Supporting Information Text S10:
validation of performance of different
coevolution analysis methods
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Amyloid
MukB -
Walker A
Protein A -
B domain
Upfl

RecD
UvrD/rep
Rad3
DEAD-box
RecQ
Ski2-like
Rigl-like
DEAH-RHA
NS3-NPH-IT
Swi2-Snf2

Table 1: Validation of performance of coevolution analysis realized with BIS.
Percentage of identity for the alignment (API), number of sequences (Size), alignment length (where all gapped positions, if
any, are eliminated; Pos), number of experimentally confirmed residues (#Exp), number of residues identified by coevolution
analysis (BIS), number of true positives (TP) computed by intersecting #Exp and BIS, probability of predicting TP residues
out of #Exp by selecting BIS residues within Len residues (Prob), Sensitivity (Sen), Specificity (Spe), Accuracy (Acc), Positive
Predictive Value (PPV) are given. For Amyloid, experimentally validated residues (#Exp) have been obtained from the different
sources cited in the text; for Protein A we considered hotspots together with the large peptide fragment [25-59] and residues
14, 17 to have high ®-value; MukB analysis is evaluated on Walker-A detection; the AATPase family is evaluated on all motifs
described in (Fairman-Williams et al. 2010). Sen, Spe, Acc, PP2V have been evaluated with respect to experimentally validated

residues; they are marked with * to remind this. The same is true for Prob.
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Table 4: Validation of performance of coevolution analysis realized with MI.

See legend of Table 1-Text 10.
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Table 7: Validation of performance of conservation analysis realized with ConSurf.

See legend of Table 1-Text 10.
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Table 8: Validation of performance of conservation analysis realized with ET.

See legend of Table 1-Text 10.
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