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ABSTRACT ARTICLE HISTORY
Cancer metastasis or the spread of cancer cells from main tumor to other Received 31 October 2021
parts of the body is the most common cause of morbidity and mortality in Accepted 14 September 2022
cancer patients. Due to applications of risedronate (RES) and zoledronate
(ZLA) in the medical field, the solvation effects, reactivity studies, and
molecu'lar dynamics (MP) are reported. The §9Iv§tion—free energy in.water wavefunction reactivity
(hydration-free energy) |nd|catgs gqod soll_Jb_lllty in an aqueous medium, a analysis; risedronate;
factor that corroborates the biological activity. The O...H distances (P=0 zoledronate

to OH) gives interactions in vacuum and solvents. Change in free energy

for the RES and ZLA with both solvents indicated the process happen in

spontaneously. Van der walls interactions demonstrated that the intramo-

lecular hydrogen bonds at O4-C15 (RES) and at O8-H21, 0O3-H22,

N10-H19, and O6-H17 (ZLA). MD and simulation of the ligand bound main

WNT5A were studied in details to understand the nature of possible bind-

ing motifs and structurally stable conformations.

KEYWORDS
DFT; MD simulations;

1. Introduction

Cancer metastasis or the spread of cancer cells is the leading issue among cancer patients. After
the lung and liver, the bone is one of the most prevalent locations for metastatic metastasis."
Inadequate pain control in metastatic cancer patients is frequently accompanied with sadness,
anxiety, diminished function, and a much lower quality of life, resulting in morbidity and death.?
As a result in addition to the continued difficulty of discovering new treatments capable of curing
the illness, there is a need to develop medications that provide palliative care to patients in order
to relieve pain.

Diphosphonic acid has more coordination sites than monophosphonates, which has sparked
major concern about the phosphate ligand. The bisphosphonic acid has three oxygen atoms on
both ends, resulting in hexa-coordinated chemical ligands. Theoretically, both ends should be
three coordinated, but the analysis demonstrates that both ends are two or one coordinated in
some form.*”” Phosphonates give more bridging modes to metals than other organic compounds,
making the production of structural motifs.® Nikfar and Shariatinia reported the DFT studies of
phosphate functionalized carbon nanotubes as efficient drug delivery systems.” Biphosphonates
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2 J. S. AL-OTAIBI ET AL.

are natural pyrophosphate derivatives that are an important class of medications used to treat a
variety of cancers.'”!!

Risedronate (RES) is used to treat osteroporosis by effectively blocking bone resorption.
Additionally, RES has been shown to have antiparasitic effects.!>'® Zoledronate (ZLA) also
known as zoledronic acid is a bisphosphonate medication that is administered intravenously to
treat a variety of bone ailments. It also possesses anticancer properties and increases the efficiency
of other antitumor chemicals when used together.'* In postmenopausal women, ZLA enhanced
bone density and reduced vertebral fractures.'” Several organizations have looked into metal
phosphate and phosphonate compounds as solid state materials for organizing organic mole-
cules.'® Mixed metal phosphonates can be made by combining phosphoric and phosphonic acids
during the synthesis process.'® Acids, bases, and anions and light emitting characteristics are
obviously susceptible to imidazole based compounds.'””'® Myller et al. reported pH behavior of a
phosphate molecule.'” Wnt5A signaling is critical for tumor genesis and skeletal remodeling.
However, its role in the development of metastatic bone lesions is yet unknown. The complexity
of Wnt5A signaling, which involves various ligands, receptors, and inhibitors, with intricate bio-
logical effects and unique signaling pathways depending on the cellular context, is one of the pri-
mary challenges in understanding its function in cancer progression.*’

