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ABSTRACT

The health sector has been on the race to find a potent therapy for coronavirus disease (COVID)-19, a
diseases caused by severe acute respiratory syndrome coronavirus (SARS-CoV)-2. Repurposed anti-viral
drugs have played a huge role in combating the virus, and most recently, dexamethasone (Dex) have
shown its therapeutic activity in severe cases of COVID-19 patients. The study sought to provide
insights on the anti-COVID-19 mechanism of Dex at both atomic and molecular level against SARS-
CoV-2 targets. Computational methods were employed to predict the binding affinity of Dex to SARS-
CoV-2 using the Schrodinger suite (v2020-2). The target molecules and ligand (Dex) were retrieved
from PDB and PubChem, respectively. The selected targets were SARS-CoV-2 main protease (Mpro),
and host secreted molecules glucocorticoid receptor, and Interleukin-6 (IL-6). Critical analyses such as
Protein and ligand preparation, molecular docking, molecular dynamic (MD) simulations, and absorp-
tion, distribution, metabolism, excretion (ADME), and toxicity analyses were performed using the tar-
gets and the ligand as inputs. Dex showed stronger affinity to its theoretical (glucocorticoid) receptor
with a superior docking score of —14.7 and a good binding energy value of —147.48 kcal/mol; while
short hydrogen bond distances were observed in both Mpro and IL-6 when compared to glucocortic-
oid receptor. Based on these findings, Dex-target complexes were used to perform MD simulations to
analyze Dex stability at 50 ns. This study demonstrates that Dex could bind to both the viral and host
receptors as a potential drug candidate for COVID-19. To ascertain the biological fitness of this study,
other SARS-CoV-2 targets should be explored. Also, the in vitro studies of dexamethasone against sev-
eral SARS-CoV-2 targets warrant further investigation.
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1. Introduction (Horby et al., 2020). Similar to a natural hormone produced by
the adrenal gland, it is classified as glucocorticosteroid. Also
known as Decadron, Dex was considered a major breakthrough
based on a recent randomized control trial in the United
Kingdom. Based on the mode of action, cortisol binds to the
glucocorticoid receptor to stimulate the production of anti-
inflammatory proteins thereby suppressing pro-inflammatory
cytokines causing lung damage. In a press release for the
Randomized Evaluation of COVID-19 Therapy (RECOVERY) trial
on 16 June 2020, Dex was recommended for use in COVID-19

patients with severe respiratory symptoms. Dex reduced

To date, the most effective practice against the transmission of
COVID-19 is physical distancing and the use of personal pro-
tective equipment. As the world is gradually easing the lock-
down measures to reopen the economy, the search for potent
drugs and possible vaccines against this virus is pivotal. The
binding of SARS-CoV-2 spike protein to the human angiotensin
converting enzyme (hACE-2) causes pneumocytes damage. In
response to this process, the pneumocytes release specific pro-
inflammatory mediators such as IL-1, IL-6, and tumor necrotic
factor-alpha (TNF-a). The persistence of this process leads to

acute respiratory distress syndrome (ARDS) (Schett et al., 2020).
So far, the antiviral drug remdesivir was shown to benefit
patients with COVID-19 in a large randomized, controlled clin-
ical trial. This drug was reported to shorten the amount of time
that patients might need to spend in hospital but did not have
a statistically significant effect on mortality rate (Beigel et al.,
2020; Horby et al., 2020). Dex, an anti-inflammatory drug is
recently considered for treatment of severe cases of COVID-19

deaths by approximately 33% in patients requiring ventilation
and by 20% in those requiring oxygen (Healthcare, 2020).
Studies show that Dex has been used to reduce inflammation
in a wide range of conditions, including inflammatory disorders
and certain cancers (Hollander, 1960; Stoll, 1960). The WHO has
added this compound on the Model List of Essential Medicines
since 1977 in multiple formulations, and is currently off-patent
and commonly available in most countries (Organization WH,
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1977; Villar et al., 2020). In the attempt to develop novel anti-
viral drugs against this infection, different strategies have been
combined. Both experimental and computational approaches
have been recently reported with the aim of identifying potent
therapeutic agents (Elfiky, 2020; Elmezayen et al., 2020;
Enayatkhani et al, 2020; Enmozhi et al, 2020; Mittal et al,
2020). Possible drug targets for the treatment of COVID-19 are
currently under active investigation. These targets include; the
Human coronavirus (SARS-CoV-2; COVID-19) proteins, mem-
brane glycoprotein, Nucleocapsid, tumor necrosis factor recep-
tor type 6, toll-like receptor 3, surface glycoprotein (spike
glycoprotein), Interleukin-6 receptor subunit o (IL-6RA), and
RNA-directed RNA polymerase (Sorbera et al., 2020).

