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    Abstract
Proteins are evolved polymers that minimize their free energy upon folding to their native states. Still, many folded proteins display energetic conflict between residues in various regions that can be identified as highly frustrated, and these have been shown to be related to several physiological functions. Here we show that small-ligand binding sites are typically enriched in locally frustrated interactions in the unbound state. We built a tool using a simple machine learning algorithm named FrustraPocket that combines the notion of small-molecule binding pockets and the localization of clusters of highly frustrated interactions to identify potential protein-ligand binding sites solely from the unbound forms.
Availability and implementation (github) https://github.com/CamilaClemente/FrustraPocket/

Docker container https://hub.docker.com/r/proteinphysiologylab/frustrapocket
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