To predict and comprehend the features molecular systems, theoretical approaches to the study
of the electronic structures are often used.”' These computational tools are frequently employed
in the study of organic molecules that could be used in pharmaceuticals.”*> Molecular modeling
has developed into a very useful and effect tool in recent years. This method provides a strong
alternative for the analysis of the experimental data. Without having to go through the experi-
ence, it enables the computerized investigation and therapy of chemical issues. A review of the lit-
erature reveals that modeling has established a very important place in the science of
phosphonates compounds, as indicated by the research that are published on it every year.>**
The solvation-free energy calculates the energy changes in a molecule’s transfer from gas to solv-
ent and it is used to calculate a variety of properties like activity coefficients and solubilities. The
solvation effects, reactivity studies, and molecular dynamics (MD) of (1-Hydroxy-1-phosphono-2-
pyridin-3-ylethyl)phosphonic acid (RES) and (1-hydroxy-2-imidazol-1-yl-1-phosphonoethyl)phos-
phonic acid (ZLA) are reported due to its biomedical characteristics in this work.

2. Methods

Theoretical analysis of RES and ZLA (Figure 1) were done by Gaussian09 and GaussView5 at
CAM-B3LYP-/6-311++G(d).>>*® The default settings were used for the convergence criteria
regarding SCF and optimization procedure. Topological features were examined for RES and ZLA

9y
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Figure 1. Optimized geometries of (a) RES and (b) ZLA.
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by the AIM, RDG, ELF, and LOL, studies using Multiwfn program and AIMAII software.””*® In
this study, due to absence of available X-ray crystallography structure of Wnt5A in the structural
databases such as PDB and MMDB, the protein was homology modeled in deep mind’s Alpha
fold.*® The primary sequence of Wnt5a was taken from Uniprot database (ID:UniProtKB- P41221
(WNT5A_HUMAN)) and modeled in Alpha fold version 2.0. Final energy-minimized model was
validated by ProSa and PROCHECK for Ramachandran plot, 1 D-3D, and Errat plot analysis.”**’
In order to study the molecular interactions of major pathway protein Wnt5A responsible for
bone cancer and ligands, ZLA and RES, the structures were energy minimized with AMBER 14ff
for atom type correction and Gasteiger charges were added. Docking was performed with
Autodock.’® During molecular docking studies, three replicates were performed. The total num-
ber of solutions was computed 50 in each case, with population size 500, number of evaluations
2,500,000, maximum number of generations 27,000, and rest the default parameters were allowed.
After docking, the RMSD clustering maps were obtained by reclustering command with a cluster-
ing tolerance of 0.25, 0.5, and 1 A, respectively, to get the best cluster with the lowest energy
score with a high number of populations. The Ki values were determined from the free energy of
binding energy using present algorithm in Autodock version 4.2.6.

The MD simulations studies were carried on the docked complexes for protein with ligand
using the Desmond 2020.1 from Schrodinger, LLC. The sampling was done using same parame-
ters for MD with OPLS-2005°>° and explicit model with SPC water molecules were used in this
system.3 ® MD simulations were performed on WNT5A for 100 ns. NaCl solutions (0.15 M) were
added to simulate physiological environment. Initially, system was equilibrated using NVT
ensemble for 100ps to retain over the protein-ligand complex. Followed by this a short run
equilibration and minimization using NPT ensemble for 12ps and as reported.’”’° To find the
bonded forces for each trajectory RESPA integrator was used for a time step of 2 fs. The RMSD,
Rg, RMSF, and H-bonds were calculated to study the stability of the MD simulations.

3. Results and discussion
3.1. Electronic and chemical properties

Solvation-free energies (SFE) in water and DMSO were obtained by Truhlar’s SMD,* which uses
set of parameters calculated along with IEF-PCM. SFE estimates energy change of the molecule
in the environments, gaseous and solvent, being important for determine different properties.*!
The SFE were calculated via SMD model in water and DMSO are —29.61, —19.33 for RES and
—26.85, —22.55 kcal/mol for ZLA. Although the values obtained be negative for all solvents tested,
the comparison of SFE values suggests that water may be better for the solubilization of RES and
ZLA. Value of SFE in water indicates good solubility in an aqueous medium, factor that corrobo-
rates the biological activity, in as much as that bioorganic processes occur in aqueous medium.