Interleukin 6 receptor is a class | cytokine receptor for IL-
6. The complex of this receptor with signal transducer sub-
unit is essential for proper function. The complex is involved
in immune response regulation, acute-phase reaction and
hematopoiesis (Tanaka et al., 2014). The respiratory tract
infection by SARS-CoV-2 results in mild or highly acute
respiratory syndrome with the release of proinflammatory
cytokines, including IL-6. Suppression of inflammation in
inflammatory diseases can be achieved by inhibiting IL-6
activity. Additionally, based on the biological and the patho-
logical roles of IL-6 in various diseases, it was anticipated
that IL-6 targeting would constitute a novel treatment strat-
egy for various immune-mediated diseases (Liuzzi et al,
2005; Nemeth et al., 2004; Nishimoto et al., 2005). Molecules
capable of binding to the receptor subunit of IL-6 may ren-
der the receptor inactive and may potentially attenuate pul-
monary inflammation in patients with COVID-19.

Coronaviruses are enveloped, positive-sense, single-
stranded RNA viruses. The open reading frame ORF 1ab enc-
odes the overlapping polyproteins (ppla, pplab) and are
cleaved into 16 non-structural proteins (nsp1-16) by Mpro
and the papain-like protease (Chen et al, 2020). Due to the
crucial role of Mpro in processing the polyproteins that are
translated from the viral RNA, it is considered as an essential
drug target (Boopathi et al., 2020). Currently, research efforts
focus on the identification of potential inhibitors of this tar-
get (Zhavoronkov et al., 2020). Specifically, Mittal et al. (2020)
identified potential molecules against COVID-19 main prote-
ase through structure-guided virtual screening approach
using anti-protease molecules for drug repurposing pur-
poses. Jin et al. (2020) also studied the crystal structure of
the Mpro in relation to specific inhibitors.

Dexamethasone was initially developed as a glucocorticoid
receptor-specific agonist (CGTP Collaborators, 2013) and was
used to determine the first glucocorticoid receptor-ligand
binding domain structure (Bledsoe et al., 2002). However, dexa-
methasone was later shown to also be a potent mineralocortic-
oid receptor ligand in a functional reporter gene assay
(Rupprecht et al.,, 1993). The X-ray structure of mineralocortic-
oid receptor in complex with dexamethasone is similar to the
corresponding glucocorticoid receptor-Dex structure. Also, the
relationship between Dex and glucocorticoid were previously
studied in neuroprogenitor cells in the hippocampus of rat
pups (Sze et al,, 2013), human monocyte cell line THP-1 (Bo
et al, 2006), human lens epithelial cells (Gupta & Wagner,

2005), and in human ovarian carcinoma cell line 3A0 (Xu et al.,
2003). These studies suggest that Dex effects are mediated
through glucocorticoid receptors. Additionally, the ligand
binding mechanism in steroid receptors was studied by Edman
et al. (2015) using glucocorticoid and solved the crystal struc-
ture using Dex as its inhibitor. This interaction was therefore
considered as the reference complex and the co-crystalized lig-
and was regarded as control in the optimization of molecular
docking protocol.

Among other questions yet unanswered about the clinical
use of Dex, the ideal dose and possible interactions against
SARS-CoV-2 targets remain unclear. In order to investigate
the mechanism of interactions between Dex and SARS-CoV-2
possible targets, this study examined the binding interaction
of Dex in comparison with glucocorticoid in order to provide
insight at both atomic and molecular level using computa-
tional approach.

