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Our brains are responsible for governing our physiological responses to living, and dictate how we
are aware of, and react to the world around us. In addition, we feel, know, perceive, reason,
remember, conceive, judge, and solve problems using cognitive processes in the higher regions,
mainly our cerebral cortex. How we think and feel must be affected by our environment — both
external and internal — and the latter is modulated by hormonal influences that are immediate, such
as pleasure, flight, fight, or stress, or regular cycles of circadian, lunar or seasonal rhythms, or by age
and gradual senescence.

Part of these normal changes in females are brain-ovarian hormonal cycles which allow human
reproduction up to a certain age — around 45 years — when fecundity plummets due to disruption of
regular hormonal output and the cessation of estrogen and progesterone cyclicity. This normal
process of (mainly) estrogen withdrawal means that some of the hormonal modulation of brain-
activity is no longer available and cerebral adjustments need to be made to cope with the altered
internal milieu.

The term “brain fog” has arrived in the menopause transition vernacular to describe a spectrum of
experiences that some women go through which affect their mental wellbeing perimenopausally. It
may be reassuring or even comforting for them to know that the symptom-complex is well
documented and is not permanent.

The cognitive changes subsumed into the brain fog cluster are:

Experiential

The woman experiences feelings that her brain is “not working properly or as before”. This
colloquialism finds articulation in words such as “I feel dissociated” or “removed from reality”, “I find
myself daydreaming” or “observing oneself going through the motions”, “not in the moment” or “if |
could shake my head and blink, my head will clear”. These states of mind have been described in the
symptoms of Covid and are transient, but it may help sufferers identify these disturbing situations

and place them in context of hormonally precipitated brain fog.

Functional

Women may find that their ability to function mentally is impaired. This manifests in forgetfulness in
what tasks need to be carried out, events or appointments missed, as well as an altered sense of
timing, with disconcerting memory lapses for names, or misplacing of objects. They may berate
themselves or feel they are letting themselves, or others, down. Again, knowing that this is likely to
be a transitory phase may be reassuring.

Attitudinal

Finding oneself less sure of one’s ability to concentrate, respond, and remember, may lead to a lack
of confidence or a shakier belief in one’s resilience. This can lead to less surety, less ambitiousness
and less motivation to embrace different tasks or projects. This is the domain where work support is
particularly useful.

The mechanism whereby these cognitive symptoms develop are likely to be related to estrogen
withdrawal effects on the hippocampus and prefrontal cortex regions.




Concomitantly, there may be mood changes around this time which manifest as sadness, frustration,
depression, and irritability. Opportunity loss, together with more overt symptoms of vasomotor
instability, sleep disturbances, and even genital and other anatomical effects of hypoestrogenism
require responses of understanding and explanation from healthcare proessionals, as well as
partners, families, and friends.

Brain fog counselling

Explaining that brain fog is a common and transitory “constellation of cognitive symptoms” around
the time of the menopause may be comforting to afflicted women. Although they may have
troublesome complaints that are valid to them, only about 10% of women show clinically significant
impairment. It should also be made clear that it is not related to dementia, and is not a harbinger of
Alzheimer’s disease.

Early onset dementia is rare (about 3 per 1 000) in the general population, and the group who are
most at risk from mental illness at this time are previous schizophrenia sufferers. Women aged 45
years, with a history of psychotic behaviour, tend to relapse when estrogen levels subside so diligent
follow-up is warranted (Sommer et al Schizo Bullet 2022 doi 10.1093/schbul/sbac 139, also Yasgur
Medscape 2022).

The role of menopausal hormone therapy to ameliorate the cognitive effects is unclear in the long-
term, and short-term trial outcomes are mostly neutral. Readers are referred to the substantial and
helpful coverage of this topic in “Brain fog in menopause: a health care professional’s guide for
decision-making and counselling on cognition” (Maki & Jaff Climacteric 2022 doi
10.1080/13697137.2022.2122792).