In addition, the thermochemical quantities and their changing were presented in Table SI.
Accordingly, for RES, in water the changes are high while for ZLA the changes are nearly same.
The changes of the entropy during the process for all water and DMSO with RES are negative
while for ZLA with water the change is positive. Besides, the changing of the free energy (nega-
tive values of AG) for the RES and ZLA with both solvents indicated the solvation process hap-
pen in spontaneously. Whether a chemical change is thermodynamically feasible is dependent on
Gibbs energy and its variations. As a result, the reaction will tend to occur spontaneously.
However, if the free energy of the products is greater than that of the reactants, the reaction will
not take the course indicated and will instead tend to go in the opposite direction.*” Namely, the
AG quantities of RES and ZLA were calculated as —29.59, —20.16 and —27.85, —23.11 kcal/mol,
respectively. Also, the lowest AS quantities of the RES and ZLA with DMSO were calculated as
—0.004 and —0.832kcal/mol, respectively (Table SI).
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Table 1. Chemical descriptors (eV).

Eromo E umo Energy gap Hardness Chemical potential Electrophilicity index

RES

Vacuum —8.6849 —0.3962 8.2887 4.1444 —4.5406 2.4873
Water —8.3736 —0.615 7.7521 3.8761 —4.4976 2.6093
DMSO —8.4419 —0.5801 7.8618 3.9309 —4.5110 2.5884
ZLA

Vacuum —7.9271 —1.3260 6.6011 3.3006 —4.6266 3.2426
Water —7.6822 —2.0501 5.6321 2.8161 —4.8662 4.2043
DMSO —7.6719 —1.7516 5.9203 2.9602 —4.7118 3.7498

Tonization potential, [= —Egomo and electron affinity, A= —Ejymo. I, A, and energy gap are,
8.6849, 0.3962, 8.2887/8.9271, 1.3260, 6.6011 eV for RES/ZLA in vacuum (Table 1). The chemical
descriptors of RES/ZLA in vacuum are: hardness, #=4.1444/3.3006¢eV, chemical potential,
n= —4.5406/—4.6266 eV, and electrophilicity index, =2.4873/3.2425¢V, respectively.*>**
Hardness values for phosphonate derivatives are reported to be between 3.13 and 3.32 eV, chem-
ical potential values between —3.62 and —3.67¢V, and electrophilicity index in the range
2.00-2.09€V.* Table 1 shows that theoretical FMOs energies and HOMO-LUMO gap calculated
for RES/ZLA are somewhat lower in solution, indicating that dielectric constant changes reactivity
of RES/ZLA, directly affecting the reactivity, revealing lower hardness and electrophilicity index
in solvents. However, in general, the calculated global reactivity descriptors compared to calcu-
lated ones for other bioactive molecules in literature*® indicates the studied molecule as a soft
molecule with good attractive electron power and moderate donating electron power.

In vacuum, the UV-vis absorptions of RES are at 220.39 and 241.10 nm while, in solvents,
only one absorption is seen nearly at 222nm for water and DMSO (Figure S1). For ZLA, two
absorptions are nearly at 172 and 186 nm in vacuum and solvents, with a slight lowering in water
for the band 172 nm.

3.2. Spectroscopic properties

Most of the bond lengths are changing due to solvation of RES and ZLA (Table S2). The P-O
bond lengths are changing by 0.0152-0.0010 A (water), 0.0053-0.0002 A (DMSO), C-P bond
lengths by 0.0156-0.0077 A (water), 0.0037-0.0022 A (DMSO) for RES and 0.0528-0.0013 A
(water), 0.0191-0.0000 A (DMSO), C-P lengths by 0.0095-0.0034 A (water), 0.0092-0.0030 A
(DMSO) for ZLA. The H atoms of OH to O atom of P=O are at distances, 1.9237, 2.6606,
2.6563/2.5361, 2.8859, 2.7513/1.9861, 2.8039, 2.6863 A (08-H20, O9-H25, and O8-H23) for RES
and 2.8534, 2.7149/2.8417, 2.9204/2.8621, 2.8059 A (09-H25, O8-H23) for ZLA in vacuum/
water/DMSO, respectively, giving the hydrogen bond interactions in the systems.

