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Abstract : This work report the synthesis, theoretical
studies, antivirus properties and DFT calculations of
copper (IT) mixed ligand complex and its potential
analogue with tridentate Schiff base and mono-/
bidentate co-ligands. A new Schiff base ligand (H,L)
and its a Cu(II) complex [Cu(L)(bipy)] (1) and a Ni(II)
complex [Ni(L)(Me-ImH)] (2), (where H,L=(E)-2-
((2-hydroxypyridine-3-yl)methyleneamino)benzoic
acid, bipy= 2,2’-bipyridine, Me-ImH= 2-Methyl-
imidazole as co-ligands) have been synthesized and
designed. The synthesized ligand was coordinated to
metal ions through the tridentate-ONO donor atoms.
The newly synthesized complexes were characterized
by various spectroscopic and physiochemical methods.
DFT based quantum mechanical calculations have been
performed on the Schiff base and it smetal complexes
to study the structure-property relationship. The third
order NLO polarizability values rang between as high
as205.05 x10-3%su and as low as 147.92 x10-3%esu for
a Cu(II) complex [Cu(L)(bipy)] (1) and a Ni(II)
complex [Ni(L)(Me-ImH)] (2) respectively.
Calculation of third order polarizability property is
important as it is referred as a characteristic sign for
two-photon adsorption process (TPA). The “y’ values
for the studied systems lie in the order of a Cu(Il)
complex [Cu(L)(bipy)] (1) and a Ni(II) complex
[Ni(L)(Me-ImH)] (2), successively calculated.
Furthermore, the molecular docking studies of the
metal complexes, a Cu(II) complex [Cu(L)(bipy)] (1)
and a Ni(II) complex [Ni(L)(Me-ImH)] (2) with SARS-
CoV-2 virus (PDB ID: 7DWY) are also investigated.
The molecular docking calculations of a Cu(Il) complex
[Cu(L)(bipy)] (1) and a Ni(II) complex [Ni(L)(Me-
ImH)] (2)with SARS-CoV-2 virus revealed that the
binding affinities at inhibition binding site of receptor
protein are -6.8 kcal/mol and -7.9 kcal/mol, respectively
with inhibition constant 2.924 and 5.631 pM,

respectively and the docking results are compared with
Chloroquine (CQ) and Hydroxychloroquine (HCQ) as
anti-SARS-CoV-2 drugs.

(Keywords : Tridentate Schiff base ligand, Cu(II)
complex, Ni(IT) complex, SARS-CoV-2 virus, DFT
calculations.)

Introduction

Severe acute respiratory syndrome
coronavirus-2 is the cause of COVID-19
pandemic'. Drug repurposing against a pandemic
may result in sudden crisis of an essential drug,
while many repurposed drugs are under testing
in clinical trials to assess their efficacy against
COVID-192. Many investigators are searching for
a therapeutic agent to treat SARS-CoV-2
infections. One target that has received much
attention is the SARS-CoV-2 main protease
(Mr)*, a homodimer whose structure has been
determined. The structural biology and
bioinformatics in the genetic code hidden within
the ribonucleic acid (RNA) chain of the virus itself
is one of huge obstacle that researchers have had
to overcome when looking for a cure or vaccine.
One of the first antiviral vaccines tested, the
Ribavirin, a nucleoside analogue that acts as an
RNA polymerase inhibitor, was used on patients
with MERS and SARS-CoV-2 protease inhibitors®.
Metal complexes are reported to inhibit potential
anti-SARS-CoV-2 properties against COVID-19
virus by the mechanism of interfering with the
primary viral pathogenetic processes, inhibition
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of the viral entry into the host cells as well as
inhibiting the RNA replication process or virus
budding processes. Recently, several researchers
have brought interest in copper well prior to the
COVID-19 viral epidemic as an alternative source
to make the immune system competent to fight
against the SARS-CoV-2°.

Copper and nickel complexes of heterocyclic Schiff
ligands are much interest to researcher in past
several years. These having tridentate-ONO
binding sites have been extensively synthesised
and characterised. Moreover, copper and nickel
have the ability to form different co-ordination
environment andgeometries giving large scope
in co-ordination chemistry®. The variable donating
properties of co-ordinating sites of Schiff base
ligands produces complexes with structural
diversities under different reaction conditions’.
Recently, a series of copper and nickel complexes
of Schiff base ligands having heterocyclic moiety
has been synthesised and found that the nature
of heteroatomic ring attached to them can
considerably influence the biological activities of
these complexes®!'. These ligands and their
complexes have been extensively studied
exploring their biological properties, including
antibacterial, antimalarial, antiviral, antioxidant,
cytotoxic and antineoplastic'*'*. Besides this,
recently the world is in quest for effective drug to
treat SARC-CoV-2. As virus effect is still on rise,
there is an urgent need to develop effective drug
to control the mortality rate which may rise in near
future. A number of literatures are published
exploring the anti-SARC-CoV-2properties of
Schiff base metalcomplexes '°. Schiffbases metal
complexes are known for their various antiviral
properties have recently been identified for
therapeutic strategies to combat SARS-CoV-2."7
In context to recent demands molecular docking
approach has been applied for screening of metal
complexes as potential inhibitors against with
SARS-CoV-2. There is a remarkable in silico
studies related to SARS-CoV-2 indicating the
importance of metal complexes of Mn, Pd, V, Ni,
Zn, Cu, Au, Pt etc. as potent inhibitor of against
SARS-CoV-2 virus.'® ¥,
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Herein, this work report the synthesis,
theoretical studies, antivirus properties and DFT
calculations of copper (II) mixed ligand complex
and its potential analogue with tridentate Schiff
base and mono-/bidentate co-ligands. A new
Schiff base ligand (H,L) and its a Cu(II) complex
[Cu(L)(bipy)] (1) and a Ni(1I) complex [Ni(L)(Me-
ImH)] (2), (where H,L= (E)-2-((2-hydroxypyridine-
3-yl)methyleneamino)benzoic acid, bipy= 2,2’-
bipyridine, Me-ImH= 2-Methyl-imidazole as co-
ligands) have been synthesized and designed.
The synthesized ligand was coordinated to metal
ions through the tridentate-ONO donor atoms.
The newly synthesized complexes were
characterized by various spectroscopic and
physiochemical methods. DFT based quantum
mechanical calculations have been performed on
the Schiff base and its metal complexes to study
the structure-property relationship. The third
order NLO polarizability values rang between as
high as 205.05 x10-*%esu and as low as 147.92 x10-
3%esu for a Cu(Il) complex [Cu(L)(bipy)] (1) and a
Ni(II) complex [Ni(L)(Me-ImH)] (2) respectively.
Calculation of third order polarizability property
is important as it is referred as a characteristic
sign for two-photon adsorption process (TPA).

