
120

Hormone Replacement Therapy – A Review
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ABSTRACT:

Sexual hormones are of essential importance for reproduction and later in life for metabolism,

cardiovascular system and general well being of women. Menopause leads to a multiple loss of

functions with decrease in estrogen, progesterone levels particularly in regions of brain, bone,

skin, connective tissue, peripheral vessels and cardiovascular system. Alterations in this systems

result in an increase in oxidation, weakened lipid metabolism, resulting in high cholesterol levels

with increased risk of systemic disorders. Thus it becomes mandatory at times to consider a long

term HRT with progestins and estrogens. Diabetic women’s making use of HRT is more befitted

on their blood glucose and cholesterol levels. Tibolone and Progestrone plus Estradiol therapy is

SCIREA Journal of Clinical Medicine

http://www.scirea.org/journal/CM

August 5, 2019

Volume 4, Issue 5, October 2019



121

more befitted for therapy against breast cancer when compared to estrogen therapy alone. Thus

the proper use of HRT in short duration would be befitted when compared to long term use

leading to many complications of the same.
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INTRODUCTION:

Since ancient times, many tried to present themselves young, youth, vigor. The easily obtainable

hormones from hormone replacement therapy are estradiol, testosterone, DHEA, thyroid

hormone, melatonin, growth hormone and progesterone. Menopause which is characterized by

decreased hormone levels, by diminishing the progesterone and androgen levels, triggers a

multiple loss of functions [1]. Thus these can eventually leads to alterations in cardiovascular

system, bone system etc., can lead to increased risk of oxidation and weakened lipid metabolism,

resulting in high cholesterol levels, which ultimately leads to Alzheimer’s disease, myocardial

infarction and apoplexy. The polymorphism include 2 major enzymes, 17-beta hydroxysteroid

dehydrogenase type I which is a key enzyme in the production of estradiol, cytochrome P450, 19

GENE, CYP19, Aromatase which helps in the conversion rate from testosterone to estradiol,

androstenedione to estrone, thus increasing tissue and plasma estrogen levels [2]. Diabetic

women who undergo hormone replacement therapy can have their blood sugar under control, and

lower cholesterol levels when compared to women who haven’t undergone hormone replacement

therapy. Breast cancer is due to gene polymorphism, hydroxylation and estrogen metabolism.

Smoking and alcohol cessation are two main factors to be implemented in hormone replacement

therapy [3].

Female sex hormone in postmenopausal women is expanding rapidly. Apart from the relief of

menopausal symptoms, estrogen is effective in prevention of cardiovascular disease and

osteoporotic fracture – the two leading cause of death in geriatrics. One of the greatest

advantages of hormone replacement in elderly women is its ability to resists cardiovascular

disease [4]. Estrogen therapy leads to most of the menopause-related psychological symptoms

like depressed mood, anxiety, irritability and insomnia. Estrogen prevents collagen loss from the
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dermis-menopause associate skin changes [5]. It is of interest in cosmetologists and

dermatologists as a means of offering the older women a younger look. Estrogen supplement may

arrest bone resorption and increase the bone mineral density. Estrogen improves urogenital

symptoms like dysuria atrophic vaginitis or dyspareunia. Hormonal replacement therapy may

protect against vascular disease [6].

Postmenopausal hormone replacement therapy:

Use of postmenopausal HRT has fluctuated over the past 50 years due to changes in risks and

benefits. Use declined in 1970s after the publication of reports of an association between estrogen

use and uterine carcinoma [7]. In 1980s, the combined drugs of estrogen progestin hormone were

introduced. These drugs are currently among the most commonly prescribed medication in US

and were taken by an estimated 2.9 million women in 1986 and increased to 6 million in 1992 [8].

Unopposed estrogen therapy appears to be associated with a reduced risk of both heart and

osteopathic diseases, especially among current and long term users. However, it increases the risk

of uterine and breast cancer. While the addition of progestin to HRT is not expected to change its

association with osteoporosis, its effect of heart disease and breast cancer is less certain [9]. The

mean reported age at menopause for 83% of women in National Health and Nutritional

Examination survey sample who had experienced menopause was 45.9 years. 22% of the study

experimented menopause as a result of bilateral oopholectomy, the age at menopause among this

group was 40.1 years compared with 47.5 years among women who experienced natural

menopause. Only 4% said they had used HRT during one intervirus but contraindicated this

information in a subsequent interview [10].