In solvents maximum deviations are observed for the vibrational modes (Figure S2 and Table
S3) at 3639, 3627, 3622, 3515, 1390, 620, 569, 521 cm™ ' for RES and for ZLA, 3644, 3629, 3247,
1305, 1244, 1100, 1077 923, 449 cm™" (vacuum; deviations of more than 20cm™"). Also in water
a number of modes show deviations greater than that in DMSO and probably these shifts are due
to hydrogen bonding in the systems. DFT gives vOH in the range 3639-3423cm ™' for RES and
at 3644-3247 cm™ ' for ZLA.*” The FTIR modes of PO, vibrations are reported in the ranges at
550-600cm ' (v4), 96lcm™' (vl), 1000-1100cm™' (v3), and OH modes at 630 and
3560 cm™ ';48," at 620 and 530cm ',* at 960cm™' (v1), 430-450cm ™' (v2), 1040-1074cm ™"
(3), and 590-608cm™! (v4) modes of PO, 51 POs at 862, 932, 1196, 1222cm™ ! and 629,
661 cm™ ' stretching of CP.** Pyridine modes are reported at 1025-1055cm™ ' (CH deform-
ation);” at 1637, 1596, 1582, 1445cm ™ '.>*">°


https://doi.org/10.1080/10406638.2022.2126504
https://doi.org/10.1080/10406638.2022.2126504
https://doi.org/10.1080/10406638.2022.2126504
https://doi.org/10.1080/10406638.2022.2126504
https://doi.org/10.1080/10406638.2022.2126504

POLYCYCLIC AROMATIC COMPOUNDS @ 5

Table 2. Topological parameters of the title compounds RESD and ZLA for selected BCPs.
Compound BCP p(n (a.u) Vzp(r) (a.u) Vir) (au)  G(r) (@u)  H(@) (@u) —G/V & AEg (kcal/mol)

RESD P2-09 0.177 0.945 —0.440 0.338 —0.102 0.769  0.040 -
P1-08 0.171 0.844 —0.412 0.311 —0.100 0.756  0.003 -
P1-05 0.147 0.580 —0.316 0.230 —0.086 0.729  0.092 -
P1-04 0.141 0.531 —0.293 0.213 —0.080 0.726  0.092 -
P2-06 0.139 0.515 —0.288 0.209 —0.080 0.723  0.040 -
P2-07 0.129 0.366 —0.249 0.170 —0.079 0.684 0.129 -

07-H24 0.061 0.130 —0.076 0.054 —0.022 0.713  0.039 -
08-H20 0.054 0.105 —0.062 0.044 —0.018 0711 0.033 -
03-H21 0.016 0.075 —-0.014 0.016 0.002 1174 0412 —4.36
04-C15 0.011 0.046 —0.009 0.010 0.001 1159  0.746 -

ZLA P1-08 0.167 0.617 —-0.374 0.264 —0.110 0.706  0.027 -
P2-09 0.168 0.605 —0.375 0.263 —0.112 0.702  0.015 -
P2-06 0.127 0.261 —0.222 0.144 —0.078 0.647  0.013 -
P1-04 0.132 0.247 —0.232 0.147 —0.085 0633  0.048 -
P2-07 0.131 0.233 —0.228 0.143 —0.085 0.628 0.134 -
P1-05 0.122 0.218 —0.205 0.130 —0.075 0633 0.124 -

05-H25 0.027 0.097 —0.025 0.025 0.000 0.981  0.149 -
03-H22 0.024 0.082 —0.022 0.021 —0.001 0975  0.198 —6.76
N10-H19 0.018 0.069 —0.015 0.016 0.001 1.089 2187 —4.55
06-H17 0.016 0.063 —0.013 0.014 0.001 1111 0135 —4.00
08-H21 0.011 0.039 —0.008 0.009 0.001 1142 0.109 —2.39