The ‘y’ values for the studied systems lie in the

order of a Cu(Il) complex [Cu(L)(bipy)] (1) and a
Ni(II) complex [Ni(L)(Me-ImH)] (2), successively
calculated. Furthermore, the molecular docking
studies of the metal complexes, a Cu(Il) complex
[Cu(L)(bipy)] (1) and a Ni(Il) complex [Ni(L)(Me-
ImH)] (2) with SARS-CoV-2 virus (PDB ID: 7DWY)
are also investigated. The molecular docking
calculations of a Cu(Il) complex [Cu(L)(bipy)] (1)
and a Ni(II) complex [Ni(L)(Me-ImH)] (2) with
SARS-CoV-2 virus revealed that the binding
affinities at inhibition binding site of receptor
protein are -6.8 kcal/mol and -7.9 kcal/mol,
respectively with inhibition constant 2.924 and
5.631 uM, respectively and the docking results
are compared with Chloroquine (CQ) and
Hydroxychloroquine (HCQ) as anti-SARS-CoV-2
drugs.
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2. Experimental
2.1. Methods and Materials
2.1 Chemicals

All chemicals and the solvents used in
this analysis were of analytical grade and used as
procured. 2-Hydroxypyridine-3-carbaldehyde,
anthranilic acid, 2-Methylimidazole, copper(Il)
acetate monohydrate, nickel(II) acetatetetra
hydrate salt were obtained from Sigma-Aldrich
and used without further purification.

2.2 Characterization techniques

Various physical and spectral methods
were investigated for the characterization of a
Cu(Il) complex [Cu(L)(bipy)] (1) and a Ni(Il)
complex [Ni(L)(Me-ImH)] (2). Elemental analytical
data and quantum mechanical calculations also
applied for these purposes. The electronic spectra
of the ligands and its complexes were taken on a
Thermo scientific UV-Vis recording
spectrophotometer Evolution-3000 in quartz
cells.IR spectra were recorded in KBr medium on
a Bruker-Alpha-Platinum-ATR spectrophotometer
(400-4000 cm™).The C, H, and N determinations
were made on an ElementarVario ELIII Carlo Erba
1108 analyzer for a Cu(Il) complex [Cu(L)(bipy)]
(1) and a Ni(II) complex [Ni(L)(Me-ImH)] (2).

2.3 Theoretical study

Theoretical calculations by density
functional theory (DFT) were performed with
regard to molecular structure optimization and
HOMO-LUMO energies, etc. for a Cu(1l) complex
[Cu(L)(bipy)] (1) and a Ni(1I) complex [Ni(L)(Me-
ImH)] (2). The geometry optimization of the
ligands and complexes was performed at the
uB97X-D/6-311+G** level of theory in vacuum
using the Gaussianl6 software package® and
cross-validated using the Spartan 16/18 parallel
suite of programs?'. The dispersion-corrected DFT
functional uB97X-D* was chosen to accurately
estimate the Vander walls interactions, which are
expected to contribute greatly to the stability of

the complexes. Global reactivity descriptors (units
in eV), such as ionization potential (IP), electron
affinity (EA), electro negativity (y), chemical

potential (p), global hardness (1)), global softness

(o) and global electrophilicity (), were calculated

using the formula as based on Koopmans
theorem.

2.4 Molecular docking and analysis

The molecular docking studies were
performed for the a Cu(II) complex [Cu(L)(ImH)]
(1) and a Ni(II) complex [Ni(L)(Me-ImH)] (2) to
analyze their binding affinity for selected virus
proteins.The crystal structures based on
Structural basis for the different states of the spike
protein of SARS-CoV-2 in complex with ACE2 of
SARS-Co V-2 main protease was obtained from the
Protein Data Bank®*(PDB ID: 7DWY )and used as
receptor protein.Initially, the protein coordinates
were refined by deleting all the water and
heteroatoms to make the targeted protein receptor-
free. Further, the polar hydrogens and Kollman
charges were added to the protein using the
Autodock tool (ADT) 1.5.6 associated with
Autodock 4.2 software*. The prepared protein
and ligand coordinates are saved in a pdbqt file
format using ADT software. The gird box of the
desired volume is selected in such a way that the
ligand can rotate freely inside the active site pocket
protein. The configuration files are generated
using the coordinates and dimension of the grid
box. Vina Lamarckian genetic algorithm?
generates the output files having predicted free
energy for binding sites. The result comprises of
different poses with corresponding energies were
analyzed and high-quality figures are rendered
by open-source Discovery Studio visualizer?.

