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or tissues:

«Limited evidence of carcinogenicity in humans,

«Sufficient evidence of carcinogenicity in experimental
animals,

«Strong evidence that the agent exhibits key characteristics of
carcinogens.

If there is inadequate evidence regarding carcinogenicity
in humans, there should be strong evidence in human cells or
tissues that the agent exhibits key characteristics of
carcinogens. If there is limited evidence of carcinogenicity in
humans, then the second individual evaluation may be from
experimental  systems  (i.e. sufficient evidence of
carcinogenicity in experimental animals or strong evidence in
experimental systems that the agent exhibits key characteristics
of carcinogens).

Additional considerations apply when there is strong
evidence that the mechanism of carcinogenicity in
experimental animals does not operate in humans for one or
more tumor sites. Specifically, the remaining tumor sites should
still support an evaluation of sufficient evidence in
experimental animals in order for this evaluation to be used to
support an overall classification in Group 2A.

Separately, this category generally applies if there is strong
evidence that the agent belongs, based on mechanistic
considerations, to a class of agents for which one or more
members have been classified in Group 1 or Group 2A.
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animals,
«Strong evidence that the agent exhibits key characteristics of
carcinogens.

Because this category can be based on evidence from
studies in experimental animals alone, there is no requirement
that the strong mechanistic evidence be in exposed humans or
in human cells or tissues. This category may be based on strong
evidence in experimental systems that the agent exhibits key
characteristics of carcinogens.

As with Group 2A, additional considerations apply when
there is strong evidence that the mechanism of carcinogenicity
in experimental animals does not operate in humans for one or
more tumor sites. Specifically, the remaining tumor sites should
still support an evaluation of sufficient evidence in
experimental animals in order for this evaluation to be used to
support an overall classification in Group 2B.
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Agents that do not fall into any other group are generally
placed in this category.

This includes the case when there is strong evidence that
the mechanism of carcinogenicity in experimental animals does
not operate in humans for one or more tumor sites in
experimental animals, the remaining tumor sites do not support
an evaluation of sufficient evidence in experimental animals,
and other categories are not supported by data from studies in
humans and mechanistic studies.

An evaluation in Group 3 is not a determination of non-
carcinogenicity or overall safety. It often means that the agent
is of unknown carcinogenic potential and that there are
significant gaps in research.

If the evidence suggests that the agent exhibits no
carcinogenic activity, either through evidence suggesting lack
of carcinogenicity in both humans and experimental animals, or
through evidence suggesting lack of carcinogenicity in
experimental animals complemented by strong negative
mechanistic evidence in assays relevant to human cancer, then
the Working Group may add a sentence to the evaluation to
characterize the agent as well-studied and without evidence of
carcinogenic activity.
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