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Susceptibility testing and growth curve assay

The broth microdilution method was performed to determine the minimal inhibitory concentrations
(MICs) according to the NCCLS guidelines. Briefly, 96-well plates containing eriodictyol
concentrations ranging from 2 to 1024 ug/mL and S. aureus USA300 (1x10° CFU) in 100 pL Cation-
Adjusted Mueller Hinton broth (CAMHB, Hopebio, Qingdao, China) were incubated at 37 <C for 18-
22 h before the determination of absorbance. Experiments were repeated with at least three biological
replicates. For growth curve assay, S. aureus USA300 was grown overnight and inoculated in fresh
BHI (1:100) containing 128 pg/mL eriodictyol to continue culture until the Absorbance (A)soonm
reached 3.0. The AsrtA strain and USA300 without eriodictyol were used as control groups. The cell

growth condition was recorded at Asoonm every 1 h.
Molecular modeling

In order to investigate the binding mechanism of Eriodictyol with SrtA, the SrtA structure from S.
aureus (Protein Data Bank [PDB] ID: 1T2P) was used. The preparation of Eriodictyol and SrtA protein
structures and the molecular docking was performed using default parameters in the AutoDock vina
1.1.2 package (Vina, 2010). The best docked pose (conformation) in the Eriodictyol-SrtA complex
obtained from molecular docking was subject to 25 ns molecular dynamics simulations using the
Amberl4 software package (Gotz et al., 2012; Salomon-Ferrer et al., 2013), the preparation of the
complex, the protocol of the molecular dynamics simulation were performed as described previously

(Niu et al., 2013).
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The binding free energies (AGoinda in kcal/mol) were calculated using the Molecular
Mechanics/Generalized Born Surface Area (MM/GBSA) method, implemented in AmberTools 15.
Moreover, to identify the key protein residues responsible for the ligands binding process, the binding
free energy was decomposed on a per-residue basis. For each complex, the binding free energy of

MM/GBSA was estimated as follows:

AGpind= Gcomplex_Gprotein_GIigand

where AGyind IS the binding free energy and Geomplex, Gprotein and Giigand are the free energies of complex,

protein, and ligand, respectively.
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