
Estrogen plus progestin was not effective for secondary prevention of
coronary heart disease in postmenopausal women
Hulley S, Grady D, Bush T, et al. Ran-
domized trial of estrogen plus pro-
gestin for secondary prevention of
coronary heart disease in postmeno-
pausal women. JAMA. 1998 Aug 19;
280:605-13.

Question
Can estrogen plus progestin prevent
recurrent nonfacal myocardial infarc-
tion (MI) and coronary heart disease
(CHD) mortality in postmenopausal
women with established CHD?

Design
Randomized, double-blind, placebo-
controlled trial with mean follow-up of
4.1 years (Heart and Estrogen/proges-
tin Replacement Study [HERS]).

Setting
20 U.S. outpatient and community
settings.

Patients
2763 postmenopausal women between
44 and 79 years of age (mean age 67 y,
89% white) with established CHD who
had not had a hysterectomy. Exclusion
criteria were CHD event < 6 months or
sex hormone use < 3 months before
entry, deep venous thrombosis, pulmo-
nary embolism, hyperplasia or endome-

Commentary _ _ _ _ ™ _ _ _ _ _ _
HERS was a well-designed clinical trial of
combined HRT for secondary prevention
of CHD in postmenopausal women with
a uterus. Most previous studies were
observational and suggested that HRT
was associated with a > 50% reduction
in cardiovascular events (1). However,
the protective benefits of HRT may have
been overestimated because women who
receive HRT may have other healthy
behaviors (2).

One other major trial of HRT, the
Postmenopausal Estrogen/Progestin
Interventions (PEPI) trial, examined the
surrogate outcome of risk factor changes
rather than disease events and found that
HRT improved the lipid profde (3). The
effects on high-density lipoprotein choles-
terol levels differed by treatment regimen.
The regimen used in HERS, estrogen plus

trial cancer, abnormal results on mam-
mography or Papanicolaou test, elevated
serum triglyceride levels, geographic
inaccessibility, other fatal disease, con-
gestive heart failure, alcoholism, drug
abuse, uncontrolled hypertension,
diabetes, participation in another study,
< 80% compliance with prestudy pla-
cebo, or intolerance to hormone ther-
apy. Follow-up was 100%.

intervention
13 80 women were allocated to hormone
replacement therapy (HRT) of conju-
gated equine estrogens, 0.625 mg, and
medroxyprogesterone acetate, 2.5 mg
once/d; 1383 were allocated to placebo.

Main outcome measures
The combined rate of nonfatal MI and
CHD mortality was the primary outcome.
Secondary outcomes included coronary
artery bypass graft surgery, percutaneous
coronary revascularization, unstable an-
gina, congestive heart failure, resuscitated
cardiac arrest, other CHD events, pe-
ripheral arterial disease, stroke or
transient jschemic attack, all-cause and
cancer mortality, and adverse events.

Main results
Analysis was by intention to treat. The
combined rate of nonfatai MI and CHD
mortality did not differ between women

medroxyprogesterone acetate (E+MPA),
elevated HDL cholesterol levels less
effectively than did estrogen alone or
estrogen plus micronized progesterone.
Therefore, less benefit from E+MPA on
coronary events might have been expected.
HERS found no benefit after 4 years and
even showed an increase in early coronary
events, which remains unexplained.

The HERS results may have implica-
tions beyond women with CHD because
they also highlight the need for clinical
trial evidence in primary prevention. How-
ever, the Women's Health Initiative in-
cludes an HRT treatment arm of 28 000
women and will provide generalizable re-
sults in the year 2005. Meanwhile, estro-
gen combined with progestins other than
MPA deserves consideration, as does estro-
gen alone. Women at high cardiovascular

who received HRT (12.5%) and those
who received placebo (12.7%, relativei
hazard [RH] 0.99,95% CI 0.80 to 1.22).;
Similarly, rates of nonfatal MI and CHD!
mortality, secondary cardiovascular out-j
comes, cancer mortality, and all-cause]
mortality did not differ between groups.]
At 1 year, women who received HRT!
had a greater decrease in mean low-den-i
sity lipoprotein cholesterol level, increase!
in mean high-density lipoprotein choles-
terol level, and increase in mean triglyc-
eride level than did those who received
placebo (P< 0.001 for all). These changes
were not associated with subsequens
primary CHD events. Women who re-;
ceived HRT had greater rates of venous
thromboemboSic events (RH 2.
CI 1.50 to 5.58) and gallbladder disease
(RH 1.38, CI 1.00 to 1.92) than those
who received placebo.

Conclusion
Estrogen plus progestin did not
duce the rate of nonfatal myocardi
infarction and coronary heart dise
mortality in postmenopausal womi
with established coronary disease.
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risk who are newly treated with HR
should be reassessed and those receivin
an established regimen might continu
with caution. As noted by the authors, tit
controversy over the role of HRT in praq
tice raised by HERS should encourage ph|
sicians to increase their efforts to use prove
therapies for secondary prevention (e-g
p-blockers, aspirin, smoking cessation, an
lipid-lowering agents). i
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