2. Materials and methods
2.1. Modeling platform

The entire computational analysis was carried out using the
Schrodinger suite (2020-2) using the Maestro v12.4 version pack-
ages including LigPrep, Protein preparation, Glide XP docking,
grid generation, free energy calculations, ADME toxicity, and MD
simulations. Linux was used as the operating system

2.2. Datasets

The receptors employed in this study include: (a)
Glucocorticoid receptor in complex with Dex (Edman et al.,
2015) (PDB ID: 4UDCQ); (b) SARS-CoV-2 Mpro bound to potent
broad-spectrum non-covalent inhibitor X77 (A taxonomically-
driven approach to development of potent, broad-spectrum
inhibitors of coronavirus main protease including SARS-CoV-2
(COVID-19). Mesecar, A.D. (To be published)). (PDB ID: 6W63);
(c) Human IL-6 (Somers et al., 1997) (PDB ID: 1ALU). Dex (decar-
dron) structure was retrieved from PubChem at https://pub-
chem.ncbi.nlm.nih.gov/ as the ligand (compound CID: 5743).

2.3. Adme/tox analysis

The Schrodinger QikProp module (Release S. 4, 2017) and
the AdmetSAR web-based tool (http://Immd.ecust.edu.cn/
admetsar1/predict) were used to analyze the absorption, dis-
tribution, metabolism, excretion, and toxicity of Dex, respect-
ively. For toxicity, the Ames toxicity, carcinogenic properties,
acute oral toxicity, and rat acute toxicity were predicted.

2.4. Preparation of Dex

LigPrep module in Schrodinger was used to prepare the 3D-
structure of Dex. The ligand preparation process consists of a
series of steps that perform conversions, apply corrections to
the structures, generate variations on the structures, elimin-
ate unwanted structures, and optimize the structures. The
downloaded SD format from PubChem was converted to


https://pubchem.ncbi.nlm.nih.gov/
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Figure 1. The 2D (A) and 3D (B) structure of Dex colored by atomic partial charge.

Maestro format using the command line ‘sdconvert’. Before
the minimization of the 3D structure, hydrogen atoms were
added using ‘applyhtreat’. Charged groups were neutralized
before the generation of the ionization state by ‘neutralizer’
and ‘ionizer’. Prior to docking, low-energy ring conformation
was generated (‘ring_conf’) and the geometries of the gener-
ated structure was optimized by ‘bmin’ (Release S. 2, 2017).
The force field used in the minimization of Dex is the
Optimized Potentials for Liquid Simulations known
as OPLS_2005.

2.5. Preparation of Dex targets

Protein preparation module in Schrodinger was used to pre-
pare the receptors for Dex: human IL-6, glucocorticoid recep-
tor, and SARS-CoV-2 Mpro which were retrieved from protein
data bank with the PDB IDs: 1ALU, 4UDC and 6W63, respect-
ively. Prior to molecular modeling calculations, these proteins
were subjected to protein preparation wizard in order to add
hydrogen atoms, remove alternate conformation, correct
missing or incorrectly specified residues, remove HetAtoms
from the protein structure, correct missing or incorrectly
specified residues amongst others.

2.6. Molecular docking study

Protein-ligand interactions study was performed between
Dex and the aforementioned receptors. The binding pockets
on the receptors were generated using the receptor grid
generation module with either their co-crystalized ligands or
specific coordinates. For 4UDC and 6W63, the co-crystalized
ligands Dex and X77 (N-(4-tert-butylphenyl)-N-[(1R)-2-(cyclo-
hexylamino)-2-oxo-1-(pyridin-3-yl)ethyl]-1H-imidazole-4-car-

boxamide) were used to generate the grids by selecting the
atoms of the ligands respectively. The docking grid of the
active site of TALU was identified using the PDB file of the
coordinates. This site provides information about the area
around the active site (coordinates x, y and z). The receptor
grid box resolution was positioned at coordinates —0.35 (x-
axis), 74.13 (y-axis), and 350.16 (z-axis). Furthermore, the box
length was maintained at 10 A for x, y and z. Docking of Dex
to the respective receptors was carried out using the Glide
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ligand docking tool in Maestro v12.4. (Release S. 4., 2015).
Docking and calculations were performed in the extra preci-
sion (XP) mode of Glide and XP visualizer.

2.7. Prime energy properties calculation

The prime MM-GBSA was used to generate the energy prop-
erties of the ligand, receptor, and complex structures as well
as energy differences relating to strain. (Hayes & Archontis,
2012; Li et al, 2011). In this study, only the binding energies
of ligand docked complexes were recorded.