2.5 General procedure for synthesis
2.5.1 Synthesis of Schiff base ligand

To synthesize the targeted Schiff base
ligand (H,L), 2-hydroxypyridine-3-carbaldehyde
(1.0 mmol) was taken in ethanol (10 mL) with
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dropwise addition of ethanolic solution of
anthranilic acid (1.0 mmol). The stirred mixture was
refluxed for 2-3 h. Off-white colour shiny crude
product was obtained. Anal. Calcd for
C H, N O,(H,L): C,64.46%; H,4.16%; N, 11.56%.
Found: C, 64.47%; H, 4.17%; N, 11.57%.; FAB-
mass (m/z): Obs. (Calcd.) 242.07 (242 g/mol.); IR
data (KBr/cm™): 1589 (>C=N), 3292(v O-H). UV-
Vis (DMSO) A (nm): 360(r-n*) and 370(n-1t*).

2.5.2. Synthesis of[Cu(L)(bipy)] (1)

To a solution of H,L. (1 mmol, 0.261g) in
acetonitrile (10 mL), triethylamine (1.0 mmol, 0.680
mL) is added dropwise. The mixture was stirred
for half an hour by adding 2,2’-bipyridine (1.0
mmol). This mixture was then added dropwise to
the methanolic solution of copper(Il) acetate
monohydrate salt (0.5 mmol, 0.100g). The resultant
solution was stirred for 4-5 hrs. After completion
of reaction, the reaction mixture was filtered and
was left for slow evaporation at room temperature.
Brown colour precipitatewas obtained which were
filtered-off, dried in air and stored in a desiccator.
Anal. Calcd forC_H, CuN,O,(1): C, 60.06%; H,
3.51%;N, 12.18%. Found: C, 60.07%; H, 3.52%; N,
12.19%. FAB-mass (m/z): Obs. (Calcd.) 459.05 (459
g/mol.); IR data (KBr/cm™): 1620 (>C=N), 566(uCu-
0), 540(vCu-N). UV-Vis (DMSO) A (nm): 270 (7-
7*) and 480(n-1t¥).

2.5.3. Synthesis of [Ni(L)(Me-ImH)] (2)

[Ni(L)(Me-ImH)] (2) was synthesized in
a similar fashion as [Cu(L)(bipy)] (1)by adding
nickel(Il) acetate tetrahydrate salt (0.5 mmol,
0.124g) instead of copper(1]) acetate monohydrate
salt (0.5 mmol, 0.100g) and Me-ImH(1.0 mmol). The
resultant solution was stirred for 4-5 hrs. After
completion of reaction, the reaction mixture was
filtered and was left for slow evaporation at room
temperature. Green colour weak crystals
wereobtained which were filtered-off, dried in air
and stored in desiccators.
Anal.Calcd.forC _H N /NiO,(2):C, 53.59%;

1474

H, 3.70%; N, 14.70%. Found: C, 53.60%; H, 3.71%;
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N, 14.71%. FAB-mass (m/z): Obs. (Calcd.)
380.04(380 g/mol.);IR data (KBr/cm™'): 1662
(>C=N), 632 (LNi-0), 573 (LNi-N). UV-Vis (DMSO)
A (nm): 280 (w-n*) and 520(n-1*).

3. Results and Discussion
3.1. Synthesis and characterization

Scheme 1 shows the synthetic routes for
the Schiff base ligand (H,L) and its a Cu(II) complex
[Cu(L)(bipy)] (1) and a Ni(II) complex [Ni(L)(Me-
ImH)] (2).This work report the synthesis,
theoretical studies, antivirus properties and DFT
calculations of copper (II) mixed ligand complex
and its potential analogue with tridentate Schiff
base and mono-/bidentate co-ligands.

Anew Schiffbase ligand (H,L) and its a
Cu(Il) complex [Cu(L)(bipy)] (1) and a Ni(II)
complex [Ni(L)(Me-ImH)] (2), (where H L= (E)-2-
((2-hydroxypyridine-3-yl) methyleneamino)
benzoic acid, bipy=2,2’-bipyridine, Me-ImH= 2-
Methyl-imidazole as co-ligands) have been
synthesized and designed. The synthesized
ligand was coordinated to metal ions through the
tridentate-ONO donor atoms. The newly
synthesized complexes were characterized by
various spectroscopic and physiochemical
methods. DFT based quantum mechanical
calculations have been performed on the Schiff
base and its metal complexes to study the
structure-property relationship. Furthermore, the
molecular docking studies of the metal complexes,
a Cu(Il) complex [Cu(L)(bipy)] (1) and a Ni(II)
complex [Ni(L)(Me-ImH)] (2) with SARS-CoV-2
virus (PDB ID: 7DWY) are also investigated. The
molecular docking calculations of a Cu(II) complex
[Cu(L)(bipy)] (1) and a Ni(1I) complex [Ni(L)(Me-
ImH)] (2) with SARS-CoV-2 virus revealed that
the binding affinities at inhibition binding site of
receptor protein are -6.8 kcal/mol and -7.9 kcal/
mol, respectively with inhibition constant 2.924
and 5.631 uM, respectively and the docking
results are compared with Chloroquine (CQ) and
Hydroxychloroquine (HCQ) as anti-SARS-CoV-2
drugs.
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Scheme 1. Synthetic routes for the Schiff'base ligand (H,L) and itsa Cu(IT) complex [Cu(L)(bipy)]
(1) and a Ni(IT) complex [Ni(L)(Me-ImH)] (2).

