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Abstract: Hormone replacement therapy (HRT) is a treatment for acute climacteric syndrome, with
the best effectivity. It also prevents bone loss and fractures. Ischemic heart disease prevention and
cognitive function improvement have been observed with HRT, only when started early (critical
window hypothesis). There is a large scale of complementary and alternative medicines for women
in preference to non-hormonal treatment. Unfortunately, they do not always accompany reliable
documentation of efficacy and safety from well-performed studies.
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1. Introduction

Hormone replacement therapy (HRT, menopause hormone therapy, MHT) is the most
effective treatment for vasomotor problems of acute climacteric syndrome, genitourinary
syndrome, and has been proven to prevent bone loss and fractures. The data are strongly
in support of the conclusions of the latest NAMS recommendation from 2022 [1].

In women younger than 60, or within 10 years of the onset of menopause without
known contraindications to HRT, its benefits outweigh the risks both in the treatment of va-
somotor symptoms and in the prevention of bone loss. Later initiation of the treatment is no
longer recommended due to a higher risk of ischemic heart disease, stroke, thromboembolic
disease, and dementia [2].

Long-term use is reserved for women with persistent vasomotor syndrome and women
with primary ovarian insufficiency (premature ovarian failure). In women with genitouri-
nary syndrome without an indication for systemic HRT, who are not helped by over-the-
counter preparations, low-dose vaginal estrogen treatment, vaginal dehydroepiandros-
terone, or oral ospemifene are recommended [3].

The risks of hormonal treatment vary according to the type, dose, duration of use,
route of administration, time of initiation, and progestin used. Treatment should be
individualized with regular re-evaluations of the benefits and risks [4].

It is more appropriate to use incidence increases rather than relative risk values to
discuss the risks of HRT. There is a group of women for whom HRT is contraindicated and
a group for whom concerns prevail even after education. For those, we need an alternative
treatment with proven effectiveness and safety.

2. Methodology

This article is not a systematic review or re-analysis of studies. It is a narrative review.
We have summarized today’s decision making in the daily practice of climacteric medicine.
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Sources of scientific support were found in PubMed and Medline databases, laying empha-
sis on the newest recommendations of the International Menopause Society and the North
American Menopause Society. We used findings from the period of 2020 until 2023 and the
following key words: HRT, MHT, quality of life, breast cancer, thromboembolic disease,
TSECs, vulvovaginal atrophy, tibolone, fezolinetant, phytoestrogen, antidepressants, TCM.
The main aim of this article is to demonstrate the importance and possibilities of estrogen
deficiency syndrome therapy.

3. It Is Not Just about the Quality of Life

The symptomatology of acute climacteric syndrome is dominated by hot flushes
followed by sweating. According to the SWAN study (Study of Women'’s Health Across the
Nation), there are two syndromes—vasomotor and psychosomatic. Organic (subacute)—
skin, urogenital, and body weight changes—and metabolic (chronic)—lipid spectrum,
osteoporosis—effects can already lead to health damage. They are also referred to as
estrogen-deficient metabolic syndrome [5].

It is generally agreed that vegetative symptoms reduce the quality of life, but do
not threaten a woman’s health. However, recent studies show that these symptoms are a
significant risk factor for a woman'’s cardiovascular system [6].

Hot flushes are observed by 70% of women in perimenopause, by only 30% of women
around the age of sixty, and only 9% after the age of seventy. They last an average of
7.4 years. They start with a feeling of heat or burning and spread from the head area
caudally, followed by an attack of sweating, sometimes accompanied by headaches or
palpitations. On average, they last 34 min with a range from a few seconds to 60 min.
There are significant cross-cultural and inter-individual differences in the rate of hot flushes,
influenced by lifestyle, genetic makeup, being overweight, or smoking. Untreated hot
flushes affect quality of life, disrupt sleep, and negatively affect mood, but are also risk
factors for hypertension and endothelial dysfunction [7].

In a group of more than 11,000 women followed for 14 years, a double risk of ischemic
heart disease was demonstrated in women with hot flashes. The causative mechanism is
the connection of hot flushes with higher blood pressure, a change in the lipid spectrum,
an increase in insulin resistance, and inflammatory markers [8]. Upon MRI of the brain,
women with hot flashes have been found to have a greater number of hyperdense foci in
the white matter, which are associated with a threefold risk of stroke and a twofold risk of
dementia [9].