2.8. Molecular dynamic (MD) simulations

Prior to simulation, the docked complexes were prepared
using the system builder module in Maestro v12.4. MD simu-
lations were carried out using the Desmond software. The
optimized potentials for the liquid simulations OPLS-2005
force field were used in this system to determine the recep-
tors interactions with Dex, which was solvated with the sim-
ple point charged (TIP-3P) water model (Blessy & Sharmila,
2015; Jorgensen et al., 1983). The orthorhombic water box
was used to create a 10A buffer region between the atoms
on the receptors and box sides. The volume of the box
was minimized and the overall charge of the system
was neutralized by adding Na'. The temperature and
pressure were kept constant at 300Kelvin and 1.01325
bar using Nose-Hoover thermostat (Hoover, 1985) and
Martyna-Tobias—Klein barostat methods. The simulations
were performed using NPT ensemble by considering number
of atoms, pressure and timescale and the simulation time at
50 nanoseconds. The MD results were analyzed by simulation
interactions diagram module and MS-MD trajectory analysis.

3. Results

Molecular interactions between Dex (Figure 1) and three tar-
gets involved in Covid-19; Glucocorticoid receptor, SARS-
CoV-2 Mpro, and IL-6 receptors was investigated in silico
through molecular docking analysis and simulation.



4 A. O. FADAKA ET AL.

Table 1. Pharmacological properties of Dex.

Lipinski rules L Veber rules
Compound Lipinski's
MW HBA HBD Log p Violations nRB TPSA
ROF cut-off <500 <10 <5 <5 <1 <10 §14Q
Dex 392.46 6 3 2.15 0 2 94.83 A?

Note: ROF: Lipinski's Rule of Five; MW: Molecular weight (g/mol); HBA: Hydrogen bond acceptor; HBD: Hydrogen bond donor; Log P: Lipophilicity; nRB: Number

of rotatable bond; TPSA: Topological polar surface area.

Table 2. Toxicological properties of Dex.

Parameters Compound name
Dexamethasone
Ames toxicity NAT

Carcinogens NC
Acute oral toxicity 1]
Rat acute toxicity 2.1482

Note: NAT: Non Ames toxic; NC: Non-carcinogenic; Category-lll means
(500 mg/kg > LD50 < 5000 mg/kg).

3.1. Adme/tox analysis

The ADME and toxicological properties of Dex were analyzed
by QikProp and AdmetSAR web-based tools, respectively.
The physicochemical and biological properties of Dex (Tables
1 and 2) analyzed included the molecular weight, hydrogen
bond acceptor, hydrogen bond donor, lipophilicity, number
of rotatable bond, topological polar surface area, ames tox-
icity, carcinogens, acute oral toxicity, and rat acute toxicity.
This analysis is crucial for analyzing the efficacy of molecules.
All the parameters were within the ROF cut-off range for the
test compound (Dex) and showed no violation of the
Lipinski’s rule of five and Veber rules (Table 1) and presents
no bystander toxicity effects (Table 2).

3.2. Docking calculation

Molecular docking approach identifies suitable drug mole-
cules for the target of interest (Roy et al, 2015; Sharma
et al, 2011; Subhani et al, 2015; Vijayakumar et al, 2018).
The docking result shows the potential of Dex to bind within
the receptor pockets or active sites (Figure 2) and the hydro-
gen bond interactions within specified distances (Figures 3
and 4). The amino acid residues of the receptors crucial to
binding Dex within specific distances (H-bond distance val-
ues) are depicted in Figure 4. Furthermore, the docking
scores of the complexes were also generated (Table 3). To
specify the nature of the receptor-Dex interactions, the
Molecular Mechanics-Generalized Boltzmann surface area
(MM-GBSA) binding energy calculations were carried out
using the complexes as input in Prime module. The result of
the binding energies of the complexes are given in Table 3.
Glucocorticoid receptor was predicted to be notably more
preferable for binding of Dex with corresponding binding
free energy of —147.48 kcal/mol for Dex, being lower com-
pared with the binding energies for Mpro and IL-6 which
was —66.45 and —53.03 kcal/mol, respectively.

