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Should Know
TARGET AUDIENCE: Pharmacists and pharmacy technicians interested in women’s 
health. 

ABSTRACT: Awareness about menopause is growing. It is now common to see 
menopause informa�on on social media pla�orms and na�onal news outlets. 
Menopause, some�mes referred to as “the change of life,” is a natural part of 
biological aging in women. Every woman who lives long enough will experience 
menopause, but its arrival affects some women physically, mentally, and 
emo�onally. Menopausal hormone replacement therapy (HRT) is an op�on for 
treatment of certain symptoms, but it comes with risks. The United States (U.S.) 
Food and Drug Administra�on (FDA) has specific approved indica�ons for HRT and 
various organiza�ons such as the U.S. Preven�ve Task Force and the Menopause 
Society have issued their posi�ons and recommenda�ons for its use. Non-
hormonal therapies are available, and lifestyle modifica�ons may also help offset 
some health risks that are associated with this stage in a woman’s life.
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INTRODUCTION
Menopause is a natural part of biological aging in women. This phenomenon 
marks the end of reproduc�ve years, and every woman who lives long enough 
will experience it.1 O�en beginning in perimenopause—the period of �me leading 
up to menopause—women experience many symptoms and health risks.1,2

Approximately 1.3 million women in the United States (U.S.) enter menopause 
every year.3 Despite being a natural result of aging, menopause has historically 
been shrouded in secrecy and seldom openly discussed, but the New York Times
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SIDEBAR: Factors That Trigger an Early Onset of 
Menopause1,2

� Surgical procedures that involve removing both ovaries
� Medical interven�ons that cause termina�on of ovarian 

func�on, such as radia�on therapy and chemotherapy
� Premature menopause, or menopause before age 40 due to 

chromosomal abnormali�es, autoimmune disorders, or 
other unknown causes

reports that high profile women and female celebri�es alike are 
now openly discussing their experience with menopause. It also 
reports that the market is being flooded with menopause-related 
beauty products and telemedicine start-ups.4

With increased interest, a growing movement to increase 
awareness, and informa�on flooding the Internet, it is important 
now more than ever for women to receive accurate informa�on 
from healthcare providers and reputable sources. However, a 
recent survey revealed that na�onally, most obstetrics and 
gynecology residency programs lack a dedicated menopause 
curriculum. Most program directors also agreed that their 
programs needed more menopause educa�on resources.5  

Many symptoms and health risks of menopause, if le� 
unmanaged, have an impact on a woman’s quality of life, 
produc�vity, and emo�onal state. Women are living longer, and a 
woman may live many years a�er menopause. Globally, a woman 
aged 60 years in 2019 could expect to live on average another 21 
years.1

Years a�er the Na�onal Ins�tutes of Health’s (NIH’s) Women’s 
Health Ini�a�ve, HRT as an op�on for certain symptoms in 
postmenopausal women is back in the spotlight. Now, physicians 
take a nuanced approach to HRT, considering certain individual 
pa�ent factors.6,7

It is important for women to recognize symptoms, understand 
the risk of chronic condi�ons, and generally educate themselves 
about the menopause transi�on. Being well-informed about the 
menopause transi�on means women can be proac�ve and lead 
healthier lifestyles to counter the issues that may arise with 
menopause such as bone loss and cardiovascular disease. Proper 
management during this period results in healthy aging and 
be�er quality of life. Menopause is a universal female 
experience, and it is vital that both physicians and women alike 
be appropriately informed about it. 

PAUSE AND PONDER: What do you wish you knew about 
menopause before you or a loved one began the menopause 
transi�on?

DEFINING MENOPAUSE AND ITS EFFECTS
Perimenopause is the period leading up to menopause and 
signals the final years of a woman’s reproduc�ve life. This period 
can last several years, the average being four years.2 It begins 
with irregular menstrual cycles marked by a gradual loss of 
ovarian follicular func�on (i.e., ovaries begin to stop releasing 
eggs for fer�liza�on) and a decline in circula�ng estrogen and 
progesterone levels.1,2 This period may usher in a slew of 
symptoms, and the hormonal changes and fluctua�ons are o�en 
responsible for them.2 A woman can s�ll get pregnant during 
perimenopause because although menstrua�on is irregular, the 
ovaries can s�ll release eggs for fer�liza�on. It is impossible to 
accurately predict ovula�on, and women must use adequate 

birth control un�l one full year a�er the last period to avoid 
unwanted pregnancy.2