4. Hormonal Therapy

As with any medicine, indications and contraindications of HRT must be followed
(Tables 1 and 2) [10,11]. Current guidelines for HRT use recommend starting treatment at
the lowest effective dose [12].

Table 1. Indication of HRT.

. . vegetative symptoms
Acute climacteric syndrome

mood changes

organic urogenital atrophy

Estrogen-deficiency syndrome prevention of osteoporosis
metabolic

primary prevention of ischemic heart disease

Preparations containing a low dose, even ultra-low dose, are demonstrably effective
in the treatment of acute climacteric syndrome in postmenopausal women [13,14] and in
the prevention of postmenopausal osteoporosis [15].

Low doses are more neutral to some of the side effects of HRT, especially the increase
in mammographic density [16] and the occurrence of irregular bleeding [17,18].
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HRT improves mood and has a beneficial effect on depression associated with
menopause. Cognitive function improvement has been observed with HRT only when
started early (critical window hypothesis, healthy cell bias hypothesis). At the age of
over sixty-five, on the other hand, the risk of dementia increases with HRT. The same
relationship applies to Alzheimer’s disease [19] and ischemic heart disease [20,21].

Table 2. Contraindication of HRT.

breast cancer—active, personal history, suspection

estrogen-dependent malignancy and suspection on it

- unclear vaginal bleeding

- endometrial stromal sarcoma

- meningeoma

- stomach cancer with estrogen receptors

- urinary bladder cancer with estrogen receptors

thromboembolic disease (acute or personal history)

ischaemic heart disesase (acute or personal history)

active hepatopathy

alergy for components of drug

The risk of breast cancer depends on the dose of estrogen, the progestin used, and
the duration of HRT use. Even here, however, we do not find a reason for the attributive
termination of HRT administration in women at 65 years of age. The increased risk of breast
cancer with the long-term use of combined hormone replacement therapy is ridiculously
small. Nevertheless, it is still one of the most important reasons for the rejection of HRT by
doctors and laypeople, which is demonstrably harmful to a woman'’s health [22].

From the point of view of the risk of breast cancer and thromboembolic disease,
micronized progesterone and dydrogesterone appear to be more neutral than other pro-
gestogens [23,24].

The Role of HRT in the Management of Osteoporosis

The preventive and therapeutic effects of HRT have been documented in numerous
studies from the last century, when these were considered one of the most important
effects for the treatment of acute climacteric syndrome and were also considered a separate
indication for its administration. Paradoxically, the Women’s Health Initiative study, which
led to a significant shift away from HRT, was the most extensive study confirming its
beneficial effects on bone health. For the combination of conjugated equine estrogens
(CEEs) + medroxyprogesterone acetate (MPA), it showed a 24% reduction in osteoporotic
fractures (HR 0.76, 95% CI 0.69-0.83), which is significant even after adjustment to age,
body mass index, history of falls or bone mineral density (BMD) [25], as well as a synergistic
effect of HRT and vitamin D intake with calcium, where there is a reduction in the risk of
fractures to HR of 0.59 (95% CI 0.38-0.93). A 2001 meta-analysis of twenty-two placebo-
controlled trials showed a reduction in nonvertebral fractures with an RR of 0.73 (95%
CI 0.56-0.94) after at least 12 months of HRT use, with greater significance in women
who started before age 60 regardless of baseline BMD [26]. Also, a 2016 meta-analysis of
twenty-eight randomized placebo-controlled trials confirmed these data with an RR for
all fractures of 0.74 (95% CI 0.69-0.80), femoral neck fractures with an RR of 0.72 (95% CI
0.53-0.98), and vertebral fractures with an RR of 0.63 (95%CI 0.44-0.91) [27].

Both standard and low-dose estrogens prevent bone loss by inhibiting osteoclast ac-
tivity and reducing bone turnover, reducing the number of osteoporotic fractures in all
locations, even in women without osteoporosis. In addition to appropriate HRT, manage-
ment also includes supplementation with calcium, vitamin D, and exercise. However, the
continuation or discontinuation of HRT is governed by its extra-bone effects [28].
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5. TSECs

A new direction in climacteric medicine is the group of TSECs (tissue-selective estrogen
complexes). It is a combination of SERM (selective estrogen receptor modulator) with
estrogen to achieve the ideal combination of osteoporosis prevention and treatment of acute
climacteric syndrome.