In this computational analysis, glucocorticoid receptor
complexed with Dex had the highest docking score (—14.3)
than other Mpro/IL-6-Dex complexes (—6.7 and —3.6 for
Mpro and IL-6 respectively). Furthermore, based on specific

interactions, ASN564, THR739, GLN642, and ARG611 in the
glucocorticoid receptor were involved in hydrogen bonding
with the atoms of Dex. Three amino acid residues (ASN142,
GLU166, and CYS44) in the Mpro active site were involved in
boding with Dex atoms. IL-6 also interacted with three resi-
dues (GLN175, ASP34, and LEU33) which were hydrogen
bonded with Dex atoms in its binding pocket. However, Dex
showed a better binding affinity for Mpro than the other
receptors based on the distances of the interacting atoms in
the active site. Overall, Dex showed good measurable bind-
ing affinities for the receptors residues. The binding affinities
were indicative of the ligand’s contribution to the flexibility
for the targets. The present study also showed the H-bond
distances and their contacts types for Dex.

3.3. Molecular dynamic simulation result

The MD simulation was performed for the three receptors
(glucocorticoid receptor, Mpro, and IL-6) and Dex complexes
to evaluate the structural stability and constancy by
Desmond in Maestro v12.4 software. The simulation process
for these complexes were computed for 50 ns. For human IL-
6 (1ALU), Glucocorticoid receptor complex (4UDC), and Mpro
complex (6W63) with Dex, the simulation processes were
built with solvent model predefined as TIP-3P. The boundary
conditions were adjusted with a box shape ‘orthorhombic’
and the box size calculation method ‘buffer’” with a mini-
mized box volume. lon replacement was recalculated by add-
ing Na™ to neutralize the environment. The system builder
was concluded by adding 0.15M salt concentration (salt
positive ion: Na™ and salt negative ion: CI) (Figures 5(A),
6(A), and 7(A)). The RMSD plot of human Interleukin-6 com-
plex was stable within the first 12 ns of simulation and devi-
ated for a certain period of time (14-25ns) and attained
equilibrium at 25ns (Figure 5(B)). The RMSF was computed
to include ligand contact as presented in Figure 5(C). The
simulation of glucocorticoid receptor complex with Dex was
at equilibrium from the beginning and throughout the simu-
lation period of 50ns (Figure 6(B), (C)). Initially, the RMSD
plot of Mpro complex showed that the complex deviated for
a certain period and attained equilibrium at 40ns.
Subsequently, it remained stable throughout the simulation
time for up to 50ns (Figure 7(B), (C)). Protein interactions
with Dex were monitored throughout the simulation. These
interactions were categorized by type and summarized, as
shown in the plot above (Figures 5(D), 6(D), and 7(D)).
Protein-ligand interactions (or ‘contacts’) are categorized into
four types: Hydrogen Bonds, Hydrophobic, lonic and Water
Bridges. The stacked bar charts were normalized over the
course of the trajectory. Notably, for glucocorticoid receptor-
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Figure 2. The space filled model of the ligand (Dex) in the active sites of each receptor as depicted within the white broken circles. Glucocorticoid receptor (A);
Mpro (B); and IL-6 (C) receptors.
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Figure 3. 2D interactions of Dex within the receptors’ binding pockets. Glucocorticoid receptor (A); Mpro (B); and IL-6 (C).
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Figure 4. Molecular interactions between Dex and selected receptors. Hydrogen bond contacts (blue dotted line) with their distance values (pink values) within
the Dex-receptor complexes. (A) Interacting atoms of glucocorticoid receptor and Dex complex. (B) Interacting atoms of Mpro and Dex complex (C) Interacting
atoms of IL-6 and Dex complex.

Table 3. Docking results of Dex and the energy of interaction with the active site of the receptors.

