempted for most
patients with GSM or incontinence before substantial out-of-pocket expenditure on
interventions with limited high-quality evidence.”

In other countries, for example in the UK the recommendation stands that “Laser
treatment may be beneficial for the symptoms of GSM but until more robust
evidence is available it should not be adopted into widespread practice, and should
be used as part of a research study only.”

RCOG Scientific Impact Paper (July 2022) entitled “Laser treatment for genitourinary
syndrome of menopause”.

Urinary tract symptoms

Laser for overactive bladder symptoms.

A small study (50 participants) in Thailand investigated the efficacy of vaginal Erbium
YAG laser treatment in postmenopausal women with overactive bladder syndrome
(OAB) and vaginal atrophy.

The study found that the treatment led to significant improvements in OAB
symptoms, including total Overactive Bladder Symptom Score, nocturia, and
urgency. Other outcomes, such as coping and social questionnaires, daytime
micturition frequency, urgency, maximum urine volume, VAS score, and Vaginal
Health Index score, also showed significant improvements in the vaginal laser group.
The authors conclude that vaginal Erbium YAG laser is an effective treatment for
OAB and vaginal atrophy in postmenopausal women, with improvements confirmed
by bladder diary (Chiengthong et al Menopause 2023;30:414-20).

Hormone therapy for nocturia

A prospective study was carried out to observe the effects of different hormonal
treatment options on nocturia, its causative factors, and bother experienced by
postmenopausal women. The study recruited 250 women and divided them into
four treatment groups based on patient choice: estrogen plus progesterone (E+P),
estrogen-only in patients with a prior hysterectomy, tissue-selective estrogen
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complex (TSEC) which are more usually called Selective Estrogen Receptor
Modulators (SERMS), and no treatment (Pauwaert et al Menopause 2021;28:502-10).

The prevalence of nocturia was observed before and after treatment using two
standardized questionnaires. The results showed a significant reduction in the
prevalence of nocturia twice per night after treatment. Specifically, a reduction in
nocturnal voiding frequency was observed in patients treated with E+P and TSEC,
which could be explained by a reduction in sleep disturbances.

Estrogen-only led to a significant change in urinary tract sum score, which resulted
from a reduction in urgency prevalence. The study concluded that E+P and TSEC
treatment led to a reduction in nocturia prevalence and bothersome symptoms in
women with 2 nocturnal voids, which was mainly the result of improvement in sleep
disorders, and improvement in bladder function could also be suggested.

Motion-based, digital, remote intravaginal device

Researchers have investigated whether a pelvic floor muscle training device is
superior to standard self-guided exercises for the management of women with stress
or stress-predominant mixed urinary incontinence (Weinstein et al Obstet Gyn
2022;139:606-15).

The study found that the device was more effective than a home training program
using written and narrated instructions in improving urinary incontinence symptoms
and reducing incontinence episodes. The device did not cause any severe adverse
events. See the full article for details.

Vaginal medication for urinary symptoms

A study was carried out aimed at comparing the effectiveness of a vaginal tablet
containing estriol plus lactobacilli with placebo on lower urinary tract symptoms
(Jongjakapun et al Menopause 2023;30:441-6).

The trial was conducted on 80 women, who were randomly assigned to receive
either an E3/L tablet or placebo. After 1 month, the proportion of women whose
symptoms improved did not differ significantly between the two groups. There were
also no differences in symptom severity score, participant satisfaction, or quality of
life. The study concluded that a 1-month course of vaginal E3/L does not appear to
improve lower urinary tract symptoms in postmenopausal women.
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Other methods of treating GSM symptoms

Moving from the urinary aspects of GSM, the spectrum of symptoms is wide.
Atrophic anatomy can give rise to a lack of lubrication leading to chaffing, irritation
and dyspareunia, while estrogen lack in the epithelium can lead to less elasticity,
fewer rugae, and a less robust surface that can lead to contact bleeding.

These symptoms do not present in all, or even some women whose estrogen levels
decrease during the menopause transition and researchers have looked to means
other than symptoms to quantify the effects of estrogens on the genital tract. The
Vaginal Health Index, epithelial cell glycogen content, the Karyopyknotic Index,
Nugent scores and the vaginal microbiome analysis are all used to indicate healthy,
atrophic or pathological conditions. There is however not a direct correlation
between these indices and agreement as to whether abnormal results mean
pathology and indeed, symptoms.

The vaginal microbiome in humans is dominated by lactobacilli micro-organisms
plus Bifidobacteria, and this results in a lowered pH (between 3.8 and 4.5) which
deters the proliferation of pathogens, for example Streptococci, Clostridia and
Sneathia bacteria and viruses such as the Human Papilloma Virus. This balance is
sensitive to estrogen levels and the in postmenopausal women there appears to be
a different bacterial community in women with and without vulvovaginal atrophy.
Adding estrogens (systemically or locally) or using other methods of treatment alters
the microbiome.

This raises the question as to whether the vaginal microbiome reflects or effects a
healthy situation (Mitchell Menopause 2023;30:355-6).

1. SERMS

The following summary appeared in a previous issue of Menopause Matters :

An example of the vaginal microbiome being positively altered by estrogens was
shown in research into the effects of the SERM ospemifene and systemic therapy in
postmenopausal women with “vaginal atrophy”. All those taking part in the trial had a
microbiome which differed from women with a healthy anatomy. Both interventions
restored a more normal micro-organism balance which reduced the number of
“potentially harmful bacteria” (Alvisi et al Menopause 2023;30:361-9).
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2. Ultrasound

A recent article reports on a pilot study that evaluated the safety and effectiveness of
a home-use, therapeutic ultrasound device for treating vaginal dryness. The study
randomized women to either the ultrasound treatment or a sham treatment for 12
weeks, and then all participants received open-label ultrasound treatment up to 1
year. The primary effectiveness endpoint was a change in vaginal dryness symptoms,
and the secondary endpoint was a clinician-reported vaginal health index (Hickey et
al Menopause 2023;30:383-92).

