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A glimpse into the future

Osteoporosis prediction

Researchers have developed a generic platform for the electrochemical detection of specific
single nucleotide polymorphisms (SNPs) associated with osteoporosis. Osteoporosis is
influenced by both genetic and environmental factors, leading to an increased risk of bone
fracture but current diagnostic techniques are unable to detect the condition early enough
for preventative interventions.

An article describing the technique is technically dense and beyond most clinician’s
understanding but here follow 2 paragraphs in case you are feeling strong:

The platform utilizes isothermal solid-phase primer elongation with ferrocene-labeled
nucleoside triphosphates. It allows for the simultaneous electrochemical detection of multiple
SNPs. In their study, the researchers successfully detected five SNPs associated with a higher
risk of osteoporosis and fractures in 15 blood samples. To validate the results, the platform's
findings were compared with those obtained through a TagMan SNP-specific fluorogenic 5-
exonuclease assay and Sanger sequencing, confirming the platform's accuracy. Importantly,
the blood matrix did not affect the assay's performance or the electrochemical detection
process.

This generic platform has demonstrated robustness and efficiency, as it can directly process
thermally lysed blood samples without requiring DNA extraction or purification. The entire
assay process, from adding the lysed sample to obtaining the results, takes only 15 minutes.
Moreover, the cost per SNP, when considering the electrode array, microfluidics, and all
reagents on a laboratory scale, is approximately 0.3€. This platform shows great promise for
the early diagnosis of osteoporosis based on genetic predisposition.

As with so many advances, it is challenging to get one’s head around but the concept is
enormously important and the hope is for simplified laboratory work to be brought to the
bedside (Ortiz et al ACS Cent Sci 2023 doi 10.1021/acscentsci.3c00243).

Non-hormonal treatment of vasomotor symptoms

The quest for non-hormonal medications for the treatment of vasomotor symptoms of
menopause is ongoing. For those wishing to understand the pathophysiology of the
underlying mechanisms which cause the vasomotor effects - the article by Christ J et al does

explain the processes (JAMA 2023 doi 10.1001/jama.2023.15965). Again, an editorial
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warning - the data are scientifically demanding and the costs steep so be prepared to accept
a challenge if you embark on further enlightenment via the hyperlink.

A new GSM treatment?

There is also a quest for non-hormonal treatments of the Genitourinary Syndrome of
Menopause and a new contender has been announced - the hyaluronic acid (HLA) vaginal

pessary.

The outcomes of a small trial were presented to the North American Menopause Society’s
meeting when the HLA pessary was compared with 1% estrogen cream. The researchers
found no difference between the two groups as far as improvement of vulvovaginal
symptoms was concerned (Remaly Medscape 2023). There were no severe adverse
events related to the medication so a new approach to this vexing condition may soon be
available.

Editorial comment; | am aware that my hesitancy about mammography screening of healthy
women is not shared by all Menopause Matters readers. In my view - the harms outweigh the
benefits at any age and the age of starting and stopping mammography are currently being
reviewed by screening protagonists.

Because my personal interpretation of articles may thought to be biased, | give you (in full)
ChatGPT's summary of the latest on screening in older women:

“A recent study from Yale Medical School has questioned the effectiveness of breast cancer
screening for women aged 70 and older. The research, published in the Annals of Internal
Medicine, followed 54,635 women in the U.S. who underwent mammograms in 2002,
comparing those who continued screening with those who did not. The study found that
among women aged 70 to 74, up to 31% of breast cancer cases detected through
mammograms were likely overdiagnosed, meaning the detected tumors wouldn't have
caused health issues during their lifetimes. This overdiagnosis percentage increased with
age, reaching 47% for women aged 75 to 84 and up to 54% for those aged 85 and older.

The study also revealed that there were no significant reductions in breast cancer-related
deaths associated with screening. This has raised concerns about the potential for
unnecessary treatments and the related financial and emotional burdens. The researchers
noted that the detection of breast cancers that might never become symptomatic is a
concern for older women undergoing screening.

