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How should you advise your 54-year-old 
patient about the use of HT?
And how would your recommendations change if she has certain 
cardiovascular or breast cancer risk factors? 

Jaya Mehta, MD, and Juliana M. Kling, MD, MPH

CASE Healthy woman with hot flashes  
inquires about HT
A 54-year-old healthy woman with a history 

of hypothyroidism taking thyroid replacement 

medication comes in for her annual visit. Her 

last menstrual period was over 2 years ago and 

she reports severe hot flashes. They have greatly 

affected her quality of life and she must take fre-

quent breaks at work. She wakes up frequently 

at night due to night sweats, which is impact-

ing her sleep and, subsequently, her energy 

level. She has noted increased vaginal dryness 

so has been abstaining from sexual intercourse 

due to the discomfort. She has an intact uterus. 

Her family history is significant for heart disease, 

diagnosed in her mother at age 75. 

On physical examination, she is normoten-

sive and well-appearing. Her body mass index 

(BMI) is 21 kg/m2. Labs obtained prior to her visit 

show normal renal and liver function. Her high-

density lipid (HDL) level is 55 mg/dL, her low-den-

sity lipid (LDL) level is 80 mg/dL, and her triglyc-

eride level is 100 mg/dL; HbA1c is 5.5 mmol/mol. 

She is interested in learning more about 

menopausal hormone therapy (HT) and whether 

or not she would be a candidate. 

What information do you 
need to know to counsel and 
manage this patient?
Menopausal HT prescribing practices have 
changed over the last few decades as a bet-
ter understanding of the risks and benefits of 
treatment have emerged. Prior to 2002, HT 
was commonly used for treatment of symp-
toms associated with menopause and was 
thought to have beneficial effects for chronic 
disease prevention.1-4 After data from the 
Women’s Health Initiative (WHI) was released,  
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concerns arose around the effect of HT on car-
diovascular health and risk of breast cancer. 
As a result, HT prescriptions fell precipitously 
after around 2002.5 Since then, postinterven-
tion analysis and cumulative 18-year follow-up 
of WHI data, along with results from subse-
quent randomized controlled trials, including 
the Kronos Early Estrogen Prevention Study 
(KEEPS) and the Early Versus Late Interven-
tion Trial with Estradiol (ELITE), have dem-
onstrated a favorable safety profile for healthy 
women starting HT early in menopause (less 
than age 60, or within 10 years from their final 
menstrual period).5-11 

There are many types, formulations, 
and routes of HT, and the effects and risks 
differ for each (TABLE 1). For example, oral 
estrogen therapy, such as conjugated equine 
estrogens, portend a higher risk of adverse 
effects compared with transdermal for-
mulations. Topical and transdermal estro-
gens bypass first-pass hepatic metabolism 
and thus are associated with a lower risk of 
venous thromboembolism (VTE) compared 
with oral formulations.12-14 A progestogen 
such as micronized progesterone is used in 
postmenopausal women with a uterus to 
protect the endometrium from unopposed 
estrogen therapy (ET). While it comes in oral 
and transdermal forms, the oral formulation 
is most widely used and studied in the United 
States; transdermal forms do not provide 
adequate endometrial protection and should 
not be used in combination therapy.15,16

Risks and benefits
Cardiovascular risk 
Over time, the benefits and risks of HT use in 
menopausal patients have been further elu-
cidated and defined, although they remain 
complex and dependent on patient clinical 
characteristics. HT remains the most effective 
treatment for vasomotor symptoms (VMS) 
and the genitourinary syndrome of meno-
pause.17,18 In 2002, concerns for increased 
cardiovascular disease (CVD) and breast 
cancer risk resulted in early cessation of the 
WHI trial. Since that time the risk of CVD in 
postmenopausal women taking HT has been 

found to be more nuanced. In fact, updates in 
the literature have shown that HT results in a 
reduction of coronary heart disease if started 
in healthy women younger than age 60 years 
within 10 years of menopause.7,9-11 With this 
updated information, the North American 
Menopause society (NAMS), American Col-
lege of Obstetricians and Gynecologists and 
the Endocrine Society have published guide-
lines supporting the initiation of HT for symp-
tomatic healthy women: under the age of 60, 
within 10 years of menopause, and without 
contraindications. After age 60 years and fur-
ther from menopause, the benefits and risks 
become less known.18-20

Risk stratification allows for more com-
prehensive counseling in use of HT for 
treatment of bothersome VMS. From a car-
diovascular health standpoint, calculating 
an atherosclerotic CVD (ASCVD) risk score 
helps to evaluate appropriateness of HT pre-
scribing: 
• For those with low 10-year CVD risk 

(<5%), either oral or transdermal HT  
is appropriate. 

