
ter). The WHI breast cancer results are consistent with
hormonal stimulation of pre-existing tumors. Notice that
the hazard risk returned almost to 1.0 in year 6! 

It is important to emphasize that a positive family his-
tory of breast cancer did not affect the results.

Case-control and cohort studies have uniformly
observed a reduced risk of dying of breast cancer in
women diagnosed during the use of hormone therapy.
This is not only due to greater use of mammography, but
it reflects lower grade and stage disease in hormone
users, a finding that is consistent with accelerated
growth of pre-existing tumors. In the WHI results, there
were only 3 deaths due to breast cancer in the treated
group and 2 in the placebo group. The follow-up was not
long enough to provide the outcome of the breast can-
cers in the participants. The health of the participants is
supposed to be monitored until 2005, so hopefully we
will learn more about breast cancer mortality.

There is some good news. The reduction in osteo-
porotic fractures answers those who emphasize the lack
of randomized trial data for the effect of estrogen on
osteoporosis and fractures. The size of fracture reduc-
tion in the WHI is substantial because this population
was at low risk for osteoporotic fractures (for example,
women with previous fractures were excluded). The
reduction in colorectal cancer is consistent with a uni-
form story in a large number of case-control studies. It is
important to emphasize that the trial arm with unop-
posed estrogen is continuing because no increase in
breast cancer has been recorded. Also keep in mind that
the risk of venous thrombosis is concentrated in the first
two years of use,4 and thus there is no reason to be con-
cerned over this infrequent side effect in long-term
users. 

This will be an on-going story. We can expect period-
ic publications from the WHI as the data are analyzed in
greater depth according to specific diseases and risk fac-
tors.

What Are We To Tell Patients? 
Almost every patient will already have learned the

facts, heavily and prominently reported by the media.

One cannot deny the WHI results and their importance.
They will change clinical practice, but I have tried to
highlight some meaningful observations that will provide
clinical perspective. It is appropriate to point out that the
risk of breast cancer is small, and there is no major effect,
but of course that is little consolation to patients.
Remember that 97.5% of the participants in the WHI
never experienced an adverse clinical event. In regard to
coronary heart disease, I don’t believe we should discard
a large body of biologic (including the monkey experi-
ments in Tom Clarkson’s group) and epidemiologic evi-
dence and make decisions solely based upon the WHI. I
will continue to maintain that there is good reason to
expect a beneficial cardiovascular effect in younger post-
menopausal women without apparent atherosclerosis.
Nevertheless, we should aggressively encourage women
at high risk for cardiovascular disease to be treated with
statins. There continue to be good reasons to expect ben-
eficial effects of hormone therapy on menopausal symp-
toms, brain function, the skin, and the WHI provides
strong support for a reduction in osteoporotic fractures
and colorectal cancer. It should be emphasized that
despite the reported increases in clinical events in the
WHI, there was no difference in the death rates compar-
ing the treated and placebo groups. Hopefully with time,
a more objective and less emotional understanding of
postmenopausal hormone therapy will be reached. 

Are the WHI results limited to one kind of hormonal
formulation? Of course, there is no way to know the
answer at the present time. Clinicians and women may
react to the WHI results by choosing other progestins,
other doses, and other routes of hormonal administra-
tion. These are reasonable decisions, but we must be
frank in our patient dialogues that there are little, if any,
data to guide us. 

The late Trudy Bush always argued that the objective of
both basic and clinical science is to know the truth.  And
every epidemiologic study, no matter how good or how
large, gives only one view of the truth.5 She always cau-
tioned that it takes many views to come close to seeing the
truth. The WHI is only one view of the truth. Contrary to
the impressions reported in the media, the statistical calcu-
lations for coronary heart disease, stroke, and breast cancer
are not overwhelming in their strength. The cardiovascular
results may reflect new statin/aspirin use and the effect of
hormone therapy on pre-existing breast tumors (a so-
called promoter effect) may be the reason for the breast
cancer results. I think it is appropriate to share with
patients these alternative explanations for the WHI results. 
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Table 5

Year by Year Analysis of Breast Cancer

E/P Treatment Placebo Participants
Year 1 11 (0.13%) 17 (0.21%) 8435/8050  

Year 2 26 (0.31%) 30 (0.38%) 8353/7980 

Year 3 28 (0.34%) 23 (0.29%) 8268/7888

Year 4 40 (0.50%) 22 (0.29%) 7926/7562

Year 5 34 (0.57%) 12 (0.22%) 5964/5566

Year 6+ 27 (0.53%) 20 (0.47%) 5129/4243


