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This article discusses importance of correct estimation of the applicability domain
of ADMET models and methods to predict physico-chemical properties in the early
stages of drug development. The methods are classified into two main groups, namely,
methods based on the analysis of similarity of molecules (“molecular-based similarities”)
and methods based on the analysis of calculated properties (“property-based
similarities”). Using the example of octanol-water distribution coefficients | will
exemplify consistency of estimated and calculated accuracy of the ALOGPS program to
predict in house and publicly available datasets using examples from our previous
publications.(Tetko, 2005; Tetko et al., 2006)

In the second part of the talk I will discuss a relation of the accuracy of ADMET
predictions and problem of secure sharing of information. Indeed, if one can accurately
estimate predictions for compounds structurally dissimilar from those used in the training
set, the compounds with highly accurate predictions (“surrogate compounds™) will
contain the same information as the training ones. Therefore the surrogate compounds
can be shared together with their predicted to develop new predictive models. Moreover,
one can a priori estimate/select the security level of the data sharing using surrogate
compounds. An example of secure sharing of information for lipophilicity prediction is
exemplified and discussed using examples from our previous work.(Tetko et al., 2005)
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