Cognition counselling in older adults

The best way to maintain cognitive health into old age is by adhering to the lifestyle which is
recommended for robust cardiovascular health. A balanced diet, regular exercise, and the
avoidance of chronic stress, all improve an elderly person’s chances of good mental health. Added
to those recommendations are social interactions which promote cognitive resilience (Salinas et al
JAMA Netw Open 2021;4:€2121122 & Hoang et al JAMA Netw Open 2022;5:e2236676). There are
mind-stimulating past-times and the following two reports are of “brain-training” alternatives.

Meditation training — it is claimed that meditation can maintain mental attention and emotional
regulation, and can stave off cognitive degeneration in old age. In a small study of mostly women
around 70 years of age, it was found that adherence to an 18 month meditation course did show
positive “changes in a global composite score capturing attention regulation, socioemotional and
self-knowledge capacities” (Chéltelat et al JAMA Neurol 2022 doi 10.1001/jamaneurol.2022.3185).

Another study, this time looking at cognitive-behavioural therapy or yoga in “worried older adults”
also demonstrated “sustained improvements from baseline in worry, anxiety, sleep, depressive
symptoms, fatigue and social participation” (Danhauer et al Am J Ger Psych 2022;30:979-90).

Editorial comment — These are encouraging outcomes, without stimulants or supplements, and seem
to show improvements on multiple levels. | do still question the power of the Hawthorne effect in
trials of this nature. Surely, if you know you are going to be observed — that very fact needs to be
taken into account in the interpretation of studies of this nature?



Women’s health in general, and menopausal health in particular, has been under the spotlight in the
UK over the past few years, culminating in first the Scottish, and then the English “Women’s Health
Strategy” policies (Policy Paper Dept of Health and Social Care 2022). One of the issues raised was
the access to MHT due to the unavailability of supplies in the face of rising demand. There has been
a one third increase in MHT prescriptions, from 1.5 million to nearly 2 million patients over the last
year (BMJ 2022). In addition, a report from the All-Party Parliamentary Group on Menopause has
suggested that all women should be offered a health check at age 45 years to “help diagnose
menopause at an earlier stage”. Another recommendation was attention to the impact of
menopause symptoms on work ability (lacobucci BMJ 2022;379:02464).

The debate has continued since a report from the Netherlands which found “Over three-quarters of
symptomatic menopausal women report serious problems in dealing with the physical and mental
demands of their work” (Geukes et al Maturitas 2016;90:3-8). Now a report from a NAMS meeting
has quantified the impact of menopause symptoms in workplace performance (Haelle Medscape
2022).

The researchers gathered data from more than 4 000 middle-aged women who were currently
employed to gauge whether their employment was affected by menopausal symptoms. They
collectively had a mean Menopause Rating Scale of 23, indicating a severe level of symptoms.

One in eight reported “an adverse outcome” which was most commonly missing work. Fewer than
1% associated menopause issues with being laid-off, quitting, retiring, or changing jobs because of
menopausal issues.

Workplace concerns were correlated with higher MRS scores but only one quarter of women sought
help for their symptoms.

Editorial comment — Raising knowledge about women’s health throughout the life course can do
much to normalise and “destigmatise” matters such as workplace disadvantage and a wider
acceptance of the wide range of interventions available to assist their menopause transition.

The general topic of insomnia has been extensively explored in relation to medications and their
efficacy in clinical practice (De Crescenzo et al Lancet 2022;400:170-84 and Wise BMJ
2022;378:01758).

There have also been warnings about the misuse of melatonin in trying to regulate sleep disorders,
and an article highlights these concerns (Kuehn JAMA 2022 doi 10.1001/jama.2022.11506).

Sleep loss seems to affect individuals, groups, and societies in general and, as such, may have
bearing on how we make decisions about how we interact with each other. Maybe we are less
prosocial, less altruistic and less empathetic when we are tired? (Simon et al PLoS
2022;20:e3001733).

Editorial comment — Within the last few months a publication has appeared explaining why we
experience brain fatigue. After many hours of concentration and cognitive effort, such as reading,
doing computer chores, or playing chess, our brains become tired, but quite how “getting tired”
works has not been understood.




