LETTERS

Cautious approach

Last week’s discussion continues about whether reg-
ular mammograms (right) should be recommended to
women in their forties. Two writers advocate the
Chilean “Presidential Chairs in Science” program. A
“rare bilateral gynandromorph” butterfly is called by
its right name. And a growing proportion of elderly
persons in a population does not necessarily mean
that social services will be “crushed”—in Russia or in

the United States.

Breast-Screening Brawl

[ am grateful for the News & Comment
section, which gives the details of scientific
news stories. | read the article “The breast
screening brawl” by Gary Taubes (21 Feb.,
p. 1056; see also Letters, 14 Mar., p. 1549)
with great interest, as this topic had made
headlines in preceding weeks.

[ was appalled at the level of the de-
bate. Many of the participants’ statements
displayed a lack of understanding of what
the statistical uncertainties in the various
studies mean; most egregious was the de-
mand for an explanation of why screening
killed more people in the Canadian Na-
tional Breast-Screening Study. This study
showed no such thing; the results were
statistically consistent with a conclusion
of “no effect” or even a “benefit from
screening” (as well as that of a detrimental
effect). Until the level of understanding of
mathematics and statistics is raised in this
community, such “brawls” will continue
to embarrass science as a whole.

James Sowinski

Department of Physics,
Indiana University,
Bloomington, IN 47405, USA

The heart of Taubes’ article seems to be
the statement that (p. 1057) “virtually all
of the women active in the controversy,
with the exception of breast cancer survi-
vors or advocates [believe that] the chance
of causing harm ‘is greater than the
chance of having the disease or dying from
it.””

Women are quite capable of seeking out
reasonable medical care, which will be dif-
ferent for different women. We only need to
hear the evidence; the decision is ours.

STEPHEN FEIG

Helen Hansma

Department of Physics,

University of California,

Santa Barbara, CA 93106, USA
E-mail: hhansma@physics.ucsb.edu

Taubes suggests that the scientific argu-
ments concerning the question of benefit
from screening women ages 40 to 49 for
breast cancer have been overshadowed by
emotion. [ would agree. However, this is a
debate in which lives are at stake. I was
disappointed by the portrayal of me in
Taubes’ sidebar “How one radiologist turns
up the heat.” It has never been my intent to
“turn up the heat.” [ am not an “intellec-
tual terrorist,” and a careful review of what
[ have written and stated would show that
my approach is “aggressive” only in the
defense of science.

The screening controversy arose as a
result of the unplanned subgroup analysis of
women ages 40 to 49. Seven out of eight
trials were not intended to be stratified by
age, and their data lacked statistical power
when women under the age of 50 were,
retrospectively, analyzed separately (1).
Even the data from the Canadian trial (2),
purported to have been properly designed,
lacked statistical power (3). Its other prob-
lems included nonblinded randomization,
the knowing inclusion of women with ad-
vanced cancers, a statistically significant
asymmetric allocation of advanced cancers
to the screened group, poor-quality mam-
mography, and differences in treatment be-
tween the screened women and the controls
(3). Opponents of screening women ages 40
to 49 have not to my knowledge ever jus-
tified the use of unplanned subgroup anal-
ysis of data lacking statistical power to make
medical recommendations.
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Opponents of screening have repeatedly
grouped women ages 40 to 49 and compared
them to all women age 50 and over. Because
the incidence of breast cancer increases
steadily with age, this dichotomous group-
ing skews the analysis; by using the age of
50 as the point of analysis, that age has been
made to appear as a true break point, when
in reality it is not. Factors such as the
density of the breast (4) and the cancer
detection rate (5) change steadily with in-
creasing age, with no abrupt change at age
50; the mammography recall rates and the
rates of recommendations for biopsy are the
same, regardless of age. There is no biolog-
ical significance to the age of 50, yet it has
been made to appear significant.

In an analysis (6) that was presented to
the National Cancer Institute (NCI) Board
of Scientific Counselors in 1993 and used
by NCI as part of its justification for chang-
ing the guidelines, the authors not only
grouped women ages 40 to 49, but they also
added women ages 30 to 39 to the group
and compared them to women ages 50 to
70+. Despite the fact that their data, when
viewed by smaller age increments, reveal
that the detection rate of breast cancer
actually increased steadily with increasing
age, reflecting the prior probability of can-
cer in the population, they concluded

that, because the cancer detection rate
was only 2 per 1000 for women ages 30 to
49, but 10 per 1000 for women ages 50 to
70+, screening should concentrate on
women ages 50 and over. Their data show
that there is no abrupt change at age 50.
Nevertheless, their conclusion was repeat-
ed in the media and in an important re-
view of the subject (7).

I had expressed concerns to the Na-
tional Institutes of Health (NIH) Office of
Medical Applications of Research over
the organization of the Consensus Devel-
opment Conference Panel on breast can-
cer screening and the secret selection of
panel members. I was correctly quoted by
Taubes as calling the 23 January statement
by the panel “fraudulent.” I did not, how-
ever, state this to the press, but specifically
to the conference participants for the
meeting record. | made this judgment on
the basis of the information that had been
provided to the panel over the preceding
day and a half and because of the panel’s
apparent complete disregard of that infor-
mation and their inclusion of significant
information that was factually incorrect.