3.2Quantum computational analysis

DFT has been proved to be best
approach to investigate theoretically structure-
property relationship for a compound as it shows
excellent solution when both accuracy and
computational time are taken in account''. Figure
1 shows optimized and molecular structures of a
Cu(Il) complex [Cu(L)(bipy)] (1) and a Ni(Il)
complex [Ni(L)(Me-ImH)] (2) with atom numbering
scheme derived from DFT method. FMO analysis
provides the parameters for calculating the FMO
energy gap which is used for describing the
electronic structure of the compound?”-%. 3D plots
of frontier molecular orbital (FMOs) fora Cu(II)
complex [Cu(L)(bipy)] (1) and a Ni(II) complex
[Ni(L)(Et-ImH)] (2) are given in Figure 3 and 4
respectively. During HOMO-LUMO analysis, the
relevant occupied and unoccupied MOs(HOMO/
LUMO, HOMO-1/ LUMO+1 and HOMO-2/
LUMO+2) are considered. The energy gaps are

calculated and shown in Table 1.It was noticed
that for aCu(IT) complex [Cu(L)(bipy)] (1) and a
Ni(I) complex [Ni(L)(Me-ImH)] (2).The calculated
molecular electrostatic potentials (MEPs) maps
and electron density surfaces for aCu(Il) complex
[Cu(L)(bipy)] (1) and a Ni(IT) complex [Ni(L)(Me-
ImH)] (2) are given in Figure4 and 5, which
illustrates the three-dimensional charge
distributions within the molecules®. The MEPs is
very useful descriptors to identify the electrophilic
and nucleophilic reactive sites. Electrostatic
potential map is drawn in the range -1.39 eV to —
0.70 eV for a Cu(IT) complex [Cu(L)(bipy)] (1);
while-1.72 eV to-1.06 eV for and a Ni(IT) complex
[Ni(L)(Me-ImH)] (2). The red color represents the
more electronegative sites and the positive sites
are represented by blue color. Global reactivity
descriptors (units in eV), such as ionization
potential (IP),electron affinity (EA),electro
negativity (=), chemical potential (i), global
hardness (¢), global softness (6) and global
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electrophilicity (1), were calculated for a Cu(Il)
complex [Cu(L)(bipy)] (1) and a Ni(II) complex
[Ni(L)(Me-ImH)] (2) using the formulas based on
Koopmans theorem[30]. The values of the global
reactivity parameters for a Cu(Il) complex
[Cu(L)(bipy)] (1) and a Ni(1I) complex [Ni(L)(Me-
ImH)] (2) are listed in Table 2. Overall, the electron
donating and accepting abilities were described
by ionization potential and electron affinity*'. The
Global reactivity parameters (GRPs) explicated that
all the complexes showed greater electron affinity
(EA) than the ionization potential (IP) (Table 2);
hence, complexes have greater electron-accepting
ability. The stability as well as reactivity of a
chemical system was correlated to chemical
potential and global hardness values®'. The
stability had a direct relation with global hardness,
whereas it had an inverse relationship to its
reactivity®?. Thus, from the result obtain we can
conclude that a Cu(II) complex [Cu(L)(bipy)] (1)
is most stable having highest global hardness
compared to a Ni(II) complex [Ni(L)(Me-ImH)]

).

3.3 Molecular docking and analysis
Molecular docking sheds light on
designing drugs for the treatment of many
diseases **. This technique allows us to study the
binding of ligands to proteins having greater
significance to screen virtual libraries of drug-like
molecules**. For this consideration, we have
purposefully docked all the synthesized
compounds with the main protease (M™™) of
protein (PDB ID: 71DWY) of SARS-CoV-2. In
Table3, we have listed the obtained molecular
docking results for a Cu(Il) complex [Cu(L)(bipy)]
(1) and a Ni(II) complex [Ni(L)(Me-ImH)] (2).
Figure 6 shows The docked Cu(Il) complex
[Cu(L)(bipy)] (1) inside the MP™ protein (PDB ID:
7DWY) with its focused view for interacting
residues around the docked complex while Figure
7 indicated that the docked Ni(II) complex
[Ni(L)(Me-ImH)] (2)inside the MP™ protein (PDB
ID: 7DWY) with its focused view for interacting
residues around the docked complex. These
display the most important parameters including

J. Chemtracks

the binding affinity and different amino acid
residues of MP*that interact with the complexes.
Furthermore, the molecular docking studies of the
metal complexes, a Cu(Il) complex [Cu(L)(bipy)]
(1) and a Ni(II) complex [Ni(L)(Me-ImH)] (2) with
SARS-CoV-2 virus (PDB ID: 7DWY) are also
investigated. The molecular docking calculations
of'a Cu(Il) complex [Cu(L)(bipy)] (1) and a Ni(II)
complex [Ni(L)(Me-ImH)] (2) with SARS-CoV-2
virus revealed that the binding affinities at
inhibition binding site of receptor protein are -6.8
kcal/mol and -7.9 kcal/mol, respectively with
inhibition constant 2.924 and 5.631 uM,
respectively and the docking results are compared
with Chloroquine (CQ) and Hydroxychloroquine
(HCQ) as anti-SARS-CoV-2 drugs.