Receptor Glide Gscore Dock score AGping (kcal/mol) (No) of H-bonds within 2.5 A
Glucocorticoid —14.3 —-143 —147.48 (5) ASN564 (2 bonds), THR739, GLN642, ARG611
Mpro —6.7 —6.7 —66.45 (3) ASN142, GLU166, CYS44

IL-6 —36 -3.6 —53.03 (3) GLN175, ASP34, LEU33
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ored vertical bars. (D) The glucocorticoid receptor-Dex complex contacts.
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Dex complex, THR739 and GLN642 present interaction fragments 4. Discussion

above 0.75 suggesting that over 75% of the simulation time There are currently approximately 14 million global cases of
hydrogen bond is maintained with Dex. ASN564 residue showed = COVID-19 and more than 500, 000 mortality rates (as at 23rd
multiple contacts of same subtype with Dex (above 1.75). July 2020), yet there is no treatment that is specific for the



disease. To keep the economy afloat, lockdown restrictions
are being reduced, and this might cause another wave of
COVID-19 infections and transmissions. Treatment so far, has
been through repurposed anti-viral drugs such as chloro-
quine and its analogues, remdesivir, and currently an anti-
inflammatory agent Dex. Although, they show promise in
fighting against the disease, some are over-shadowed by
their bystander effects (Healthcare, 2020). Dex have a long
history in prevention of chronic lung infections in premature
babies, and have been shown to bind to glucocorticoid
receptor to induce its functions. Given its immunosuppres-
sant properties, surprisingly Dex reduced of mortality of
severe COVID-19 patients who requires oxygen and those on
ventilators (Healthcare, 2020; Isidori et al., 2020; Sze et al,,
2013). Khan and Htar (2020) reported the computational
study of Dex against the SARS-CoV-2 Mpro in relation to
remdesivir and reported that Dex interacted with a high
affinity to the same sites of the SARS-COV-2 Mpro than
remdesivir. Nayeem and Reddy (2020) also evaluated the
binding capacity of Dex and Umifenovir to SARS-CoV-2 Mpro
via molecular dynamic studies using Gromacs with OPLS-AA
force field and concluded that Dex is more effective when
compared to Umifenovir in binding SARS-CoV-2 Mpro. In this
study, the effect of Dex was investigated against three tar-
gets associated with Covid-19 infections to determine the
drug’s mode of action at both atomic and molecular levels
and to further provide insight into its use as anti-COVID-19.
The three targets namely glucocorticoid receptor, Mpro, and
IL-6 are composed of 186, 280, and 336 amino acids with
resolutions of 1.90, 2.50, and 2.10A, respectively. Dex and
the three targets were prepared using LigPrep and protein
preparation wizard, respectively. The outputs were further
minimized using the force field OPLS_2005 and were used
for molecular docking calculations.

Currently, there are no known drug that is safe and effect-
ive against COVID-19. However, the possible drug target in
this virus is the Mpro, an enzyme responsible for gene
expression and replication of the virus. This enzyme has
been labeled an attractive target for drug discovery (Xue
et al.,, 2008). The Mpro has over 11 cleavage sites on the rep-
licase Tab polyprotein that is approximately 780kDa, inhib-
ition of the protease activity would prevent viral replication.
Also, because there are no known human protease with simi-
lar cleavage specificity, the inhibitor of the Mpro is less likely
to be toxic (Zhang et al., 2020). The molecular docking study
showed the potential of Dex to bind the receptor cavity of
Mpro with specific interactions. The Mpro-Dex complex pro-
duced ligand docking scores with three H-bonds and their
distance values and the consequent glide energy. Dex was
also docked into the active site of glucocorticoid receptor in
order to evaluate the binding interaction in relation to other
two receptors. In glucocorticoid receptor-Dex complex, four
hydrogen atoms were observed between the interacting
atoms of Dex and ASN564, THR739, GLN642, and ARG611
amino acid residues in the binding cavity of the receptor.
Additionally, the complex produced a dock score and bind-
ing energy of —14.3 and —147.48kcal/mol, respectively.
Previous study has reported the mediation of glucocorticoid
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receptor by Dex in pancreatic cancer (Liu et al, 2017).
Several experimental studies have demonstrated the induc-
tion of resistance to chemotherapy by glucocorticoids in
solid tumors (Herr & Pfitzenmaier, 2006; Volden & Conzen,
2013; Zhang et al., 2006). The third receptor (IL-6), is a pleio-
tropic cytokine involved in the regulation of cellular proc-
esses (Boulanger et al., 2003), and modulation of immune
responses and acute immune reaction (Dowton et al., 1991;
Eaves et al., 1991; Matsuda et al., 1989). Dysregulation of IL-6
or its receptor IL-6R correlates closely with cancer, inflamma-
tion diseases or autoimmune diseases (Hideshima et al,,
2004; Nishimoto et al, 2005). SARS-CoV-2 infection in the
lungs causes acute respiratory syndrome which in turn acti-
vates the release of proinflammatory cytokines. Suppression
of inflammation can be achieved by inhibiting the activities
of IL-6. Molecules that inhibit the IL-6RA would inactivate IL-
6R and further decrease the inflammation of the lung tissue
in individuals with COVID-19 (Conti et al., 2020; Mahmud-Al-
Rafat et al., 2019; Zhang et al., 2020).