• For those with moderate 10-year CVD 
risk (5%-10%), transdermal HT is recom-
mended over oral HT. 

• For those with high 10-year CVD risk 
(>10%), HT is not recommended.19,21

Breast cancer risk
Follow up since the initial WHI publication 
have shown that breast cancer risk is largely 
dependent on the formulation and route of 
HT used. Oral estrogen combined with a pro-
gestogen has been shown to increase the risk 
of invasive breast cancer, though very rarely.22 
To put it into context, the absolute risk of 
breast cancer based on follow-up studies 
from WHI showed less than 1 additional case 
per 1,000 person years of use; less risk than 
associated with drinking 2 glasses of wine per 
day and similar to that of obesity and/or sed-
entary lifestyle.23,24 Studies have shown estro-
gen treatment alone for postmenopausal 
women does not appear to increase the risk 
of breast cancer. In fact, follow-up data from 
WHI showed a nonsignificant reduction in 
breast cancer risk for those taking ET alone.25

For patients with 
low 10-year CVD 
risk, either oral or 
transdermal HT is 
appropriate; for 
moderate 10-
year CVD risk, 
transdermal HT 
is recommended; 
for high 10-year 
CVD risk, HT is not 
recommended. 

FAST 
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TABLE  Menopausal hormone therapy available in the United States by formulation  
and brand name

Oral estrogen

Formulation Brand Name Dose (mg/d)

Conjugated Premarin 0.3, 0.45, 0.625, 0.9, 1.25

Synthetic conjugated Cenestin 0.3, 0.45, 0.625, 0.9, 1.25

Esterfied Menest 0.3, 0.625, 1.25, 2.5

17β-Estradiol Estrace

Gynodiol

Innofem

Generics

0.5, 1.0, 2.0

Estradiol Acetate Femtrace 0.45, 0.9, 1.8

Estropipate Ortho-Est

Ogen, 
Generics

0.625(0.75 estropipate), 1.25(1.5), 2.5(3.0) ,5.0(6.0)

Transdermal estrogen

Formulation Brand Name Dose (mg)

17β-estradiol matrix patch Alora

Climar

Esclim

Estradot

Fempatch

Menostar

Minivelle

Vivelle

Vivelle-Dot

Generics

0.025, 0.05, 0.75, 0.1 twice/wk

0.025, 0.0375, 0.05, 0.075, 0.1 once/wk

0.025, 0.0375, 0.05, 0.075, 0.1 twice/wk

0.025, 0.0375, 0.05, 0.075, 0.1 twice/wk

0.025 once/wk

0.014 oncewk

0.025, 0.0375, 0.05, 0.075, 0.1 twice/wk

0.025, 0.0375, 0.05, 0.075, 0.1 twice/wk

0.025, 0.0375, 0.05, 0.075, 0.1 twice/wk

0.05, 0.1, once or twice/wk

17 β-estradiol reservoir patch Estraderm 0.05, 0.1 twice/wk

17β-estradiol transdermal gel EstroGel

Estrin

Divigel

0.035/d

0.0125.d

0.25,0.5,1.0 g/d

17β-estradiol topical emulsion Estrasorb 0.05/d (two packets)

17β-estradiol transdermal spray Evamist 0.021/90 µL/d (up to 1.5/90 µL/d)

Combination estrogen-progestogen therapy

Regimen Brand Name Dosage (mg/d)

Oral Continuous(Estrogen) + Cyclic  
(Progesterone)

Premphase 0.625 mg E + 5.0 mg P

(E alon x days 1-14, E+P days 15-28)

Oral Continuous (Estrogen + Progesteron) Bijuva

Prempro

Femhrt

Activella

Angeliq

1 mg E + 100 mg P

0.625 mg E + 2.5 or 5 mg P, 0.3 or 0.45 mg E + 1.5 mg P

2.5 µg E + 0.5 mg P, 5 µg + 1 mg P

0.5 mg E + 0.1 mg P, 1 mg E + 0.5 mg P

0.5 mg E + 0.25 mg p 

Oral Continuous (Estrogen) + Intermittent  
(Progesterone)