3.3. Aim analysis

Several chemical processes are described using the AIM analysis, which is based on structural
properties of charge distribution. According to this theory, every pair of atoms in a molecule sys-
tem does have its own crucial stage, referred to as the bond critical point (BCP), which has been
used to deduce chemical interactions in molecular structures. In this present work, electron dens-
ity (ED) p(r), ED of Laplacian V?p(r), potential energy density V(r), local energy density
H(r), kinetic energy density G(r), the ratio of -(G/V) and ellipticity (¢), of RES and ZLA for
selected BCPs are determined and are listed in Table 2. Figure 2(a,b) exhibits the AIM molecular
maps of the RES and ZLA, respectively. The BCP’s (very small green spheres), bond paths (black
solid lines), ring critical points RCP’s (small red spheres), ring path (solid lines in ash color),
non-covalent weak interactions (dotted black lines) are also represented in these figures. Closed-
shell and shared interactions between BCPs are usually distinguished using the Laplacian electron
density V?p(r) and electron density p(r) values.

In this case, the smallest values of p(r) and corresponding positive values of V?p(r) of RES
and ZLA shown that the closed-shell interactions (Van der Walls and Intra molecular H-bonds)
existed in the chemicals at O4-C15 and O3-H21 (RES); at O8-H21, O3-H22, N10-H19, and
06-H17 (ZLA), respectively, and they are shown in Table 2. Other V?p(r) and p(r) values of
BCPs suggest that shared covalent interactions of the compounds. The maximum bond ellipticity
(€) values are found for RES and ZLA at O4-C15 and N10-H109, respectively, which reflects the
anisotropy of electron density curvature of RES and ZLA.””®

The calculated V2p(r) and H(r) are also utilized to classify hydrogen bond interactions further,
such as (i) VZp(r) <0 and H(r) < 0 for the strong hydrogen bonds and covalent in nature, (ii)
V2p(r) > 0 and H(r) < 0 for intermediate hydrogen bonds and partially covalent and (iii) V?p(r)
> 0 and H(r) > 0 for weak hydrogen bonds electrostatic and non-covalent nature. In this case, the
three weak hydrogen bonds (N10-H19, O6-H17, and O8-H21) and one intermediate hydrogen bond
(O3-H22) were confirmed in the ZLA compound by the VZp(r) and H(r) values. Similarly one weak
H-bond (O3-H21) was found for the compound RES. These H-bonds interaction energies (AEx.  p)
were also calculated by half of the potential energy density V(r) at corresponding BCPs
(Ex.u=V(r) /2),59’60 and the highest interaction energy was found at O3---H22 (—6.76 kcal/mol).
In addition, the ratio—(G/V), demonstrated the non-covalent character of these interactions.
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(a)

(b)

Figure 2. AIM Molecular graph of (a) RES and (b) ZLA: a green small spheres (BCPs), small red sphere (RCBs), black lines (bond
paths), ash color solid lines (RCP to BCP ring path), block dotted lines (non-covalent weak interactions).

3.4. LOL and ELF

The ELF and LOL were commonly employed to show the relationships between electrical and
geometric structures, as well as to better comprehend the bond kinetics of the molecules’ main
bioactive sites. In this work, the two chemicals of RES and ZLA are investigated by ELF and LOL
analysis for topological properties of the substances. In Figures 3 and 4, the color red signifies a
region with strong ELF and LOL values, while the color blue indicates a place with weak ELF
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Figure 3. (a,a’) Electron localization function (ELF) and (b,b’) Localized orbital locator (LOL) maps and contour surfaces of RES.

and LOL values of RES and ZLA, respectively. The color red and blue are also used to represent
electron localization and delocalization.®”®* These localized and delocalized atoms and regions
are used to describe the chemical structure of the RES and ZLA. In RES and ZLA, the deepest
blue rings around P2, O5, and C13 for RES, and P2, C12, C14, and C16 for ZLA, which sug-
gested that these are the strongest delocalized regions of these compounds. The phosphorus and
oxygen atoms are more delocalized due to its electron withdrawing inductive effect and lone pair
of resonance effect at P1 and P2 of RES and P2 of ZLA, whereas the carbon atoms (C13 for RES
and Cl14 and C16 for ZLA) also delocalized due to 7 electrons of aromatic ring by resonance.
The highest delocalization zones are around the few number of nuclei among them, and their
related chemical environment O7-P2-09, O5-P1-04, and C15-C13-Cl14 (for RES); and
07-P2-09, P2-C12-03, and N10-C14-C16 (for ZLA), which are graphically illustrated in
Figure S3 and S4. The P and C atoms were more strongly delocalized and there were more delo-
calized regions presented in RES when compared to ZLA.

