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Figure S1. Molecular docking of Vibrio alkaline phosphatase VAP (PDB:6T26) and the inhibitor
cyclohexylamine using MOE v.2020.09. The key residue interactions with the ligand are consistent with those of
experimental VAP model described in [27].

Figure S2. The Ligand interactions in the superimposed complexes of CmAP with pNPP substrate and
Guittarin C inhibitor (MOE v.2020.09). Ligand interaction report is below.
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Ligand  Receptor Interaction Distance E (kcal/mol)
02 3 CE1 HIS 116  H-acceptor 3.34 -0.6
02 3 NH2 ARG 129 H-acceptor 253 -85
02 3 O HOH 629 (A) H-acceptor 291 -2.1
O3 4 O HOH 624 (A) H-acceptor 2.89 -34
04 5 OG SER 65 H-acceptor 2.70 -4.3
O4 5 NHI ARG 129 H-acceptor 256 -8.8
O5 13 O HOH 1009 (A) H-acceptor 2.89 -1.4
O6 14 O HOH 1045 (A) H-acceptor 2.89 -0.8
03 4 ZN ZN 601 (A) Metal 1.82 4.8
02 3 NH1 ARG 129  Ionic 3.68 -1.3

02 3 NH2 ARG 129  Ionic 253 -85

03 4 ZN ZN 601 (A) Ionic 1.82  -20.0
O4 5 NH1 ARG 129  Ionic 256 -8.2

O4 5 NH2 ARG 129  Ionic 322 32
ZN 601 O ASP 273  Metal 206 -3.4
ZN 601 OD2 ASP 273  Metal 192 41
ZN 601 ND1 HIS 277  Metal 210 -2.0

O 629 MG MG 603 (A) Metal 230 -17
ZN 601 OD2 ASP 273  Ionic 192 -179
6-ring  5-ring HIS 277  pi-pi 391 -0.0
(CmAP/Guittarin C)

Ligand  Receptor Interaction Distance E (kcal/mol)
02 4 O HOH 679 (A) H-donor 266 -19

O 13 NE1 TRP 274 H-acceptor 3.07 -1.8

O 13 O HOH 648 (A)H-acceptor 3.28 -0.6

ZN 601 O ASP 273 Metal 206 -34
ZN 601 OD2 ASP 273 Metal 192 -41
ZN 601 ND1 HIS 277  Metal 210 -2.0
O 648 MG MG 603 (A) Metal 214 21

ZN 601 OD2 ASP 273  Ionic 192 -179

C 7 5ringTRP 274  H-pi 422 -0.7
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Figure S3. Active sites binding of pNPP (dark yellow sticks) and the inhibitory ligands guitarrin C (green
sticks), and cyclohexylamine (light yellow sticks) to the bacterial alkaline phosphatases CmAP and VAP
(PDB: 6T26.A, [27]) aligned (shown as ribbons). The active site zinc ions are shown as blue spheres. The
superposition report for CmAP (1: ap) and VAP (3: 6T26.A) is below.
Pairwise RMSD Matrix:

Chains  1:ap—-CmAP 3:6T26.A - VAP
1: CmAP HYDROLASE
VS.

3: 6T26.A HYDROLASE
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GLU 495 - GLN 495 0.288
TYR 496 -TYR 496 0.369
ILE 497 - LEU 497 0.378
LYS 498 -LYS498 0.363
GLN 499 -THR 499 0.813
GLN 500 -VAL 500 0.207
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ASN 502 - ALA 502 1.123
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Figure S4. Electrostatic surface potentials of CmAP entrance to the active site bound with guitarrin
C. Positively charged amino acid residues are indicated by blue color. Negatively charged amino acid
residues are indicated by red color .
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Figure S5. 2-D diagram of the contacts of guitarrin C and human alkaline phosphatase TNAP. The
mode of ligand-receptor interactions, the distance and the calculated binding energy are presented in the
table below.