Prefest 1 mg E + 0.09 mg P

E alone x 3 days, E+ P x 3 days, repeat

Transdermal Continuous 
(Estrogen+Progesterone)

CombiPatch

Climara Pro

0.05 mg E + 0.14 mg P (9 cm2 patch, twice/wk)

0.04 mg E + 0.015 mg P (22 cm2 patch, once/wk)

CONTINUED ON PAGE 38
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For women aged 
younger than 60 
years who start HT 
within 10 years of 
their last menstrual 
period, HT has 
been shown to 
cause a reduction 
in all-cause 
mortality

Breast cancer risk stratification is helpful 
when determining appropriateness of HT in 
postmenopausal women. Generally, if using 
risk stratification models for breast cancer (ie, 
Gail Risk model or international breast cancer 
intervention study [IBIS] tool), a patient who 
is average to moderate risk, HT can be offered 
with appropriate counseling. By contrast, a 
patient who is high risk should have a more 
detailed discussion about their risk (surveil-
lance and risk-reducing treatments), and they 
may consider nonhormonal options for treat-
ment of VMS. Women with a history of breast 
cancer should not be prescribed systemic HT. 

Additional HT benefits 
The benefits of HT in postmenopausal 
women include improved bone health and 
reduction of fractures; reduction of risk for 
type 2 diabetes mellitus (T2DM); improve-
ment of insulin sensitivity; improvement 
of lipid profiles with increased HDL and 
decreased LDL levels; and reduction of colon 
cancer risk.25 For women aged younger than 
60 years who start HT within 10 years of their 
last menstrual period, HT has been shown 
to cause a reduction in all-cause mortality. 
Important risks to counsel patients on when 
starting HT include the low risk of stroke and 
venous thromboembolism (VTE) when using 
oral formulations.26

CASE Resolved 
Her ASCVD risk score, based on her history, 

estimates her 10-year CVD risk to be low (<5%). 

Thus, from a cardiovascular standpoint, either 

oral or transdermal HT would be an appropriate 

option. Her IBIS 10-year score is 1.5%, plac-

ing her in a low-risk category for breast cancer 

based on her personal and family history. Given 

that she is less than 60 years of age and within 

10 years of menopause, along with her low-risk 

stratification for CVD and breast cancer, she 

would be an appropriate patient to begin com-

bined HT with an estrogen plus an oral proges-

terone, such as an estradiol patch 0.0375 mg 

twice weekly, along with oral micronized pro-

gesterone 100 mg nightly. The dose could be 

increased over time based on symptoms and 

tolerability of the treatment.

ALTERNATE CASE 1 The patient has  
additional risk factors
Consider the patient case with the following 

additions to her history: the patient has a BMI 

of 34 kg/m2, a history of well-controlled hyper-

tension while taking amlodipine 5 mg, and an 

ASCVD risk score of 7.5%. She reports severe 

VMS that are greatly impacting her quality 

of life. How would your recommendations or 

counseling change?

Focus on healthy lifestyle
Obesity and hypertension, both common 
chronic conditions, pose additional risks to 
be accounted for when counseling on and 
approaching HT prescribing. Her alternate 
ASCVD risk score places her at moderate risk 
for CVD within 10 years, based on guidelines 
as discussed above. It would still be appropri-
ate to offer her combined HT after a shared 
decision-making discussion that includes a 
focus on healthy lifestyle habits. 

Consider transdermal HT in obese 
women
Longitudinal studies have found that weight 
gain is more a consequence of aging, regard-
less of menopausal status. Fat distribu-
tion and body composition changes are a 
menopause-related phenomenon driven 
by estrogen deficiency. HT has been shown 
to preserve lean body mass and reduce vis-
ceral adiposity, resulting in favorable effects 
of body composition. Still, obesity results in 
increased risk of CVD, VTE, and certain hor-
mone-sensitive cancers.27 When considering 
HT in obese patients, a transdermal estrogen 
route is preferred to reduce risks. 