The combination of bazedoxifene (BZA) with conjugated equine estrogens (CEEs) was
investigated. Combinations of 0.625 mg or 0.45 mg CEE with 20 mg or 40 mg BZA are
considered to be promising. Efficacy for acute climacteric syndrome and prevention of
osteoporosis with safety comparable to a placebo for the breast and endometrium has been
demonstrated in a three-year study of 3397 women aged 40-75, with a uterus in situ [29,30].

The effect of BZA/CEE at a daily dose of 20 mg/0.45 mg or 20 mg/0.625 mg,
20 mg BZA, and placebo on sexual function and quality of life was monitored in a group
of 652 postmenopausal women with vaginal atrophy after 12 weeks of application. Both
combinations of TSECs significantly (p < 0.05) improved lubrication scores (assessed by
ASEX) versus placebo and BZA alone. Similarly, the quality of life (assessed by MENQOL)
was significantly (p < 0.05) increased in vasomotor symptoms, sexual functions, and in the
total score compared to placebo and BZA alone [31].

6. Vulvovaginal Atrophy (Genitourinary Menopausal Syndrome)

An integral part of climacteric syndrome is also genitourinary menopausal syndrome—
GSM (vulvovaginal atrophy, vaginal dryness, burning and irritation, pain during inter-
course and reduced lubrication, urgent incontinence, dysuria, and repeated urinary tract
infections). Here, too, hormone therapy is the best solution so far. Low-dose vaginal
preparations are effective and safe due to minimal systemic effects. In cooperation with
an oncologist, they can also be used in patients with a history of breast cancer undergo-
ing therapy with tamoxifen or aromatase inhibitors. An opposition of local estrogens by
progestins is not necessary [32].

The drug of choice is vaginally applied estradiol or estriol.

In a one-year study, 205 women were treated with ten micrograms of estradiol twice
a week, and 104 women were given a placebo. Women were older than 45 years, at least
2 years postmenopausal (FSH > 40 mIU/mL, estradiol < 20 pg/mL), and had at least 3
of 6 subjective symptoms of vaginal atrophy (vaginal dryness, burning, pain, dysuria,
dyspareunia, bleeding after intercourse). At the beginning of treatment, they had <5%
surface cells in vaginal cytology, and the ultrasound thickness of the endometrium did
not exceed 4 mm. Of the objective marks, the graduation index was monitored, which
improved significantly from the end of the second week of treatment, and the improvement
lasted even after 52 weeks of follow-up. In the treated group, the number of surface cells
increased to 13% (p < 0.001), and the vaginal pH decreased significantly. Based on the
macroscopic image of the vaginal mucosa, the researchers were able to determine which
woman was using effective treatment from the end of the second week. A subjective
improvement in symptoms of vaginal atrophy occurred from the 4th week of treatment,
and a statistically significant improvement (p = 0.003) was achieved at the 8th week of
treatment [33].

In a safety study of endometrial response to treatment, 336 women were followed.
After one year of follow-up, endometrial polypus was found in 0.7% of cases and weak
endometrial proliferation in 0.3%. Ultrasound endometrial thickness did not change in
the treatment group (2.04 mm at baseline, 1.94 mm after one year of treatment) [34]. Thus,
with a total dose of 1.14 mg of estradiol per year, symptoms of GSM can be safely and
effectively treated.

An alternative can be ospemifene, which acts on the vaginal mucosa as an estrogen
agonist. It has a beneficial effect on bone and the lipid spectrum, a neutral effect on the
endometrium, and an anti-estrogenic effect on breast tissue. A third-phase pilot study
enrolled 826 postmenopausal women suffering from vulvovaginal atrophy. Inclusion
criteria included <5% surface cells in vaginal smear, vaginal pH > 5, and at least one
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bothersome symptom (vaginal dryness, burning, dysuria, bleeding, dyspareunia). The
placebo was compared with 30 and 60 mg of ospemifene for 12 weeks. Tolerance was
comparable in all groups, laboratory parameters did not change, and no endometrial
hyperplasia was detected. Improvement in symptoms (dyspareunia, vaginal dryness) was
statistically significant for the 60 mg dose [35].