Figure 8 show the representation of a
docked Cu(Il) complex [Cu(L)(bipy)] (1) inside the
Mre protein (PDB ID: 71DWY) with its focused
view for interacting residues along with H bond
and intermolecular interactions; (a) H-bond donor
and acceptor meshes represented by pink and
light green colors, respectively; (b) Aromatic
receptor surface represented by blue(Edge) and
orange(face) colors; (¢) Hydrophobic pocket
represented with blue and brown colors; (d)
ionizability receptor surface represented by blue
(basic) and red (acidic) colors; (e) interpolated
charge receptor surface represented by blue and
red colors; (f) SAS receptor surface represented
by blue and green colors, respectively.Figure 9
indicated that the representation of a docked Ni(II)
complex [Ni(L)(Me-ImH)] (2)inside the
Mreprotein (PDB ID: 7DWY) with its focused
view for interacting residues along with H bond
and intermolecular interactions; (a) H-bond donor
and acceptor meshes represented by pink and
light green colors, respectively; (b) Aromatic
receptor surface represented by blue(Edge) and
orange(face) colors; (¢) Hydrophobic pocket
represented with blue and brown colors; (d)
ionizability receptor surface represented by blue
(basic) and red (acidic) colors; (e) interpolated
charge receptor surface represented by blue and
red colors; (f) SAS receptor surface represented
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by blue and green colors, respectively.Figure 10
show aCu(II) complex [Cu(L)(bipy)] (1) and a Ni(II)
complex [Ni(L)(Me-ImH)] (2) is docked into the
binding cavity of the receptor protein interaction
of SARS-CoV-2 MP® (PDB ID: 7DWY); The
molecular re-docking study showed in surface
view and 3D protein backbone with ligand
(complexes) represented as a cartoon and
corresponding 2D complex interaction plot. These
binding affinities are reasonably well as compared
to recently docked results of anti-SARS-CoV-2
drugs like chloroquine, hydroxychloroquine, and
remdesivir with MP™ protein and the binding
affinities of the studied new Schiff base ligand
and their metal complexes were found to be better
than other metal complexes reported using
molecular docking techniques®-".

3.4 Optical and non-linear optical propertiesAll

the calculations in present study were
performed using Gaussian 16 suit of programs for
a Cu(Il) complex [Cu(L)(bipy)] (1) and a Ni(II)
complex [Ni(L)(Me-ImH)] (2). The ground state
geometries were optimized with M06 functional
and 6-311G* basis sets. The M06 functional is
relatively new functional and well tested for its
ability to reliably predict many molecular
properties by Truhlar group®. All the geometries
were fully optimized and subsequently the TD-
MO06 method is used to calculate their transition
energies and orbital related information. For the
calculation of nonlinear optical (NLO)
polarizability, a finite field (FF) method is used
within T-convention and its details are given in
different literature and in our previous studies®.
The following expressions were used to calculate

the average ()} third-order NLO polarizability:
(v) = %Zij:x,y,z()’iijj + Vijij +Vijji)- (M
Under Kleinmann symmetry, the static NLO

polarizability components are limited to only six
components as given below:

) = £ (ewxe +Vyyy + Vazzr + 2(Vasyy + Vozz + Vypaz)) (2)

3.5 third-order NLO polarizabilities

The Table 4 ccommodates third-order
NLO polarizability values (g) for our studied
systems along with its individual componential
amplitudes along x, y and z-axes. The third order
NLO polarizability values rang between as high
as 205.05 x10-*%esu and as low as 147.92 x10-*°esu
for a Cu(II) complex [Cu(L)(bipy)] (1) and a Ni(II)
complex [Ni(L)(Me-ImH)] (2) respectively.
Calculation of third order polarizability property
is important as it is referred as a characteristic
sign for two-photon adsorption process (TPA).
The ‘y’ values for the studied systems lie in the
order of a Cu(II) complex [Cu(L)(bipy)] (1) and a
Ni(II) complex [Ni(L)(Me-ImH)] (2), successively,
as given in Table 4.

To make a quantitative comparison that
the above synthesized systems possess adequate
NLO responses to be utilized as promising
candidate in various research dimensions,
comparison with some reference molecules and
some similar compounds has also been made,
which may ensure its implication in NLO device
fabrication technology etc. As illustrated, the
considered systems display approximately 7-10
times more ‘y’ amplitudes (from the ratio ‘h’) as
compared to reference para-nitro aniline (p-NA)
molecule with the highest peak valued at 10 times
larger for systems a Cu(II) complex [Cu(L)(bipy)]
(1) and a Ni(II) complex [Ni(L)(Me-ImH)] (2)
respectively express higher “y’ values as compared
to other heterocyclic derivatives, for instance, a
Cu(Il) complex [Cu(L)(bipy)] (1) and a Ni(Il)
complex [Ni(L)(Me-ImH)] (2) respectively exhibits
65.63x10% and 68.99x10*¢esu) in case of static y
value while 94.93x103¢ and 101.56x10-*°esu
dynamic third order polarizability values for its
isolated and embedded configurations,
respectively at CAM-B3LYP/6-311+G(d) level of
theory. Similarly, Schiffbase carry 162.06x10¢ and
180.69%10esu of g amplitudes at TDHF method.
As a fact, two most significant parameters have
been taken into account transition energy and
transition dipole moment (Table 4) to uncover the
basis of second order non-linear hyper-
polarizability values. According to perturbation
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theory analysis in which type-1 contributes
positively to the overall y term, amongst its three-
level approximation expressions as delineated by
others®. The type-I expression of perturbation
theory is given as:

(l‘qu‘q) ()" (g )* (i )*
e P w2, e, | O)

Where Ag},  represents difference between excited
and ground state, i, represents the change in
dipole in i-th direction, while £, , shows energy
value involved in crucial transition. A careful look
of the above-mentioned approximation reveals
that g value mainly depends on the and terms. It
is obvious from Table 5 that a Cu(Il) complex
[Cu(L)(bipy)] (1) and a Ni(IT) complex [Ni(L)(Me-
ImH)] (2) expresses higher g values, lower
transition energies while higher change in dipole
moments values. These results are quite
promising with the above mentioned three-levels
approximation, while for the rest of the moieties
the alterations in dipole moment and transition
energies are in such a way putting a Cu(II) complex
[Cu(L)(bipy)] (1) and a Ni(IT) complex [Ni(L)(Me-
ImH)] (2) at the lowest number in terms of
increasing g value ordering.