Menopause marks the end of the reproduc�ve years for 
women.1,2 Menopause occurs or is diagnosed a�er 12 
consecu�ve months without menstrua�on in the absence of 
clinical interven�on or other physiologic or pathologic cause.1

This means that a woman could go 11 months with no 
menstrua�on and then have a period in the 12th month. The clock 
would then begin all over again. A woman cannot become 
naturally pregnant a�er menopause because the ovaries have 
stopped releasing eggs for fer�liza�on. Importantly, they can s�ll 
contract sexually transmi�ed diseases, so experts advise women 
to use adequate protec�ve measures.2

The average age of menopause in the U.S. is 52.2 Gene�cs, 
lifestyle, and environmental factors influence the age at 
menopause and the �ming of symptoms throughout the 
menopausal transi�on. According to the World Health 
Organiza�on, for women worldwide, natural menopause 
generally occurs between age 45 and 55.1 The SIDEBAR  (above) 
lists factors that trigger early menopause. 

Menopausal Hormone Changes 
Years before menopause occurs, ovarian func�on begins to 
fluctuate.2 This is a progressive process o�en responsible for 
many of the symptoms women experience during this period.

How this Happens
Ovaries are the primary estrogen source in a woman’s body, with 
follicles synthesizing and releasing the hormone. An ovary has 
the greatest number of oocytes (about 1 to 2 million) at birth. 
Oocytes are the immature cells within a follicle that poten�ally 
mature into fully developed eggs. A fully developed egg is  
released from the ovary during ovula�on and travels down the 
fallopian tube to be poten�ally fer�lized.8,9

As women age, the number of follicles in their ovaries decrease. 
During a physiological process known as atresia, ovarian follicles 
that contain oocytes degenerate and die. This is a normal process 
that happens in all women. The process ensures that only healthy 
follicles with oocytes mature and ovulate. During atresia, follicle 
cells die, eggs break down, and macrophages and other follicular 
cells resorb the follicle contents. Although ovula�on will also 
decrease the number of follicles, the vast number of follicles are 
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SIDEBAR: Less Common Symptoms of 
Menopause16

Experts are con�nually learning about menopause’s symptoms. 
Gradual estrogen loss may be responsible for these less 
common symptoms of menopause: 
• Dry eye syndrome and vision changes
• Easier bruising due to collagen changes in the skin
• Return of acne 
• Joint pain and s�ffness 
• Growing rogue hairs on chin or cheeks
The menopause transi�on can cause a wide variety of 
symptoms, but other serious condi�ons can cause these too. It 
is always important to consult a provider to rule these out.

decreased through atresia. At some point the number of follicles 
and oocytes reach cri�cally low levels in the ovaries. Since these 
are responsible for producing estrogen, this is when women 
begin to experience symptoms associated with estrogen 
deple�on.8,9

At various stages during the menopause transi�on, women may 
only have a few hundred to a few thousand oocytes le�. Estrogen 
levels decrease and menstrual periods become irregular. As 
various �ssues in the body have estrogen receptors, when 
estrogen levels decrease or fluctuate, several systems can 
develop and women experience many of the symptoms of 
perimenopause and menopause.8,9

Progesterone levels also decrease during the menopausal 
transi�on. A�er ovula�on releases the egg from the follicle, the 
le�over contents of the empty follicle form the corpus luteum, a 
temporary gland that produces progesterone.10 Progesterone 
thickens the endometrium (lining of the uterus) for a fer�lized 
egg to implant and grow. If pregnancy occurs, the placenta takes 
over the produc�on of progesterone. In the absence of 
pregnancy, progesterone levels drop, causing the endometrium 
to shed (causing menstrua�on). During the menopause 
transi�on, the ovaries no longer produce high levels of estrogen 
and progesterone in the absence of regular ovula�on.10

Symptoms of Menopause
Hormonal changes and fluctua�ons lead to the many symptoms 
associated with perimenopause and menopause, some more 
common than others and affec�ng each woman differently, with 
varying degrees of severity. Vasomotor symptoms (VMS) like hot 
flashes are the most recognized and reported symptom of 
menopause.11 Table 1 (below) describes the symptoms a woman 
may experience during and a�er the menopause transi�on listed 
in the order in which they typically occur. For less common 
symptoms of menopause, see the SIDEBAR (above). Some 
women may be able to tolerate menopausal symptoms with 

Table 1. Signs and Symptoms of Perimenopause and Menopause2,12-15

Symptom Descrip�on

Irregular periods Starts the menopause transi�on 
Unpredictable ovula�on causes changes in menstrual cycle pa�erns
Could be months of missed periods, varying lengths of �me between cycles (longer or shorter), and menstrual 
flow changes

Vasomotor Symptoms 
(hot flashes, night 
sweats) 

This is a sudden feeling of heat in the face, neck, and chest that is o�en accompanied by flushing, perspira�on, 
and acute feelings of physical discomfort. May be followed by cold shivering. This may last up to several 
minutes. Night sweats are hot flashes that cause swea�ng during sleep. Vasomotor symptoms can occur 
before, during, and a�er menopause.