A total of 5,602 who faced their menopause by their last follow-up interview were included. An

estimated of 45% women were between 25-74 years in age by 1970s. In between 1987 to 1992 as

the younger members of the cohort attained menopause, the proportion of about 32% to 54%

respectively [11]. This also had high probability of white women, who were educated and who

live in the west. Use of menopausal hormone replacement therapy (HRT) has fluctuated over past

50 years with little changes in perception of risks and benefits [12]. The mean reported age for

83% of women undergoing menopause is 45.9 years. 22% of study cohort experienced

menopause as a result of bilateral oophorectomy, the age of menopause among this group was

40.1 years compared with 47.5 among women who have menopause naturally [13].
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The main application of hormone replacement therapy is to reduce or inhibit the symptoms of

menopause, hot flushes and fractures. The patients to be exposed to Menopausal hormone therapy

(MHT) should be checked for health issues and general health status [14]. Menopause is a normal

physiological event taking place in women near the age of 40 to 50. Risk factors of MHT are

obesity, smoking, immobility, etc [15]. Combined estrogen and progestin are meant to raise VTE

twofold. But oral estrogen alone has reduced the borderline significance. An increased risk of

MHT for stroke is amongst women over 60 years, but no risk for stroke in those who use 50mcg,

or less than 50mcg [16]. The complications between MHT and cardio-vascular disease vary with

age and time since the menopause. There seems to be an increased risk for breast cancer for both

oral estrogen and combined therapy. Unopposed estrogen intake may cause endometrial cancer

and hyperplasia. A meta-analysis has reported an increased risk of ovarian cancer. All women

must be reviewed every 6 months for the continuation and cessation of MHT [17].

International menopause society (IMS) has provided recommendations in 2016 for women’s

midlife health and menopause hormone therapy (MHT). The term MHT includes estrogen,

progesterone and combined regimens. MHT remains the most effective therapy for vasomotor

symptoms and urogenital atrophy [18]. Other complaints such as joint and muscle pains, mood

swings, sleep disturbances and sexual dysfunction may improve during MHT. The overall

strategy includes lifestyle recommendations regarding diet, exercise, smoking cessation and safe

levels of alcohol consumption for peri and post menopausal women’s. Women’s experiencing a

spontaneous menopause before and especially 40, develops higher risks of cardiovascular disease

and osteoporosis and effective disorder such as dementia [19]. MHT should not be provided for

physical effect of estrogen deficiency. Women undergoing MHT, should have a regular annual

consultation. The dose must be titrated to lowest effective dose. There is an absolute weight gain

at midlife which is not attributed to menopause [20].

Estrogen has been convincingly shown to be highly effective in preventing and reversing

menopause related conditions such as urinogenital problem, hot flushes, postmenopausal bone

loss. Observations proved that it causes hip fractures, myocardial infarction, and possibly colonic

cancer. In case of estrogen replacement, it postponed the onset of Alzheimer’s disease and

extends life [21]. Fear of breast cancer and increased vaginal bleeding has lead to low-dose drugs.

Intake of HRT is both short-term and long-term, but generally the continuation rates are poor.

The predominant factors that influence HRT are fear of breast cancer, vaginal bleeding, weight
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gain and other side effects. HRT is continued for about 2 years maximally [22]. Both effective

and ineffective therapeutic outcome are reasons for discontinuation. Continuation of HRT is

much higher in hyperectomized women. It should also be noted that HRT reduces

mammographic screening [23].

