can $60 million or $100 million have that
big a negative impact on the $5-billion NIH
budget? It just doesn’t make any sense.”

The supporters also argue that they are
building a tool, like an accelerator, that will
be of immense benefit to all biologists. And
the genetic map, to be completed in the next
few years, will dramatically speed the search
for genes involved in human disease. And all
the supporters argue that to cut back fund-
ing now, when the project is just hitting its
stride, would be a disaster. “It’s cutting the
engine as the plane is getting off the
ground,” says Berg. “That is the most dan-
gerous time.”

Without a significant increase in funds,
the first casualty will be the new research
centers Watson has proposed to tackle major
chunks of the project—say, mapping a hu-
man chromosome or sequencing the Escheri-
chia coli genome. Two or three of these

centers will start later this year, funded at $2
or $3 million each, and Watson has request-
ed an additional $26 million for centers for
1991. About a dozen leading researchers
have already applied. “If the centers can’t go
forward, all those who broke their backs
during the past 9 months will be discour-
aged and find something else to do,” warns
Collins.

Exactly how the genome budget fared
with the House appropriations subcommit-
tee wont be made public untl the full
committee meets, probably in mid-July. The
subcommittee’s recommendation almost al-
ways stands, although the ongoing budget
summit between Congress and the White
House this year has thrown a wild card into
all such deliberations.

Meanwhile, a subcommittee of the Senate
Energy and Natural Resources Committee
has scheduled a hearing on 11 July to rehash

some of earlier debate on “big” versus
“small” biology. Rechsteiner, Syvanen, and
Davis have been asked to testify. Ironically,
staffers on the House appropriations sub-
committee say they never even received the
Rechsteiner and Syvanen letters that Watson
and his staff are so exercised about. What
they received instead are stacks of letters
urging them to correct the grant squeeze at
NIH, and that, they say, was their first
priority this year.

One thing seems certain. Genome sup-
porters will be back next year arguing their
case. Says Collins: “We had this naive idea
that we had this debate several years ago, -
and through it the scientific community
came to support the project. NIH set some-
thing up, and Congress gave it money. I
didn’t realize you have to go through this
every year.”

u LESLIE ROBERTS

Women Left Out at NIH

A new study says the National Institutes of Health does too little
to encourage scientists to include women in their research

IF A FEDERAL AGENCY can be hoist by its
own petard, then the National Institutes of
Health suffered that experience at a congres-
sional hearing last week on women’s health.

At issue was whether NIH is doing an
adequate job of implementing its own policy
to encourage the inclusion of women in
studies that it funds. According to testimony
presented at the 18 June hearing of the
House Subcommittee on Health and the
Environment by Mark V. Nadel, an asso-
ciate director of the General Accounting
Office, the answer is no. To illustrate the
problem, Nadel pointed to a study of
22,000 physicians begun in 1981 that dem-
onstrated a beneficial effect of an aspirin
every other day on coronary heart disease.
Not a single woman was included in the
study, and it is impossible to know if women
will also benefit from taking aspirin. Other
large epidemiological studies, such as the
Multiple Risk Factor Intervention Trials of
coronary heart disease and the Baltimore
Longitudinal Study of Aging, either includ-
ed no women at all, or added them late to
the protocol.

Did NIH deny the charges? Not exactly.
Acting director of NIH William F. Raub
was conciliatory as he tried to answer the
pointed questions from committee members
who wanted to know why NIH had pro-
mulgated the policy if it didn’t plan to
enforce it. He conceded that NIH’s policy
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has been poorly advertised and weakly
worded, merely urging grant applicants to
“consider the inclusion of women” in clini-
cal trials. He assured the committee that the
agency would do a better job in the future.
“There was no point in being contentious
about it,” Raub told Science after the hear-
ing, adding that he was aware that a small
fraction of NIH staff had “disdain” for the
policy, an attitude he said was unacceptable.

Malign neglect. Representative Schroeder says
NIH policies put women’s health at risk.

Jim Richardson, Denver Post

But if Raub agreed that the administrative
policy needed modifying, he denied that
women were being given short shrift by
NIH-funded rescarchers. “Pm confident
that the vast majority of clinical and epide-
miological trials have women well represent-
ed in them,” he said.

Representative Patricia Schroeder (D-
CO), who cochairs the Congressional Cau-
cus for Women’s Issues and who requested
the GAO investigation, disagreed. “Ameri-
can women have been put at risk by medical
rescarch practices that fail to include wom-
en,” she said at the hearing. While opinions
clearly differ on this point, there is unani-
mous agreement on another: at present, the
data that might determine who is correct do
not exist.

NIH instituted its policy encouraging in-
clusion of women in research protocols
where appropriate in 1986, following a
Public Health Service task force report rec-
ommending greater attention to women’s
health. The policy called for grant applicants
to state whether women would be included
in studies and, if not, to explain why. It also
said researchers should note and evaluate
gender differences in their research propos-
als. Presumably, this could have created a
measurable track record.

But the GAO found that “the policy has
not been well communicated or under-
stood” at NIH or in the scientific communi-
ty and “has been applied inconsistently.”
After spending several months looking into
the question, GAO concluded that it was
impossible to determine the impact of the
policy. Many grant applications provide no
information on the sex of their study popu-
lations, while others that excluded women
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provided no rationale for doing so. Without
information, those who want NIH to give
more attention to women’s health, like
Schroeder and Representative Olympia J.
Snowe (R-ME), have made their case by
citing glaring examples. Snowe pointed out
that although heart disease is the leading
cause of death in women over 60, it’s uncer-
tain whether taking aspirin will be beneficial
to women because they weren’t studied.