Drug discovery is a crucial aspect of research in which
simulations can drive experiments (Borhani & Shaw, 2012;
Durrant & McCammon, 2011). Recent advances in structural
biology have led to structures for many key drug discovery
targets. Fully exploiting the power of structure-based drug
design requires taking the dynamic properties of proteins
into account (Hollingsworth & Dror, 2018). Simulations have
proven valuable in deciphering functional mechanisms of
proteins and other biomolecules, in uncovering the structural
basis for disease, and in the design and optimization of small
molecules, peptides, and proteins. MD was used to capture
the behavior of Dex and potential SARS-CoV-2 targets in full
atomic detail and at very fine temporal resolution.

The RMSD of the backbone of the targets were used to
evaluate the stability of the systems. This parameter is a
measure of how much the protein targets changes with
respect to the initial structure over the course of the simula-
tion (structural distance between coordinates). The results of
the RMSD of the Dex-targets were studied using 50 ns trajec-
tories. The RMSD behavior of the complex in each system
did not deviate drastically over the simulation testing period
studied. The RMSD values of the system observed in this
study was within the range of 2.25—3.6A. This range of
value is a measure of how much the targets conformation
changed with respect to Dex. RMSD around 1.0—3.0A is
acceptable for small and globular proteins and changes
much larger than 3.0 A, however, shows that the target pro-
teins underwent conformational changes during the simula-
tion. It was also observed that the simulation converged and
a stabilized RMSD values were seen at a fixed value
(40 —50ns) in all the systems. This shows that the systems
equilibrated and the simulation time was enough for rigor-
ous analysis. The binding pose of Dex to glucocorticoid
receptor seems to be stable throughout the MD simulation
times (50 ns), maintaining complexation and hydrogen bond-
ing for Dex as well as hydrophobic contacts with preferred
partners on glucocorticoid receptor. The characterization of
the local fluctuation of the targets was carried out using the
RMSF in order to compare the time average representation
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per residue fluctuations representing the flexibility of each
residue. The results show that the complexes maintained a
reasonable stability in aqueous medium. For glucocorticoid-
Dex, the residues around 25 and 250 fluctuated much more
and these regions correspond to the terminal regions of
glucocorticoid. In the Mpro-Dex system, only the residues at
the N-terminal and C- terminal fluctuated the most. The sys-
tem for IL-6-Dex fluctuated the most among the three sys-
tems. Additionally, the residues around 110 in the IL-6
(around 4.8 A) were involved in larger fluctuation within the
system and with respect to other systems. Secondary struc-
ture elements such as alpha helices and beta strands are
usually more rigid than unstructured part of a protein and
thus will fluctuate less. Hydrogen Bonds and their properties
play a significant role in ligand binding specifically in drug
design due to their strong influence on drug specificity,
metabolization and adsorption. Hydrogen bonds between a
protein and a ligand can be further broken down into four
subtypes: backbone acceptor; backbone donor; side-chain
acceptor; side-chain donor. These bonds stabilize the second-
ary, tertiary and quaternary structure of proteins which are
formed by alpha helix, beta sheets, turns and loops. The cur-
rent geometric criteria for protein-ligand H-bond in this
study is a distance of 2.5 A between the donor and acceptor
atom. These contacts are one of the most important contri-
butions to protein-ligand interactions governed by changes
in entropy and enthalpy (Klebe & Bohm, 1997).Similarly, but
less stable, Dex maintained complexation, hydrogen bond-
ing, and hydrophobic contacts with Mpro and IL-6 specific
residues. Other contacts observed in this study (SARS-CoV-2
potential targets and Dex interactions) include hydrophobic
interaction, ionic contact, and salt bridges. Hydrophobic con-
tacts include w-Cation; m-m; and other, non-specific interac-
tions. These contacts are important for the folding of
proteins keeping them stable, biologically active, and reduce
the undesirable interactions with water. The importance of
ionic contact was also observed due to their potent electro-
static attractions. In the hydrophobic interior of proteins,
ionic bonds may approach the strength of covalent bonds
making them crucial for stability (Pace et al., 2014). Water
bridges are hydrogen-bonded protein-ligand interactions
mediated by a water molecule. In the simulation study, the
hydrogen-bond geometry of the water bridges is slightly
relaxed from the standard H-bond interactions.