The 2012 hormone replacement therapy position statement of the north American menopause

society states that the current evidence support the use of HT for perimenopausal and

postmenopausal when they balance the potential benefits and risks are favourable for individual

women [24]. Certain data supports the initiation of HT around the time of menopause to treat

menopause-related symptoms and prevent osteoporosis in women at high risk of fracture. NAMS

acknowledges that no single or particular trail can extrapolate to all women, and thus different

clinical trials must be done [25]. Benefits and risks of hormone replacement therapy includes,

vasomotor symptoms, vaginal atrophy, interruption in sexual functions, overactive bladder,

osteroporotic fracture including hip spine and all nonspine fractures. The symptoms in CVS

includes coronary heart disease, carotid intima media thickness, venous thromboembolism, stroke,

endometrial cancer, breast cancer, diabetes mellitus, thyroidism, lung cancer, cognitive aging and

dementia, mood swings and depression [26]. Women who have intact uterus, prescribed with

estrogen therapy should be additionally provided with progesterone. Duration of use and

discontinuation of use are the two vital factors for the risk benefit ratio of the hormone

replacement therapy. The therapy differs with estrogen therapy and estrogen progesterone

therapy [27]. Formulation, route of administration, duration of therapy, produce varying effects.

Safety profile of ET and EPT should be considered before the administration of the therapy.

Combined estrogen-progesterone menopausal therapy

The combined estrogen-progesterone therapy involves the co-administration of drugs containing,

both estrogen progesterone for peri and post menopausal women. From the late 1990s there is a

widespread use of hormonal replacement therapy [28]. Clinical trials were conducted to reduce

the risk of breast cancer in subsequent different women with congenital effects. Post menopausal

women who undergo estrogen only therapy develops higher risks of endometrial cancer. To

counteract this, a combined therapy of estrogen and progesterone are provided. Studies were

conducted in clinical trials with oral administration in mouse, monkey and rat. Pharmacokinetic

investigations were performed in humans regarding absorption, distribution, metabolism and
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excretion on hormone replacement therapy. This also includes chemical moiety of the hormone

replacement therapy such as estrogen estrate, catechol estrogen etc are described. The symptoms

for breast cancer include, breast tenderness, discomfort, pain or mastaglia, which are significantly

increased in hormone replacement therapy. Urinary incontinence is one of the major adverse drug

reaction reported in hormone replacement therapy. Other ADR include, headache, dizziness, gall

bladder damage, dementia, cognitive function and diabetes. Also cervical cancer, ovarian cancer,

colorectal cancer, lung cancer etc; are seen.

Tibolone: newer hormone-replacement therapy

The mean life expectancy of women at menopause is 32.7 years where one of every two have

osteporotic fracture, one third have coronary heart disease, one fifth have stroke or other brain

disease, and finally one eighth have breast cancer. In such cases, hormone replacement therapy

could be implemented for postmenopausal health circumstances. This includes certain alternative

therapies such as selective-estrogen-receptor modulators (SERMs) and selective tissue estrogenic

activity regulators (STEARs) [29]. Tibolone, a synthetic STEAR with differential effects due to

different tissue-specific metabolism, enzyme regulation, and receptor activation seems attractive.

On metabolism, it gets converted to 2-alpha, beta-hydroxy metabolites which in turn produces

estrogenic effect by activating estrogen receptors. In older womens, it causes apparent lack of

pro-thrombotic effects. The long-term safety and efficacy of tibolone on major health outcomes

in younger postmenopausal women are unknown. It mainly causes osteoporosis in older patients

and increased advantage over breast and skeleton, deleterious effect on cardiovascular outcomes

or thrombosis.

Hormone replacement therapy and the risk of breast cancer:

Breast cancer is a disease that cause anxiety and dread among women in western world. It is the

most common cancer among women in US today. Breast cancer has received extensive attention

through numerous epidemiologic studies over the past 40 years. Risk factors include

demographic, familial, reproductive and menstrual, life style, environmental, and hormonal

factors. Epidemiologic studies of HRT go back at least to 1974. Studies conducted in 1970s were

almost universally negative, that is they show no association between HRT and breast cancer.

Since 1985 several studies have appeared based on large populations of women. Recent studies

support the association between duration of HRT use and breast cancer risk that was first noted in
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the late 1970s [30]. It occurs at all groupings of women, naturally post menopausal surgically

postmenopausal with or without ovaries and perhaps for premenopausal women, notably those

with a late age menopause. Evidence exists that long term use of HRT may increase the risk of

breast cancer. The increase is greater in reports from European countries than those from us. This

is due to the use of different estrogenic compounds and to the progestin to HRT.

