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Hormone therapy side effects

Hormone therapy (HT) is the most effective means of treating vasomotor menopausal symptoms and
should be initiated as soon as bothersome issues arise. The package inserts carry a raft of potential
contra-indications and side effects, but there is little in the literature documenting minor negative
experiences (such as nausea at the beginning of treatment), so a report from Denmark is interesting.

Researchers looked at prescriptions filled for antiemetics preceding and following HT initiation, with
the former acting as controls for the numbers of women suffering from nausea when starting HT
(Rahbek et al JAMA Netw Open 2022;5:2211883). The sequence of antiemetics following HT was only
marginally greater than antiemetic preceding HT, with very low actual numbers, of the order of 1 or 2
per 1 000. Details were that transdermal patches, which do not undergo first-pass metabolism, might
be more rapidly absorbed and thus associated with nausea, whereas vaginal HT is not systemically
absorbed and does not cause generalised symptoms. If HT-related nausea does occur, it should be
treated, rather than discontinuing hormone treatment, but it is a rare occurrence.

Longer-term side effects are the skeletal benefits of reduced bone turnover and the slowing of estrogen
deficiency osteoporosis (McClung et al Menopause 2022;29:304-8) and the reversal of genitourinary
symptoms, with possible lessening of the risks of developing diabetes (probably through gut
microbiome restoration) and lowering the risk colon cancer.

Negative side effects are an increase in breast cancer rates of 0.1% per year or an absolute change from
6.3 to 8.3% over 20 years of use for combined HT, with a quarter of such a risk for estrogen only use
(Beral et al Lancet 2019;394:1159-68).

The risks of venous thromboembolism also rise with oral HT, but the actual (absolute) numbers are
small and can be viewed either by:

e the number of extra VTE cases — 10 per 10 000 women years, or

e the number needed to harm, which is 1 000 women (Vinogradora et al BMJ 2019;364:k4810).

Editorial Comment. The negative effects data, particularly concerning breast cancer and thrombosis are
derived from publications that reflect the “data of the time”. Is it time for an up-to-date balancing act
that takes into account newer preparations and modes of delivery, together with the advantages that
are appearing about bone health preservation and cardiovascular markers?

Cardiovascular health post menopause

It is accepted that a woman’s cardiovascular health is less resilient after her menopause transition, with
the increased risk of cardiac and vascular events. How hormones affect the normal ageing process is
unclear, but they may change blood vessel plasticity, myocardial function, gut microbiome mediated
metabolic alteration, or serum lipid levels. The net results are changes in body weight, fat distribution
with increased visceral fat deposition, raised blood pressure likelihood, and a pro-atherogenic shift in
lipids and other circulating metabolites.

Questions arise as to the extent to which hormone deprivation dictates the cardio-metabolic changes
and whether these can be mitigated by hormone therapy. Seeking answers, researchers in Finland



followed more than 200 women through their menopause transition with serial measurements in their
lipid profiles and compared those initiating hormone therapy with those choosing not to medically
intervene (Karppinen et al Eur J Prev Cardiol 2022 doi 10.1093/eurpe/zwac060). They traced 85
metabolites, two thirds of which were statistically shifted by hormonal changes, by the order of 10%.
The negative effects can be modified by hormone therapy raising the possibility of clinical impact which
may follow the biochemical alterations.

Specifically, the unfavourable rise in low-density lipoprotein cholesterol and triglycerides is lowered
while high density lipoprotein cholesterol levels are raised by combined estrogen and progestin therapy.

The authors and commentators say the findings support the early initiation of hormone therapy to have
the greatest cardio-protective effect (Harrison/Manson Medscape 2022).

Editorial opinion — The investigators also sensibly encourage lifestyle modifications towards “the quality
of dietary fats and amount of exercise” to maintain cardio-respiratory fitness. The women in their trial
had a mean age of 52 years when sampling was first started and hormones were initiated by some
participants, giving laboratory support to underpin the timing hypothesis with respect to the window of
opportunity to start effective hormonal therapy for cardiovascular wellbeing.

We live in an ageing world and much academic effort is being invested in calculating what the numbers
will be like in the future, and how health services will address the many repercussions that will
inevitably accompany this new population balance.

In this synopsis | will focus on the place of physical activity as a preventative tool and mental health
issues that are receiving much attention in the literature.

e By 2050, one in five of the world’s citizens will be 60 years or older

e Most (two thirds) will be living in low- and middle-income countries

e 150 million will be living with dementia

e Nearly half of the projected neurocognitive cases could be prevented by modifying negative
lifestyle habits

e The risk factors for dementia are similar to those for cardiovascular disease

e Physical fitness is an integral part of warding off these processes.