Conclusions

In conclusion, we successfully
synthesized and designed two new coordination
complexes,a Cu(IT) complex [Cu(L)(bipy)] (1) and
a Ni(Il) complex [Ni(L)(Me-ImH)] (2).The
synthesized ligand was coordinated to metal ions
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through the tridentate-ONO donor atoms. The
newly synthesized complexes were characterized
by various spectroscopic and physiochemical
methods. DFT based quantum mechanical
calculations have been performed on the Schiff
base and its metal complexes to study the
structure-property relationship. Furthermore, the
molecular docking studies of the metal complexes,
a Cu(Il) complex [Cu(L)(bipy)] (1) and a Ni(II)
complex [Ni(L)(Me-ImH)] (2) with SARS-CoV-2
virus (PDB ID: 7DWY) are also investigated. The
molecular docking calculations of a Cu(II) complex
[Cu(L)(bipy)] (1) and a Ni(Il) complex [Ni(L)(Me-
ImH)] (2) with SARS-CoV-2 virus revealed that
the binding affinities at inhibition binding site of
receptor protein are -6.8 kcal/mol and -7.9 kcal/
mol, respectively with inhibition constant 2.924
and 5.631 uM, respectively and the docking
results are compared with Chloroquine (CQ) and
Hydroxychloroquine (HCQ) as anti-SARS-CoV-2
drugs. Furthermore, The third order NLO
polarizability values rang between as high as
205.05 x103%su and as low as 147.92 x10-%su
for a Cu(I) complex [Cu(L)(bipy)] (1) and a Ni(IT)
complex [Ni(L)(Me-ImH)] (2) respectively.
Calculation of third order polarizability property
is important as it is referred as a characteristic
sign for two-photon adsorption process (TPA).
The ‘y’ values for the studied systems lie in the
order of a Cu(Il) complex [Cu(L)(bipy)] (1) and a
Ni(II) complex [Ni(L)(Me-ImH)] (2), successively
calculated.

Table 1.
The HOMO and LUMO energies and the energy gap (AE)* of a Cu(Il)
complex [Cu(L)(bipy)] (1) and a Ni(I[) complex [Ni(L)(Me-ImH)] (2).

Complexes | Erumo Enowmo AE Erumost Enomo1 | AE Erumor Enomo- AE

1) -8.127 -1.114 -7.013 -5.187 -1.552 -3.635 -7.183 -2.661 -4.522

2) -5.624 -1.688 -3.936 -6.118 -2.114 -4.004 -4.528 -7.154 -2.626
*Energy gap (“E)=E -E units in eV.

LUMO "~HOMO;
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Table 2.
Global reactivity descriptors  of the of a Cu(Il) complex [Cu(L)(bipy)] (1) and a
Ni(II) complex [Ni(L)(Me-ImH)] (2).

Molecular descriptors Mathematical description 1) ?2)
Ionization potential (IP) IP = - Exomo -0.27 -0.39
electron affinity (EA) EA =-ELymo -0.53 -0.61
electro negativity () x=(IP +EA)/2 -0.76 -0.83
chemical potential (p) n=(P-EA)2 0.17 0.32
global softness (o) p=-(IP+ EA)2 0.96 0.73
global hardness (1) 6=1/2n 4.85 3.48
Electrophilicity index (@) o=p>/21 2.33 1.85

Table 3.

The molecular docking results a Cu(II) complex [Cu(L)(bipy)] (1) and a Ni(II) complex [Ni(L)(Me-
ImH)] (2) and MP*including the binding affinity, inhibition constant and different amino acid
residues of MP™ that interact with the ligand.

Complexes Binding Inhibition Interacting protein residues
affinity constant, . .
H-bond Electrostatic Hydrophobic
(kcal/mol) Ki (uM)
1) 7DWY -6.8 2.924 HIS-49(3.71A) SER-967(4.82A) | LYS-964(3.70A)
) 7DWY | -7.9 5.631 ALA-292(3.35A), | THR- THR-315(3.01A),
302(4.724), CYS-291(3.324A),
SER-36(3.67A)
Table 4.

The electronic excitations, transition energies (AE), oscillator strength (f)), transition moment (ung),
% configuration interaction (C.I.) and change in dipole moments between ground and crucial
excited states (A, ) for all compounds at TD-M06/6-311G* level of theory

Sys. E;ecc.g(:::; AE (eV) £ Mg Transition %C.1.
ligand Se—Ss 4710 0.340 0.865 H-1-L+1 47

1) Se—Ss 3.962 0.356 1.891 H-35L 63

1)) Se—Ss 4.708 0.287 1.500 H-1 >L+1 50

3) Sy—>S1o 4779 0.60 1.991 H-2-L+1 58
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LUMO+2= -4.528 eV

LUMO= 5.624 eV LUMO+1=-6.118 ¢V

AE=-4.004 ¢V AE=-2.626 ¢V

AE=-3.936 ¢V

¢
HOMO-2=.7.154 ¢V

S HOMO-1= 2,114 ¢V
HOMO= -1.688 ¢V

Figure 1. Optimized and molecular structures of a Figure 3 .Frontier molecular orbitals of a Ni(II)
Cu(IT) complex [Cu(L)(bipy)] (1) and a Ni(II) complex complex [Ni(L)(Me-ImH)] (2).
[Ni(L)(Me-ImH)] (2) with atom numbering scheme -
derived from DFT method. Q |
% @ lmc—l Electrophilic(HOMO)
potential map Frontier density
% w Nucleophilic(LUMO) Radlcal Frontier
oneOStTiaszay > Frontier density dens-ty
[ ] . .
ovoT L . lecular orbital “f" ooy Figure 4.Electrostatic potential maps of a Cu(II)
Figure 2 .Frontier molecular orbitals of a Cu(II) complex [Cu(L)(bipy)] (1).

complex [Cu(L)(bipy)] (1).