3.5. RDG analysis

In this study on RES and ZLA, the RDG map was utilized to find weak interactions between
atoms in a molecule, such as intra molecular hydrogen bonds, van der Waals connections, and
steric effects. The NCI-RDG graph is constructed by plotting RDG versus sign (4,)p to highlight
these weak interactions in a very small range.63’65 In this graph (Figure 5), the sign (1,)p regions
of red color spikes denotes a strong steric repulsive effect; the green color spikes reveals Van der
walls interactions at O3-H21 for compound RES; and the blue regions (and spikes) represent the
hydrogen bond connections. In the present case, Figure 5(a,b) shows that the weak interactions
between the molecular groups of RES and ZLA respectively, the region of sign (4,)p at green
color spikes (—0.01 to —0.02 a.u. for RES; —0.01 to —0.02 a.u. for ZLA) represent the same Van
der walls interactions in both two molecules; the red color spikes (0.01-0.03 a.u. for RES;
0.01-0.02 a.u. for ZLA) indicates that the strong steric repulsive effect in RES than ZLA and also
this plot shows, the blue regions (—0.03 to —0.05 a.u. for RESD; —0.025 to —0.029 a.u. for ZLA)
was confirmed that the intra molecular weak hydrogen bond interactions of compounds (at
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Figure 4. (a,a’) Electron localization function (ELF) and (b,b’) Localized orbital locator (LOL) maps and contour surfaces of ZLA.
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Figure 5. RDG Plots versus the electron density p multiplied by the sign of 4, for (a) RESD and (b) ZLA.

04-C15 for RES and O8-H21, O3-H22, N10-H19, and O6-H17 for ZLA). Since the results of
this study (sign (4;)p values) suggests that the four intra molecular hydrogen bonds in the ZLA
compound are weak and their interaction energies are slightly greater than RES, and the results
of earlier AIM calculations of the H-bond interactions were validated by this conclusion.

3.6. Molecular modeling, docking, and dynamics

AI/ML-based modeling of Wnt5A in Alpha fold displayed a convincing model (S5a) with a
DOPE score —2.67 and in Ramachandran plot the phi and psi dihedral angles mostly lying in the
most favored regions >94%, 0.6% additionally allowed and 0.3% generally allowed regions
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Figure 6. (a) RMSD of protein and ligands; (b) RMSF of protein and ligands; (c) hydrogen bonds; (d) radius of gyration.

(Figure S5(a)). From Ramachandran plot, it can be suggested that the protein is of high quality.
Quality assessment results of modeled Wnt5A by ProSA web results showed that the modeled
protein was positioned in both X-ray and NMR regions with a score —7.42 (Figure S5(b), Good
quality structures usually lie within the regions of X-ray and NMR). On the other hand, Errat
plot displayed overall quality factor of the modeled Wnt5A is 97.973. Two lines are shown on the
error axis to illustrate the confidence with which regions that exceed the error value can be
rejected. It was observed from Figure S5(c), that most of the residues lay in the good confidence
level with least error. Therefore, homology modeling and quality assessment of the model sug-
gested that the modeled protein is of good quality.