While the production of estradiol in the ovaries practically ceases with menopause,
the production of dehydroepiandrosterone (DHEA, prasterone) in the adrenal glands
decreases by 50% and then slowly declines. Thanks to the conversion in the target tissues,
DHEA then becomes the only source of estrogens and androgens for the postmenopausal
organism. Their formation and degradation are mainly intracellular in the target tissue.
The decrease in DHEA is associated with a decrease in local estrogen production in the cells
of the vagina and leads to the development of vulvovaginal atrophy, which affects half of
postmenopausal women aged 50-60, and even three-quarters of postmenopausal women
in their 70s, which can be explained more by a decrease in DHEA than just a decrease
in levels estradiol alone. In the treatment of moderate and severe dyspareunia based on
postmenopausal urogenital atrophy, a preparation with 6.5 mg of prasterone in a vaginal
tablet with daily application has recently been registered. Local productions of estrogen
and testosterone without changes in systemic levels is typical only for a minimal dose
vaginally applied daily [36].

7. Tibolone

Tibolone is the only therapeutic approach to climacteric symptoms, prevention of
osteoporosis, and urogenital atrophy with the same efficacy as hormone replacement
therapy. Tibolone has more positive effects on sexuality and mood changes in menopausal
women. It decreases the mammographic density. Its safety for breast cancer is the same as
for estrogen therapy only and is better than for estrogen/gestagen therapy. Tibolone is the
first choice for postmenopausal women with mood and sexuality disorders, women with
mastodynia, and high mammographic density [37].

8. From Phytoestrogens to phytoSERMs (Selective Estrogen Receptor Modulators)

Phytoestrogens are non-steroidal plant components capable of producing an estrogenic
effect. They are usually divided into isoflavones (daidzein, genistein, biochanin A, for-
mononetin, glycitein...), lignans (secoisolariciresinol diglucoside, matairesinol—precursors
of mammalian lignans enterodiol and enterolactone) and coumestans [38].

Isoflavones have a significantly higher (fivefold) affinity for estrogen receptor beta than
for the alpha receptor. Phytoestrogens have about 10,000 times less estrogenic effect than
estradiol. This is the basis for their higher safety, but also lower effect compared to HRT.
In addition to selective estrogenic effects, they can reduce free radicals with a theoretical
cancer-protective effect through the mechanism of inhibition of tyrosine kinases [39].

The reduction in the frequency and intensity of hot flashes as the main symptom of
acute climacteric syndrome is most often around 30-35% when using phytoestrogens. The
placebo effect is 25-30%. On the other hand, some studies show an effect greater than
70% [40]. There are well-designed studies showing a protective effect on bone tissue [41]
with a standardized soybean sprout extract with a dose-related effect, as well as studies
with similar amounts of soy isoflavones with no demonstrable effect [42].

The metabolism of isoflavones could explain why the effect fluctuates even with
properly manufactured preparations. The main soy isoflavones beta-D-glycosides genistin
and daidzein are hydrolyzed by bacterial beta-glucosidases in the small intestine to genis-
tein and daidzein, which are absorbed into the body. Daidzein is further metabolized
to equol and O-demethylangolensine. Genistein is metabolized to p-ethylphenol and
4hydroxyphenyl-2-propionic acid. The ability to produce equol, given by an individual’s
genetic make-up and the composition of their intestinal flora, may be the basis for ex-
plaining the fluctuating efficacy of isoflavones in insufficiently large studies [43—45]. If the
manufacturer does not use standardized extracts, it can have a significant effect on the
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composition and source of phytoestrogens. The content of phytoestrogens in soy, but also
in red clover, varies depending on the place of cultivation.

DT56a is an extract from fermented soybeans, and it contains eleven different compo-
nents from the phytoestrogen group. Thanks to their synergistic effect, it works as a SERM
(selective estrogen receptor modulator)—it has an estrogenic effect in cerebrovascular and
bone tissue, but not in the uterus and breast [46]. The binding of DT56a to estrogen receptor
beta is 100,000 times higher than to the alpha receptor. DT56a also inhibits enzyme activity
and has antioxidant effects [47].

In a Greek one-year prospective study, 89 postmenopausal women with acute climac-
teric syndrome were randomized to 644 mg DT56a daily (27 women) and low-dose HRT
1 mg estradiol + 0.5 mg norethisterone acetate (26 women), and controls (36 women) who re-
mained untreated. @ Both DT56 and HRT were associated with a significant
(p < 0.001) reduction in the Kupperman index (—3.98 versus —5.06) versus no treatment
(+1.76). Untreated women showed a significant decrease in BMD in the lumbar spine
according to the T-score (—0.6 ... —0.85, p = 0.001), which did not change in the treated
women. There was no change in bone density in the neck of the femur, mammographic
findings, or in the thickness of the endometrium in any of the groups. There were no
changes in the lipid profile either [48].

