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Prolapse – the case for a conservative approach

Last year the results of a trial from The Netherlands were reported and it is worth
reflecting on a what was said at the time : “Pelvic organ prolapse is a common
complaint, and the median age at which it presents is 65 years. Surgery is the
treatment of choice, but what if a woman wishes to have conservative therapy? Is a
pessary a viable option as a long-term solution or a temporary method of symptom
relief?”

Another Dutch study has attempted to answer these queries with a pessary versus
surgery trial over two years (van der Vaart et al JAMA 2022;328:2312-23). There
were more than 200 women in each arm of the study, and the majority of those
allocated to the pessary arm (75%) reported some symptomatic improvement, which
was fewer than those allocated to surgery (80%). However, 60% of the pessary
group had discontinued using their pessaries at the end of the trial, mainly because
of discomfort, and half crossed over to surgery. The conclusion was that pessary
insertion was inferior to surgical repair for long-term symptomatic relief, and this
information could be useful for patient advice in joint decision-making.

With ageing populations and insufficient surgeons to meet demand, alternatives to
prolapse surgery need to be found. The current pessary selection is limited and
solutions such as disposable 3D printed pessaries need to be explored. It is an area
in need of resourceful solutions (ThomasMedscape 2023).

Of note is that the FDA of the United States continues to believe that transvaginal
mesh presents “potential additional risks compared with native tissue repair” and
“maintains that they do not have a favourable benefit-risk profile. This is despite
three-year follow-up reports that mesh and native tissue repairs have similar
effectiveness and safety outcomes” (Larkin JAMA 2022;328:2101-2)”.

Now an article from the United States , in effect, asks us to reconsider pessaries
because of the age of median prolapse presentation is now reckoned to be older
than 70 years and with 1 in 8 American women having prolapse procedures, there is
no chance of surgical supply meeting the demand (Trowbridge et al JAMA Surg
2023;158:443-4). The experts opine that many women prefer conservative
management options due to factors such as comorbidities, cost, and concerns about

https://jamanetwork.com/journals/jama/fullarticle/2799654
https://www.medscape.com/reviewarticle/986430
https://jamanetwork.com/journals/jama/fullarticle/2799172
https://jamanetwork.com/journals/jamasurgery/fullarticle/2802384
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adverse outcomes. Worry about negative outcome prospects have receded as
mesh’s negative connotations have swayed surgical options to a narrower spectrum
of indications. The international literature asks for reconsiderations. Is such a request
warranted?

Long-term effects of hysterectomy

There are long-term effects of a hysterectomy for benign indications that can
influence both cardiovascular disease and malignancy rates. Three articles this year
address these issues:

1. Women whose sisters have breast cancer. Women who have a sister with
breast cancer are twice as likely as the general population to develop breast
cancer themselves. Since bilateral oophorectomy is known to reduce the risk,
some women opt for a hysterectomy plus bilateral salpingo-oophorectomy
(BS0) or a BS0 alone as a prophylactic measure, while others choose to have
frequent mammographic screening.

A study involving 50,000 women looked at the effect of surgery, with or
without hormone replacement therapy on breast cancer risk going forward
(Lovett et al JNCI 2023:djad038). As expected, BS0 surgery reduced
estrogen levels with a concomitant reduction in breast cancer incidence. This
occurred, irrespective of add-back estrogen therapy, which is paradoxical, but
in keeping with the Women’s Health Initiative study when hysterectomy was
followed by combined estrogen plus progestin therapy, the risk of breast
cancer was raised.

2. Ovarian retention at hysterectomy
A Danish study of more than 140,000 hysterectomies for benign conditions
has examined the health consequences of leaving or removing the ovaries
during the procedure (Gottschau et al Annals Int Med 2023 doi 10.7326/M22-
1628). The researchers’ primary outcomes were hospitalisation for
cardiovascular disease, cancer incidence and overall mortality. They found
increased 10-year cumulative risks for all three parameters where the ovaries
were removed, although the differences were only statistically significant in
the 45- to 55-year old age group. These data support the retention of ovaries
in premenopausal women and suggest a cautious approach in
postmenopausal women.

3. Hysterectomy and CVD effects in postmenopausal women

https://academic.oup.com/jnci/advance-article/doi/10.1093/jnci/djad038/7048674
https://www.acpjournals.org/doi/10.7326/M22-1628
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Researchers studied the progression of atherosclerotic disease in a group of
healthy postmenopausal women who were participating in a hormone
therapy trial. Of particular interest were these women’s carotid artery intima
thickness (as an index of cardiovascular health) and whether this bears a
relationship with whether they had a surgical or natural menopause (Chen et
alMenopause 2023;30:692-702).

Their results showed that those experiencing a surgically induced menopause
had a more rapid thickening of their arterial intima than those going through
menopause spontaneously, again strengthening the case against
hysterectomy, with or without oophorectomy in premenopausal women.

Follow up on MHT & dementia

Last month Menopause Matters carried comment on the study that purportedly
links menopausal hormone therapy with an increased risk of dementia. This is
obviously a major concern but was the evidence provided of sufficient weight to
alter clinical practice?

JoAnn Manson (Medscape 2023) from Harvard felt that it was not, and the following
summarises her response. The Danish observational study has caused concern
among clinicians, but there are several caveats to consider before drawing definitive
conclusions.

The study's findings suggest a link between hormone therapy and increased
dementia risk, regardless of the duration or age of initiation (early or late menopause)
but these findings should not be used to infer causality for two reasons.