1) The panel was convened to review
the latest data on screening, yet their state-
ment made no mention of the latest results
from the randomized, controlled trials of

screening (7) or the data from the other
studies that were presented (8).

2) The panel’s report suggested there
was no evidence of benefit from screening
for women ages 40 to 49 before 10 years of
follow-up, yet two studies (8, 9) (both using
shorter screening intervals than other tri-
als) show that benefit can be detected after
5 to 7 years of follow-up.

3) The panel arbitrarily decided that
any benefit that was not significant by 7
years was unimportant (10). Despite clear
explanations as to why the benefit took
longer to appear in the trials (too long an
interval between screenings), the panel dis-
missed the benefit of screening for women -
ages 40 to 49, even though, in some of the
trials, the benefit is greater than that shown
for women ages 50 and over (11), and the
curves for younger women continue to di-
verge, showing increasing benefit.

4) The panel’s statement did not men-
tion that, despite a general lack of statistical
power because of unplanned subgroup anal-
ysis, two of the Swedish trials (Gothenberg
and Malmo) have demonstrated statistically
significant (p = 0.05) mortality reductions
of 44% and 35%, respectively, for women in
their forties. Compounding this omission,
the panel stated (10) that “randomized clin-
ical trials have shown clearly that early
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detection . . . reduces breast cancer mortal-
ity in women ages 50 to 69,” but they did
not mention that there are only two trials
(Health Insurance Plan and Kopparberg)
for women ages 50 and over that are by
themselves, significant (11).

5) The panel did not state that a statis-
tically significant mortality reduction is
demonstrated for women ages 40 to 49
when data from all of the trials are com-
bined; this is so even when the markedly
different and flawed Canadian trial (2) is
included in the analysis (12).

6) The panel had been cautioned that
analyzing trial data by age at diagnosis can
introduce significant bias (13). They had also
been informed that three of the trials had
performed such analyses (Health Insurance
Plan, Kopparberg, and Gothenberg) and that
the majority of the benefit was a result of
cancers being diagnosed before the women
reached the age of 50. Nevertheless, the pan-
el suggested that the benefit was a result of
women in their forties reaching age 50 and of
screening beginning to work. The panel did
not offer a biological explanation as to how
the body and cancers know when age 50 has
been attained. Furthermore, two of the trials
(Health Insurance Plan and Kopparberg)
looked at the benefit by 5-year increments
and found that it was actually greatest for

women ages 40 to 44 who never reached the
age of 50 during the trials. This also is con-
trary to the panel’s statement (10) that “any
benefit of mammography would be greater for
women in their late forties.”

7) The five Swedish trials (Ostergotland,
Stockholm, Gothenberg, Kopparberg, and
Malmo) did not provide clinical breast exam-
ination, yet the panel wrote (10) that the
decrease in breast cancer mortality may be the
result of other factors, “including CBE’s {clin-
ical breast examinations] given to women in
the screening group.”

8) The panel stated (10) that “false pos-
itive examinations are relatively more com-
mon in younger women” and that the rate
of biopsies was higher, yet they had been
provided with the data from three modem
screening programs (University of Califor-
nia, San Francisco; Massachusetts General
Hospital; and New Mexico Screening Pro-
gram) which showed that the rates of recall
for abnormal mammograms and the rate at
which biopsies are recommended are the
same regardless of age.

9) The panel stated (10) that mammog-
raphy missed “one fourth of all invasive
breast cancers” among women ages 40 to 49,
while it missed only “one tenth” of cancers
in 50- to 59-year-olds, but data presented at
the conference from two modern screening

programs (University of California, San
Francisco and the New Mexico Screening
Program) showed that the sensitivity of
modern mammography was the same for
women ages 40 to 49 as it was for women
ages 50 to 59 (approximately 85%).

The screening controvetsy is deeply regret-
table because it has obscured the underlying
effort to reduce the death rate from breast
cancer. Nevertheless, I believe that the de-
fense of science is important and that truth
should be pursued. “Society” may decide that
it does not wish to support screening women
ages 40 to 49 for breast cancer, but at least
women should be provided with accurate in-
formation so that they can make informed -
decisions for themselves. The Panel correctly
pointed out that the mortality reduction, as
demonstrated in the screening trials, likely
underestimates the potential benefit due to
confirmation and noncompliance. No one is
suggesting that mammography is the ultimate
solution to the problem of breast cancer, but it
is available today and can significantly reduce
the death rate for women who begin screening
by the age of 40.

Daniel B. Kopans

Department of Radiology,
Harvard Medical School, and
Massachusetts General Hospital,
Boston, MA 02114, USA

Are you working with natural peptides? Synthetic peptides! Recombinant
peptides? Peptide fragments? Or all of them? Whatever peptide you work
with, your options for purifying them just increased.

