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The Working Group considers that a causal relationship has been established between the
agent and an increased incidence of malignant neoplasms or of an appropriate combination
of benign and malignant neoplasms in (a) two or more species of animals or (b) two or
more independent studies in one species carried out at different times or in different labora-
tories or under differemt protocols. An increased incidence of tumours in both sexes of a

single species in a well-conducted study, ideally conducted under Good Laboratory Practi-

ces, can also provide sufficient evidence.
A single study in one species and sex might be considered to provide sufficient evidence of

carcinogenicity when malignant neoplasms occur to an unusual degree with regard to inci-
dence, site, type of tumour or age at onset, or when there are strong findings of tumours at
multiple sites.
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Carcinogenicity in experimental animals can be evaluated using conventional bioassay,
bioassays that employ genetically modified animals, and other in-vivo bioassays that focus
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on one or more of the critical stages of carcinogenesis. In the absence of data from conven-

tional long-term bioassays or from assays with neoplasia as the end-point, consistently
positive results in several models that address several stages in the multistage process of
carcinogegenesis should be considered in evalating the degree of evidence of carcinogenicuty
in experimental animals.
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Agents that only show promoting activity in one or more well-conducted initiation-

promotion study, while showing a causal inference for increased carcinogenic activity, would

need additional mechanistic data or data from other sources to conclude that this causal

inference was sufficient evidence of carcinogenicity. Exanples of other types of data that

may raise this degree of evidence could include multiple initiation-promotion studies in
several species and several different organ systems that consistently demonstrate promotio-
nal activity, an initiation-promotion study that shows a causal increase in the initiating
capacity of the agent or a single two-years carcinogenecity study in a single sex of a single

species that demonstrates a causal association.
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