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Summary of Recommendations and
Evidence
The U.S. Preventive Services Task Force
(USPSTF) recommends against the use of
combined estrogen and progestin for the prevention of chronic conditions in postmenopausal women. D recommendation.
The USPSTF recommends against the use
of estrogen for the prevention of chronic conditions in postmenopausal women who have
had a hysterectomy. D recommendation.
This recommendation applies only to
postmenopausal women who are considering
hormone therapy for the primary prevention
of chronic medical conditions (Table 1). This
is not a recommendation about the use of
hormone therapy to treat menopausal symptoms, such as hot flashes or vaginal dryness;
the USPSTF did not review the evidence
related to this possible indication because it
falls outside of the mission and scope of the
USPSTF. This recommendation also does not
apply to women younger than 50 years who
have had surgical menopause.
Rationale
IMPORTANCE

The average U.S. woman who reaches menopause is expected to live another 30 years.
During her remaining life span, the estimated risk of a chronic medical condition is
approximately 30 percent for coronary heart
disease (CHD),1 22 percent for dementia,2
21 percent for stroke,3 15 percent for hip
fracture,4 and 11 percent for breast cancer.5
BENEFITS AND HARMS OF PREVENTIVE
MEDICATION

Combined Estrogen and Progestin. Many health
outcomes potentially associated with the use of
hormone therapy in postmenopausal women

have been examined. The USPSTF found convincing evidence that estrogen and progestin
therapy (specifically, oral conjugated equine
estrogen, 0.625 mg per day, plus medroxyprogesterone acetate, 2.5 mg per day) is of
moderate benefit in reducing the risk of fractures in postmenopausal women. However,
the USPSTF found adequate evidence that its
use is also associated with moderate harms,
including an increase in the risk of stroke,
dementia, gallbladder disease, and urinary
incontinence. There is convincing evidence of
a small increase in the incidence of invasive
breast cancer and adequate evidence of a small
increase in breast cancer deaths. There is also
convincing evidence that estrogen and progestin therapy is associated with a small increased
risk of deep venous thrombosis (DVT) and
pulmonary embolism. Convincing evidence
shows that the use of estrogen and progestin
therapy does not have a beneficial effect on
CHD, and probably increases the risk of its
occurrence. Table 2 provides absolute risk difference estimates for the benefits and harms of
estrogen and progestin therapy.
Estrogen Alone. The use of estrogen without progestin has generally been restricted
to women who have had a hysterectomy,
because unopposed estrogen use increases the
risk of endometrial cancer in women with an
intact uterus. The USPSTF found convincing
evidence that estrogen (specifically, oral conjugated equine estrogen, 0.625 mg per day) is
of moderate benefit in reducing the incidence
of fractures. There is adequate evidence that
the use of estrogen alone results in a small
reduction in the risk of developing or dying of
invasive breast cancer. However, the USPSTF
found adequate evidence that its use is also
associated with moderate harms, including
increased risk of stroke, gallbladder disease,
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Table 1. Menopausal Hormone Therapy for the Primary Prevention of Chronic Conditions:
Clinical Summary of the USPSTF Recommendation
Population

Postmenopausal women

Postmenopausal women who have had a
hysterectomy

Recommendation

Do not prescribe combined estrogen and progestin
for the prevention of chronic conditions.
Grade: D

Do not prescribe estrogen for the prevention
of chronic conditions.
Grade: D

Risk assessment

This recommendation applies to the average-risk population. Risk factors for a specific chronic disease or
individual characteristics that affect the likelihood of a specific therapy-associated adverse event may
cause a woman’s net balance of benefits and harms to differ from that of the average population.

Preventive
medications

Although combined estrogen and progestin therapy (specifically, oral conjugated equine estrogen,
0.625 mg per day, plus medroxyprogesterone acetate, 2.5 mg per day) decreases the risk of fractures
in postmenopausal women, there is an accompanying increased risk of serious adverse events, such as
stroke, invasive breast cancer, dementia, gallbladder disease, deep venous thrombosis, and pulmonary
embolism.
Estrogen therapy (specifically, oral conjugated equine estrogen, 0.625 mg per day) decreases the risk of
fractures and has a small effect on the risk of invasive breast cancer, but it is also associated with important
harms, such as an increased likelihood of stroke, deep venous thrombosis, and gallbladder disease.
Neither combined estrogen and progestin therapy nor estrogen alone reduces the risk of coronary heart
disease in postmenopausal women.

Balance of harms
and benefits

The chronic disease prevention benefits of combined
estrogen and progestin do not outweigh the harms
in most postmenopausal women.

Other relevant
USPSTF
recommendations

The USPSTF has made recommendations on screening for osteoporosis and the use of preventive
medications for breast cancer, as well as other relevant interventions for the primary or secondary
prevention of chronic diseases in women, such as medications for cardiovascular disease and screening
for coronary heart disease, high blood pressure, lipid disorders, colorectal cancer, breast cancer, and
dementia. These recommendations are available at http://www.uspreventiveservicestaskforce.org/.

NOTE:

The chronic disease prevention benefits of
estrogen are unlikely to outweigh the harms
in most postmenopausal women who have
had a hysterectomy.

For the full recommendation statement and supporting documents, go to http://www.uspreventiveservicestaskforce.org/.

