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Tamoxifen may not prevent hreast cancer

U.S. researchers sparked a transatlantic debate this spring when they announced that the
drug tamoxifen can prevent women from developing breast cancer. Researchers in Britain
responded that longer studies were necessary to justify that conclusion.

Now, two teams of European researchers offer some support for those critics. In the July 11
LANCET, both groups report preliminary findings that indicate tamoxifen—a widely prescribed
medication for limiting breast cancer recurrence—provides no significant protective effect.

Like the U.S. researchers, teams in England and Italy examined whether the drug reduces the
number of new cases of cancer among healthy women with no previous breast cancer but who
were, for a variety of reasons, at high risk of contracting the disease.

Neither study found a significant difference in cancer incidence between women who took
an inactive substance, or placebo, and those who received tamoxifen. In contrast, the U.S. Breast
Cancer Prevention Trial had found that among participants diagnosed with invasive breast can-
cer, almost twice as many were taking the placebo as tamoxifen (SN: 4/11/98, p. 228).

Citing statistical shortcomings in their own data, the European investigators stop short of
dismissing tamoxifen’s preventive effects and instead call for further research. The British team,
led by Trevor Powles of the Royal Marsden NHS Trust in Surrey, England, reports a chance of
about 1 in 10 that their study erred in failing to observe the effect reported by the U.S. team.
The finding in the Italian Tamoxifen Prevention Study, by researchers at the European Institute
of Oncology in Milan, appears less powerful still.

The U.S. team calculated the odds at 1 in 10,000 that its results were due to chance alone.
Barnett Kramer of the National Cancer Institute (NCI) in Bethesda, Md., which sponsored the U.S.
study, argues that this trial was the most accurate because of its large size—13,388 women par-
ticipated. In contrast, only 2,494 women were included in the British study, and 5,408 women
participated in the Italian trial.

The British study, however, tracked its participants for almost 6 years, compared with only
about 4 years in both the U.S. and Italian trials.

The NCI halted its study last March, after finding what they termed dramatic evidence of
tamoxifen’s protective benefit. “I have seen nothing in either of those [LaNCET] articles which
would lead me to change our conclusions in any way,” says Bernard Fisher of Allegheny
University of the Health Sciences in Pittsburgh, who directed the U.S. trial.

The latest reports have nevertheless renewed discussion about whether any protective bene-
fit of tamoxifen outweighs its side effects, which can include uterine cancer and life-threatening
blood clots. “What cautious people thought was, we shouldn’t jump to act based on that one
[U.S.] study,” says Cynthia Pearson of the National Women’s Health Network in Washington, D.C.

Significant differences between the participants in the U.S. and European studies may
explain the contrasting results, Fisher says. More women in the U.S. study had passed
menopause, which is associated with an increased risk of breast cancer. Also, the European
researchers allowed participants to treat symptoms of menopause with estrogenlike drugs,
which Kramer says could have distorted the results. Estrogen helps breast cancer cells grow,
and tamoxifen blocks its action.

In a commentary in the same issue of LaNCET, Kathleen I. Pritchard of the University of
Toronto says the U.S. findings “seem robust.” But, she adds, the disparate results suggest that
tamoxifen may only initially suppress the growth of small, difficult-to-detect tumors. In the
longer term, those cancers may grow if they become resistant to tamoxifen or if a woman stops

preventive therapy.
—J. Brainard
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