The incidence of breast cancer is increasing with age, 75% of women’s are affected after 50 years

of age. These women’s can experience bothersome issues such as hot flushes, sleep disturbances,

sexual dysfunction and memory impairment. Prescribing hormone replacement therapy would

decrease the symptoms of menopause and decreases the risk of heart diseases. The invitro studies

have proven that estrogen can act as cell-proliferating by acting on promotor sites of cellular

regulatory genes [31]. Estrogen can stimulate the growth of breast cancer cells in tissue culture

but can inhibit at high doses however direct carcinogenic effect has not been demonstrated.

Endogenous secretion of hormone and development of breast cancer have been linked.

Tamoxifen, a non-steroidal that has anti-estrogenic effects on the breast reduces the risk of

contralateral breast cancers in women. Prophylactic oophorectomy has been shown to reduce the

risk of breast cancer. The opinion of the current study is to refocus on the estrogen and its

benefits and risks on breast cancer. The current benefit-risk ratio assessment of HRT use in risk

with breast cancer must await for randomized clinical trials.

Hormone replacement therapy and stroke clinical trails

Bench research suggests that postmenopausal hormonal therapy is associated with beneficial

effects on the brain and vascular system. Observed data suggest that postmenopausal hormone

replacement therapy is associated with a 25%-50% lower rate of cardiovascular disease and other

problems. To prove this, clinical trial is essential, so 3 major clinical trials that inform us about

stroke and postmenopausal hormone replacement therapy. HERS, WEST, WHJ studies suggested

that postmenopausal hormone therapy is not that effective for reducing the risk of stroke or death

among women with vascular diseases [32]. The reported rates of stroke, myocardial infarction

and vascular death allow for a more realistic assessment of the risk and benefits of hormone

therapy among postmenopausal women.

Menopausal hormone therapy, age and chronic diseases
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The release of the women’s health initiative (WHI) study in 2002 was a shock to the medical

community. Hormone therapy had generally considered to be highly beneficial for

postmenopausal women and relieve from the symptoms [33]. It was through to protect women

from osteoporosis, heart disease and cognitive decline and to improve quality of life. However

WHI showed a statistically significant increase in number of disease state which includes breast

cancer, cardiovascular disease and stroke. The data says that women at (50-60) may be protected

from heart disease with only 2 slight increases in breast cancer. Vice versa in (>65) older women

are more susceptible to breast cancer and heart disease and should avoid hormone therapy.

Women and their health care providers should personalize clinical decisions with respect to risk

and benefit of HT for chronic disease prevention, overall mortality and quality of life, especially

since the world population of postmenopausal women is steadily increasing.

Hormone replacement therapy: cancer, controversies and women’s health

Routine acceptance of use of hormone replacement therapy was shattered in 2002 when results of

largest HRT randomized clinical trial, the women’s health initiative, indicated that long term use

of estrogen plus progestin, HRT not only was associated with increased risk of cancer but,

contrary to expectations, did not decrease, and may have increased risk of cardiovascular disease.

Understanding HRT use in 21st century and its influence requires engaging not only with the

science of HRT but also the social, political and institutional context of this science [34]. Far

from a simple tale of scientific progress, for four decades since the mid 1960s were millions of

women prescribed powerful pharmacological agents already shown, three decades earlier to be

carcinogenic. We must engage with core issues of accountability, complexity and fear of

mortality and the conduct of socially responsible science. There are no short cuts.

Hormone replacement therapy and osteoporosis

Hormone replacement therapy is used to treat osteoporosis and fractures. Study selection includes,

randomized and cohort studies. When compared with bone density outcomes, it was found that it

consistently improve bone density with estrogen use [35]. The findings were very similar

between oral and transdermal route, different drug regimens and types of progestins. The results

support the increase of bone density with estrogen use and protecting against fractures.

