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Supplementary Figure 1:
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Supplementary Figure 1: A detailed view of (A) site 1 and (B) site 2. The
binding sites display a predominantly hydrophobic character. AMT (red) and PMT
(green) bind to site 1 in an orientation similar to that of Diclofenac as observed in
PDB id 4769, where as AMT (orange) and IMP (cyan) dock to site 2 in a pose
similar to that of Diazepam, as observed in PDB id 2BXF
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Supplementary Figure 2: (A) HSA consists of three domains, namely I
(residues 1-195, red), II (residues (196-383, blue) and III (residues 384-585,
green). Domains are further divided into two subdomains A and B. Binding
site 1 is located in domain ITA, while site 2 is present in domain IIIA. (B)
The spatial positions of ion-pair interactions used to monitor conformational
drift during the simulations. (C) Ten ion-pair interactions are present at the
interface between domains and were monitored to assess conformational
perturbations.



Supplementary Table 1:

RMSD (nm) Rg (nm) SASA (nm?)
] 7 3 A 1 3 3 A T 7 3 A
HSAGpo) | 054 | 034 | 031 (3:33) 268 | 269 | 27 (3:83) 386 | 3238 | 3242 3(?1?
Hs(::;f‘l:" 052 | 037 | 04 (gf)i) 200 | 274 | 2m (3:(7]; 314 | 3351 | 3206 3(320;
H?g:f;” 036 | 041 | 043 (g:gg) 260 | 274 | 2m (éfé) 3299 | 3208 | 3309 33“0?
HS(:&‘\)" 020 | 025 | 026 (gfﬁ) 260 | 264 | 264 (ﬁ‘_gg) 3325 | 3300 | 329 3301;
H(Sgcg\;lp 026 | 024 | 031 (3:(2);) 260 | 264 | 265 (38“;’ )| 3200 | 3245 | 3258 Béﬁu;

Supplementary Table 1: Root mean squared deviation (RMSD), Radius of
gyration (Rg) and solvent accessible surface area (SASA) values calculated
from the final 100ns (400-500ns) of the simulation run. The average values
were calculated for each system and the simulation, which displayed the
closest RMSD value to the average, was selected for further structural
analysis (highlighted red). For example, simulation 2 of HSA(apo) was
chosen for further structural analysis.
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Supplementary figure 3: Secondary structure calculated at every 20"
frame from (A) HSA(apo), simulation 2, (B) HSA-AMT (site 1),
simulation 3, (C) HSA-PMT (site 1), simulation 2 (D) HSA-AMT (site
2), simulation 3 and (E) HSA-IMP (site 2), simulation 2. (F) The legend
for secondary structure is illustrated and colour coded as: teal — turn;
yellow — extended configuration; brown — isolated bridge; pink — alpha
helix; blue — 3¢ helix; red — Pi helix and white — coil (none of the above).
The x-axis is the frame number and y-axis is the residue number.
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Supplementary figure 4: RMSD per residue, calculated at every 20"
frame from (A) HSA(apo), simulation 2, (B) HSA-AMT (site 1),
simulation 3, (C) HSA-PMT (site 1), simulation 2 (D) HSA-AMT (site
2), simulation 3 and (E) HSA-IMP (site 2), simulation 2. (F) The RMSD
scale is illustrated over a range of 0-6A. The x-axis is the frame number
and y-axis is the residue number.
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Supplementary figure 5: Root means squared fluctuation (RMSF),
highlighting residual fluctuations. The analysis indicates that that the
drugs, when bound in site 1 exhibited pronounced structural effects on
the protein than when bound in site 2.
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Supplementary figure 6: Predicted model of HSA(apo) and cationic
amphiphilic drugs. Both SANS and DLS studies suggest that the protein gets
unfolded in presence of the cationic amphiphillic drugs, and after saturation
of protein, there is formation of free micelles of the drugs.



