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Dear Dr. DSouza,


Previously, we submitted a manuscript entitled “Measuring biomolecular DSC profiles with thermolabile ligands to rapidly characterize folding and binding interactions” to the Journal of Visualized Experiments for consideration as an article. Briefly, our manuscript contains a protocol describing the experimental implementation of thermolabile ligands in differential scanning calorimetry binding experiments with biomolecules such as DNA aptamers. We provided additional details relative to our initial publication in Chemical Communications concerning the choice of the instrumental parameters in producing an appropriate dataset for application of our global fitting model, which permits extraction of the suite of thermodynamic parameters for biomolecular folding and binding in as little as one experiment. This represents a substantial improvement over traditional DSC binding studies which require ~7-10 fold more sample, ligand, and time to perform. 
After an initial round of editorial and reviewer comments, we made changes to the manuscript format and included a suite of computer simulations to provide a visual representation of the outcomes expected for systems with non-equilibrium folding or binding kinetics in the presence of thermolabile ligands. We have since received a second round of editorial comments entailing minor edits to the manuscript text, which we have addressed in the attached documents. We feel that the protocol has been improved by clarifying user interactions with the calorimeter software interface. Thank you for your continued consideration.
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