Electrostatic Electrophilic(HOMO)
potential map Frontier density
.

Nucleophilic(LUMO)I | Radical Frontier

Frontier density; density Figure 6. The docked Cu(II) complex [Cu(L)(bipy)]
Figure 5.Electrostatic potential maps of a Ni(II) ) 1n51d§ the Ml?m prote}n (PDB ID: 7DWY) with its
complex [Ni(L)(Me-ImH)] (2). focused view for interacting residues around the docked

complex.
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Figure 7. The docked Ni(II) complex [Ni(L)(Me-
ImH)] (2)inside the MP™ protein (PDB ID: 7DWY)
with its focused view for interacting residues around
the docked complex.

Figure 9. The representation of a docked Ni(II)
complex [Ni(L)(Me-ImH)] (2)inside the MPprotein
(PDB ID: 7DWY) with its focused view for interacting
residues.

References

1. N. Van Doremalen, T. Bushmaker, D. H. Morris,
M. G Holbrook, A. Gamble, B. N. Williamson,
A. Tamin, J. L. Harcourt, N. J. Thornburg, S. I.
Gerber, J. O.L.-Smith, E. de Wit, V. J. Munster,
N. Engl. J. Med. 382(16), 1564 (2020)

2. J.M.Jin, X.-Y.Du, Y. C. Xu, Y. Q. Deng, M. Q.
Liu, Y. Zho, et al , Nature, 582, 289 (2020)

3. K. K. M. Hashim, E. Manoj, M. R. P. Kurup, J.
Mol. Struct, 1246, 131125 (2021)

4 M. A. Hameed, 1. O. Adedotun, V. A. Falade, A.
J. Adepoju, S. B. Olasupo, M. W. Akinboade,
Virus Disease,32, 642 (2021)

Synthesis and study of copper (II) and Ni(II) complex with reference to
theoretical biological applications, optical and nonlinear optical properties

167

Figure 8. The representation of a docked Cu(II)
complex [Cu(L)(bipy)] (1)inside the MP*protein (PDB
ID: 7DWY) with its focused view for interacting
residues.

Gl s 1

LS 1
|
1

1
1
|
I
|
1
I
!
SEERSEY B

Cu(Il) complex [Cu(L)(bipy)] (1) and a
Ni(IT) complex [Ni(L)(Me-ImH)] (2)is docked into
the binding cavity of the receptor protein interaction
of SARS-CoV-2 Mre (PDB ID: 7DWY); The
molecular re-docking study showed in surface view
and 3D protein backbone with ligand (complexes)
represented as a cartoon and corresponding 2D complex
interaction plot.

5. A.Andreou, S. Trantza, D. Filippou, S. Tsiodras,
Vivo (Brooklyn), 34, 1567 (2020)

6. J. M. Jacob, M.R. P. Kurup, K. Nisha, G.
Serdaroglu, S. Kaya, Polyhedron,189, 114736
(2020)

7 P.F. Rapheal, E. Manoj, M.R. P. Kurup, H. Fun,
J. Mol. Struct., 1237, 130362 (2021)

8. M. Sobiesiak, M. Cieslak, K. Krolewska, J.
Kazmierczak-Baranska, B. Pasternakc, E.
Budziszd,New J. Chem.,40, 9761 (2016)



168 Shail Kumari Singh et al.

10.

11.

12

13.

14.

15.

16

17.

18

19.

20.

K. Ohui,E. Afanasenko,F. Bacher,R. L. X. Ting,A.
Zafar, N. Blanco-Cabra,E. Torrents,O.
Domotor,N. V. May, D. Darvasiova, E. A.
Enyedy, A. Popovic-Bijelic,J. Reynisson, P.
Rapta, M. V. Babak, G. Pastorin, V. B. Arion, J.
Med. Chem.,62,512 (2019)

S. Kathiresan, S. Mugesh, J. Annaraj,New J.
Chem., 41, 1267 (2017)

R. Fouad, I. A. Shaaban, T. E. Ali, M. A. Assiri,
S. S. Shenouda, RSC Adv.,11,377726 (2021)

L. Dkhar, V. Banothu, K. M. Poluri, W. Kaminski,
M. R. Kollipara, J. Organomet. Chem.,918,
121298 (2020)

E. Tirkkan, U. Sayin, N. Erbilen, S. Pehlivanoglu,
G. Erdogan, H. U. Tasdemir, A. O. Saf, L. Guler,
E. G Akgemci, J. Organomet. Chem.,831, 23
(2017)

R. A. Bedier, T. A. Yousef, G. M. Abu El-Reash,
0. A. El-Gammal, J. Mol. Struct.,1139,436 (2017)
C. C. Gatto, P. M. Miguel, C. M. Almeida, P. H.
O. Santiago, C. R. K. Paier, C. Pessoa, Transit
Met Chem.,42,503 (2017)

