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Table S1: Antibiotic resistance profile of MRSA strains.

All MRSA strains were tested for antibiotic resistance by UAB Laboratory Medicine. R=
resistant and S = sensitive. Amox/Cla = Amoxicillin, Amp/Sul = Ampicillin/sulbactam, Cetri
= Ceftriaxone, Cipro = Ciprofloxacin, Clinda = Clindamycin, Dapto = Daptomycin, Eryth =
Erythromycin, Gent = Gentamicin, Levo = Levofloxacin, Linez = Linezolid, Ox = Oxacillin,
Pen = Penicillin, Quin/Dalf = Quinupristin/dalfopristin, Rif = Rifampicin, SXT =
Sulfamethaxole/Trimethoprim, Tetra = Tetracycline, and Vanc = Vancomycin.

Amox/Cla R R R R R
Amp/Sul R R R R R
Cetri R R R R R
Cipro S R S S R
Clinda R R S S R
Dapto S S S S S
Eryth R R R R R
Gent S S S S S
Levo S R S S R
Linez S S S S S
Ox R R R R R
Pen R R R R R
Quin/Dalf S S S S S
SXT S S S S S
Tetra R S S S S
Vanc S S S S S




Table S2: Drug-like properties of PZPs.

MW: molecular weight in g/mol; cLogP: logio of Octanol:water partition coefficient;
LogSW: logio of intrinsic water solubility; RB: rotatable bonds; tPSA: topological polar
surface area; hDon: proton donating atoms; hAcc: proton accepting atoms. All values
were provided by the supplier (www.hit2lead.com).
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Table S3: ADME properties of PZP 915. Half-life of 1 yM 915 or 1 yM 915 + 0.5 yM Cu
was assessed in human liver microsomes. Solubility of 915 was determined in ddH,0.

Distribution coefficient (LogD) was determined experimentally.

ID  [Half-life (min)|Solubility (uM)] Sol RSD% | LogD
915 55.9 38 1.9 >3.70
915+Cu 526 44 4 6.4 >3.53




Table S4: Binding constants for M(PZP 915)3?* complexes. Counter anions: a)
bromide, b) sulfate, c) chloride

915 metal complexes Binding constant Units
Cu(PzP915)5>"® [ 1.12x 10°+0.02x 10° | L°mol™

Zn(PZP915)5%™ 6.6 x 10°+0.3x 10° L3mol™
Fe(PZP915):%"® 53x10°+0.3x 10° L3mol™
Cu(PZP915)," @ 2.35x 10°+0.9x 10° | L’mol?
Cu(PZP915)"® 3.80x 10°+04x 10* | Lmol




Table S5: Binding constants for the individual binding reactions. Binding constants
were calculated based on the assumption of a stepwise addition of ligands.

915 Binding Reactions Clilr?scigr%s Units
K1 =Cu+PZP915 3.80 x10°| Lmol*

K2 = Cu(PZP915)+PZP915 6.18 | Lmol
K3 = Cu(PZP915),+PZP915 4765 | Lmol*




