
postmenopausal hormone therapy decreased vasomotor symptoms

G GA, Reboussin BA, Hogan
p et al, iov the Postmenopausal Estro-

I • '••• 4n/Progestin Interventions Trial In-
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Questions
hi postmenopausal women, does estro-
iren alone or combined with progestin
provide symptom relief? What are the
side effects?

Design
' I Randomised, double-blind, piacebo-
! controlled trial (Postmenopausal Estro-
| gen/Progestin Interventions [PEPI]

;::j Trial) with 3-year follow-up.

:. j Setting
., 7 clinical centres in the United States.

Patients
875 women between 45 and 64 years of
age (mean age 56 y) who had been post-
menopausal > 1 year and < 10 years.
Exclusion criteria were estrogen or
progestin therapy < 2 months before
study entry, unstable thyroid replacement
drug doses < 3 months before study
entry, contraindications to hormone
therapy, or menopausal symptoms re-
quiring treatment Foilow-up was 97%.

Commentary
The report on the PEPI trial by Greendale
<md colleagues provides the longest follow-
UP Q y) to date to examine the differences
between placebo, estrogen, and each of 3
estrogen-progestin regimens on selected
symptoms in postmenopausal women and
the potential side effects of therapy. By the
end of the study, 24% of women had stopped
treatment. But when results were confined to
only those women who actually took 80% of
their study medication, all treatment regimens
were equal for vasomotor symptom relief.
Women assigned to CEE alone did not have
higher levels of breast discomfort than those
assigned to placebo, suggesting that die com-

Intervention
Patients were allocated to oral conju-
gated equine estrogen (CEE), 0.62 S
mg/d, either alone {» = 175}* or with 1
of 3 oral progestin regimens (cyclical
rnedroxyprogesterone acetate [MPA],
10 mg for 12 of 28 days {n = 174}*; con-
tinuous MPA, 2.5 mg/d {n = 174}*; or
micronised progesterone [MP], 200 mg
for 12 of 28 days {n = 178}*); or to
placebo {n = 174}*.

Main outcome measures
Menopausal symptoms or side effects.

Main results
Analysis was by intention to treat. At
3 years, women who received hormone
therapy had fewer vasomotor symptoms
than did those who received placebo
(P<0.03 for each pairwise test) (Table).
Breast discomfort was greater with each
estrogen-progestin combination, treat-
ment compared with placebo or CEE
alone; no difference existed between
CEE and placebo groups. Women who *Data supplied by author,
received CEE plus continuous MPA had

Hormone therapy vs placebo for > 1 vasomotor symptom at 3 yearsf

less perceived weight gain and those
who received CEE plus MP had greater
perceived weigh t loss than those receiv-
ing placebo. No differences existed
between groups for cognitive-affective,
anxiety, or musculoskeletal symptoms.

Conclusions
In postmenopausai women, estrogen
alone or with progestin decreased va-
somotor symptoms. All tested estrogen
plus progestin regimens, but not CEE
alone, increased breast discomfort.
Postmenopausal hormones had no ef-
fect on cognitive-affective, anxiety, or
musculoskeletal symptoms.

Sources of funding: National Institutes of
Health; his Cantm--UCLA Women's Center;
3 pharmaceutical companies.
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Regimen Hormone Placebo RRR(9S%CI) NNT(CI)

CEE
CEE + eye MPA
CEE + con MPA
CEE + MP

18%
15%
15%
11%

30%

30%

30%

30%

38% (9 to 58)
49% (23 to 67)
50% (23 to 67)
63% (40 to 77)

9 (5 to 46)
7 (4 to 18)
7 (4 to 17)
5 (4 to 10)

tCEE = conjugated equine estrogen; con MPA = continuous medroxyprogesterone acetate;
eye MPA = cyclical medroxyprogesterone acetate; MP = micronised progesterone. Other ab-
breviations defined in Glossary; RRR, NNT, and CI calculated from data provided by author.

bination of estrogen plus progestin is respon-
sible for treatment-associated mastalgia.

The PEPI trial investigators reported in
a previous publication that none of the 4
hormone regimens caused a greater mean
weight gain than placebo (i). Physicians
may wish to use this information to re-
assure women who are concerned about
weight gain with hormone therapy. Never-
theless, perceptions of weight change may
be different among different regimens.

Participants (lid not receive cognitive test-
ing or standardised depression question-
naires; therefore, the relation of hormone
replacement and cognition was not ad-

dressed. Investigators assessed participants
for forgeffulness, difficulty concentrating,
lowered work performance, and confusion
and found no relation between such symp-
toms and hormone therapy. Physicians are
cautioned that study results are specific to
CEE and may not be die same for other
estrogen preparations.
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