Genitourinary 
symptoms 

Symptoms include dysuria, urinary incon�nence, increased urinary frequency, vaginal and cervical atrophy 
(thinning, drying, and inflamma�on of the vaginal walls), sexual dysfunc�on, and decreased libido. Vaginal 
dryness presents an increased risk for sexually transmi�ed diseases. 

Weight gain While weight gain occurs in both men and women with aging, a par�cular increased deposi�on of visceral and 
subcutaneous adipose �ssue to the abdomen in women during the menopause transi�on occurs.

For weight gain before menopause, estrogen makes it possible for subcutaneous adipose �ssue to deposit in 
the gluteal and femoral regions. A�er menopause this deposi�on moves to the abdominal region due to the 
decrease in estrogen levels. Abdominal fat distribu�on carries the risk of cardiovascular and metabolic 
diseases.

Sleep disrup�on Sleep dura�on changes with advancing age, however during the menopause transi�on, concurrent changes in 
women’s reproduc�ve hormone levels influence sleep dura�on and quality. It may be harder to fall asleep and 
stay asleep. Night sweats may also disrupt sleep.

Mood changes,  
depression, and 
anxiety

Estrogen receptors are in the brain including areas involved in mood regula�on. Stress, work, and family 
responsibili�es affect mood during this period. Although the exact mechanism is unknown, mood symptoms 
may addi�onally be related to fluctua�ng estrogen levels. Some women may feel irritable or have crying spells.

Depression and anxiety may be caused by fluctua�ng hormones, menopausal symptoms, or both.



lifestyle changes alone, while others may require hormonal 
remedies, non-hormonal remedies, or a combina�on of both.11

PAUSE AND PONDER: How many symptoms of 
perimenopause and menopause can you name aside from hot 
flashes?

Chronic Conditions and Long-Term Consequences 
Long term complica�ons of menopause are related to low 
estrogen levels. Two major complica�ons of concern are 
cardiovascular disease and osteoporosis.

Declining estrogen in menopause increases the risk of 
cardiovascular disease.2 Coronary heart disease rates are two to 
three �mes higher in those who have reached menopause than 
those at the same age who have not. Women generally have a 
lower risk of heart disease than men before the age of 55, but 
a�er menopause, women reach the same level of risk for heart 
disease as men of the same age.2

Estrogen deficiency during menopause also causes the typical 
bone loss or decreased bone density seen in osteoporosis.2 Up to 
20% of bone loss can happen during this period.17 The 
consequences of osteoporosis are an increased risk of fractures, 
pain, mobility issues, and loss of height. Osteoporosis, a 
progressive condi�on, can worsen over �me. 

Menopause symptoms also adversely affect women in the 
workplace. Middle aged women contribute greatly to the global 
workforce and could poten�ally face increased health care costs 
and lost opportuni�es for career advancement. Mayo Clinic 
conducted a study to determine the es�mated economic impact 
of menopause symptoms based on missed days from work; hours 
cut back at work; and qui�ng, re�ring, or changing jobs. Based 
on missed workdays alone, these researchers es�mated an 
annual loss of $1.8 billion in the U.S. due to menopause-related 
symptoms.18

MENOPAUSAL HORMONE REPLACEMENT 
THERAPY 
The Ongoing Debate of HRT
Experts have debated menopausal HRT use for decades. Studies 
in the mid-1970s showed that women who used estrogen alone 
had an increased risk of endometrial cancer.19,20 Researchers 
found that adding progesterone to estrogen provided protec�on 
against uterine cancer. Since then, progesterone is added to 
hormone treatment for women who have an intact uterus.7,19,20

