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Figure S1: RMSD Analysis of aMD Simulations. RMSD-based convergence analysis of the aMD
simulations starting from the FF conformation at lambda 0.3 (black line), 1.0 (red line), 2.0 (green
line) and 4.0 (blue line). In addition, the RMSD values corresponding to the cMD simulation
carried out previously to run the aMD simulations are shown in the left panel. The last frame of

the cMD simulation was used as reference for aMD RMSD calculations.



Figure S2.

CPP_CRP CPD'CRP
65 6 —
— replica 1 A — replica 1 C
— replica2 — replica2
5 replica 3 5 replica 3
— replica4 — replica 4
4 -
o< oL
~ ~
m) [
%) 2]
= =
o o
0= [ T T T 1
0 1,500 3,000 4,500 6,000 7,500 0 1,500 3,000 4,500 6,000 7,500
Frames Frames
CpP-CeP CpP-CgP
6 6 —
replica 1 B replica 1
replica 2 replica 2
5 replica 3 5 replica 3
replica 4 replica 4
4 -
o< o<
~ ~
) O 3]
wv 2]
= =
o o
2 -
1 -
0 [ I I I I 1
0 1,500 3,000 4,500 6,000 7,500 0 1,500 3,000 4,500 6,000 7,500
Frames Frames

Figure S2: RMSD Analysis of aMD Simulations. RMSD-based convergence analysis for aMD
simulations starting from the LU conformation at lambda 1.0 and for the four replicas performed

in each combination of protonation state for the catalytic cysteine residues denoted as CpP-CrP (A),

CPP-CRD (B), CPD-CRP (C) and CPD-CRD (D)



