U.S. Expected to Lift Ban On Cyclamate

11111111 U S. Expected to Lift Ban On Cycl amate [TIITII
Sweet ener Harnl ess, Mst Experts Say
By Mal col m d adwel |
Washi ngton Post Staff Witer

[ From The Washi ngton Post, 16 May 1989, p. Al: 6]

[ Kindly upl oaded by Freeman 10602PANC|

Federal health officials, who banned the artificial sweetener
cyclamate 20 years ago in the mdst of one of the biggest health
scares of the 1960s, are now wdely expected to reapprove it,
possibly this year. Once accused of causing everything from
bl adder cancer to birth defects, cyclamate is now w dely thought
to be harnl ess.

"I have no reluctance in saying that with cycl amate we nmade a
m stake,'' said Robert Scheuplein, acting director of the office
of toxicological services for the FDA's Center for Food Safety
and Applied Nutrition.

A group of nonkeys at the National Cancer Institute provides
evidence of the m stake. Each of them has been fed the anount of
cyclamate that would sweeten 30 cans of diet soda every day, five
days a week, for the past 17 years.

In February, the institute issued its first progress report:
t he nonkeys are doing just fine.

After two decades of |egal and regul atory controversy, scores
of cancer and toxicology studies and heated scientific debate,
the jury on cyclamate is in.

The agency's reversal on cyclamate promses to add to the
growing public debate about how governnent health officials
evaluate potential health risks. According to scientists and
I ndustry officials involved in the controversy, the evidence
exonerating cyclamte was available years ago and the fact that
the agency took two decades to concede its m stake shows how
|large a role politics can play in decisions presented as
scientific.

Even sone governnent officials concede that the | ong and often
bi zarre story of the chemcal 1is an exanple of how a system
designed to separate real frominmagi ned risks broke down.

Cyclamate was one of the world's nost wdely used artificial
sweeteners when, in the late 1960s, its safety becane a matter of
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public concern. 1In 1969, followng the conpletion of a study by
a New York |aboratory showing that sone rats wth cyclanate
pellets inplanted in their bladders were devel oping tunors, the

FDA restricted the sale of the chemcal. The follow ng year,
under pressure from Congress, the agency banned it entirely.
From t he begi nning, the ban was controversial. Referring to

the "~ “farcical progress'' of the cyclamate veto °~ bandwagon,’
the British scientific journal Nature ridiculed that FDA
decision, calling the evidence indicting cyclanate ~  about as
solid as candy floss. "'

One problem for exanple: The nethod of surgically inplanting

cyclamate pellets in rats -- as opposed to feeding themthe
chem cal -- was one the National Acadeny of Sciences had rejected
t hat sane year as not anal ogous to the way hunans are exposed to
cycl amat e.

Over the next few years, 10 nore experinments were conducted on
rats, seven on mice, one on hansters, one on beagles, and two on
nonkeys -- all in an attenpt to replicate the original New York
study. None could. The scientist who headed up the one damni ng
experiment renounced it. Nunmerous countries that had foll owed
the U S. |lead on banning cycl amate reapproved it.

The FDA, however, stood firm In 1980, seven years after the
manuf acturer of cycl amate, Abbott Laboratories, filed for
reapproval of cyclamate, the agency enphatically denied the
request. Only today, seven years after Abbot filed again for
reapproval, after two dozen long-term cancer studies, nore than
70 experinents looking for genetic damage, hundreds of other
t oxi col ogi cal studies, and exhaustive and positive reviews of the
chemcal by the National Cancer Institute and the National
Acadeny of Sciences, 1is the FDA apparently confortable with
reapproving the chemcal.

According to many of the scientists and industry officials
i nvolved with cyclamate, the FDA's long delay in acknow edgi ng
the new evidence raises troubling questions about the way in
whi ch the agency assesses suspected carci nogens.

One concern is over the way that politics -- not science --
appeared to play the lead role in the evaluation of cycl amate.

" The matter was taken out of the hands of the scientists here
and handl ed by attorneys.'' said Scheuplein of the agency's 1980
decision not to reapprove the sweetener. "~ Meetings were not
hel d. Things were not pursued. Wrk was not done. The people
who were involved at the tinme were inadequate to the job.'

"It was just politics,'' said Elizabeth Wisberger, the now
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retired assistant director for chemcal carcinogens at the
Nati onal Cancer Institute. "~ Once the decision was nmade, no one
wanted to reverse it. It would have neant a | oss of face.'

In a strongly worded letter to the FDA after the 1980
decision, the American Statistical Association said the argunents

used to rej ect cycl amat e anount ed to an T extrene
m srepresentation of our professional nethodol ogy'' and routinely
used nethods ~“foreign to everything that 1is taught in the

statistics profession."’

W strongly encourage you to have the appropriate
prof essionals prepare a new statenent that correctly expresses
the statistical principles that are involved in this issue,'' the
| atter said. ""This new statement is needed to avoid the
ridicule of know edgeable scientists including those in your
organi zati on. FOR THESE REASONS WE BELI EVE THAT A REVI SI ON MJST
BE PUBLI SHED IN THE FEDERAL REG STER AS A CORRECTI ON. [enphasis

Is theirs]’
The group's argunents centered on interpretation of what
statisticians call "~ "p'" values, a neasure of the probability

t hat an experinental result could have happened by chance and not
because of the thing being tested, cyclamate in this case, alone.
The p value is <calculated fromthe size of the experinental and
control groups. Typically scientists do not accept results as
statistically significant if there is greater than a 5 percent
chance that the observed differences between two groups could be
a chance occurrence.

In the 1980 cyclamate decision, however, the FDA routinely
interpreted as significant experinents with high p values,
i ncl udi ng one study with very few tunors where the chances of a
spont aneous tunor devel opnent was 20 percent.

What the agency's actions reflected, according to many within
the scientific and regulatory comrunity, is the extrene
conservatismthat public and congressional pressure has demanded
fromthe FDA on issues involving cancer risk.

According to the FDA' s congressi onal mandate, for exanple, the
agency is not allowed to approve any substance that is known to
cause cancer in aninmals. The effect of this, though rarely
I nvoked explicitly by the agency, has been to turn nouse and rat
studies into a "gold standard'' for carcinogenicity, even though
new scientific evidence has increasingly cast doubt on whether
giving mce or rats nmassive doses of a chemical 1is actually an
effective way of predicting the cancer-causing potential of the
sanme conpound in hunmans.
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In the case of cyclamate, many scientists and regul ators say
t hat hol ding the sweetener to such a standard nade it inpossible
to overturn the FDA' s prior decision to ban.

[ The following is not part of the original article.]

Edith Efron. The Apocal yptics: How Environnental Politics
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Schuster, Inc., 1984.

Wlliam R Havender. O Mce and Men: The Benefits and

Limtations of Aninmal Cancer Tests. New York: Anerican
Council On Science and Heal th, August 1984.

Lester B. Lave, et al. "~ Information Value of the Rodent
Bi oassay'', Nature 336, p. 631-633 (15 Decenber 1988).

(" "Tests for human carcinogens using lifetinme rodent bioassaysays
are expensive, tinme-consunmng and give uncertain results. For
nost chem cals such tests are not cost-effective.'")
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