USPSTF = U.S. Preventive Services Task Force.

and urinary incontinence, as well as a small increase in
the risk of DVT. There is convincing evidence that estrogen does not have a beneficial effect on CHD. Table 3
provides absolute risk difference estimates for the benefits
and harms of estrogen therapy.
USPSTF ASSESSMENT

primary prevention of chronic medical conditions. It
does not apply to women who are considering hormone
therapy for the management of menopausal symptoms,
such as hot flashes or vaginal dryness. It also does not
apply to women younger than 50 years who have had
surgical menopause.

The USPSTF concludes with high certainty that the
chronic disease prevention benefits of combined estrogen
and progestin do not outweigh the harms in most postmenopausal women.
The USPSTF concludes with moderate certainty that
the chronic disease prevention benefits of estrogen are
unlikely to outweigh the harms in most postmenopausal
women who have had a hysterectomy.

ASSESSMENT OF RISK

Clinical Considerations

Although combined estrogen and progestin therapy
decreases the risk of fractures in postmenopausal women
(about 46 fractures of any type prevented per 10,000
person-years), there is an accompanying increased risk of

PATIENT POPULATION

This recommendation applies only to postmenopausal
women who are considering hormone therapy for the
2 American Family Physician

This recommendation applies to the average-risk population. Risk factors for a specific chronic disease or individual characteristics that affect the likelihood of having
a specific therapy-associated adverse event may cause a
woman’s net balance of benefits and harms to differ from
that of the average population.
USE OF PREVENTIVE MEDICATION
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Table 2. Estimated Event Rate Differences Associated
with the Use of Oral Estrogen and Progestin in
Postmenopausal Women Compared with No Treatment

serious adverse events, such as stroke, invasive
breast cancer, dementia, gallbladder disease,
DVT, and pulmonary embolism (Table 2).
Event rate difference per 10,000 person-years
It does not decrease a woman’s risk of CHD,
Events prevented
Events caused
and results from the Women’s Health InitiaOutcome
(95% CI)
(95% CI)
tive randomized controlled trial show a trend
Benefits
toward an increased likelihood of having a
Total fractures
46 (29 to 63)
—
cardiac event (hazard ratio = 1.22; 95% confiHip fracture
6 (1 to 10)
—
dence interval, 0.99 to 1.51).6,7
Harms
Estrogen-only therapy is associated with a
Invasive breast cancer
—
8 (3 to 14)
reduction in the risk of fractures (about 56
incidence
fractures of any type prevented per 10,000
Pulmonary embolism
—
9 (4 to 14)
person-years), as well as a small reduction
Stroke
—
9 (2 to 15)
in the risk of invasive breast cancer (about
Deep
venous
thrombosis
—
12
(6 to 17)
eight fewer cases per 10,000 person-years)
Gallbladder
disease
—
20
(11 to 29)
and of dying of the disease (about two fewer
Dementia
—
22
(5 to 39)
deaths per 10,000 person-years; Table 3).
Self-reported
urinary
—
872
(591
to 1,153)
The biological mechanism underlying
incontinence
the apparent protective effect of estrogen
alone, compared with the harmful effect of
CI = confidence interval.
estrogen and progestin combined, on the
development of invasive breast cancer in
postmenopausal women is unclear. HowTable 3. Estimated Event Rate Differences Associated
ever, estrogen-only therapy is also associated
with the Use of Unopposed Oral Estrogen in
with important harms, such as an increased
Postmenopausal Women Without a Uterus Compared
likelihood of stroke, DVT, and gallbladder
with No Treatment
disease. It does not reduce the risk of CHD
(Women’s Health Initiative results: hazEvent rate difference per 10,000 person-years
ard ratio = 0.95; 95% confidence interval,
6,7
0.78 to 1.15).
Events prevented
Events caused
In addition to other harms, combined oral
Outcome
(95% CI)
(95% CI)
estrogen and progestin and oral estrogenBenefits
only therapy have both been shown to be
Total fractures
56 (37 to 75)
—
associated with an increased incidence of
Invasive breast cancer
8 (1 to 14)
—
stress, mixed, or any urinary incontinence
incidence
in previously asymptomatic women after
Hip fracture
7 (1 to 12)
—
one year.8 This outcome was measured by a
Breast cancer deaths
2 (1 to 3)
—
self-administered questionnaire; additional
Harms
randomized trials that focus on urinary
Deep venous thrombosis
—
7 (1 to 14)
incontinence as a primary study end point
Stroke
—
11 (2 to 20)
and use urodynamic testing as part of the
Gallbladder disease
—
33 (20 to 45)
assessment strategy would be useful to furSelf-reported urinary
—
1,271 (883 to 1,660)
ther clarify the effect of hormone therapy on
incontinence
urinary symptoms.
CI = confidence interval.
U.S. Food and Drug Administration–
approved indications for hormone therapy
in postmenopausal women are limited to
the treatment of menopausal symptoms and the preven- TIMING OF INTERVENTION
tion of osteoporosis. A boxed warning indicates that No randomized trials have prospectively evaluated the
estrogen with or without progestin should be prescribed effect of the timing of initiation of hormone therapy relaat the lowest effective dose and for the shortest duration tive to menopause onset on associated benefits and harms.
of use consistent with treatment goals and risks of the Post hoc subgroup analyses suggest an increased probindividual woman.9
ability of harm with increasing age at initiation and longer
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USPSTF
duration of use, but these findings are not consistent across
all trials and generally do not reach statistical significance.6,7

Agency for Healthcare Research and Quality, the U.S. Department of
Health and Human Services, or the U.S. Public Health Service.

OTHER APPROACHES TO PREVENTION
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