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grammed cell death. The institution of di-
etary restriction at a level that will reduce or
delay the appearance of tumors and extend
life span will thus provide a test animal that
will be far different in its responses to drugs
and toxic agents than that which has been
used as a standard for the past 40 to 50 years.
Any change from the ad libitum—fed animal
to one kept on any degree of dietary restric-
tion should be preceded by a careful and
extensive set of comparison studies for the
two conditions in all categories of drugs or
toxic agents to be tested. The underlying
response baselines will have been strongly
altered at several levels, and not necessarily
to the same degree for each category.

As for test animal-versus-human compari-
sons, we should remember that there are a
great many more ad libitum—fed, obese Amer-
icans out there than dietary restricted ones.

Norman S. Wolf
Department of Pathology,
University of Washington

School of Medicine,
Seattle, WA 98195, USA
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Tamoxifen Ruling in California

The decision in May to list tamoxifen as a
carcinogen in California was not “prelimi-
nary,” as stated in the ScienceScope item
“Anticancer drug under scrutiny as carcin-
ogen” (6 Oct., p. 19), but was simply the
expert committee decision required by
Proposition 65. [t was based, like all such
decisions, on the weight of available peer-
reviewable evidence. The finding was made
at a public meeting, held to review the
literature and consider information be-
lieved by any member of the public to be
pertinent. Legal counsel representing Zen-
eca Pharmaceuticals, tamoxifen’s manufac-
turer, indicated at that meeting that the
company did not challenge the finding that
tamoxifen use is followed by and is likely to
cause endometrial cancer. The predomi-
nant concern expressed by Zeneca’s repre-
sentatives, appropriately, was in relation to
the occurrence of other, particularly gastro-
intestinal, neoplasms.

There is no intent to “deliberate for 6
months” before making a final decision; the
original decision was intended to stand. It
now is presumed that the compound will be
listed unless additional information submit-
ted by 31 October shifts the weight of evi-
dence. Any compound listed can be re-

moved from the list should stronger perti-
nent information to the contrary become
available at a later date.

This legally mandated process of hazard
identification does not address the issue of
the compound’s net benefit. Important
commercial chemicals are listed, as are use-
ful and widely used (and accepted) drugs,
including chemotherapeutic agents, analge-
sics, and a best-selling formulation, conju-
gated estrogens. Evidence that neoplasms
are produced in humans under conditions of
treatment makes the listing of tamoxifen
unavoidable.

Doctors who make case-by-case medical
decisions weigh the costs against the bene-
fits and, with the help of informed consent,
allow the recipient of an agent to review
the decision. Others who distribute carci-
nogenic chemicals may be less prudent. In
the larger context of informing the public
(in this case at the voters’ request) about all
the carcinogens they may come in contact
with, it should be the duty of industry and
consumer representatives to provide the
most accurate information available, and it
is the inescapable duty of government to
digest and summarize that information with
as much insight and objectivity as can be
mustered. Insight and objectivity are often
enhanced by outside scientific advisers,
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who will not make themselves available

unless they think their expertise will count

for something. It is said that laws are like

sausages: seeing what goes into them de-

stroys one’s confidence in them. Scientific

judgments made on behalf of the public
must not come to that.
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Lyme Disease Study

Eliot Marshall’s News & Comment article
(13 Oct., p. 228) concerning the National
Institutes of Health’s (NIH’s) study to settle
the dispute concerning Lyme disease was a
relief to many on both sides of this contro-
versy. To ensure that this debate is settled
fairly and convincingly, both sides should be
fully represented and deeply involved in the
planning and design of the study, and both

should agree formally about the protocol—
before the results are in. Both sides should
agree on what specific results would support
which side of the debated issue. Statistics
should be involved in the design, analysis,
and interpretation, and at least one of them
should be outside the medical community.
The analysis should not be based on only
the standard results of hypothesis tests and
their associated problems (for example, the
arbitrary a level, the multiple testing prob-
lem, or assumed asymptotic distribution of
the test statistic). | suggest the use of an
informational theoretic approach to infer-
ence, such as Akaike’s information criteri-
on, in addition to the traditional testing
approach. With these caveats, | hope the
study is funded and conducted.
David R. Anderson
77 Breakwater Drive,
Fort Collins, CO 80525, USA
E-mail: anderson@picea.cnr.colostate.edu
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Glucocorticoids

Jean Marx describes the discovery of inter-
action between the transcription factor NF-
kB and the glucocorticoid receptor in her
Research News article “How the glucocor-
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ticoids suppress immunity” (13 Oct., p.
232). Readers may incorrectly conclude that
this observation was simultaneously made by
four laboratories a year ago. Our description
(1) of a direct interaction between NF-kB
and the glucocorticoid receptor, which es-
tablished NF-kB as a target in anti-inflam-
mation, was published almost 2 years ago. A
year later, Scheinman et al. and Calden-
hoven et al. reported similar data (2). We
believe that existing evidence does not al-
low a generalized assumption that upregula-
tion of IkBa production is the major path-
way by which glucocorticoids repress NF-
kB-mediated activation of all target genes
by all stimuli. An interaction between NF-
kB and the glucocorticoid receptor appears
to play a significant role in the rapid and
efficient transcriptional repression of the in-
flammation-associated cytokine interleu-
kin-6 gene by glucocorticoids.
Anuradha Ray
Department of Internal Medicine,
Yale University School of Medicine,
New Haven, CT 06520-8057, USA
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