Different medical organizations have varying recommendations. The U.S. Preventive Services
Task Force suggests mammograms every two years for women aged 50 to 74 but lacks
sufficient evidence for those 75 and older. The American Cancer Society recommends
screening for women over 55 with a life expectancy of more than 10 years, while the
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American College of Physicians advises discontinuing screening for women over 74 with a
life expectancy of 10 years or less.

The study's lead researcher, Dr. llana Richman, emphasized the importance of older women
understanding the risks and benefits of continued screening. Oncologists from Johns
Hopkins University, Drs. Otis Brawley and Rohan Ramalingam, noted in an accompanying
editorial that new tools are needed to better identify the severity and stage of cancer.

In conclusion, the study suggests that breast cancer screening for older women may lead to
significant overdiagnosis, raising concerns about the balance between harms and benefits of
such screening.”
References
e Estimating Breast Cancer Overdiagnosis After Screening Mammography Among
Older Women in the United States. Richman et al Annuls Int Med 2023 doi
10.7326/M23-0133
e Women Over 70 Risk Breast Cancer Overdiagnosis With Screening, US Study Finds.
Welle Medscape 2023

e Older Women Who Get Mammograms Risk Overdiagnosis. Otto Medscape 2023

Other breast cancer considerations

Breast cancer and BRCA 1/2 status

All women who are diagnosed with breast cancer should be screened for their BRCA1 and 2
status as their risk of other gynaecological cancers could be raised. One of the options they
may consider is a prophylactic bilateral salpingo-oophorectomy and an article has now
appeared suggesting that such an operation is associated with improved overall survival in
patients with surgically resected, pathogenic germline BRCA1 or BRCA2 breast cancer.

It is associated with significantly better survival statistics compared with the outcomes of
those patients not having the procedure and it “should be performed as early as possible,
particularly for those with the BRCAT variant, to reduce overall mortality” (Martelli et al JAMA
Surg 2023 doi 10.1001/jamasurg.2023.4770).

Vaginal estrogen in breast cancer survivors

Previous publications have raised some doubts about the use of topical vaginal estrogen
use in breast cancer survivors because of recurrences in selected circumstances. These
women are at risk of hypo-estrogenic symptomatology that is bothersome and not
necessarily relieved by non-hormonal treatments, so the latest work from the US is of

interest. A large cohort study found no difference in recurrence-free survival between
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those using vaginal estrogens and those not using them (Agrawal et al Obstet Gynecol
2023;142:660-8).

An editorial has provisos as follows “However, concomitant use of vaginal estrogen and
aromatase inhibitors was associated with a higher risk for breast cancer recurrence than was
use of vaginal estrogen alone.

Although this important study's findings have the limitations characteristic of
observational studies, its large size and careful analyses suggest that in selected well-
counselled breast cancer survivors, off-label use of vaginal estrogen may safely improve
their sexual function and quality of life.” (Kaunitz Medscape 2023).

Sex as a consultation imperative

Should we discuss patient's sex lives as part of a gynaecological consultation or only
following an illness or operation?

Yes, indeed we should probably raise the topic more often than we do, because:

1. With the loss of libido that often accompanies the menopause transition, women
need to be reassured that variations - usually in the direction of less sexual interest -
are common and not abnormal. As such counselling can be of comfort once this is
understood and may give her the opening to discuss her feelings with her partner
who may be experiencing her lack of physical involvement as rejection.

This can happen without any medical problems so engaging the subject is important
in perimenopausal consultations. A very short piece encourages sexual matters to be
directly raised and suggests 4 topics to enquire about - libido, arousal, orgasm and
pain.

“The Four Questions You Should Ask About Sexual Health” Rubin Medscape 2023.

2. If a patient has any procedure or operation, the rehabilitation must include an
exchange about the resumption of physical relations. She will no doubt discuss her
"visit to the doctor” with her partner and the “permission” to return to normal (or not)
physical contact will be on both their agendas. If it has been a gynaecological
procedure, the question of sex is mandatory and again allows her to explain to her
partner what can be anticipated.