 First, the observational study contradicts various randomised clinical trials of
hormone therapy and cognitive function among women in early menopause.
Trials like the WHI Memory Study and WHIMS-Y showed neutral effects of
hormone therapy on cognitive function in younger women (age 50-55). The
KEEPS and ELITE trials also found no adverse effects on cognitive function
among women in early menopause.

 Second, methodological issues should be taken into account. During the early
years of the study, women seeking hormone therapy might have had
cognitive concerns and disrupted sleep. This could lead to confounding by
indication, where women with specific symptoms were more likely to seek
hormone therapy. Additionally, there might have been confounding by
detection and surveillance, as women receiving hormone therapy might have

https://journals.lww.com/menopausejournal/Abstract/2023/07000/The_association_of_hysterectomy_with_or_without.3.aspx
https://journals.lww.com/menopausejournal/Abstract/2023/07000/The_association_of_hysterectomy_with_or_without.3.aspx
https://www.medscape.com/viewarticle/994660
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been more closely monitored and, therefore, early signs of dementia could
have been detected more diligent scrutiny.

Considering these concerns, and the discrepancies with randomised clinical trials, it
is suggested that the study's results should not be used to establish a causal
relationship between hormone therapy and dementia risk. Denying hormone
therapy to women in early menopause seeking treatment for valid indications, such
as bothersome vasomotor symptoms, should be avoided. Instead, decisions should
be made through shared decision-making.

AI & menopause matters

With Artificial Intelligence (AI) pervading the medical media, the logical question
is – how will it affect menopause matters? The answer is that it has already affecting
the co-ordinating of menopause data and interpreting large numbers for us. The
study in the paragraphs above is an example of how AI makes new deductions
possible.

The other way AI works is that it also makes it feasible to draw on complex
advances in science and weld them together to come up with new technological
breakthroughs.

For example, we do not have a practical test to predict future osteoporosis but we
know that our genomes do contain genes (or rather abnormal gene sequences
called single nucleotide polymorphisms – SNPs) that can indicate a person is at risk
of osteoporosis. We also have ways of preparing blood samples for genetic
interrogation. There are established biophysical measures of osteopenia and
osteoporosis using X-Rays but these only reveal situations where damage has
already occurred rather than where it is anticipated, in other words our current
diagnostic techniques are too crude for early detection.

However, new technology in genetic SNP identification can identify people
carrying the “at risk” genes without sophisticated DNA extraction or purification.
This means a faster turnover time with results within 15 minutes of taking the
blood sample and at a cost of less than one dollar per test. Just to intimidate you –
as I was intimidated – the title of the article describing the test is “Generic Platform
for the Multiplexed Targeted Electrochemical Detection of Osteoporosis-
Associated Single Nucleotide Polymorphisms Using Recombinase Polymerase
Solid-Phase Primer Elongation and Ferrocene-Modified Nucleoside Triphosphates”
by Ortiz et al ACS Cent. Sci. 2023, doi 10.1021/acscentsci.3c00243.

https://pubs.acs.org/doi/10.1021/acscentsci.3c00243
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Finding osteoporotic SNP signatures would be most helpful during the
menopause transition to identify indications in those who need early intervention
of bone preservation therapy in addition to other reasons for commencing
preventative treatments. This is a whiff of AI’s practical possibilities and who dares
predict what else lies ahead?

Mammography & AI

The editor of Menopause Matters is a declared sceptic of mammography as a
screening tool for breast cancer but does not see his function as persuading
members of our Society to conform to his views. Therefore, a summary of new
data about mammography follows (an abridged version of a ChatGPT transcript –
lest accusations of bias should arise).

The Mammography Screening with Artificial Intelligence trial (MASAI) conducted a
randomised, controlled, non-inferiority study to assess the clinical safety of an AI-
supported screen-reading protocol compared to standard double reading by
radiologists in mammography screening (Lång et al Lancet 2023 doi
10.1016/S1470-2045(23)00298-X).

The trial involved 80,000 women aged 40-80 years eligible for mammography
screening at four Swedish sites. Participants were randomly assigned to either AI-
supported screening (intervention group) or standard double reading without AI
(control group). The study evaluated early screening performance measures,
including cancer detection rate, recall rate, false positive rate, positive predictive
value (PPV) of recall, and the type of cancer detected (invasive or in situ), as well as
screen-reading workload.

 The cancer detection rate in the AI-supported group was 6.1 per 1000
screened participants, while it was 5.1 per 1000 in the standard double
reading group.

 The recall rates were 2.2% in the AI-supported group and 2.0% in the
standard double reading group.

 Both groups had a false positive rate of 1.5%.
 The PPV of recall was 28% in the AI-supported group and 24% in the standard

double reading group.
 In the AI-supported group, 75% of detected cancers were invasive and 25%

were in situ, compared to 81% invasive and 19% in situ in the standard double
reading group.

 The use of AI reduced the screen-reading workload by 44%.

https://www.thelancet.com/journals/lanonc/article/PIIS1470-2045(23)00298-X/fulltext
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AI-supported mammography screening showed a similar cancer detection rate
compared to standard double reading, with a significantly lower screen-reading
workload. The trial was not halted, and the primary endpoint of interval cancer rate
will be assessed in 100,000 enrolled participants after 2 years of follow-up.

Overall, the study suggests that the use of AI in mammography screening is safe and
can significantly reduce the workload for radiologists. However, further long-term
evaluation is required to assess the interval cancer rate for a comprehensive
understanding of AI's impact on mammography screening.
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