How do we interpret the results

of the Breast Cancer Prevention
Trial?

Richard G. Margolese, MD

he results of the Breast Cancer Prevention Trial (BCPT)! must be in-

terpreted carefully. Critics tell us we should be cautious in prescribing

tamoxifen for women in general. True, but it is important not to get
bogged down in the kinds of controversies that marked the launch of the study.

"The results of clinical trials are applicable only to populations that resemble
the trial participants. Although we should not begin to broaden the use of ta-
moxifen to women with a low or normal risk of breast cancer, it is clear that
women with a significantly elevated risk stand to benefit from tamoxifen pro-
phylaxis. The toxic effects observed in the BCPT were exactly as previously
experienced’ and as predicted for this study. Relative to the risk of breast can-
cer among the participants, the risk of uterine cancer was low. Furthermore,
all the participants in whom uterine cancer developed had stage I tumours, ex-
cept for one participant in the placebo group, who had stage IV disease at the
time the uterine cancer was detected and subsequently died. Although it is too
early to be sure, this may be evidence for the value of introducing surveillance
and screening with endometrial biopsies or ultrasound during the course of ta-
moxifen prophylaxis. Although uterine cancer is relatively uncommon and eas-
ier to cure than breast cancer, one can never feel comfortable about increasing
the risk of uterine cancer. Nevertheless, some women may choose to run this
risk if, for example, their grandmother, mother and sister all had breast cancer.
Obviously, women with less conspicuous risk profiles need careful counselling,
but this also means not exaggerating the risks.

Although cost-effectiveness is important, it is not the only criterion we
should use in deciding whether to implement a public health measure. The cost
of tamoxifen therapy for every woman with risk factors for breast cancer would
of course be enormous. This strategy is not what the BCPT investigators are
proposing, nor should they be criticized as if they were. Their study demon-
strated over the 6-year trial period a 45% reduction in the incidence of breast
cancer among women who received tamoxifen as compared with the women
who received placebo. The difference in breast cancer incidence between the
treatment and placebo arms became apparent early in the trial and increased
steadily, to the point where scientific and ethical considerations dictated that
the trial be terminated early. For women at risk, all the evidence we have points
toward the benefit of tamoxifen prophylaxis.

Some commentators feel that stopping the trial early was unfortunate, but
this represents a misunderstanding of the trial design. The trial was stopped
when its predetermined end point was reached. That end point was a 40% re-
duction in cancer incidence, not any specific time period. The trial was stopped
earlier than foreseen, but not prematurely.

The importance of the BCPT is not so much that 80-odd cases of breast can-
cer were apparently prevented but that it demonstrated that it is possible to slow
or preempt carcinogenesis with reasonable safety. Tamoxifen is not the end of the
cancer prevention effort any more than sulfa drugs were the end of the develop-
ment of antibiotics. Women who are good candidates for tamoxifen cancer pre-
vention should be encouraged to enrol in the second prevention trial. There are
participating centres in 7 Canadian provinces and in all 50 US states. This trial
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will compare tamoxifen with raloxifene, a drug shown to
be useful in preventing osteoporosis and which seems to
lack the stimulatory effect that tamoxifen has on the en-
dometrium. A clinical trial is necessary to confirm prelim-
inary evidence that raloxifene diminishes breast cancer in-
cidence and to show whether it is as efficacious in doing
so as tamoxifen. Because there is no placebo group, all
women enrolled in this trial will receive an active agent.
"Thus, the trial will compare a drug recently demonstrated
to reduce the occurrence of breast cancer with another
that may be safer but whose total effectiveness is not yet
measured.

Continuing research on growth factors, retinoids and
other switch points in the biochemical pathways that
control cellular proliferation will all give rise to the de-
velopment of new candidate drugs for cancer preven-
tion. Enrolling women at high risk for breast cancer in
these future trials is likely to benefit them directly and to
benefit all women indirectly by providing more and bet-
ter information on breast cancer prevention.

"The public has a natural tendency to misinterpret risks.
A good example is the widespread concern about nuclear
power plants — which have not caused any deaths in the
Western world — while deaths and illnesses that result
from the mining, processing, transporting and burning of
coal are overlooked. The projected 1-in-9 lifetime risk of
breast cancer is widely repeated and alarms many women;
the flip side of this statistic — that approximately 90% of

women will 7ot get breast cancer — is not perceived. Pre-
scribing tamoxifen to prevent breast cancer is viewed as a
riskier enterprise than prescribing it to treat the disease,
even though its benefits as a preventive agent may be
more important than its use in therapy. Many thousands
of women begin hormone replacement therapy during
menopause to prevent some of the degenerative diseases
associated with aging and to prevent hot flashes, accepting
the mild increase in the risk of breast cancer that this en-
tails. Many others use birth control pills, accepting their
risks, which include pulmonary embolism. Using tamox-
ifen to prevent breast cancer should be viewed in a similar
context.

Dr. Margolese has received consultation fees from a manufac-
turer of a drug mentioned in this article.
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