




















Fig.$S3. Estimation of error in energy calculations. (A) Membrane potential V,, 100 mV causes stabilization of the open state and introduces a net difference
of 10 kJ/mol between closed and open configurations. (B) Energy cycle. Each energy landscape represents the energy difference between two different
environments as indicated. Difference is from conditions (indicated in boxes) at arrow head to those at arrow tail. For example, the topmost energy landscape
on the right represents "“Charges Homogeneous Environment’” minus ““No Charges Homogeneous Environment”. The dielectric constant for the homoge-
neous environment is 78. Large increases within the energy landscape are associated with the introduction of the protein environment and further by the
presence of the membrane environment. Scaling of the energy landscape was performed to account for the effect of individual water molecules and other
environmental contribution not explicitly computed in the simulations. With this correction, the energy barriers are in the range of Vy, as required.
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Movie S1. Movie shows S4 movement through the energy landscape from open to closed. At stable conformation (open, intermediate, closed, deep closed)
the protein is rotated showing 3D structure.

Movie S1 (AVI)

Other Supporting Information Files

SI Appendix (PDF)
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