But the aspirin study also shows why it is
sometimes difficult to include women in
study populations. Charles H. Hennekens,
professor of medicine and preventive medi-
cine at Brigham and Women’s Hospital in
Boston and director of the study, says that,
in the early 1980s when the protocols were
being designed, he intended to look at
women as well as men. But he was stumped
by the numbers. The study used physicians
as subjects, and at the time, only 10% of
those over 40 were women. And while 1 in
5 men could be expected to have a signifi-
cant coronary event by the time they were
60, the corresponding number was 1 in 17
for women. So to get adequate statistical
power to make conclusions about both
sexes, he would have needed a far larger
subject pool. “We would have needed a
huge sample size,” he says. “We could not
have included just a few thousand women
into the study and claimed that we could
have gotten an answer in women. And also
it would have compromised our ability to
get an answer in men.”

Hennekens believes the time is now right
to do a study on women based on the
findings in males. “I support the idea com-
pletely of doing studies in women and in
minorities.” But he worries that shoechomn-
ing women into studies for political rather
than scientific reasons would be disastrous.

For now, the emphasis seems to be on
collecting data and looking at the issue of
including women in trials rather than man-
dating that it be done. Schroeder will intro-
duce an omnibus women’s health package
next month that would create a Center for
.Women’s Health Research and Develop-
ment at NIH to coordinate research. The
Institute of Medicine is considering a broad
study on the inclusion of women and minor-
ities in clinical trials. There is also a new
political lobby, the Society for the Advance-
ment of Women’s Health Research, that is
planning to bang the drum for more atten-
tion to women in federal health care.

For his part, Raub is willing to do more.
“The emergence of stronger advocacy for
women’s health is good for the country,” he
says. “I don’t believe it’s a system badly out
of focus,” he said. “It needs some fine-
tuning, and we’re getting on with it.”

m JoseEPH PALCA
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Breast Cancer Therapies Weighed

Even as the National Institutes of Health came under fire last week for giving short
shrift to women in the institute’s basic and clinical research programs (also see p.
1601), the report of a recent NIH consensus conference points up the need for more
rescarch on one major women’s health issue—how to treat early breast cancer.
Although the experts convened by the NIH were able to agree on the best surgical
treatment for women with early breast cancer, they couldn’t resolve the more controver-
sial issue of whether the patients should subsequently receive systemic treatment—
chemotherapy or hormone therapy—to prevent recurrence of their disease.

And that will still leave many of the 150,000 or so women a year diagnosed with
breast cancer—and the physicians who must advise and treat them—uncertain about
the best therapeutic course to take. These are the women, about 75% to 80% of the
total, whose cancers have been detected early.

At least on the point of primary therapy for early breast cancer, there appears to be a
consensus among researchers. The panel reaffirmed what experts have been saying for
several years: removal of the lump and nearby lymph nodes, followed by irradiation, is
just as effective as a mastectomy. This
treatment “is preferable because it pro-
vides survival equivalent to total mastec-

tomy and also preserves the breast,” con- Risk estimates jb r breast
cluded the panel, which was chaired by cgncer recurrence still

William C. Wood, chief of surgical on- d sh ’
cology at Massachusetts General Hospi- neea s a'Pe"mg .

tal in Boston.

But then came the contentious question: should women with early breast cancer,
especially those without detectable lymph node metastases, receive drug therapy to
prevent recurrence of the disease? Currently, 70% of such cancers are successfully
treated with surgery and radiation alone. Thirty percent can be expected to recur,
however, and predicting which patients will fall in that 30% is still very uncertain.

For this reason, about 2 years ago, the National Cancer Institute issued a clinical
alert saying that additional treatment with drugs or hormones is a “credible
therapeutic option worthy of careful attention” for all early stage patients. This
pronouncement engendered a storm of criticism. Some cancer experts objected on the
grounds that the benefits would not outweigh the risks and discomfort posed by the
drugs for the majority of women who would not have recurrences anyway. Michael
Friedman of NCI’s cancer treatment evaluation program says that many clinicians
misinterpreted the alert: the NCI never meant to say that all node-negative patients
should get the adjuvant therapy, he says, but just that they should consider it.

Which is why the NIH convened the consensus panel: to help clear up the
confusion and see if available data could provide further guidance for node-negative
patients and their physicians. For one set of patients the panel did. It concluded that
in cases where tumors are 1 centimeter or less in diameter and no lymph nodes are
affected, the likelihood of recurrence is so small (10%) that the benefits of adjuvant
therapy would be insignificant.

But for the patients with larger tumors, the panel concluded that the decision is an
individual one that depends on personal preferences and a variety of prognostic
factors that can help to indicate whether a woman is at high risk of having a recurrence
and should therefore have adjuvant therapy. The panel cited tumor size, estrogen
receptor status (the presence of such receptors in a tumor improves prognosis), the
degree of tumor cell abnormality, and the tumor cell proliferation rate as among the
most reliable of these predictive factors.

But even taken together these factors cannot provide 100% certainty about a
patient’s fate, and the panel did not come up with specific criteria to guide individual
decision-making about follow-up therapy. Indeed, panel member James Ingle of the
Mayo Clinic said a “major future goal” should be the development of “risk profile
systems” that will make it possible to be more specific on individual risk estimates. But
at this point, there are too many gaps in data to achieve that goal. And the only way to
plug such gaps is through research dollars. “The many unanswered questions,” said
the panel, “make it imperative that all patients who are candidates for clinical trials be
offered the opportunity to participate.” m CONSTANCE HOLDEN
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