Exercise and ageing

The “Lack of physical activity is a global problem” which has been aggravated by the Covid pandemic,
but there are considerable benefits to every individual who exercises regularly (Haseler and Haseler BMJ
2022;376:0348). Twenty-first century life is not conducive to physical activity with “work from home”,
remote shopping, deliveries of everything and communication by phone or computer being far more
convenient and energy-saving than making the effort to physically move to meet people or exchange
information. Also, the trend to virtual meetings and home entertainment requires individuals to make
positive decisions to “buck the trends” and be more active as they age.

Menopause societies deal with people from middle age onwards and old age officially starts at 65 years,
so members of these august bodies have to be aware of what ageing involves and how to minimise its
ravages. Much of how people age is predicative on their physical activity.




At its most basic level, physical activity improves physical, mental, and emotional health for individuals
and communities. Those who move more have healthier and longer lives and are less affected by non-
communicable diseases.

These broad statements are backed up by volumes of medical research’s publications, systematic
reviews, and meta-analyses (Momma et al BrJ Sp Med 2022 doi 10.1136/bjsports-2021-105061).

Exercise this century

Looking to the future, it is not impossible that exercise will be incorporated into all wellness, recovery
and cancer treatment programmes.

The concept of walking groups and Park Runs can grow from informal “meeting up” to commercial gym,
dance, and exercise classes with people signing up and paying to keep fit. Medical Aids, insurance
companies, and health clubs are using incentives to encourage their contributors to join wellness
courses or record their activities using wearable technology that relays (by smartphone apps)
information to monitoring centres. This has been embraced by the younger generation and needs to be
modified to allow less “tech-savvy” old people to join the “band-width wagon”.

Various models have been tried with some success, for example, a group of older women (mean age 80
years) wore accelerometer devices which captured their daily life movements and it was observed that
greater volumes of everyday movements were associated with lowered cardiovascular disease risk
(Nguyen et al J Am Heart Ass 2022;11:e023433).

“At-home diagnostics” are part of a burgeoning electronics industry that come under the banner of
wellness products rather than medical devices. These products are not necessarily formally tested or
regulated and as they encroach on “making diagnoses”. the legal responsibilities become blurred —for
example, Apple and Google watches that can detect hypertension and arrythmias (Simon et al JAMA
2022;327:523-4).

Quite how far these devices will become adopted into modern culture to encourage and enhance
fitness programmes, remains to be seen, but they are likely to exacerbate the gap between those who

are privileged by socioeconomic status and those who are not.

Exercise recipes

WHO recommends half an hour’s moderate intensity exercise five days per week, or half that
duration if, it is vigorous. These are minimum targets and exceeding them is encouraged. It is of little
consequence as to what activity you prefer — steps, walking, jogging, calisthenics, swimming, cycling
or sport of any sort. It appears that patients do listen to their doctors about participating in the
interventions they suggest, according to a randomised trial in primary care settings (Kettle et al BMJ
2022;376:e068465).

The links between exercise, BMI, morbidity burden and longevity are inextricable, with the added
caveat that the number of years people live in poor health appears intractable, at least in the UK
(Christie BMJ 2022;376:0592 & Kahn et al JAMA Netw Open 2022;5:222318).



Exercise & mental health

Apart from the intrinsic reward of “feeling good about yourself”, exercise releases endorphins from the
hypothalamus and pituitary as well as irisin from muscle, all of which create a feeling of wellness. Other
specific advantages are a lowered risk of depression (Pearce et al JAMA Psychiatry 2022 doi
10.1001/jamapsychiatry.2022.0609) and improved sleep, especially with resistance exercise (Wendling
Medscape 2022).

Perhaps the most profound cerebral effects are exercise’s impact on cognition, specifically retarding the
onset of dementia and slowing its trajectory. This has been given impetus by the discovery of
biomarkers which are being hailed as one of the “major scientific achievements of the 21 century”.
Basically, it means that pathological processes in various systems can be monitored in peripheral blood,
for example, plasma neurofilament light chain (NfL) levels rise with acute neuronal injury and
neurodegeneration. In Alzheimer’s Disease it is showing promise as an early predictor (Simren et al
JAMA Netw Open 2022;5:223602). Not only does it appear to antecede the clinical picture, but it
seems to be modifiable by physical activity which, in turn, is associated with slowing rates of cognitive
decline (Desai et al JAMA Netw Open 2022;5:€223596).

Exercise & cardiorespiratory health

Exercise is patently good for our cardiac, respiratory, musculo-skeletal health and our mental health —
and much beyond. It has few hazards if undertaken sensibly, so it may justifiably be described as the
“silver bullet” to a healthy life.

Prescribe it for your patients (and yourself) for a long and happy life.
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