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Figure S1. Free energy of binding of the TZ2PA6 synl and antil regioisomers to the Tyr337Ala mutant of
mAChE, relative to that for various ligands and enzyme inhibitors and as a function of the number of
nonhydrogen atoms in the ligand. The synl and antil regioisomers, of formulae C4H4sNg, contain 50
nonhydrogen atoms. The line has a slope of 1.5 kcal/mol and an intercept of 0. Open triangles stand for
metal ions or metalloenzymes, black triangles for small anions, open circles for natural ligands, and black
circles for enzyme inhibitors. The positions for some well-known ligands/inhibitors are displayed: carbon
oxide (CO-Myo) for myoglobin; biotin for streptavidin; carboxyl arabinitol bisphosphate (CABP) for
ribulose disphosphate carboxylase; peptide phosphonates (Bartlett CPA) for carboxypeptidase®. “Covalent”
(black square) could denote 1,1,1-trifluoroacetophenone for AChE.” (Based on Fig. 1 in ref’®, with
permission (Copyright 2004, National Academy of Sciences, USA).
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