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Index Residue AA Distance Distance Donor Protein Side Donor  Acceptor
H-A D-A Angle donor? chain  Atom Atom
1 82A GLU 3.66 4.02 10399 x v 4865 654 [02]
[Npl]
~ Hydrophobic Interactions ««--
Index Residue AA Distance Ligand Atom Protein Atom
1 189A LEU 3.90 4851 1535
2 189A LEU 3.05 4848 1537
3 189A LEU 291 4856 1538
4 455A ILE 322 4846 3652
~ Hydrogen Bonds =
Index Residue AA Distance Distance  Donor Protein Side Donor Acceptar
H-A D-A Angle donor? chain Atom Atom
1 424A GLU 266 3.33 128.77 v v 3416 4833 [02]
[03]
2 428A SER 3.25 3.63 105.62 v v 3446 4833 [02]
[03]
3 431A LYS 2.89 3.45 115.57 v v 3467 4836 [Npl]
[N3]
4 431A LYS 3.01 3.45 108.66 x v 4836 3467 [N3]
[Npl]
v Water Bridges
Index Residue AA Dist. Dist.  Donor Water Protein Donor  Acceptor  Water
AW  D-W  Angle Angle donor? Atom Atom Atom
1 428A SER 322 346 12154 92094 v 3441 4836 [Npl] 4680
[Nam]

Figure S1. 3D interaction diagrams for BDF1 (up) and BF1 (bottom) in complex with monomeric BSA (PDB
ID: 415s, chain: A) obtained by PLIP (Protein-Ligand Interaction Profiler, https://plip-tool.biotec.tu-
dresden.de/, accessed on 31 December 2021).
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Interacting chains: A, B

, Index Residue AA Distance Ligand Atom Pratein Atom

W Protein

Ligand 1 521B GLN 3.68 9670 8830

e Water 2 555A ASP 390 9644 4452

Charge Center & 555B ASP 322 9645 9105

cLnsn Aromatic Ring Center :
® Metal lon 4 559A ALA 3.04 9646 4431
5 561A ASP 3.86 9659 4491

=+« Hydrophobic Interaction

ASPS558 — Hydrogen Bond v Hydrogen Bonds —
Water Bridge
Index Residue AA Distance Distance  Donor Protein Side Donor  Acceptor
H-A D-A Angle donor? chain  Atom Atom
- ... T-Cation Interaction 1 561A  ASP 2.78 3.64 153.21 W v 4493 9664 [Npl]
[03]
Salt Bridge 2 561A ASP 3.02 3.64 12252 x v 9664 4493 [03]
[Npl]
v Water Bridges
Index Residue AA Dist. Dist. Donor Water Protein Donor  Acceptor  Water
AW D-W Angle Angle donor? Atom Atom Atom
1 563A LYS 269 297 14944 13425 X 9679 4511 [N3] 9451
[Npl]
2 563A LYS 297 269 10344 13671 4511 9679 [Npl] 9451
[N3]
v 1-Cation Interactions .---
Index Residue AA Distance Offset Protein Ligand Ligand Atoms
charged? Group
1 524B LYS 550 127 v Aromatic 9650, 9651, 9652, 9677,
9678
v Salt Bridges
Index Residue AA  Distance Protein positive? Ligand Group Ligand Atoms
1 520B LYS 487 v Carboxylate 9648, 9680
2 SE3A LYS 514 v Carboxvlate 9648 9680
w Hydrophobic Interactions « -«
W Protein Index Residue AA Distance Ligand Atom Protein Atom
Ligand 1 115A LEU 388 9652 915
Water
Charge Center 2 115A LEU 2.83 9666 917
Aromalic Ring Center 3 121A THR 335 9664 963
wizia @ Motal lon 4 122A LEU 384 9654 970
-+=+ Hydrophobic Interaction 5 136A LYs 3.39 9665 1089
— Hydrogen Bond 6 137A TYR 354 9660 1097
7 137A TYR 3513 9659 1099
8 140A GLU 3.35 9660 1129

v Hydrogen Bonds =

Index Residue AA Distance Distance  Donor Protein Side Donor  Acceptor

H-A D-A Angle donor? chain  Atom Atom
1 140A GLU 3.53 3.96 108.78 x 1125 9646 [03]
[Nam]
2 140A GLU 1.96 2.50 11478 x v 9646 1132 [02]
[03]
3 160A TYR 3.00 3.45 109.14 % v 9650 1315 [03]
[Npl]

Figure S2. 3D interaction diagrams for BDF1 (up) and BF1 (bottom) in complex with dimeric BSA (PDB ID:
4f5s, chains: A,B) obtained by PLIP (Protein-Ligand Interaction Profiler, https://plip-tool.biotec.tu-
dresden.de/, accessed on 31 December 2021).



Residue 1 Residue 2

Contact No.
Contact 1

Contact 2
Contact 3
Contact 4
Contact 5
Contact 6
Contact 7
Contact 8
Contact 9

Contact 10

Style

Action

atom: [GLUJ82:

Summary of the top 10 contacts

Rank 1 2 3 4 5 6 7 8 9 10
Residue 1 GLU97 Cysi101i GLUS97 ARG98 LYS 180 LYS 64 GLU97 GLUSB3 GLU100 GLUS7
Residue 2 HIS 509 HIS 509 PRO572 HISS509 GLU339 GLUS03 LYS573 PHES501 HISS509 GLY 571

Predicted Score 0.2149 0.2110 0.2052 0.1996 0.1969 0.1819 0.1795 0.1791 0.1790 0.1787

Figure S3. Inter-protein residue-residue contacts for homo-dimeric BSA as predicted by DeepHomo Server
(http://huanglab.phys.hust.edu.cn/deephomo/data/61ce50fad2e29/, accessed on 31 December 2021). Note
how Glu-82 lies in the vicinity of one of the main residues (Glu-97) involved in the dimerization of BSA as
predicted by DeepHomo Server.
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Figure S4. Pharmacokinetic properties, including partition coefficients (cLogP), blood-brain barrier (BBB)
permeability, pan-assay interference compounds (PAINS) score, and other druggability properties, predicted
by SwissADME (http://www.swissadme.ch/index.php, accessed on 14 December 2021) for BF1.
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Figure S5. Pharmacokinetic properties, including partition coefficients (cLogP), blood-brain barrier (BBB)
permeability, pan-assay interference compounds (PAINS) score, and other druggability properties, predicted
by SwissADME (http://www.swissadme.ch/index.php, accessed on 14 December 2021) for BDF1.



