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D, RKenneth Olden

Divectecr, National Toxicelogy Program
P.0. Box 12333

Research Triangle Park, NC 27709

Desr Dr,0l8an:

The National Toxicolegy Frogras (NTP) has responsibility for
developing the « 8 list of substances
that are either known fr reasonably anticipated to ba human
carcinogens. Glven the gaenersl lack of adequate information in
huzans to ippact these determinations, the bulk of the chenmicals
1isted are bagsed upon cancer findings in experimental animals,
vhere the underlying prenise is that agents that produce cancear
in aninals are likely to do so in huxmans.

Although {t im reascnable to presume that animal carcinogens
are kuman carcinogens, the position is rebuttable. Nechanistic
and exposure information may modulate significantly the case for
human carcincgenicity. Several of the chsmicals listed in the
§%h Annpual Report dexonstrate the problem with relying
exclugively an animal tumor studies. Some of them include the
following: (3) butylated hydroxyanisole, nitrilotriacetic aois
and saccharin seen to cause tumors at laboratory doses associated
with target organ toxicity and far bayond expectasd huxan
exposure; (2) chloroform production of hepatic and renal tumors
is graeatly affected specific pharmacokinetic considearations;
(3) diathylhexylphthalate may produce tumors by processss not
relavant te humans; and (4) iron dextran complex may prasent a
hagard from parenteral axposure but should poge little or none
via dermal, inhalation and oral exposure. Although thaese cases
4o not necessarily demonstrate the absence of any human cancar
potantial, they illustrate the complexities that ars part of such
decisiens and point to the problems of using anizal cancar data
alone,
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without developing some appreciation of the uncercainties

for husan cancer potentisl for eiach cliemicil in the
naive reader {s forced to conclude that all listed substances

have the sane hazard potantial.

. Che

Cextainly that ia not the case.

Likewise, the listing of chenmicals in the Report has {mplications
for potsntial regulatory action by states and certain federal

authorities.
svaluations of listed chanicals.

Therefore, we urge you to produce more analytical
This Agency has learned over

the vears the importance ¢f going beyond the animal cancer
studies in making hazard daterminatfions, and the International
Agency for Ressarch on Cancer is baginning to recognize the
significance of mechanigsic {nformation in their classification

decisions.

We urge the NTP to do likeviss.

Isplementing thase

racomnandations ara in Xesping with your laudabls desire to

strengthen the Natiocnal Toxicology Program by conducting
mechanistic studies to augnent results from chrenic studies and

puts mors Teaningful to rsgulatory agancles and the

npaxa out
publie.
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Sincerely,

-

4

Viecor J.

Deaputy Assistant Adainistrator
 0ffice of Prevention, Pesticides

and Toxic Subdstancas

William B, Farland, PB.D.
Director, Oftices of Health

and Environnental.Assessaent
Office of Researchk and Development
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