Between 1993 and 1998, the NIH began The Women’s Health 
Ini�a�ve, to study strategies to prevent and control some of the 
most common causes of morbidity and mortality in 
postmenopausal women (e.g., cardiovascular disease, 
osteoporosis, cancer).21 Researchers randomized more than 
27,000 postmenopausal women aged 50 to 79 in the HRT por�on 
of the trial. Those with a uterus (n = 16,608) received either 
combined conjugated equine estrogen (CEE 0.625 mg/day) plus 
medroxyprogesterone acetate (MPA 2.5 mg/day) or placebo. 
Women without a uterus (i.e., prior hysterectomies) were 
assigned to CEE alone or placebo.22,23 The primary outcome was 
coronary heart disease incidence, and the primary safety 
outcome was invasive breast cancer incidence. To summarize 
overall effects, researchers also looked at other risks and benefits 
of HRT in addi�on to the primary outcomes. These included 
colorectal cancer, hip fracture, and cardiovascular risks.22,23

A�er about five years, results began to show that the risks of HRT 
outweighed the benefits. HRT was associated with an increased 
risk of stroke, heart disease, and breast cancer. However, the 
results also indicated a reduc�on in osteoporo�c fractures and 
colorectal cancers but no significant cardiovascular benefits. 
Ul�mately, the research team stopped the trial early. Many 
physicians stopped prescribing HRT, and many women 
abandoned it altogether.6,7

Despite stopping the trial, researchers con�nued to follow up 
with trial par�cipants un�l 2010.24,25 They reanalyzed the data 
based on results from the interven�on, post-interven�on, and 
follow-up phases with considera�on for the trial par�cipants’ 
ages. Researchers concluded that the trial findings do not 
support HRT for chronic disease preven�on. They have since 
noted that HRT may be beneficial for bothersome symptoms 
among women in early menopause (i.e., women 50 to 59 years of 
age) or within 10 years of menopause onset. Data do not support 
HRT for chronic disease preven�on in this subset either. These 
women must have no contraindica�ons and must be interested in 
taking HRT.24,25

Extensive debate con�nues, but several groups such as the U.S. 
Preven�ve Service Task Force (USPSTF) and the Menopause 
Society, have published posi�on statements and 
recommenda�ons for HRT use. The USPSTF is an independent 
panel of experts in disease preven�on and evidence-based 
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medicine that makes recommenda�ons about clinical preven�ve 
services. The Menopause Society, formerly known as the North 
American Menopause Society, is a non-profit organiza�on 
dedicated to improving women’s health during menopause and 
beyond, by providing resources for both healthcare professionals 
and the public.

Several organiza�ons have issued recommenda�ons on HRT use 
in postmenopausal individuals, par�cularly regarding its benefits, 
risks, and approved indica�ons. While the general consensus is 
that HRT is the most effec�ve treatment for VMS and 
genitourinary syndrome of menopause, its role in preven�ng 
chronic condi�ons such as osteoporosis remains controversial. 
The U.S. Food and Drug Administra�on (FDA) and the Menopause 
Society support HRT for VMS, genitourinary symptom 
management, and osteoporosis preven�on in appropriate 
candidates, especially women younger than age 60 or within 10 
years of menopause onset. In contrast, USPSTF recommends 
against using HRT solely for the primary preven�on of chronic 
condi�ons in asymptoma�c individuals. Recommenda�ons 
emphasize shared decision-making and individual risk 
assessment.26-28

Forms of Hormone Therapy
Menopausal HRT involves the administra�on of synthe�c 
estrogen and progesterone to replace a woman’s hormone levels 
to help alleviate symptoms. Women should be educated on the 
risks and benefits of HRT, consider their personal risk, and be 
willing to take HRT, before star�ng treatment.26-28

The current recommenda�ons are for postmenopausal women 
younger than 60 years or who are within 10 years of menopause 
onset and have no contraindica�ons. These women must also be 
willing to take HRT.26-28 HRT use is not recommended in women 
a�er the age of 60, or in those who are 10 years post 
menopause. The FDA has approved HRT for postmenopausal 
VMS, urogenital symptoms, and osteoporosis preven�on.

HRT may be given as estrogen alone, proges�n alone, or a 
combina�on estrogen and proges�n. The FDA has approved 
several formula�ons, including oral, topical, transdermal, and 
injectable dosage forms.29 Table 2 (above) lists FDA-approved 
HRT products. 

