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e Part Number: 1990

¢ Part Title: Identification, Classification, and Regulation of Carcinogens
e Standard Number: 1990.143

¢ Title: General provisions for the use of human and animal data.

Human and animal data which are scientifically evaluated to be positive evidence for carcinogenicity
including the following policies shall be uniformly relied upon for the identification of potential
occupational carcinogens. Arguments challenging the following provisions or their application to specific
substances will be considered in individual rulemaking proceedings only if the evidence presented in
support of the arguments meets the criteria for consideration specified in 1990.144 or 1990.145.

1990.143(a)

Positive human studies. Positive results obtained in one or more human epidemiologic studies will be
used to establish the qualitative inference of carcinogenic hazards to workers.

1990.143(b)

Positive animal studies. Positive results obtained in one or more experimental studies conducted in one
or more mammalian species will be used to establish the qualitative inference of carcinogenic hazard to
workers. Arguments that positive results obtained in mammalian species should not be relied upon will
be considered only if evidence is presented which meets the criteria for consideration specified in
1990.144(c) or 1990.144(f).

1990.143(c)

Non-positive human studies. Positive results in human or mammalian studies generally will be used for
the qualitative identification of potential occupational carcinogens, even where non-positive results
from human studies exist. Such non-positive results will be considered by the Secretary only if the
studies or results meet the criteria set forth in 1990.144(a).

1990.143(d)

Non-positive animal studies. Positive results in one or more mammalian studies will be used for the
qualitative identification of potential occupational carcinogens, even where non-positive studies exist in
other mammalian species. Where non-positive and positive results exist in studies in the same species,
the non-positive results will be evaluated.

1990.143(e)
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Spontaneous tumors. Positive results in human or mammalian studies for the induction or acceleration
of induction of tumors of a type which occurs "spontaneously" in unexposed individuals will be used for
the qualitative identification of potential occupational carcinogens.

1990.143(f)
Routes of exposure.
1990.143(f)(1)

Positive results in studies in which mammals are exposed via the oral, respiratory or dermal routes will
be used for the qualitative identification of potential occupational carcinogens, whether tumors are
induced at the site of application or distant sites.

1990.143(f)(2)

Positive results in studies in which mammals are exposed via any route of exposure and in which tumors
are induced at sites distant from the site of administration will be used for the qualitative identification
of potential occupational carcinogens.

1990.143(f)(3)
1990.143()(3)(i)

Positive results in mammalian studies in which tumors are induced only at the site of administration, in
which a substance or mixture of substances is administered by routes other than oral, respiratory or
dermal, will be used as "concordant" evidence that a substance is a potential occupational carcinogen.

1990.143(f)(3)(ii)

Arguments that such studies should not be relied upon will be considered only if evidence which meets
the criteria set forth in 1990.144(b) is provided.

1990.143(g)

Use of high doses in animal testing. Positive results for carcinogenicity obtained in mammals exposed to
high doses of a substance will be used to establish the qualitative inference of carcinogenic hazard to
workers. Arguments that such studies should not be relied upon will be considered only if evidence
which meets the criteria set forth in 1990.144(d) is provided.

1990.143(h)

"Threshold" or "No-effect" Levels. No determination will be made that a "threshold" or "no-effect" level
of exposure can be established for a human population exposed to carcinogens in general, or to any
specific substance.

1990.143(i)

Benign tumors. Results based on the induction of benign or malignant tumors, or both, will be used to
establish a qualitative inference of carcinogenic heard to workers. Arguments that substances that



induce benign tumors do not present a carcinogenic risk to workers will be considered only if evidence
that meets the criteria set forth in 1990.144(e) is provided.

1990.143(j)

Statistical evaluation. Statistical evaluation will be used in the determination of whether results in
human, animal or short-term studies provide positive evidence for carcinogenicity, but will not be the
exclusive means for such evaluation.

1990.143(k)

Carcinogenicity of metabolites. A substance which is metabolized by mammals to yield one or more
potential occupational carcinogens will itself be identified and classified as a potential occupational
carcinogen, whether or not there is direct evidence that it induces tumors in humans or experimental
animals. Evidence for such metabolism will normally be derived from in vivo studies in mammals. In
appropriate circumstances, evidence may be derived from in vitro studies of mammalian tissues or
fractions thereof. Arguments that evidence from in vivo metabolic studies in mammals is not relevant to
the inference of carcinogenic hazard to humans will be considered only if such evidence meets the
criteria set forth in 1990.144(c).
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