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Figure S1: (A) A plot of Ca RMSD showing stability of active site residues in the DHFR systems upon
binding of UCP1172 during the 300ns simulation (B) A plot of Ca RMSD showing stability of active site
residues in the RV2671 systems upon binding of UCP1172 during the 300ns simulation.
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Figure S2: (A) A plot of Caa RMSD showing stability and motions of UCP1172 at the binding site of DHFR
and also its differential positioning at selected times over the 300ns simulation (B) A plot of Ca RMSD
showing stability and motions of UCP1172 at the binding site of RV2671 and also its differential positioning

at selected times over the 300ns simulation.
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Figure S3: A) Showing the binding pose of the redocked structure of the native ligand G8]J at the active site
of RV2671 B) Showing the best pose of UCP1172 at the binding pocket of RV2671 C)Superimposed
structures highlighting a similarity in binding poses between the two structures validating the docking

protocol.
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Figure S4: Binding landscape and molecular interaction plots of the DHFR and RV2671 in complex with
UCP1175. Graphs demonstrated the energy contributions of each active-site residue to the final free-

binding energy of each system.
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Figure S5: Binding landscape and molecular interaction plots of the DHFR and RV2671 in complex with
UCP1063. Graphs demonstrated the energy contributions of each active-site residue to the final free-

binding energy of each system



