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Reassurance for many healthy women considering
HRT
But individual assessment of risk benefit balance remains essential
Chrisandra Shufelt professor, C Noel Bairey Merz professor
Barbra Streisand Women’s Heart Center, Cedars-Sinai Heart Institute, Los Angeles, California, USA

Many women remain fearful of using menopause hormone
therapy because of concerns about the risk of heart attack, stroke,
and breast cancer. These concerns were prompted by the two
Women’s Health Initiative (WHI) clinical trials that were
stopped early in 2002 and 2004. In the first trial women who
took conjugated equine oestrogen and medroxyprogesterone
had an increased incidence of heart attacks, strokes, and breast
cancer compared with those taking placebo.1 The second trial
in women with a hysterectomy found an increased incidence of
stroke and venous thromboembolism in those treated with
conjugated equine oestrogen compared with the placebo group
but no increased risk of breast cancer.2 Neither trial reported an
increase in total mortality among actively treated women
compared with placebo (hazard ratio 0.98 (95% confidence
interval 0.82 to 1.18) for the oestrogen plus progestin trial and
1.04 (0.88 to 1.22) for the oestrogen trial).1 2
The results sent shock waves through affected patient and
healthcare communities. Prescriptions for hormone therapy,
once the most commonly prescribed medication, plummeted
more than 70% over the following years in the US.3
Now Manson and colleagues have reported all cause and cause
specific mortality among WHI participants after 18 years of
follow-up, comprising five to seven years of treatment during
the two trials plus an additional 12 years of follow-up after the
trials ended.4 Hormone therapy was not associated with an
increase in all cause mortality (hazard ratio 0.99; 95% CI 0.94
to 1.03), cardiovascular mortality (1.00; 0.92 to 1.08), total
cancer mortality (1.03; 0.95 to 1.12), or other mortality (0.95;
0.88 to 1.02) compared with placebo in the two trials.
The WHI trials were primary prevention trials in mostly white
women (80%) to evaluate whether hormone therapy prevented
cardiovascular and other chronic diseases. By design, they did
not include women with severe vasomotor symptoms because
this would reduce adherence, and only 12.5% of participants
were aged 50 to 54 years of age—around the time of
menopause.5 The average age of women starting hormone
therapy was 63 years.
Several WHI analyses have evaluated the timing of hormone
therapy, finding a trend to lower risk of cardiovascular disease

associated with treatment at 50-59 years, but results have been
limited by low power.6 7 In Manson and colleagues’ new, age
group analyses, women treated at age 50-59 had a greater
reduction in all cause mortality than women treated at 70-79
years both during treatment (hazard ratio 0.61; 0.43 to 0.87)
and after 18 years’ follow-up (0.87; 0.76 to 1.00). These findings
are important because they align with current guidelines that
support the use of hormone therapy by healthy and recently
menopausal women for symptom control.11
Most notable in the new analyses are differences in mortality
from breast cancer between formulations. During the original
trials, breast cancer risk was increased in the oestrogen plus
progestin arm (1.25; 1.07 to 1.46)8 but not in the oestrogen only
arm (0.77; 0.57 to 1.01).9 Ten years after the trials ended, women
who took only oestrogen had a significantly lower risk of breast
cancer than the placebo group (0.77; 0.62 to 0.95).10 This
difference can now be extended to breast cancer mortality. After
18 years of follow-up, women originally randomised to
oestrogen alone had significantly lower breast cancer mortality
than women randomised to placebo (0.55; 0.33 to 0.92).4 Women
randomised to oestrogen plus progestin, however, had a
moderate but non-significant increase in risk (1.44; 0.97 to 2.15).
More research is required to understand these differences
between formulations, and to identify the role of
medroxyprogesterone in risk of breast cancer.

How should results affect practice?
What are the implications for symptomatic women in midlife
who are considering hormone therapy? The new findings are
relevant to a short duration of use, five to seven years, and
should reassure healthy women considering hormone therapy
for bothersome menopausal symptoms such as hot flushes. But
they should not replace current guidelines that continue to stress
the importance of individualised risk assessment.11 Use of
hormone therapy for five years with oestrogen plus
medroxyprogesterone increases women’s risk of breast cancer,
while oestrogen alone does not have the same risk and may now
be associated with reduced mortality from breast cancer in the
longer term. It remains the case that hormone therapy is not
intended to prevent cardiovascular disease or death.11
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We continue to learn a tremendous amount from the WHI, which
still helps to shape guidelines and treatment of menopausal
symptoms. The unexpected finding that hormone therapy did
not prevent cardiovascular disease allowed for much criticism
of the specific dose, formulation, and route of delivery used in
that trial and prompted evaluations of different doses and modes
of delivery.12
While the new mortality analysis is not the final word from
WHI, it has provided important information for women and
their doctors. Future research should now focus on determining
if the results for all cause and cause specific mortality hold true
for different doses, formulations, and routes of delivery.
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