Table 2. FDA-Approved Hormone Replacement Therapies29

Generic Name How Supplied Brand Name(s)
Estrogen-Only
Conjugated estrogens Oral Premarin

Vaginal cream Premarin
Injec�on Premarin

Estradiol Gel Divigel, Elestrin, Estrogel
Transdermal patch Alora, Climara, Menostar*, Minivelle, 

Vivelle, Vivelle-Dot
Transdermal skin spray Evamist
Vaginal cream Estrace
Vaginal ring Estring
Vaginal tablet Vagifem

Estradiol acetate Vaginal ring Femring
Estradiol valerate Injec�on Delestrogen
Estropipate Oral Ogen
Proges�n-Only
Medroxyprogesterone acetate Oral Provera
Micronized progesterone Oral Prometrium
Combina�on Therapies
Conjugated estrogen/ bazedoxifene** Oral Duavee
Conjugated estrogen/ 
medroxyprogesterone

Oral Prempro

Estradiol/drospirenone Oral Angeliq
Estradiol/levonorgestrel Transdermal patch Climara Pro
Estradiol/norethindrone acetate Oral Ac�vella

Transdermal patch Combipatch
Norethindrone acetate/ethinyl estradiol Oral Femhrt
*Menostar is for osteoporosis preven�on only. **Bazedoxifene is not a hormonal therapy.



Women with an intact uterus with no other 
contraindica�ons or risks who are willing to take HRT for 
menopause may receive estrogen in combina�on with 
progesterone. Estrogen therapy alone causes the 
endometrial lining to grow unopposed. Adding 
progesterone to the regimen prevents this abnormal 
growth and thus reduces risk of malignancy.19,20

Women with no other contraindica�ons or risks who 
have had a hysterectomy and are willing to take HRT 
may receive estrogen therapy alone. In such cases, 
progesterone is unnecessary.19,20

Due to the known risks of menopausal HRT use, all 
pa�ents need a thorough evalua�on—including a 
detailed medical history and physical examina�on—for a 
proper diagnosis and to iden�fy poten�al 
contraindica�ons. Providers and pa�ents must also 
assess whether the benefits outweigh the risks on an 
individualized basis. Women should use HRT at the 
lowest possible dose and for the shortest possible 
dura�on to achieve symptoma�c relief while avoiding 
adverse effects.30

Women should not take HRT if they have29

• problems with vaginal bleeding
• current or past cancers, such as breast cancer or 

uterine cancer
• current or past blood clot, stroke, or heart a�ack
• bleeding disorders
• liver disease
• allergy to hormone medicine

NON-HORMONAL THERAPIES FOR 
MENOPAUSE
Risks of menopausal HRT outweigh its benefits for many 
pa�ents, so addi�onal op�ons are needed. The FDA has 
approved a few non-hormonal op�ons for women who 
are ineligible for or uninterested in HRT, and others 
many opt to use off-label or complementary and 
alterna�ve medicines.26

FDA-Approved Therapies
Fezolinetant
The FDA recently approved an oral medica�on 
fezolinetant (Veozah) for the treatment of moderate to 
severe VMS caused by menopause. Fezolinetant is a 
neurokinin 3 (NK3) receptor antagonist that binds to and 
blocks the ac�vi�es of the neurokinin-3 receptor, which 
plays a role in the brain’s regula�on of body 
temperature.31

Fezolinetant is supplied as a 45 mg tablet, taken once 
daily with or without food. It has been associated with a 

risk of elevated hepa�c transaminases, leading the FDA to add a 
Boxed Warning about the risk of liver injury more than a year 
a�er ini�al approval.32 Blood work to check for liver damage is 
required before fezolinetant use and every three months for the 
first nine months a�er ini�a�on of therapy.31

Adverse effects of fezolinetant include abdominal pain, diarrhea, 
insomnia, back pain, hot flush, and elevated hepa�c 
transaminases. Symptoms rela�ng to liver damage to watch for 
include nausea, vomi�ng, and yellowing of the skin and eyes. 
Pa�ents experiencing these must consult their prescriber 
immediately. Fezolinetant is contraindicated in pa�ents with 
cirrhosis, severe renal damage, or end-stage renal disease.31

Paroxe�ne 
Paroxe�ne (Brisdelle) is a selec�ve serotonin reuptake inhibitor 
(SSRI) FDA-approved for the treatment of moderate to severe 
VMS. It is not an estrogen and its mechanism of ac�on for the 
treatment of VMS is unknown.33 The recommended dose is one 
7.5 mg capsule daily at bed�me with or without food. This 
medica�on contains a lower dose of paroxe�ne than those used 
for other indica�ons (e.g., depression, obsessive compulsive 
disorder) and is not approved for any psychiatric condi�ons. 