If she has had a malignancy, it is imperative to talk about it effects on her perception
of herself, what anatomical, hormonal and emotional factors will come into play and
how this can affect her sex life.

The point is made by Kranz (Medscape 2023) that any patient suffering from a serious
illness, has to consider whether her partner may experience “disenfranchised grief”.
This is the feeling of loss of something that one is not culturally permitted to mourn.
More precisely the partner may be grieving for the anticipated loss of their sex life,
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but is not “allowed” to mention this because “she is going through this ordeal and
who am | to worry about my pleasures?”

There is a podcast entitled “Let’s talk about sex. How can doctors approach the
challenging conversation of cancer survivorship and sexual wellness?” by Partridge &
Winkfield Medscape 2023 that is worth listening to if you have 25 minutes and/or the
need to find a way to start the conversation that some may find too personal or taboo.
The experts do give tips on how initiate discussions.

3. Chronicillnesses
It is quoted that 60% of old people (that is >65 years) suffer from a chronic condition
with hypertension being at the top of the list. When considering a patient's sex life it
is appropriate to ask about chronic medications which sometimes get “overlooked”
but may be detrimental to libido and vitality in middle-age and beyond (Luo et al J
Sexual Med 2023;20:1078-84).

“Going to the doctor” and reporting back to her partner that intimacy was a topic that
was raised my be all that she requires to open a subject that is close to both their
hearts but beyond their scope to broach without a nudge. It is a critical part of our
obligations to all our patients. The buck starts with us and we need to take the
responsibility.

Ovarian cancer risks

Occupations & ovarian cancer risk? Certain factors are known to be associated with
differing risks of ovarian cancer. BRCA genetic links increase propensity and oral
contraceptives reduce the likelihood but are some occupations linked to suffering from
ovarian cancer? Evidently so, with hairdressers, beauticians and accountants being part of a
variety of workers at high-risk (Leung et al Occup Environ Med 2023 ;80:489-97. It seems
some chemical agents (and asbestos) are the likely suspects and a well-ventilated working
environment is probably wise advice (Wilson Medscape 2023).

Menstrual history & menopause

A new study has looked at the association between premenstrual disorders (PMDs), the
timing of menopause, and the severity of menopause-related vasomotor symptoms (VMS).
The researchers used data from the Nurses' Health Study Il and conducted a cohort study
with female participants in the United States (Yang et al JAMA Netw Open 2023;6:€2334545).

Here are the key findings and implications of the study:

e The presence of a PMD was associated with an increased risk of early
menopause.
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e Women with PMDs were more likely to experience moderate or severe
VMS during menopause.

The results suggest that there may be a recognizable pattern during a woman's
reproductive years (PMD) that can help identify those at risk for adverse experiences
during the transition to menopause.

The study highlights the need for further research to assess the long-term health risks in
women with PMDs, even after menopause, given the documented associations with early
menopause, VMS, hypertension, and cardiometabolic diseases.

In summary, this study suggests that women with premenstrual disorders may be at
higher risk for early menopause and more severe menopause-related vasomotor
symptoms, potentially indicating an identifiable phenotype during their reproductive
years that warrants clinical attention and further investigation into long-term health
outcomes.

Do you teach medical students?

If you teach medical students or have an interest in what the next generation of United States
medical students looks like - then the Medscape Medical Student Lifestyle Report 2023 will
be an eye-opener.

The report catalogues students’ motivations for wanting to join the profession, their
prospective specialities, anticipated debt accumulation and is a rich source of information
about what concerns them, what they believe they should learn about that isn't in their
curricula (e.g. business, technology) and their demographics.

The first slide (there are 25 slides) depicts what | presume the producers feel is a

representative group of students. It's worth just looking at who they have chosen to feature!
Press on the Ctrl key and click on Medscape Lifestyle Report

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
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