Raloxifene was found to be most common drug to increase bone density and protection against

certain vertebral fractures. A large group of trails with tamoxifen indicated no statistical
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significant use in fracture benefit, but it increases the bone density of lumbar spine, hip and wrist

sites and was inconsistent between studies. In total of 6 cohort studies, 3-4 were reported to

reduce the risk of hip fractures. In a recent meta-analysis of 22 trails of estrogen, 27% caused

overall reduction of non-vertebral fractures, along with methodological limitations.

HRT and stroke:

Studies proved that postmenopausal hormonal therapy has a beneficial effect on brain and

vascular system. The data suggest that, 25% to 50% hormonal replacement therapy decreases the

risk of cardiovascular disease. Two trails focused on secondary prevention: Heart and estrogen

replacement therapy (HERS), women’s estrogen for stroke trail (WEST), women’s health

initiative (WHI). Stroke in women are major public health problem, and incidence is strongly

age-dependent [36]. Hormone replacement therapy is not same as the oral contraceptives.

Postmenopausal hormone replacement therapy is not effective against the risks of stroke in

women’s undergoing menopause. There might be an increased risk of fatal stroke in women’s

undergoing drug regimens of hormone replacement therapy. It is possible to block the adverse

drug reactions (ADR) of hormone replacement therapy, and increase the beneficial effect in

vascular diseases. There are many appropriate indications for the usage of hormone replacement

therapies, but avoiding stroke isn’t one of them. The reported rates of being affected with stroke,

myocardial infarction, vascular death are more realistic assessment of the risks and benefits of

hormone therapy among postmenopausal women.

Phytoestrogens: therapeutic alternatives to traditional hormone replacement in

postmenopausal women

The statistical data illustrate that diet containing phytoestrogens can decrease coronary heart

disease (CHD) breast cancer and menopausal symptoms. These are the traditional way of

hormone replacement therapy. These phytoestrogens are natural compounds that are structurally

and functionally similar to 17beta estradiol and bind to estrodiol receptors [37]. It is thought to

act as both agonist and antagonist. For example Tamoxifen are known to exhibit estrogenic

activity in mice, agonist-antagonist in humans, and antiestrogenic in frogs in chicken. The

estrogenic receptors are of two types: alpha and beta respectively. The major drawbacks include

osteoporosis and cardiovascular effects. The clinical trials for cardiovascular effects were

conducted minimally with specific enrolled patients. Several women followed “near vegetarian
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diet”. The hypothesis of hormone replacement therapy include, the individual reaction to HRT is

caused by the genetic conditions, long term HRT is correlated with higher risk of breast cancer

and CV. Breakdown mechanism and productive mechanism of steroid genesis are correlated with

higher tissue levels of estrogens. Alternative therapies and prevention of high estradiol levels and

breast cancer includes; progesterone (sulphate inhibitor), because estradiol is sulphated in breast

cancer and livial (tibolone) a synthetic steroid.

Risk of breast cancer with HRT:

Recently two major epidemiological studies have proven that hormone replacement therapy in

postmenopausal women increases the risk ratio of breast cancer. One of the studies is found to

produce CVS disorders and thrombosis. Other studies suggest that, the time of initiation of HRT

is critical for achieving beneficial outcome [38]. The study includes the clinical trial of hormone

replacement therapy of 5 years implemented in women which was estrogen based and gave better

therapeutic outcomes. It improved well being, quality of life, vaginal epithelium, sexual

enjoyment, bladder capacity and increased longevity. ADR includes thromboembolism and pre-

existing breast cancer, etc. From 1996 to 2001 increased number of women was supposed to

mammogram, with increased breast cancer. There is a hyperplasia of breast, due to which

malignancy develops. A 22 year study on a women undergoing hormone replacement therapy

showed better benefits with less number of ADR than the women who doesn’t undergo hormone

replacement therapy. The international menopause society introduced two new recommendation

such as women’s midlife health and menopause hormone therapy, which helps in the

management of women in menopause transition. The therapies include, estrogen, progesterone

and combined regimens. More than that information has been gained from international

consensus statement published by bodies such as IMS, the European menopause and andropause

society. Weight management and prevention of weight gain are essential components in the care

of postmenopausal women. Contrary to widespread belief, menopausal hormone therapy is not

associated with weight gain and may ameliorate perimenopausal accumulation of abdominal fat.

