How to set historical control limits using the R package ,predint*
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Abstract

For reporting toxicology studies, the presentation of historical control data (HCD) and the
validation of the concurrent control group using historical control limits (HCL) have become
requirements. However, many regulatory guidelines fail to define how such limits should be
calculated. Hence, several inappropriate heuristics such as the historical range or confidence
intervals for the historical mean are used by the toxicological community for the calculation of
HCL.

Anyhow, since it is consensus that the desired HCL should cover the observations from the
concurrent control with 95% of confidence, several authors emphasize the application of
prediction intervals for the calculation of HCL'.23. Furthermore, it seems that also the EFSA favors
the application of prediction intervals over other methodology“.

Hence, in the current talk a user friendly way for the computation of prediction intervals will be
shown using the R package ,predint®. This package enables the calculation of prediction intervals
for overdispersed binomial endpoints (e.g. as in carcinogenicity assays), overdispersed counted
endpoints (e.g. as in the Ames test) or continuous endpoints that are modeled based on random
effects models (e.g. as in the comet assay). The calculation of prediction intervals that are in line
with the requirements of certain OECD guidelines will be shown based on real life data.
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