
CORRESPONDENCE

Re: Risk/Benefit Assessment
of Tamoxifen to Prevent
Breast Cancer—Still a Work
in Progress?

We agree with the main contention of
the editorial by Taylor et al.(1) that risk/
benefit assessments of tamoxifen are
very uncertain in black women and
other minorities, a point repeatedly
stressed by Gail et al.(2). We did want
to clarify some factual issues, however.

Gail et al. (2) used relative risks as-
sociated with tamoxifen from the Breast
Cancer Prevention Trial (BCPT) as well
as baseline risks of various outcomes in
the absence of tamoxifen derived from
studies in the general population. As to
the relative risks from tamoxifen, if one
is willing to infer from the BCPT data,
derived principally from white women,
that tamoxifen lowers the risk of breast
cancer in minority women by the rela-
tive risk factor observed in the BCPT, it
seems reasonable to assume that tamoxi-
fen’s effects on other health outcomes,
such as pulmonary embolism, in minor-
ity populations should also reflect the
BCPT experience. This was the ap-
proach used by Gail et al.(2).

It is not a valid criticism that general
population sources, rather than the
BCPT, were used to estimate baseline
risks in the absence of tamoxifen for
women in the general population. The
BCPT was a selected population whose
health experience, while relevant for
participants in other prevention trials,
underestimates the risk of stroke, for ex-
ample, in the general population. Gail et
al. (2) present estimates based on both
general population rates [seeTable 10
and Table 11 in(2)] and on the selected
BCPT experience [Table 12 in(2)].

Data for endometrial cancer in black
women were obtained directly from Sur-
veillance, Epidemiology, and End Re-
sults (SEER)1 incidence tables for black
women. The only multiplier used was a
correction for the prevalence of hyster-
ectomy.

Taylor et al. (1) criticize the use of
black/white mortality ratios for stroke
and for pulmonary embolism to estimate

baseline incidence rates in black women
in the absence of tamoxifen. Although
there are hypothetical reasons for think-
ing that mortality ratios need not equal
incidence ratios, in fact, three stroke in-
cidence studies cited by Gail et al. show
that the black/white mortality ratio was
indistinguishable from the black/white
incidence ratios. Another point, brought
out by Rosamund et al.(3), is that sta-
tistical adjustment for age, sex, hyper-
tension, diabetes, location, education,
smoking, and coronary artery disease re-
duces the black/white stroke incidence
ratio to 1.4 but not to 1.0.
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ted electronically without personal identifiers to
the NCI on a biannual basis, and the NCI makes
the data available to the public for scientific re-
search.
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RESPONSE

We recognize the importance of the
work by Gail et al.(1) in beginning to
assess the risk to benefit ratio for
tamoxifen as a preventive strategy for
women at higher risk for breast cancer,
and we do not disagree with the concep-
tual model used by Gail et al. as it ap-
plies to the population studied. Thus, for
white women, this model may provide
important guidelines for breast cancer
prevention. We did not criticize the use
of the Breast Cancer Prevention Trial
(BCPT) and general population data-
bases to estimate tamoxifen’s risk in the
general population. Our concern was
that, because of the unforgivably small
number of minority women in the
BCPT, these data are definitive for
white women but are not definitive for
minority women. Therefore, regardless
of the sophistication of the analytic
methodology, the guidelines for provid-
ing or withholding tamoxifen preventive
therapy in minority women simply are
not supported by data from an inad-
equate sample size of minority women.
In their letter, Gail et al. state “if one is
willing to infer from the BCPT data, de-
rived principally from white women,
that tamoxifen lowers . . . it seems rea-
sonable to assume that tamoxifen’s ef-
fects on other health outcomes. . . .”
What is “reasonable to assume” as op-
posed to what is supported by data has,
throughout the history of medicine, been
all too often distressingly divergent.
There are multiple examples of substan-
tial ethnic differences in drug disposi-
tion and responsiveness(2). Thus, we
are unwilling to infer that data from
more than 13 000 white women, but
from only 220 African-American
women, and 249 women of other ethnic-
ity will necessarily predict the effects
of tamoxifen in women of African-
American and other ethnicities. Rather
than base guidelines for the administra-
tion of a powerful drug on inferences,
we re-emphasize the need to recruit ad-
equate numbers of minority women in
important clinical trials.
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