At least 30 epidemiological studies have been designed to identify an association between

hormone replacement therapy and breast cancer risk. In general, the design, quality and analytical

studies have improved over the years with an increase in the number of studies too. The results

reveal that there is a small increase in risk of breast cancer with many years of estrogen use [39].
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This review indicates, analysis of ever versus never use of estrogen-replacement therapy

associated with breast cancer risk, duration of estrogen-replacement therapy affects risk and

increase in risk after long-term for women with either natural or surgical menopause. Conflict

also occurs due to the drug regimen prescribed for HRT. The conclusions reveal that, there

doesn’t appear to be an increased risk for breast cancer for even ever versus never use of HRT.

Recent studies support the effect of over use of HRT associated with increased risk of breast

cancer repeatedly. Recent studies provide hints about the different effects of different estrogen

administrations. The magnitude of increase is greater in reports of European countries than in US.

This variation can be due to different estrogen compounds in addition to progestin’s to hormone

replacement therapy.

The International Menopause Society have implemented these 2016 recommendations for the

better maintenance and management of the women’s going through menopause and midlife

health issues. The 2016 recommendations includes levels of evidence and good practice points in

addition to section specific references [40]. Information has also been drawn from International

consensus statement published in the bodies of IMS, the Europeon Menopause and Andropause

society. The governing principle of MHT include, MHT remains effective therapy for urogenital

atrophy and vasomotor symptoms. Other menopause related complaints such as muscle pain,

joint pain, mood swings, sleep disturbances, sexual dysfunction, and quality of life are improved.

It should also be provided associated with diet, exercise, smoking cessation safe levels of alcohol

consumption and maintaining peri and postmenopausal health. As MHT includes a wide range of

hormonal products, safe levels of usage along with risk and benefits should be provided by

counseling. Women’s experiencing iatrogenic menopause, that is before 40 to 45 years, have

greater risks for cardio-vascular disease, osteoporosis and dementia. Premature ovarian

insufficiency or premature menopause is defined as primary hypogonadism in normal karyotype

with normal menstrual cycles. It is characterized by symptoms and signs such as, oligomenorrhea

and amenorrhea [41]. Etiological factors include both primary and secondary, such as

chromosomal rechanges, gene variations and polymorphism. For management history of

ultrasound scanning, thyroid, adrenal antibody assay karyotyping vaginal examination and

hormone analysis are necessary.

Routine acceptance of the hormone replacement therapy was shattered in 2002, when clinical

trials resulted that, the increased proportions of estrogen and progestin can result in increased risk
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for cancer, but in contrary, it also increases the risk of cardiovascular disease. In June 2004, a

group of historians, biologists, clinicians, and women health advocates met to discuss about the

social extent of hormone replacement therapy [42]. We have to consider the social extent of the

pharmaceutical industry, the biomedical emphasis on individual risks, and hormones. The

chronology of hormone replacement therapy started from 1930s till 2000s. The women health

care advocates, in turn highlightened the role of advocacy in uncovering hidden risks of

pharmaceuticals. Recognizing the importance of epidemiological evidence to arguments in favor

and against HRT, the epidemiologists focused on debates over the changes in data links between

cancer, cardiovascular disease and hormones. Central biologists focus on endocrine systems.

Thus understanding the use in 20th century and influencing in 21st century requires engaging not

only with science, but also social, political and institutional content.

Hormonal therapy was considered as highly beneficial for postmenopausal women and regarded

as gold standard for relief of hormonal symptoms and was an effect against osteoporosis, heart

disease, cognitive decline and in general improves quality of life. But however it significantly

increases disease states, breast cancer, cardiovascular disease and stroke. Common age for

menopausal was considered as 63 which was older age, in response to rationalize risks of various

diseases. The data suggest that, heart disease can compensate breast cancer and decreases the risk

of incidence [43]. Problems regarding ADR would produce colorectal cancer, endometrial cancer,

lung cancer, ovarian cancer, stroke and diabetes mellitus. The worldwide use of hormone therapy

was been increased dramatically from 1980 to 2002.

