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Differential scanning calorimetry (DSC) is one of the most informative experimental
approaches to the analysis of protein folding and stability because it is sensitive to the
energetics of all conformations that are significant populated during protein thermal
denaturation [1,2]. DSC has thus provided much of our current understanding of the
fundamental factors that determine protein stability and energetics [3-6]. Furthermore,
important problems related with protein folding/denaturation kinetics and molecular
evolution are best addressed when DSC is used to complement other experimental
methodologies. DSC has thus contributed to establish a connection between the
experimental data and the landscape view of protein folding and has led to the
assessment of the marginal free energy barriers that determine the ultrafast folding of
some proteins [2,7,8]. Also, DSC studies have shown that the stability of many proteins
is determined by kinetic factors and have provided evidence for the evolutionary role of
protein kinetic stability [9]. Finally, DSC experiments have demonstrated the muchenhanced stability of many resurrected ancestral proteins [10-12] and have thus
contributed to the current interest in the biotechnological applications of ancestral
sequence reconstruction [13,14].
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