In a Spanish study, 631 women with acute climacteric symptoms were given DT56a
for 4 weeks. After 2 and 4 weeks, there was a significant reduction in the number of hot
flashes in 80.7% and in their strength in 36% [49], which was replicated in a study with the
same design performed in the Czech Republic [50].

9. Pollen Extracts

One method of alternative therapy for climacteric syndrome is the use of pollen
extracts. The extraction of active substances requires a special technology, which only
obtains the content of the pollen grains without the proteins of their outer layers, which
could cause allergies. These are referred to as PCP (purified cytoplasm of pollen). While
bee products containing whole pollen grains and a variable mixture of pollen from different
plants are sometimes used, the patented PI82/GC Fem pollen extract is extracted from
well-defined monocultures with an emphasis on the time of collection. It inhibits the
reuptake of serotonin in the hypothalamus, similarly to SSRIs, thereby affecting sleep and
thermoregulation. However, unlike SSRIs, it does not affect the enzymes involved in the
metabolism of tamoxifen [51-53].

In an open-label, multicenter, placebo-controlled study, 417 postmenopausal women
were administered two tablets of the extract at a dose of 160 mg per day. Already after
3 months, significant decreases in hot flashes by 65% (p = 0.0659) in frequency and 64% in
intensity (p = 0.0003), sweating by 67% or 66% (p < 0.0001), irritability by 54% (p < 0.0001),
and fatigue by 51% (p < 0.0001) were observed [54].

10. Antidepressants

To understand the mechanism of hot flushes, it is important to know that there are no
differences in estradiol levels in the plasma, urine, or tissues of symptomatic and asymp-
tomatic women; however, symptomatic women have higher levels of the noradrenaline
metabolite MHPG (3-methoxy 4-hydroxyphenylglycol) and increased heart rhythm vari-
ability. Symptomatic women have a narrowed thermoneutral zone in the thermoregulatory
center in the preoptic area of the hypothalamus. Dysregulation can be caused by age and
health conditions (multiple sclerosis, thyroid disorder, brain and spinal cord injury).

Expansion of the thermoneutral zone can be achieved by administering estrogen,
clonidine, or drugs that increase tryptophan or serotonin levels. Estrogens affect the sero-
tonergic system—they increase serotonin synthesis, reduce its breakdown, and modulate its
receptors. In the noradrenergic system, estrogens increase the production of noradrenaline,
increasing its availability and slowing its breakdown [55].
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In the review of studies of non-hormonal treatment SSRIs (selective serotonin reuptake
inhibitors)—paroxetine, fluoxetine, sertraline, citalopram, and escitalopram influenced
acute climacteric syndrome in 28-55%.

The SNRIs (selective serotonin-norepinephrine reuptake inhibitors) venlafaxine and
desvenlafaxine impacted on the same outcomes by 35-58% and 55-68%, respectively.

Desvenlafaxine is the only molecule documented by studies meeting the FDA'’s criteria
to initiate efficacy validation. It has been studied in a total of more than 4200 women.
At a dose of 100 mg, it achieved a significant (p < 0.001) reduction in the number and
intensity of hot flushes and episodes of night awakening after 4 and 12 weeks of use. In
a one-year study with 315 women, the only adverse effect was an increased number of
nauseas, especially in the first week of use, which could be reduced by halving the dose of
desvenlafaxine (3 days 50 mg, 1 day 100 mg) [56].

Thus, when treating depression, we can also treat hot flashes at the same time and
vice versa.

11. Selective Antagonists of Neurokinine-3 Receptors

In mammals, four tachykinins are described: substance P, neurokinin A, neurokinin
B, and edokinin/hemokinin. Tachykinins are group of polyfunctional neuropeptides.
Tachykinins are joined to the pathophysiology of pain, inflammation, and neurodegen-
eration through receptors NK 1, NK2, and NK3. Fezolinetant is the first selective oral
antagonist of the neurokinin-3 receptor.