The cognitive control centre of our brains is situated in the left lateral prefrontal cortex. This region is
responsible for higher level thinking such as making decisions about what to do next. It is that part of
the brain where choices are made. Activity in this area can be monitored by magnetic resonance
spectroscopy which can register the amount of work being done by this part of the brain (Wiehler et
al Current Biology 2020;32:3564-75).

It appears that it is the accumulation of the toxic substance glutamic acid and its metabolites that
cause this part of the brain to slow its activity, not a decrease in glucose delivery. Excess glutamate
signals brain fatigue, at which point function slows and we feel the need for a rest from our current
tasks and “feel sleepy” (Wilson Medscape 2022).

Whether there is a connection between this physiological process and abreactions in cognitive
function at the menopause transition is pure conjecture on my part. What is known is that cerebral
blood flow is linked to vasomotor symptoms of menopause.

This particular work links vasomotor symptoms, both while awake and asleep, with changes in
magnetic resonance imaging (MRI) scans in various regions of the brain (Thurston et al Neurology
2022 doi 10.1212/WNL.0000000000201401 & Anderson Medscape 2022). The phenomenon is called
“white matter hyperintensity volume (WMHV)” and is related to decreased small blood vessel
perfusion. These changes in oxygenation delivery, as recognised by WMHV measures, change across
the adult lifespan. Possibly they vary with menopausal symptoms related to vasomotor tone
intracerebrally. At this point | shall stop daydreaming and await further explanations from experts as
to why the menopause transition is sometimes associated with altered mental health.

Follow up. Menopause Matters reports on the published literature and newer developments
mean that our knowledge is constantly being revised.

Vaginal laser therapy

Consensus has not been reached about the long-term efficacy and safety of carbon dioxide laser
therapy for the treatment of the genitourinary syndrome of menopause symptoms. A review has
been published combining various studies that compared laser therapy with topical estrogen
therapy (Jang et al JAMA Netw Open 2022;5:€2232563). Of the combined 270 participants, similar
improvements were observed with both treatments, leading the researchers to conclude that:
“Further research is needed to test whether vaginal laser therapy could be a potential treatment
option for women with contraindications to vaginal estrogen.”

Colonoscopy screening for colorectal cancer

Colonoscopy has been held as the gold standard of screening for colorectal malignancy for many
years. The procedure is invasive, takes preparation, is dependent on the clinician’s expertise, and is
costly, so its “pay-off” requires high confidence in its screening sensitivity and therapeutic potential
(adenoma removal).

A European study has been published looking at the effectiveness of inviting a large number of
citizens to be screened for colorectal cancer by colonoscopy, and not inviting a similarly large group
to “usual care” that is, no screening (Bretthauer et al NEJM 2022 doi 10.1056/NEJM0a2208375). A
decade later deaths were compared, and the advantage of screening was small — leading to
qguestioning about the justification of colonoscopy. However, only 42% of those invited to attend
actually accepted their invitation, showing that simply extending invitations is not a gainful strategy.




When the outcomes were calculated, based on the numbers actually screened, they were similar to
the lives saved by screening colonoscopy in previous trials.

The data received high-profile attention in the media and the journals in which the epidemiology of
the process had to be explained and (some) confidence in screening for colorectal cancer restored.
Dominitz & Robertson NEJM 2022 doi 10.1056/NEJMe2211595 and McCall Medscape 2022 and
Gyawali Medscape 2022 and Johnson Medscape 2022 (X2).

Vaginal estrogen use — caution required?

The use of topical vaginal estrogen medication is considered safe for treatment of genitourinary
symptoms of menopause. This remains true, but is it safe for use by breast cancer survivors who
may be particularly at risk of the syndrome because of the anti-estrogen therapy they are prescribed
as part of their overall management?

Work by Scandinavian researchers looked at both systemic and topical treatments with estrogens
and generally found encouraging outcomes (Cold et al JNCI 2022 djac112). The subgroup who
should probably avoid topical estrogens are those taking aromatase inhibitors who “should try
alternative strategies for management of genitourinary symptoms because VET will likely increase
their risk for breast cancer recurrence.” (Cathcart-Rake et al JCNI 2022;114:1315-6).
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