Based on the hydrogen bond contact and other interac-
tions between the complexes during molecular docking
study and simulation, five atoms of Dex were involved in the
binding interactions with the receptors. These atoms may be
significant and constant with other targets. Specifically, Dex
interacted with the amino acid residues in the binding sites
of the studied receptors through hydrogen bonding using
three molecules of its hydroxyl groups at positions 12, 23,
and 28 and additional oxygen atoms at position 10 and 25.
During simulations, the hydrogen bonding observed in the
docking analysis was stable and constantly in contact with
glucocorticoid. GLN 642 was hydrogen bonded to the
hydroxyl group of Dex at position 12 (hydrogen bond
donor). This residue was in contact with Dex for about half

the entire time of contact during simulation. ASN564
retained the hydrogen interaction in the binding domain
and the hydroxyl group at position 21 and 28 of Dex
throughout the entire simulation time. Although the hydro-
gen bond interaction between ARG611 and the oxygen atom
at position 10 of Dex were highly unstable, water bridges
were observed for about 50% of the entire simulation time.
The interactions in the IL-6 system were totally unstable as
the hydrogen interactions observed between the ASP34,
GLN175, and LEU33 and the hydroxyl groups at position 12,
23, and 28, respectively, were replaced with residues GLUS5,
MET6, GLN12, and LYS 129 using both hydrogen bonding,
hydrophobic interactions and water bridges throughout the
simulation period. For Mpro system, all the target residues
were stable and constantly in contact with Dex's oxygen
atoms at position 10 (CYS44), and two hydroxyl groups at
position 12 (ASN142), and 28 (GLU166). The contact observa-
tion therefore shows that glucocorticoid and Mpro systems
of Dex are more stable than the IL-6-Dex system.

Given the strong interactions with Dex and its atoms in
close contact with the amino acid residues in the binding
pockets of the receptors, conformational changes could be
induced which may affect binding interaction and lead to
receptors inactivation. The role and expression of gluco-
corticoid receptor in COVID-19 is still elusive. Drugs that
function as glucocorticoid mediators, either as agonists or
antagonists, are used in many sections of therapeutic activ-
ities (Rathnayake & Weerasinghe, 2018). This data suggest
that it is possible that Dex might interact with receptors
other than glucocorticoid receptor to alleviate COVID-19.
Taking note that the immune system plays an important role
in the fight against COVID-19, the use of corticosteroids in
the initial stages was previously discouraged. However, the
current finding does suggest that this drug might be favor-
able in patients with severe COVID-19. The current clinical
studies on Dex is expected to share insights on its mecha-
nisms, and possibly identify the targets and validate if Dex
use is only effective in severe cases and not the early stages.
Currently, it is not clear whether Dex binds to host or the
virus receptors but based on this study, the possibility of the
drug binding to either of the two exists.

5. Conclusion

This study shows that the binding of Dex to the studied tar-
gets (Mpro, glucocorticoid, and IL-6 receptors) could prevent
the synthesis and attenuate pulmonary inflammation in
patients with severe COVID-19. The statistics indicates that
the strength of binding energies of Dex to glucocorticoid
and Mpro is stronger than IL-6. Furthermore, the elucidation
of the detailed mechanism of interaction between Dex and
these receptors will further enable rational design of highly
effective inhibitory molecules for SARS-CoV-2 targets.

6. Recommendation

The mode of interaction with other molecules and effective
dosage of Dex can further be investigated experimentally to



ascertain its biological fitness. Other reported SARS-CoV-2
targets such as Protein Kinase Ca type which mediate lung
endothelial injury and Basigin (CD147) which mediates viral
entry into host cells can be explored for therapeutic develop-
ment against COVID-19 using Dex.
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