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Brief introduction of guide and methods for combining primary tumors for
statistical analysis in preclinical rodent carcinogenicity studies
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Abstract: Guide for combining primary tumors for statistical analysis in rodent carcinogenicity studies was in accordance with the
requirements of the U.S. Food and Drug Administration (FDA). It was jointly developed by a working group composed of experts from
several international societies of toxicologic pathology, the FDA, the International Harmonization of Nomenclature and Diagnostic
Criteria (INHAND), and Standard for Exchange of Nonclinical Data (SEND), with a primary goal of assisting
pharmacology/toxicology reviewers and biostatisticians in statistical analysis of tumor data of preclinical rodent carcinogenicity study.
The guide will also be useful to study pathologists and peer-review pathologists in interpreting the tumor data. This paper briefly
introduced theoretical basis for combining tumors for statistical analysis, a higher-level hierarchy of tumor types to support
combinations for statistical analysis, as well as methods for tumor combination for analysis and typical examples, so as to provide
some references for combining primary tumors for statistical analysis in rodent carcinogenicity studies in facilities for preclinical safety
evaluation of drugs in China.
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Table 1 Standard combination and analysis steps of lung tumor in rat carcinogenicity study
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The bold will distinguish those tumors that should be combined.
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Table 2 Combination and analysis steps of vascular tumor in rat carcinogenicity study
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a-Organ totals for a tumor may not add up precisely when combining individual sites, as some animals in a group may have more than one primary tumor
diagnosed within an organ (e.g., skin/subcutis with both a benign tumor and malignant tumor at separate locations within the tissue but in the same animal,
in the mid- and high-dose groups). b-Whole body (animal) totals may not add up precisely when combining individual sites, as some animals may have a
primary tumor diagnosed for more than one location. c-Whole body (animal) individual and combined tumor totals may not add up precisely as some
animals may have a benign and/or a malignant primary tumor designated in more than one location. The vascular tumor combination is counted once per
animal even if there may be multiple tumors of the same cell type (i.e., vascular tumors) in different organs of an animal. The bold will distinguish those
tumors that should be combined.
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Table 3 Combination and analysis steps of uterine/cervical tumor
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The bold will distinguish those tumors that should be combined.
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