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[bookmark: _GoBack]Figure S4. A. Progression of the total binding free energies of DMH1 in different systems with respect to the FEP/H-REMD simulation time (sum of all replicas). B. Progression of the free energy components with respect to the coupling parameters of repulsive, dispersive and electrostatic interaction for DMH1 in the binding site of wtALK2 (red) and in bulk (black).
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