
 
SI Figure 8. NMR evidence for conformational heterogeneity in A4 involving a mobile loop 
(residues 316-325). 

Temperature-dependent changes in peak height for selected 1H-15N cross peaks in the HSQC 
spectrum of A4 recorded over a range of temperatures (10 to 45oC). Most residues exhibit a 
monotonous increase in cross peak intensity with increasing temperature (e.g., K340) reflecting 
the temperature dependence of solvent viscosity. In contrast, some of the cross peaks assigned to 
residues in the mobile loop show anomalous temperature dependence, such as increasing 
intensity with decreasing temperature (e.g., N322), or a bell-shaped behavior (S320 and E323). 
Other residues (e.g., C321) have very low intensity throughout the observed temperature range. 
This unusual temperature dependence indicates that the dynamics of exchange between 
alternative loop conformations approaches the intermediate-exchange regime at higher 
temperatures, resulting in severe line broadening. At lower temperature, some of the peaks gain 
intensity as the exchange rate slows relative to the chemical shift difference between the two 
conformational states. 
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