Paroxe�ne’s common adverse effects include headache, fa�gue, 
and nausea and vomi�ng. Paroxe�ne has a Boxed Warning for the 
poten�al of increased risk of suicidal thoughts and behaviors, and 
serotonin syndrome. The FDA warns prescribers to monitor for 
worsening and emergence of these severe symptoms. 
Contraindica�ons include concomitant use or within 14 days of 
monoamine oxidase inhibitors, use with thioridazine or pimozide, 
hypersensi�vity to any ingredient, and pregnancy. VMS do not 
occur during pregnancy and paroxe�ne may cause fetal harm.33

Selec�ve Estrogen Receptor Modulators
Raloxifene and ospemifene are selec�ve estrogen receptor 
modulators (SERMs) FDA-approved for varying uses during 
menopause. Bazedoxifene is another FDA-approved SERM, which 
is found only in a combina�on tablet with conjugated estrogens.
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Raloxifene (Evista) is SERM indicated for treatment and 
preven�on of osteoporosis in post-menopausal women.34

Pa�ents take one 60 mg tablet once daily. Common adverse 
effects include hot flashes, leg cramps, peripheral edema, flu 
syndrome, arthralgia, and swea�ng.34 Raloxifene is 
contraindicated in women with ac�ve or history of venous 
thromboembolism, including deep vein thrombosis, pulmonary 
embolism, and re�nal vein thrombosis. It is also contraindicated 
for use in pregnancy, as it may cause fetal harm.34 The FDA’s 
Boxed Warning cau�ons of an increased risk of venous 
thromboembolism and death from stroke. Providers must 
consider the risk-benefit balance in women at risk for stroke. 
Concomitant use is not recommended or cau�on should be used 
when raloxifene is taken with cholestyramine, warfarin, and 
other highly protein-bound drugs (e.g., diazepam, diazoxide, 
lidocaine).34

Ospemifene (Osphena) is a SERM indicated for the treatment of 
moderate to severe vaginal dryness and dyspareunia due to 
menopause.35 Pa�ents take one 60 mg oral tablet once daily with 
food. Ospemifene acts just like estrogen in some parts of the 
body but not in others. 35 It has estrogen agonis�c effects on the 
endometrium, which has led the FDA to add a Boxed Warning of 
a risk of endometrial cancer. With its estrogen agonist/antagonist 
profile, the FDA has another Boxed Warning of an increased risk 
of cardiovascular disorders (stroke, coronary heart disease, 
venous thromboembolism). 35 Ospemifene should be used for the 
shortest dura�on consistent with treatment goals and risks for 
the individual woman.35 Common adverse effects include hot 
flush, vaginal discharge, muscle spasms, headache, hyperhidrosis, 
vaginal hemorrhage, and night sweats. Contraindica�ons to 
ospemifene use include35

• undiagnosed abnormal genital bleeding
• estrogen-dependent neoplasia
• hypersensi�vity to ospemifene
• ac�ve or history of deep vein thrombosis or pulmonary 

embolism
• ac�ve or history of arterial thromboembolic disease (e.g., 

stroke, myocardial infarc�on)

Women taking ospemifene should not take estrogen or estrogen 
agonist/antagonists, fluconazole, or rifampin concomitantly.35

Bazedoxifene is a SERM available in combina�on with conjugated 
estrogens (Dauvee) indicated for the treatment of moderate to 
severe VMS and postmenopausal osteoporosis preven�on in 
women with a uterus. Bazedoxefine acts as an estrogen agonist in 
some estrogen-sensi�ve �ssues and as an antagonist in others 
(e.g., the uterus). The pairing of conjugated estrogens with 
bazedoxifene produces a composite effect that is specific to each 
target �ssue. The bazedoxifene component reduces the risk of 
endometrial hyperplasia that can occur with the conjugated 
estrogens component.  Pa�ents take one tablet (conjugated 
estrogens/bazedoxifene 0.45 mg/20 mg) daily with or without 
food for both indica�ons.36

Women taking conjugated estrogens/bazedoxifene should add 
supplemental calcium and/or vitamin D to their diets if intake is 
inadequate.