For women with hypertension, 
prescribe transdermal HT
Overall, studies have found that HT has a 
neutral effect on blood pressure.25 When con-
sidering formulation of HT, micronized pro-
gesterone, dydrogesterone, and drospirenone 
seem to be most neutral and possibly even 
beneficial on blood pressure compared with 
synthetic progestins.26 Oral estrogen is asso-
ciated with increased vasoconstriction and/
or increased sodium retention with resultant 

CONTINUED FROM PAGE 37
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Nonhormonal 
treatments for 
menopausal 
symptoms can 
include cognitive 
behavioral therapy, 
clinical hypnosis, 
paroxetine salt, 
and off-label 
use of various 
medications such 
as SSRIs and 
SNRIs

worsened regulation of blood pressure in 
women with hypertension, so transdermal 
estrogen is preferred for women with hyper-
tension.26 Hypertension is a component of the 
ASCVD risk score; factoring this into a patient’s 
clinical picture is important when discussing 
appropriateness of HT prescribing. To mini-
mize risks, the transdermal route of estrogen is 
preferred for those with hypertension. 

ALTERNATE CASE 1 Resolved 
She has a moderate ASCVD risk score, is obese, 

and has a history of hypertension. Through 

shared decision making, you ultimately start her 

on transdermal estrogen and micronized pro-

gesterone to treat her quality-of-life-impacting 

VMS, a formulation that is most likely to miti-

gate the possible risks in her clinical case. You 

see her back in the clinic every 3-6 months to 

monitor her blood pressure.

ALTERNATE CASE 2 The patient has a high 
risk for breast cancer
The patient reveals further her significant family 

history of breast cancer in her maternal grand-

mother and mother, both diagnosed in their 50s. 

You calculate her risk of breast cancer with a 

model that incorporates family history. Her Tyrer 

Cuzick-IBIS 10-year risk score is >5% and 

lifetime risk is >20%, putting her at high risk 

for breast cancer. Since she has a uterus and 

would need concomitant progesterone therapy, 

her risk for breast cancer is higher than if she 

was taking ET alone. Ultimately, together you 

and the patient decide to trial nonhormonal 

options for her VMS. 

What are nonhormonal options 
for treatment of VMS? 
While HT remains the most effective treat-
ment for VMS, there are multiple nonhor-
monal treatments for women who are either 
at too high a risk for HT or who favor other 
options, which are outlined in the NAMS 
2015 nonhormonal management position 
statement.27 Cognitive behavioral therapy 
(CBT) has been shown to decrease bother 
related to VMS but not frequency. Clini-
cal hypnosis has been shown to reduce hot 

flash frequency and improve sleep. Parox-
etine salt (7.5 mg/day) remains the only 
FDA nonhormonal-approved medication 
for treatment of moderate to severe vasomo-
tor symptoms. Off label use of other selective 
serotonin reuptake inhibitors (SSRIs) and 
selective norepinephrine reuptake inhibitors 
have been shown in studies to reduce VMS 
including paroxetine at slightly higher doses  
(10 mg/day–20 mg/day), citalopram 
(10 mg/day–20 mg/day), escitalopram  
(10 mg/day–20 mg/day), venlafaxine  
(37.5 mg/day–150 mg/day), and desven-
lafaxine (50 mg/day–100 mg/day). Other 
treatments that could be considered include 
off-label use of gabapentin (900 mg/day–
2,400 mg/day), oxybutynin (2.5–5 mg twice 
daily) or clonidine (0.1 mg/day–1 mg/
day divided in doses) since they all have 
data demonstrating they are beneficial  
at reducing VMS. 

Nonhormonal options that may be help-
ful but are recommended with caution due to 
lack of data include weight loss, mindfulness-
based stress reduction, s-equol derivatives of 
soy isoflavones and a stellate ganglion block. 
Further evidence and studies are needed for 
the aforementioned options.27

ALTERNATE CASE 2 Resolved
She may consider any of the nonhormonal 

options discussed. If she meets with a medical 

breast specialist to discuss her elevated risk of 

breast cancer and considers starting risk-reduc-

ing medications, particularly tamoxifen, you will 

want to avoid medications that have significant 

CPY 2D6 inhibition, such as paroxetine and 

fluoxetine. Safer choices would include venla-

faxine, escitalopram, or citalopram. 

The bottom line  
In summary, the benefits and risks of HT in 
the treatment of VMS remain nuanced. For 
healthy women younger than 60 years of age 
and within 10 years from their last menstrual 
period, the benefits of HT largely outweigh 
the risks. Shared decision making, along 
with individualized and appropriate risk 
stratification specific for women, can guide  
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appropriateness of HT prescribing. For those 
women who cannot take HT or choose not 

to, there are many nonhormonal options that 
will help manage their bothersome VMS. ●
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