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A new series of 3-(1-(3,4-dimethoxyphenethyl)-4,5-diphenyl-1H-imidazol-2-yl)-1H-indole derivatives
(5a-5j) are conveniently synthesized and characterized by IR, '"H NMR and >C NMR spectral techniques.
The compound 5f was also confirmed by single crystal XRD analysis and optimized bond parameters
were calculated by density functional theory (DFT) at B3LYP/6—31G (d, p) level. The optimized
geometrical parameters obtained by DFT calculation are in good agreement with single crystal XRD data.
The experimentally observed FT-IR and FT-Raman bands were assigned to different normal modes of the
molecule. The stability and charge delocalization of the molecule were also studied by Natural Bond
Orbital (NBO) analysis. The overlapping of atomic orbital along with their predicted energy is explained
on the basis of HOMO—LUMO energy gap calculations. Molecular Electrostatic Potential map (MEP) was
studied for predicting the reactive sites. The reported molecule used as a potential NLO material since it
has high ppp value. The antibacterial activities of these derivatives were studied using molecular docking
studies and it is compared with their experimental results.

© 2016 Published by Elsevier B.V.

1. Introduction

Imidazole is a class of very important heterocyclic compounds,
which can be found in many natural products [1]. They are recog-
nized to exhibit a large variety of important biological and phar-
macological activities [2]. It has been reported that some imidazole
derivatives can be used as herbicides, fungicides, growth regula-
tors, potent angiotensin Il receptor antagonist, glucagon receptor
antagonist, anti-allergy, anti-tumor, anti-inflammatory, anti-bac-
terial, antioxidant and analgesic activities [3—13]. Compounds
incorporating the imidazole scaffold are known as inhibitors of
interleukin (IL)-1 and 5-lipoxygenase, 20-HETE synthase inhibitors,
B-lactamase inhibitors, carboxypeptidase inhibitors, Heme oxy-
genase inhibitors, NOs inhibitors, p38 MAPK inhibitors, JNK, BRaf
kinase, 5-LOX inhibitors and COX-2 inhibitors [14—22]. Imidazole,
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the N-heterocycle molecule has high electron-withdrawing ability,
good coplanarity and good thermal stability which render it to be
an ideal building block for nonlinear optical materials [23—25].
Imidazoles are also used as Plant growth regulators and therapeutic
agents [26], dye super sensitized star cells (DSSCs) [27,28],
nonlinear optics (NLO) [29,30] and organic light emitting diodes
(OLED) [31,32]. Vibrational spectroscopy is a valuable tool for the
elucidation of molecular structure and gives a dynamical image of
the molecule. Vibrational spectroscopy has contributed appreciably
to the growth of polymer chemistry, catalysis and reaction dy-
namics [33]. The present research work predominantly focused on
the synthesis of 2-(4-chlorophenyl)-1-(3,4-dimethoxyphenethyl)-
4,5-diphenyl-1H-imidazole and its FT-IR, FT-Raman vibrational
spectral characterizations. To support our experimental investiga-
tion, theoretical calculation of vibrational analysis were studied
using B3LYP/6-31G (d, p) level of theory [34]. In addition the intra-
molecular charge transfer, non-linear optical activity, frontier mo-
lecular orbital analysis and molecular electrostatic potential of the
compound 5f have been also studied. All the synthesized com-
pounds were evaluated for their antibacterial and antifungal
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screening on different strains of bacteria and fungi.
2. Experimental
2.1. General methods

TLC was carried out to monitor the course of the reaction and
the purity of the product. Melting point of the synthesized com-
pounds have been measured in open glass capillaries and were
uncorrected (Cole-Parmer). IR spectra were recorded in AVATAR-
330 FT-IR spectrophotometer (Thermo Nicolet) and only note-
worthy absorption levels (reciprocal centimeters) are listed. The FT-
Raman spectrum of the compound 5f was recorded on BRUKER:
RFS27 spectrometer operating at laser 100 mW in the spectral
range of 4000—50 cm™'. FT-Raman spectral measurements were
carried out from Sophisticated Analytical Instrument Facility (SAIF),
Indian Institute of Technology (IIT), Chennai. The 'H and *C NMR
spectra at 400 and 100 MHz, respectively were obtained at room
temperature using a Bruker 400 MHz NMR spectrometer (Bruker
biospin, California, USA). All the chromatographic purifications
were performed with silica gel (100—200 mesh) whereas all TLC
(silica gel) was performed on silica gel coated (Merk Kiesel 60 GF
254, 0.2 mm thickness) sheets. All the chemicals and solvents are
commercially obtained (Sigma-Aldrich, Merck) and used directly
without any further purification.

2.2. Synthesis of 3-(1-(3,4-dimethoxyphenethyl)-4,5-diphenyl-1H-
imidazol-2-yl)-1H-indole derivatives

A mixture of aromatic (or) heterocyclic aldehyde (1 mmol),
benzil (1 mmol), 2-(3,4-dimethoxyphenyl)ethanamine (1 mmol)
and ammonium acetate (2 mmol) with Y»03/SO3~ (50 mg) as the
catalyst [35] was taken in a round bottom flask and the reaction
mixture was refluxed at the boiling point of ethanol (78 °C) and the
completion of the reaction was monitored by thin layer chroma-
tography (TLC) technique using benzene: ethyl acetate (8:2) as the
eluent. The reaction mixture was then extracted with dichloro-
methane and the resultant material was purified by column
chromatography.