Contraindica�ons to conjugated estrogens/bazedoxifene include36

• Undiagnosed abnormal uterine bleeding
• Known, suspected, or a history of breast cancer
• Known or suspected estrogen-dependent neoplasia
• Ac�ve or history of deep vein thrombosis and pulmonary 

embolism
• Ac�ve or history of arterial thromboembolic disease (stroke, 

myocardial infarc�on)
• Known hepa�c impairment or disease
• Hypersensi�vity to estrogens, bazedoxifene or any 

ingredients
• Known protein C, protein S, or an�thrombin deficiency or 

other known thrombophilic disorders
• Pregnancy 

Women taking conjugated estrogens/bazedoxifene should not 
take proges�ns, addi�onal estrogens, or addi�onal estrogen 
agonists/antagonists.

Adverse reac�ons include a risk for malignant neoplasms 
(endometrial cancer, breast cancer, ovarian cancer), 
cardiovascular disorders (stroke, coronary heart disease, venous 
thromboembolism), gallbladder disease and 
hypertriglyceridemia.36

Off-Label Therapies
In 2023, The Menopause Society conducted an evidence-based 
review of the most current and available literature to determine 
whether to recommend some management op�ons for 
menopause associated VMS. They recommended some SSRIs, 
serotonin-norepinephrine reuptake inhibitors (SNRIs), and 
gabapen�n.37
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Researchers have found in large randomized, double-blind, 
placebo-controlled trials that paroxe�ne, citalopram, 
escitalopram, venlafaxine, desvenlafaxine, and duloxe�ne reduce 
hot flashes by 24% to 69%. These medica�ons are also first-line 
therapies for mood disorders such as depression and anxiety. For 
women with new onset or worsening mood disorders, which are 
common in menopause, these medica�ons may be beneficial.38,37

Common adverse effects associated with use of SSRIs and SNRIs 
include nausea, weight gain, gastrointes�nal disorders, headache, 
and sexual dysfunc�on. Lower doses are generally used for VMS 
rather than the higher doses used for mood disorders.38

In very small randomized double-blind, placebo-controlled trials, 
gabapen�n was effec�ve at reducing hot flash frequency by 45% 
to 51% compared to placebo.39,40 It was also shown to be a well-
tolerated treatment for hot flashes.40 Gabapen�n is also used as 
treatment for neuropathic pain and epilepsy and may help with 
sleep when taken at bed�me. Adverse effects include dizziness 
and coordina�on difficul�es, weight gain, edema, and lethargy. 
Pa�ents should use the lowest effec�ve dose to minimize these 
nega�ve adverse effects.38

Complementary and Alternative Medicine
Some complementary and alterna�ve medicines (CAMs) make 
claims about easing menopausal symptoms. Complementary 
health approaches to menopause may include any or all of the 
following41:
• nutri�onal (e.g., dietary supplements, special diets)
• psychological (e.g., medita�on, hypnosis, relaxa�on 

therapies)
• physical (e.g., massage therapy, acupuncture)
• combina�on approaches (e.g., yoga, tai chi [physical and 

psychological])

CAMs are not regulated the same way as FDA-approved 
medica�ons. Although some dietary supplements have been 
studied for menopause symptoms, none have been shown to be 
clearly helpful. Li�le informa�on is available on long term safety 
of dietary supplements for menopause and some supplements 
may have harmful adverse effects or drug interac�ons.

In 2023, the Menopause Society released its posi�on statement 
on non-hormonal approaches for menopause-related VMS based 
on an evidence-based review of current literature.37 For CAM, it 
recommended cogni�ve behavioral therapy and clinical hypnosis 
as op�ons for the treatment of VMS. The Society did not 
recommend yoga, acupuncture, or any natural products for 
VMS.37

According to the NIH’s Na�onal Center for Complementary and 
Integra�ve Health, the evidence has not clearly shown that 
phytoestrogens, herbs, and other dietary supplements; 
acupuncture; or yoga relieve menopause symptoms.41

Phytoestrogens are substances from plants that have chemical 
structures similar to those of estrogen. Flaxseed is a 
phytoestrogen source and the isoflavones found in soy and red 
clover are also phytoestrogens. Studies on their ability to relieve 
menopause symptoms have been inconsistent, or no more 
effec�ve than placebo.  Phytoestrogens may be safe for short 
term use, but their long-term safety has not been established 
and may not be safe for women who should not take estrogen.41 

Regarding custom-mixed (compounded) bioiden�cal hormones, 
the group reports that the evidence does not support claims that 
they are more effec�ve than conven�onal HRT. They also warn 
that compounded bioiden�cal hormones have not been shown 
to be safer than other forms of HRT, and that their content may 
vary from batch to batch.41

PAUSE AND PONDER: In what ways have you made or 
supported a loved one in making lifestyle changes to adequately 
prepare for “the change of life?”

