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Figure S2.  Computed amino acid frequencies at additional residue positions, including selected
positions where the  highest-affinity predicted sequence did not match the native active site
sequence. Dark blue bar(s) designate(s) the native amino acid at that residue position.
Frequencies are derived from the sequences displaying binding affinities within 1 kcal/mol of the
tightest binding sequence (subject to catalytic constraints) for glucose-binding protein, and 2
kcal/mol for β-galactosidase. The native amino acid is generally one of the three most frequent
amino acids at any given position.  A. Penicillin-binding protein residue 123; B. β-galactosidase
residue 142; C. β -galactosidase residue 200; D. β -galactosidase residue 305;  E. β -
galactosidase residue 343. 


