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Figure S1. RMSD plots of backbone atoms of the simulations performed twice (black and red) for each of
four systems: a) the isolated passenger domain of EstA (system (i)), b) the isolated passenger domain of
EstA with 4-hydroxyphenyl octanoate bound as tetrahedral intermediate (system (ii)), c) the full-length

EstA enzyme (system (iii)), and d) with (iv) the full-length EstA enzyme with 4-hydroxyphenyl octanoate
bound as tetrahedral intermediate (system (iv)).
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Figure S2. Distance measurements for residues involved in interdomain hydrogen bonds (see Table 1).
Atoms involved are specified in the legend only when there are more interacting atoms between two
residues. Otherwise, only interacting residues are specified in the legend. a) Full-length enzyme (system
(iii)). b) Full-length enzyme with tetrahedral intermediate (system (iv)).
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Figure S3. Distance measurement for residues in interaction between helices 7 and 9 in the system of the
passenger domain with tetrahedral intermediate (system (ii)).
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Figure S4. Distance between the centres of mass of helix 6 and the upper part of helix 7 throughout the
simulation.
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Figure S5. Comparison of centre-of-mass distances between helices in the passenger domain system (i)
which exhibits a closed active site conformation and the passenger domain system with bound
intermediate (ii) which shows an open active site conformation. a) Distance between helix 6 and helix 9,
and distance between helix 6 and helices 4 and 5. b) Distance between helix 9 and helix 7, and distance
between helix 7 and helices 4 and 5.
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Figure S6. Number of hydrogen bond interactions between water molecules found in the vicinity (3 A) of

DOPE/protein phase and protein. During the simulation of: a) system (iii), b) system (iv).
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Figure S7. Changes of the active site volume of the isolated passenger domain of Es tA(yt m())(bI ck)
andtheisolatedp enger dm fEtAwth tmdt(ytm())( ed). A volume
calculations were ¢ d utu gth POVME 3.0 softwar [48] Th e pocket was de f d b d n the

ligand (4 hydroxyph yI ctanoate) present in system (ii). The inclusion region thus created was used to
calculate the pocket volume for system (i) as well.
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