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Figure S2. Plots of the calculated binding free energy (∆Gcalc) vs the experimental binding free energy (∆Gexp) using two different models. In panel A it
is assumed that the aminopyridine carries a net +0.5 charge when the aminopyridine is oriented over the heme and a net +1.0 charge in the flipped orientation.
In panel B the aminopyridine is assumed to carry a net +1.0 charge independent of orientation. The crystal structures used for the calculations were (3′S,4′S)-2
(eNOS and nNOS), (3′R,4′R)-2 (eNOS, nNOS, nNOS D597N, nNOS D597N/M366V, nNOS D597N/M336V/Y706A), and (()-N1-{cis-4′-[(6′′-amino-4′′-
methylpyridin-2′′-yl)methyl]pyrrolidin-3′-yl}-N2-(4′-chlorobenzyl)ethane-1,2-diamine tetrahydrochloride (nNOS, eNOS).
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