Molecular interaction studies in between the modeled protein Wnt5A and ligands ZLA and RES
were carried out to determine the predicted binding energy score (AG) and inhibitory concentration
(Ki). Docking studies revealed that the ZLA ligand bound convincingly to a pocket in the Wnt5A
protein with lowest binding energy —7.8 kcal/mol with Ki —6.0 pM. The principal amino acid resi-
dues involved in ligand binding GLN107, ARG109, HIS110, and ARG111 are involved in making
conventional hydrogen bond (Figure S5(d)), While ASP271 attractive charge interaction. On the other
hand, RES ligand bound comparatively high affinity with Wnt5A than ZLA with lowest binding
energy with a RMSD tolerance 0.25 A and having highest numbers of clusters in this tolerance limit.
The binding energy was predicted to be —8.1kcal/mol with inhibitory concentration (Ki) —2.4 uM.
The principle residues at binding pocket of Wnt5A are THR99, GLU103, and ARG260 involving in
conventional hydrogen bonds with RES ligand. Therefore, it can be suggested that ligand RES perhaps
better choice for lead identification for future bone cancer therapy. RES docked with New Delhi met-
allo-B-lactamase-1 with a score of —10.54 kcal/mol.*®

MD and simulation of the ligand bound main WNT5A were studied in details to understand
the nature of possible binding motifs and structurally stable conformations. In order to obtain
the information of accurate structural convergence in MD studies, replication of the simulations
were done using same system parameters. The RMSD of 100 ns simulation trajectories displayed
a stable conformation of the complex (Figure 6(a), red and black) complex with 0.5 A deviations,
while the ligand RMSD also displayed very less deviation indicating the stable complex with
WNT5A.%” Root mean square fluctuations of the whole C-alpha atom of WNT5A-RES and
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Figure 7. (a) SASA Values of WNT5A-RES Complex (b) SASA Values of WNT5A-ZLA Complex (c) Total Energy WNT5A-RES (d)
Total Energy WNT5A-ZLA.

WNT5A-ZLA at a function of 100 ns time scale displayed very less deviations except at 311 resi-
due position (7.4 and 9.2 A) indicating very stable and compact protein ligand complex
(Figure 6(b)).®

The number of hydrogen bonds (Figure 6(c)) formed throughout the simulations was found to
be 6 for WNT5A-RES complex and 4 for WNT5A-ZLA complex. Radius of Gyration (Figure
6(d)) of C-alpha atom of WNT5A displayed the conformational convergence toward a compact
structure leading to stable WNT5A-Ligand complexes which is also in agreement with RMSF val-
ues. The binding SASA (Figure 7(a,b)) displayed lowering of surface area in the complex as com-
pared to unbound protein structure. This indicates compactness of the ligand bound protein
complex and suggesting an equilibrated as well as converged structure. Since the process was
done for 100ns and both shows a steady SASA values for WNT5A-RES complex from 60 to
100 ns around 299.65-654.17 (A?) for unbound and 144.17-502.81 (A?) for the bound structures
and WNT5A-ZLA complex from 60 to 100ns around 258.84-423.08 (A?) for unbound and
158.44-301.47 (A2?) for the bound structures.®>”°

The total energy (Figure 7(c,d)) of the whole system is found to be very stable and minimized
global energy. The two major non bonded interactions played important role in stabilizing the
complex such as Van der Waals and Coulomb energy. The Coulomb energy displayed high con-
tribution to achieve a global minima structure of whole complex throughout simulation time of
100 ns as compared to Van der Waals energy.

4. Conclusion

The SFE (water/DMSQO) are —29.61/—19.33 for RES and —26.85/—22.55kcal/mol for ZLA which
supports the biological activity. In solvents deviations are observed for the vibrational modes and
geometrical parameters. FMOs energies and HOMO-LUMO gap calculated for RES/ZLA are
somewhat lower in solution, indicating that the dielectric constant changes reactivity of RES/ZLA,
directly affecting the reactivity indexes, revealing lower values for hardness and electrophilicity
index in solvents. In this investigation, for RES and ZLA, the RDG map was utilized to find weak
interactions between atoms in a molecule, such as intramolecular hydrogen bonds, van der Waals
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connections, and steric effects. Homology modeling and quality assessment of the model sug-
gested that the modeled protein is of good quality. The intramolecular hydrogen bonds in the
ZLA compound are weak and their interaction energies are slightly greater than RES. At the
binding pocket of the receptor, the presence of principle residues suggests that RES is a better
choice for lead identification for future bone cancer therapy than ZLA. The steady SASA values
of RES are greater than that of ZLA which support the above argument.
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