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Details for This Review
Study Population:40,410 postmenopausal women (healthy or with preexisting cardiovascular disease) across
19 randomized controlled trials that
examined the use of oral hormone
therapy (estrogen with or without progesterone taken for at least six months)
compared with placebo

HORMONE THERAPY FOR PRIMARY PREVENTION OF CARDIOVASCULAR DISEASE IN POSTMENOPAUSAL WOMEN
Benefits

Harms

In all women receiving
hormone therapy:

In all women receiving hormone therapy:

No benefit observed

Efficacy End Points:Death from any
cause;death caused by heart attack;nonfatal heart attack
Harm End Points:Stroke, thromboembolic event (deep
venous thrombosis plus pulmonary embolism) or pulmonary embolism

1 in 165 women had a stroke
1 in 118 women had a blood clot in the leg or lung
1 in 242 women had a blood clot in the lung

with placebo, to determine the effect on death from any
cause, and death caused by heart attack, nonfatal heart
attack, angina, revascularization, stroke, and blood clot
in a leg or lung. The current review found no benefits in
the primary prevention of heart attack (fatal or nonfatal),
angina, revascularization, or death due to any cause. However, they did find increases in the risk of stroke (relative
risk [RR] = 1.32;95% confidence interval [CI], 1.12 to 1.56;
absolute risk increase [ARI] = 0.6%;number needed to
harm [NNH] = 165), blood clot in a leg or lung (RR = 1.92;
95% CI, 1.24 to 2.99;ARI = 0.8%;NNH = 118), and blood
clot in a lung (RR = 1.89;95% CI, 1.17 to 3.04;ARI = 0.4%;
NNH = 242) in patients receiving hormone therapy for at
least six months.

Narrative: In 2012, the Danish Osteoporosis Prevention
Study published a study in the British Medical Journal
that compared hormone therapy with placebo and found a
decreased risk of heart failure, heart attack, and death from
any cause.1 They also found no increased risk of cancer,
blood clots, or stroke. Although the Danish cohort studied
younger women and used different preparations of hormone therapy, the results were in direct contrast to most of
the studies analyzed in a 2005 Cochrane review. This 2005
review found no benefit of hormone therapy in prevent- Caveats: In response to the Danish study,1 the authors of
ing cardiovascular disease, but noted significant increases the Cochrane review performed a subgroup analysis to
in the risk of developing stroke and blood clots in a leg or assess for the possibility that women less than 10 years
lung.2
postmenopause may have a differThe 2015 Cochrane review added
ent response than women more than
six additional studies (compared
10 years postmenopause. The curThe NNT Group Rating System
with the initial review published
rent Cochrane analysis revealed that
Green
Benefits greater than harms
in 20133), for a total of 19 randomalthough older women (more than
ized controlled trials, consisting of
10 years postmenopause) still have
Yellow Unclear benefits
40,410 postmenopausal women.4
increased risk of stroke (RR = 1.21;
Red
No benefits
The studies examined the use of
95% CI, 1.06 to 1.38;ARI = 1%;
oral hormone therapy (estrogen
NNH = 102) and blood clot in a leg
Black
Harms greater than benefits
with or without progesterone) taken
or lung (RR = 1.96;95% CI, 1.37
for at least six months, compared
to 2.80;ARI = 1%;NNH = 101),
Downloaded
from the
American
Physician
Copyright © 2018 American Academy of Family
Physicians.
ForPhysician
the private, noncom◆ Volume
October 1, 2018
98,Family
Number
7 website at www.aafp.org/afp.
www.aafp.org/afp
American
Family
418A
mercial use of one individual user of the website. All other rights reserved. Contact copyrights@aafp.org for copyright questions and/or permission requests.

MEDICINE BY THE NUMBERS
younger women (less than 10 years postmenopause) had meta-analysis. The overall quality of evidence, however, is
some benefit, including lower rates of death (RR = 0.70;95% rated as high by the authors of the Cochrane review.4
CI, 0.52 to 0.95;absolute risk reduction [ARR] = 0.7%;num- Copyright © 2018 MD Aware, LLC (theNNT.com). Used with
ber needed to treat [NNT] = 146) and lower rates of fatal permission.
and nonfatal heart attacks (RR = 0.52;95% CI, 0.29 to 0.96; This series is coordinated by Dean A. Seehusen, MD, MPH, AFP
ARR = 0.7%;NNT = 133). Yet, younger women still had Assistant Medical Editor, and Daniel Runde, MD, from the NNT
increased risk of blood clot in a leg or lung (RR = 1.74;95% Group.
CI, 1.11 to 2.73;ARI = 0.5%;NNH = 214). This may explain A collection of Medicine by the Numbers published in AFP is
the contradictory results seen in the Danish study, but the available at https://w ww.aafp.org/afp/mbtn.
findings of this subgroup analysis were derived from only a Author disclosure: No relevant financial affiliations.
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