The study found that therapeutic ultrasound was safe and effective in reducing
symptoms and improving the vaginal health index, and the effectiveness was
maintained up to 1 year. The authors suggest that therapeutic ultrasound could offer
a new, non-hormonal treatment option for postmenopausal women with
vulvovaginal atrophy.

3. Systemic estrogens or SERMS

Systemic menopausal hormone therapy (MHT) replenishes estrogen levels and is
used in the treatment of GSM. The therapy can be delivered orally, transdermally
and now there are reports of the use of intra-vaginal rings which the investigators
say “is a promising new option for hormone therapy for the treatment of
vasomotor symptoms and vaginal symptoms associated with menopause.” (Hull et
al Menopause 2023;30:427-36).

This synopsis of GSM treatments will not delve into the other systemic MHT
possibilities as many of these are well established and newer methods will be
discussed as they are reported.

Non-hormonal vasomotor symptom therapy

Vasomotor symptoms are caused by the decreased estrogen levels during the
menopause transition affecting the thermoregulatory mechanism in the vicinity of
the hypothalamic pre-optic nucleus. This effect consists of “heightened signalling of
neurokinin B together with its receptor (neurokinin 3 receptor NK3R)” (Prague Lancet
2023;401;1055-8).

A pharmacological blockade of NK3R receptor antagonists appears to attenuate
vasomotor symptoms almost as effectively as hormone treatment and now clinical
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trials of this medication have been published (Lederman et al Lancet 2023;401:1091-
102).

The SKYLIGHT 1 study was a phase 3 trial with a 40-week active treatment extension
conducted in seven countries. The study aimed to investigate the safety and efficacy
of fezolinetant for the treatment of moderate-to-severe vasomotor symptoms. More
than 2,000 women experiencing an average of seven or more moderate-to-severe
hot flushes per day, were assigned to once-daily placebo, fezolinetant 30 mg, or
fezolinetant 45 mg. The primary endpoints were the mean change in the frequency
and severity of vasomotor symptoms from baseline to weeks 4 and 12.

Compared with placebo, both doses of fezolinetant reduced the frequency and
severity of vasomotor symptoms at week 4 and week 12 and were maintained over
52 weeks. Treatment-emergent adverse events occurred with similar frequency in all
the groups.

The incidence of liver enzyme elevations was low, and adverse events were generally
asymptomatic, transient, and resolved while on treatment or after treatment
discontinuation. The results of the SKYLIGHT 1 study suggest that fezolinetant is an
effective and safe non-hormonal treatment for vasomotor symptoms associated with
menopause.

Menopause and Alzheimer’s risk

A study from the US investigated the association between sex, age at menopause,
menopausal hormone therapy (MHT) use, and tau pathology in cognitively healthy
individuals using positron emission tomography (PET) (Coughlan et al JAMA Neurol
2023 doi 10.1001/jamaneurol.2023.0455).

The investigators found that female sex, earlier age at menopause, and MHT use
were significantly associated with higher regional tau which is associated with a
greater risk of Alzheimer’s Disease.

Late initiation of MHT following menopause onset may underpin the association
between MHT use and elevated tau PET signals. The study concludes that earlier age
at menopause and late initiation of MHT following menopause onset may be
important sex-specific risk factors that underlie differences in tau deposition, and
may inform AD risk discussions relating to female reproductive health and treatment.
The findings suggest that subgroups of women may be at higher risk of pathological
burden, and those who experience younger age at menopause may represent a
subgroup for priority inclusion in AD prevention trials. Clinical trials to assess the
potential implications of MHT timing on tau deposition are awaited.
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Endometrial cancer detection in urine and cervicovaginal self-samples

Endometrial cancer incidence is increasing and is now the most frequently
diagnosed genital cancer in women. In about 90% of cases, postmenopausal
bleeding precedes its presentation and demands that malignancy be excluded,
however, fewer than 10% of patients have cancer, yet all should have professionally
performed investigations such as cervical or endometrial biopsies. This dogma has
been challenged by a group from the Netherlands who researched the potential of
DNA methylation marker analysis as a minimally- and non-invasive alternative to
current diagnostic approaches (Wever et al Int J Ca 2023 doi 10.1002/ijc.34504).

They compared testing in paired urine samples, cervicovaginal self-samples, and
clinician-taken cervical material from 100 patients diagnosed with stage | to IV
endometrial cancer. The results showed that endometrial cancer detection in
samples collected by home-based methods was excellent and comparable to
diagnostic performance in clinician-taken cervical samples.

The study highlights the value of methylation analysis in patient-friendly sample

types for detection of endometrial cancer of all stages and has the potential to
noninvasively screen patient populations at risk for endometrial cancer.

Athol Kent

Email address atholkent@mweb.co.za

Menopause Matters is a monthly review of matters menopausal that have recently
appeared in the journals. It is produced for the South African Menopause Society.
These summaries and opinions do not necessarily reflect the views of the S A
Menopause Society. Any clinical decisions made on the data presented are at the
reader’s discretion. ChatGPT has been used to assist with the production of some of
the summaries .

Cip I d Purpose Inspired



https://onlinelibrary.wiley.com/doi/10.1002/ijc.34504
mailto:atholkent@mweb.co.za