Recent trends in HRT:

We are constantly changing the use of menopausal hormone replacement therapy and its doses

due to the increasing rates of mammography and breast cancer, specifically in Martin County,

California, where there has been increased incidence of breast cancer [27]. The methods used in

this article of research includes a cohort study launched in 2006 and monitor the changes in

breast density, breast tenderness, personal and biological risks among women’s routine screening

mammography between 2006 to 2007. Breast cancer incidents rates were assessed with tumor

histology and estrogen receptor status from 1990-2007 using epidemiological data from northern

California. Prevalence among the women has declined shortly from 21.2% in 1998 to 6.7% by

2006-07. Estrogen only use have declined from 26.9 in 1998 to 22.4 by 2007. Invasive breast
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cancer rates have also been declined shortly through the 2001 to 2004. Self-reported screening

mamographic rates haven’t been declined through the years. Use of alternative or complementary

agents did not differ significantly between numerous hormone users. Thus it is concluded that

there is a dramatic reduction in EPHT.

A randomized controlled clinical trial has been conducted for the health risks associated with

their long term use of hormone replacement therapy. The impact of HRT in short term and long

term use in aged women’s was reported. The results indicate the substantial use of HRT for short

term use for middle aged women. Menopause is clearly defined as an event starting after 12

months of the woman’s last period, and the median age of the menopause is 51 [35]. Some

experience menopause from 40 to until 55. During this menopause transition, ovaries shrink and

the hormones secreted by them fluctuate in different patterns. This type of dramatical variability

can result in symptomatology during their postmenopausal periods, and these complications

usually include, vasomotor changes and urogenital atrophy. The urogenital tract is also sensitive

to the decline of estrogen, which include vaginal dryness and vaginal atrophy. HRT includes the

intake of small amount of hormones that the natural aging process takes away. Once the

treatment is started, it takes about 2 weeks to reduce the negative symptoms of menopause

transition.

A systemic review summarized by the results of 24 placebo-controlled randomized trials, showed

a clear beneficial effects of hormone replacement therapy. The short term use of hormone

replacement therapy may improve mood and depressive symptoms which are usually negative

symptoms during menopause. Women who are depressive and cannot be cured with hormone

replacement therapy should be treated by psychiatric counseling [40]. Estrogen when

administered systemically or topically may improve sexual functions in women. Estrogen therapy

is protective against the connective tissue loss and possibly reverses the process of HRT in

women. Women undergoing HRT for long term use such as for 1 year may include bleeding HRT.

To avoid such issues estrogens are combined with progesterone which can promote bleed-free

HRT and minimize the risk of endometrial hyperplasia. The dose can be halved with intervals so

as to reduce the side effects of hormone replacement therapy. Hormone replacement therapy

replaces the ovarian hormones in premature ovarian insufficiency. The vaginal route

administration of progesterone and estrogen produces fewer side effects than compared to

systemic route. 12 to 14 days of administration of progesterone can fight against endometrial
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hyperplasia and endometrial cancer. Now a day, conjugated estrogens are used to avoid the need

of progesterone and are beneficial for women with progesterone intolerance.

Certain key studies have viewed the current risks in HRT, menopause depends upon age, physical

activity and hormonal imbalance through which the results can be adjusted for. Due to the lack of

quality control, the International Menopause Society has instructed their members not to prepare

handmade troches, creams and pessaries [12]. The use of hormone replacement therapy, vaginal

estrogens and non-hormonal therapies are shrinking low, and menopause remains in untreated

condition. Natural body identical sex hormones are typically derived from plant sources such as

soya or wild yam and these are called as “bio-identical HRT”. Estradiol hormones were originally

discovered in 1935 and currently available as tablets, patches, gel and pessaries. For women

under 60 years of age, E2 tablets are effective. Thrombosis risk increases steadily with age and

all the oral HRTs are associated with increased risk of thrombosis in older women.

CONCLUSION:

Hormone replacement therapy could be a boon or a bane according to the way and duration it is

made us of. The risk for breast cancer and cardiovascular complications in it may be due to the

various estrogenic compounds and progestin compounds present in it. Thus it is highly

recommended to understand the complications and appropriate usage of HRT and make its ideal

use wisely.
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