K. K. M. Hashim, E. Manoj, M. R. P. Kurup, J.
Mol. Struct, 1246, 131125 (2021)

M. Benucci, G. Giannasi, P. Cecchini, F. L. Gobbi,
A. Damiani, V. Grossi, M. Infantino, M.
Manfredi, J. Med. Virol. 92, 2368 (2020)0; (b)
M. A. Hameed, I. O. Adedotun, V. A. Falade, A.
J. Adepoju, S. B. Olasupo, M. W. Akinboade,
Virus Disease, 32, 642 (2021)

M. Oubahmane, 1. Hdoufane, 1. Bjij, C. Jerres,
D. Villemin, D. Cherqqoui, J. Mol. Struct, 1244,
130897 (2021); (b) Mahesha , A. H. Udaya
Kumar, K. G. Vindya , K. J. Pampa, K. S.
Rangappa, N. K. Lokanath, J. Mol. Struct. 1250,
131746 (2022) (c) J. Haribabu, S. Srividya, D.
Mahendiram, D. Gayathri, V. Venkatramu, N.
Bhuvnesh, R. Karvembu, /norg. Chem.59, 17109
(2020)

J. T. Wu, K. Leung, M. Bushman, N. Kishore, R.
Niehus, P. M. de Salazar, B. J. Cowling, M.
Lipsitch, G. M. Leung, Nat. Med.26, 506 (2020)
(b) A. Pandey, A.N. Nikam, S.P. Mutalik, G.
Fernandes, A.B. Shreya, B.S. Padya, R.
Raychaudhri, S. Kulkarni, R. Prassl, S.
Subramanian, A. Korde, S. Mutalik, ACS
Biomater. Sci. Eng.7,31 (2021) (c) R. Wang, J.
Chen, K. Gao, Y. Hozumi, C. Yin, G. Wei,
Commun. Biol.4,228 (2021)

M. J. Frisch, G. W. Trucks, H. B. Schlegel, G. E.
Scuseria, M. A. Robb, J. R. Cheeseman,G.
Scalmani, V. Barone, B. Mennucci, G. A.
Petersson, Gaussian 16 Rev. A.03. Wallingford,
CT, (2016)

21.

22

23.

24.
25.

26

27.

28.

29.

30.
31.

32.

33

34.

35.

36.

37.

38.

39.

40.

J. Chemtracks

H. Lambert, N. Mohan, T. C. Lee, Phys. Chem.
Chem. Phys.,21, 14521 (2019)

J. D. Chai, M. H. Gordon, Phys. Chem. Chem.
Phys.,10, 6615 (2008)

Yan, R., Zhang, Y., Li, Y., Ye, F., Guo, Y., Xia, L.,
Zhong, X., Chi, X., Zhou, Q., Cell Res.,31: 717
(2021)

H. Park, J. Lee, S. Lee, Proteins, 65,549 (2006)
D. Seeliger, B. L. de Groot, J. Comput. Aided
Mol. 24,417 (2010)

D. S. Biovia, Discovery Studio Visualizer ,
17.2.0.16349 (Dassault Systems, San Diego).
(2016)

S. Kumara, S. Muhammad, J. Koha, M. Khalid,
K. Ayubd, Optik.192, 162952 (2019)

R. N. Patel, S. K. Patel, D. Kumhar, N. Patel,
A K. Patel, R. N. Jadeja, N. Patel, B. J. Butcher,
M. Carijo, S. Herrero, Polyhedron,188, 114687
(2020)

J. J. Murray, P. Politzer, WIRES, Comput. Mol.
Sci, 1,153 (2011)

T. Koopmans, Physica,1, 104 (2011)

S. Murugavel, V. V. Velan, D. Kannan, M.
Bakthadoss, J. Mol. Struct.1108, 150 (1934)

G. Abbas, A. Irfan, I. Ahmed, F. Zeidaneen, S.
Muthu, O. Fuhr, R. Thomas, J. Mol. Struct.,
1253, 132242 (2022)

A. Ali, N. Sepay, M. Afzal, N. Sepay, A. Alarifi,
M. Shahid, M. Ahmad, Bioorg. Chem.,110,
104772 (2021)

S. Swminathan, J. Haribabu, N.K. Kalagtur, R.
Konakanchi, N. Balakrishnan, N. Bhuvanesh, R.
Karvembu, ACS Omega 4, 6245 (2019)

S. M. Chowdhury, S.A. Talukder, A.M. Khan,
N. Afrin, M.A. Ali, R. Islam, R. Parves, A.A.
Mamun, M.A. Sufian, M.N. Hossain, M.A.
Hossain, M.A. Halim, J. Phys. Chem. B 124,
9785 (2020)

M. Pal, D. Musib, M. Roy, New J. Chem. 45,
1924 (2021)

M. Pal, D. Musib, A. J. Jabe, N. Chowdhury,
M. Roy, Chemistry Select,6, 7429 (2021)
Niccolai D, Tarsi L, J. Thomas R. Chem Commun.
2333 (1997)

Wilmouth RC, Kassamally S, Westwood NI,
Sheppard RJ, Claridge TDW, Aplin RT, Wright
PA, Pritchard GJ, Schofield CJ. Biochemistry. 38:
7989 (1999)

Burnett DA, Caplen MA, Davis HR, Burrier RE,
Clader JW. J Med Chem.37: 1733 (1994)

An International Peer Reviewed Research Journal of Chemistry
Abstracted / Indexed in : Chemical Abstract U.S.A.
JC- 1503/2K22 (ISSN:0973-239X), INDIA

Journal Chemtracks Vol. 24 (1&2), 157-168 January to December 2022



