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Residue-residue interactions that fold a protein into a unique three-dimensional structure and make it play a specific function put

structural and functional constraints in varying degrees on each residue site. Coevolution between closely-located sites caused by such

selective constraints is recorded in amino acid orders of homologous sequences and also in the evolutionary trace of amino acid sub-

stitutions. A challenge for predicting residue contacts through coevolving site pairs is to extract direct dependences between sites by

removing phylogenetic correlations and indirect dependences through other residues within a protein or even through other molecules.

Recent attempts, particularly by detecting co-substitutions, are reviewed.

selective constraint on amino acids / coevolution between residue sites / inverse Potts problem / inverse convariance matrix /

substitution mapping / partial correlation coefficients
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Trans_reg_C/10DD-A:156-232 7720 0.189 | 0.541 | 0.622 | 0.432
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" Positive predictive values (PPV = TPATP + FP)).
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