With ten new columns for reversed phase chromatography, you're nearly
certain of finding the selectivity you need in our extensive range. All of these
new RPC columns deliver high resolution; combined, they'll take you from
purification and analysis to peptide mapping.

We can support you with advice and solutions for other peptide puri-
fication techniques as well. Are you separating peptides with poor solubility?
Our new size exclusion column withstands high pH and solvents. Do you
need an extra technique to help you with a difficult-to-separate pept.ide?
We have two new ion exchange columns that permit very high resolution
and withstand high pH ranges.

What's more, all 13 columns are supported by AKTA™purifier—a
revolutionary new purification system for peptides, oligonucteotides and
other biomolecules. Its preset protocols let you resolve all major purification
tasks quickly and easily. Its control system lets you instantly transfer your met-
hods to purification systems at all scales.

Want to know more about our peptide purification solutions? Call us:
| (800) 526 3593 from the USA; +81 (0)3 3492 6949 from Japan; or
+46 (0)18 16 50 || from Europe and the rest of the world; or meet us on
the Internet at http://www.biotech.pharmacia.se.

L4 | 9, o

L

Pharmacia
Biotech

(And the rest of the world)

Uppsals. Sweden.
Circle No. 24 on Readers’ Service Card



References and Notes

1. D. B. Kopans, E. Halpern, C. A. Hulka, Cancer 74,
1196 (1994).

2. A. B. Miller, C. J. Baines, T. To, C. Wall, Can. Med.
Assoc. J. 147, 1459 (1992).

3. D.B.Kopans andS. A. Feig, Am. J. Roengenol. 161,
755 (1993).

. P. C. Stomper, D. J. D'Souza, P. A. DiNitto, M. A.
Arredondo, Am. J. Radiol. 167, 1261 (1996).

. D. B. Kopans et al., Radiology 200, 357 (1996).

. K. Kerlikowske et al., J. Am. Med. Assoc. 270, 2444

(1993).

S. H. Sox, Ann. Intem. Med. 122, 530 (1995).

. S. Shapiro, W. Venet, P. Strax, L. Venet, Periodic
Screening for Breast Cancer: The Health Insurance
Plan Project and Its Sequelae, 1963-1968 (Johns
Hopkins Univ. Press, Baltimore, MD, 1988).

9. L. Taber et al., Int. J. Cancer 68, 693 (1996).

10. Statement as provided to the press by the Consensus
Development Conference Panel, 23 January 1997.

11. S. Shapiro, Cancer 74, 231 (1994).

12. E. Hendrick, presentation to the NIH Consensus De-
velopment Conference Panel, 22 January 1997,

13. P. C. Prorok, B. F. Hankey, B. N. Bundy, J. Chron.
Dis. 34, 159 (1981).

oo b

© N

]
Presidential Chairs in Chile

We fully agree with Ivan N. Saavedra (Let-
ters, 7 Feb., p. 738) that there is a need to
foster competence of Chilean science in the
international arena. However, his criticism
of the recently created program of Presiden-
tial Chairs in Science is unfair. The com-

petition for these Chairs is open to all se-
nior scientists, and the Chairs have been
assigned by an International Scientific
Committee that has had among its mem-
bers three Nobel laureates in science. The
International Scientific Committee has de-
cided with full independence to whom to
assign the Presidential Chairs.

By good fortune, one can evaluate the
procedures of the committee that has as-
signed these Chairs. The article cited by
Saavedra (“Science in Latin America,” 10
Feb., 1995, p. 819) highlighted two scien-
tific fields in Chile—astronomy and bio-
physics. Biophysics was considered “one of
the brightest areas of Chilean science.” The
International Scientific Committee has
done nothing but stimulate strong research
teams in these two areas. Six Chairs have
been granted to biophysics and related
fields, and four Chairs in Physics are in the
hands of astronomers.

Last year, the Howard Hughes Medical
Research Institute opened an internation-
al competition for Latin America and
Canada in the Biomedical Sciences. Four
fellowships have been awarded to Chilean
scientists. Two were given to scientists
holding Presidential Chairs, and the other
two went to more junior scientists. In
addition, in the last competition of the

Chilean National Fund for Scientific and

Technological Development, the research

project of a scientist holding a Presidential

Chair in Science obtained the highest
score.

Pedro Labarca

Ramon Latorre

Department of Biology, Faculty of Sciences,

University of Chile, and

Centro de Estudios Cientificos de Santiago,

Santiago 9, Chile

I cannot disagree more with Saavedra’s sug-
gestion that the Chilean National Commis-
sion for Scientific and Technological Re-
search is the only national agency that
should distribute funds for science in Chile.
On the contrary, the example of the United
States suggests that having multiple funding
agencies is an advantage. From the receiv-
ing end, what could be better than having
more than one agency to apply to for funds?
With diversity there is competition, and
competition ensures that funding agencies
with the best track record fare better when
the nation’s budget is discussed.

Saavedra goes so far as to say the Presi-
dential Chair program is “fail[ing] to reach
its objective.” No serious scientific institu-
tion would return a verdict on a program
that is less than 2 years old.
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