Lifestyle Modification During and After 
Menopause,

To stay healthy during and a�er menopause, lifestyle changes 
and modifica�ons (illustrated in Figure 1 below) are beneficial. 
Lifestyle changes and modifica�ons may make menopausal 
symptoms bearable even if symptoms are not completely 

Figure 1. Lifestyle Modifications for During and After Menopause43



eliminated. Lifestyle changes may also help prevent the chronic 
condi�ons of menopause such as cardiovascular disease, 
osteoporosis, and insulin resistance. It may also help with mood 
and sleep and help prepare a woman for healthy aging.42

At least 30 minutes of physical ac�vity on most days of the week 
helps women maintain a healthy weight and is good for the 
bones, heart, and mood. Women should aim for a mix of 
moderate and vigorous aerobic ac�vi�es and exercises that build 
muscle strength, such as weight-bearing exercises.42,44 Women 
should obtain advice from their healthcare provider before 
beginning any physical ac�vity.

Ea�ng a healthy diet can help counter some of the symptoms 
women experience in the menopause transi�on and prevent 
chronic illnesses and certain cancers. Essen�al nutrients to focus 
on in menopause include vitamins B, C, D, calcium, and protein 
for energy. A healthy diet also helps with the maintenance of a 
healthy weight, which improves cholesterol levels, reduces the 
risk for diabetes, improves blood pressure, and improves daily 
func�on.42,44

Good sleep is essen�al for health and emo�onal well-being. 
Insufficient sleep dura�on and quality may be a problem during 
this period in a woman’s life. Hot flashes and night sweats are 
also disrup�ve to sleep. Ge�ng enough sleep lowers the risks for 
chronic condi�ons such as high blood pressure, diabetes, and 
heart disease. It also improves a�en�on and memory. Regular 
exercise, a healthy diet, avoiding caffeine and alcohol before 
bed�me, and going to bed and ge�ng up at the same �me each 
day can improve sleep.44

Cogni�ve func�on at midlife appears to be influenced by the 
stage of menopause and menopausal symptoms such as sleep 
difficul�es and mood changes. Many life stressors cannot be 
altered, but coping skills and strategies are beneficial to maintain 
a balance between self-nurturing and the obliga�ons of work and 
caring for others. To improve and maintain cogni�on and mood, 
women should consider maintaining a social network, remaining 
physically and mentally ac�ve, and following a healthy diet.44

Maintaining quality social contacts is beneficial during this 
period. Ac�vely engaging with friends, family, and the community 
in posi�ve ways helps improve health and emo�onal wellbeing.

Smoking is damaging to health in many ways. It causes heart 
disease, reduces bone density, and causes many forms of cancer. 
Experts advise women to stop smoking and limit alcohol 
consump�on.42,44

CONCLUSION
Discussions about menopause are no longer taboo. While HRT is 
beneficial and remains an op�on for women with no risk factors 
and contraindica�ons, it is not a one-size fits all solu�on. HRT 
comes with risks and providers must assess pa�ents carefully 
before treatment ini�a�on and consider pa�ent preferences. 

Non-hormonal therapies are available for women who may be 
unable or unwilling to take HRT. Women are living longer, and a 
woman may live for several years post-menopause. Lifestyle 
changes and modifica�ons help counter the chronic condi�ons 
that o�en arise post-menopause and are important and 
necessary for healthy aging in women. 



Figure 2. Making Menopause Manageable for Women

Best
❶ Be COMMUNITY CHAMPIONS and contribute to community 
comversta�ons about menopause, dispelling myths, and offering 
eveidence-based advice
❷ Take menopause off the taboo list so you can talk with 
pa�ents about OTC and prescrip�on medica�ons without 
judgement, shame, or s�ma
❸ Collaborate ac�vely with prescribers to find treatments that 
work for pa�ents whose symptoms are distressing

Better
❶ Consider developing a woman’s health program using tools 
developed by experts–and adver�se it!
❷ Create a tool that lists menopausal symptomsin on column, 
and the remedies you have available in another
❸ BE empathe�c when women experience symptoms and 
allow pa�ents �me to express their feelings and describe 
symptoms

Good
❶ Learn the lingo and explain how perimenopause differs from 
menopause to women and their families
❷ Maintain a list of reputable resources in pa�ent-friendly 
language for pa�ents
❸ Ask pa�ents about their specific symptoms, because every 
woman’s voyage to menopause is different
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