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Figure S1
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Figure S1. (A) The poses of MEL (magenta) and PMT (gray, PDB Code: 6ME3) in MT1 system.
(B) The poses of MEL (orange) and PMT (yellow, PDB Code: 6MEG6) in MT2 system. (C) The
poses of MEL (magenta) in MT1 system and MEL (orange) in MT2system. (D) The poses of PMT
(gray) in MT1 system and PMT (yellow) in MT2 system. Ligands are displayed as sticks model.
Proteins are displayed as cartoon model.

Figure S2

Figure S2. The amino acids within 5 A of ligand in the inactive MT1 (PDB Code: 6ME3)
and MT2 (PDB Code: 6ME6).

Table S1
The parameters used in PLUMED for the systems in the present work
Type MT1 MT2
Angle Atom C13 =4831; Atom C21 = 4839 Atom C12 =4755; Atom C20 =4763
Atom 1 =(0, 0, -8); Atom2=(5,5,-8) | Atom 1= (0, 0, -8); Atom2 = (5, 5, -8)
™6 Atoms=3499-3770 Atoms=3412-3683
Atoms=4320-4522 Atoms=4219-4418
™I Atoms=45-204 Atoms=1-155
Atoms=4118-4301 Atoms=4027-4197




Sandwich MEL/Y285743/1.341-3 MEL/Y298743/1.4713

Movie S1. The conformation of this naphthalene ring in MEL changed: the hydrophobic
interaction with Y2857.43 was disrupted because of the fast movement of water
molecules during the long-time scaled MD simulations.