Fezolinetant works by blocking neurokinin B binding on the kisspeptin/neurokinin/
dynorphin (KNDy) neuron to modulate neuronal activity in the brain’s temperature con-
trol center (the hypothalamus) to reduce the number and intensity of hot flashes and
night sweats.

One study describes the high efficacy of fezolinetant 45 mg daily in the treatment of
moderate-to-severe vasomotor symptoms associated with menopause. Fezolinetant may
cause early transient liver function test elevations greater than three times the upper limit
of normal in about 2% of patients [57]. The non-hormonal characteristic of this therapy is
promising for patients with contraindication to hormone replacement therapy, especially
for breast cancer survivors.

12. Traditional Chinese Medicine

Traditional Chinese medicine (TCM) is based on completely different principles than
Western medicine. It is based on the theory that gi energy consists of two opposite but
mutually present components, yin and yang. According to TCM, hot flushes are caused by
a disturbance in the flow of qi energy in the kidney pathway.

In a double-blind, randomized trial of 147 women, of whom 123 completed the trial,
Heyan Kuntai capsules were compared with estradiol valerate. After three months, both
drugs reduced the rate of climacteric syndrome in 92%, and without difference in effect in
96.5% [58].

A placebo-controlled study of Zhibai Dihuang showed a significant improvement in
climacteric syndrome after 12 weeks of treatment in a group of thirty-one women [59]. The
rapid onset of effect with acupuncture is remarkable, where symptoms improved within
24 h in 62% of those treated versus 27% in the control group [60]. In contrast, a re-analysis
of six placebo-controlled studies published up to 2008 did not show a significant effect
of acupuncture on hot flashes [61]. The analysis conducted in seventeen databases found
106 articles, of which twenty-three were excluded for the target group of women after
breast cancer, six for comparison with pharmacotherapy, and the rest for lack of a control.
Most of them reported a good effectiveness of acupuncture.

The re-analysis searched for published randomized trials in English only between
2004 and 2011. Eleven trials [62] were eligible. Out of eight acupuncture studies, five
showed a significant effect of acupuncture on hot flushes, one of them simultaneously
showed improvement in sleep and pain, and two showed improvements in psychological



Sci 2024, 6, 46 8of 11

parameters. All three studies of phytotherapy showed a significant effect on hot flashes,
one of them also on psychological parameters, another on pain, and the last one on sleep
and pain. One study used moxibustion and found a significant reduction in hot flashes,
improved mood, and reduced pain. None of the studies reported adverse effects.

The results of studies dealing with the use of classical Chinese medicine in the treat-
ment of climacteric syndrome are encouraging; however, the difficulty of applying acupunc-
ture excludes this method from our daily clinical practice. Studies on traditional Chinese
herbal medicine also show a beneficial effect. However, different mixtures are being stud-
ied, so it is difficult to draw clear clinical recommendations from the published studies.
The TCM philosophy itself does not work with the flat application of one herbal mixture or
standard stimulation of the same acupuncture points.

13. Healthy Lifestyle

Physical activity alleviates the symptoms of acute climacteric syndrome. In a re-
cent meta-analysis of 21 randomized controlled trials with 2884 participants, exercise
significantly reduced the severity of vasomotor symptoms (10 studies, standardized mean
difference [SMD] = 0.25; 95% confidence interval [CI]: 0.04 to 0.47, p = 0.02), but surprisingly
not their frequency (SMD = 0.14, 95% CI: —0.03 to 0.31, p = 0.12) [63].

At the same time, it is also suitable for maintaining muscle strength and optimal bone
microarchitecture in the prevention of fractures [64].

14. Conclusions

Vegetative symptoms of menopause reduce the quality of life. Recent studies show
that these symptoms are a significant risk factor in a woman’s cardiovascular system.
Hormone replacement therapy is the best therapy for these symptoms. In the case of
an early start, HRT can prevent bone loss, atherosclerosis, and dementia. The safety of
HRT depends on timing, doses, application way, and composition (especially the type of
progestogens). Tibolone is the only therapeutic approach to alleviate climacteric symptoms,
prevent osteoporosis, and manage urogenital atrophy with the same efficacy as HRT.

An extensive range of complementary and alternative medicines are promoted for the
therapy of acute climacteric syndrome. Scientific studies are not always available. Physical
activity, antidepressants, pollen extracts of some phytoestrogens, and fezolinetant show
promising evidence of safety and efficacy.
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