2.2.1. 3-(1-(3,4-dimethoxyphenethyl)-4,5-diphenyl-1H-imidazol-2-
yl)-1H-indole (5a)

White solid: m.p. 157—159 °C and yield 85%. IR (KBr) (cm™!):
1601 (C=N stretching), '"H NMR (3ppm): 9.15 (s, NH proton),
7.16—7.87 (m, 15H aryl protons), 6.56 (d, H-12, ] = 8.4 Hz), 6.20 (d,
H-13,J = 7.2 Hz), 5.93 (s, H-9), 4.12 (t, H-7,] = 6.8 Hz), 3.77 (s, OCH3),
3.56 (s, OCH3), 2.47 (t, H-6, ] = 6.8 Hz), (*3C NMR (3ppm): 36.06 (C-
6),46.40 (C-7), 55. 89 & 55.60 (OCH3), 110.99—147.67 (aromatic and
ipso carbon), 148.78 (C=N carbon).

2.2.2. 1-(3,4-dimethoxyphenethyl)-4,5-diphenyl-2-(thiophen-2-
yl)-1H-imidazole (5b)

White solid: m.p. 151-154 °C and yield 89%. IR (KBr) (cm™!):
1608 (C=N stretching), '"H NMR (8ppm): 7.12—7.71 (m, 13H aryl
protons), 6.66 (d, H-12,] = 8 Hz), 6.37 (d, H-13,] = 1.2 Hz), 6.13 (s, H-
9),4.18 (t,H-7,] = 7.2 Hz), 3.84 (s, OCH3), 3.78 (s, OCH3), 2.68 (t, H-6,
J=7.6Hz),’3C NMR (3ppm): 36.15 (C-6), 46.50 (C-7), 55.92 & 55.63
(OCH3s), 111.20—147.88 (aromatic and ipso carbon), 148.96 (C=N
carbon).

2.2.3. 1-(3,4-dimethoxyphenethyl)-2,4,5-triphenyl-1H-imidazole
(5¢)

White solid: m.p. 148—151 °C and yield 90%. IR (KBr) (cm™!):
1598 (C=N stretching), 'H NMR (3ppm): 7.13—7.98 (m, 15H aryl
protons), 6.60 (d, H-12, ] = 8 Hz), 6.20 (d, H-13, ] = 1.2 Hz), 6.01 (s,

H-9), 4.11 (t, H-7, ] = 7.2 Hz), 3.85 (s, OCH3), 3.65 (s, OCH3), 2.48 (t,
H-6, ] = 7.2 Hz), '3C NMR (3ppm): 36.17 (C-6), 46.41 (C-7), 55. 93 &
55.71 (OCH3), 111.10—147.94 (aromatic and ipso carbon), 148.86
(C=N carbon).

2.24. 1-(3,4-dimethoxyphenethyl)-2-(4-(methylthio )phenyl)-4,5-
diphenyl-1H-imidazole (5d)

White solid: m.p. 156—159 °C and yield 90%. IR (KBr) (cm~!):
1601 (C=N stretching), 'H NMR (3ppm): 7.11—7.48 (m, 14H aryl
protons), 6.61 (d, H-12, ] = 8 Hz), 6.24 (d, H-13, ] = 8 Hz), 6.00 (s, H-
9),4.10 (t, H-7,] = 6.8 Hz), 3.81 (s, OCH3), 3.66 (s, OCH3), 2.51 (CH3),
2.47 (t, H-6, ] = 6.4 Hz), 3C NMR (3ppm): 29.74 (CH3), 36.13 (C-6),
46.53 (C-7), 55. 94 & 55.64 (OCHj3), 111.11-147.83 (aromatic and
ipso carbon), 148.88 (C=N carbon).

2.2.5. 1-(3,4-dimethoxyphenethyl)-2-(4-methoxyphenyl)-4,5-
diphenyl-1H-imidazole (5e)

White solid: m.p. 153—158 °C and yield 92%. IR (KBr) (cm™!):
1597 (C=N stretching), '"H NMR (3ppm): 7.12—7.86 (m, 14H aryl
protons), 6.97 (d, H-12, ] = 8 Hz), 6.21 (d, H-13, ] = 8 Hz), 6.02 (s, H-
9), 4.08 (t, H-7, ] = 6.8 Hz), 3.86, 3.80, 3.68 (s, OCH3), 2.48 (t, H-6,
J = 6.4Hz), 3C NMR (3ppm): 55.94, 55.65, 5538 (OCH3), 36.13 (C-6),
46.46 (C-7),111.17—147.82 (aromatic and ipso carbon), 148.90 (C=N
carbon).

2.2.6. 2-(4-chlorophenyl)-1-(3,4-dimethoxyphenethyl)-4,5-
diphenyl-1H-imidazole (5f)

White solid: m.p. 160—163 °C and yield 80%. IR (KBr) (cm™!):
1605 (C=N stretching), TH NMR (dppm): 7.12—7.86 (m, 14H aryl
protons), 6.60 (d, H-12, ] = 8.4 Hz), 6.24 (d, H-13, ] = 2 Hz), 5.99 (s,
H-9), 411 (t, H-7, ] = 7.2 Hz), 3.82, 3.66 (s, OCH3), 2.46 (t, H-6,
J=7.2Hz),3C NMR (3ppm): 55.94, 55.62 (OCH3), 36.09 (C-6), 46.58
(C-7), 111.12—147.91 (aromatic and ipso carbon), 148.90 (C=N
carbon).

2.2.7. 1-(3,4-dimethoxyphenethyl)-2-(4-fluorophenyl)-4,5-
diphenyl-1H-imidazole (58)

White solid: m.p. 157—159 °C and yield 82%. IR (KBr) (cm™'1603
(C=N stretching), '"H NMR (3ppm): 7.08—7.89 (m, 14H aryl protons),
6.60 (d, H-12,] = 8.4 Hz), 6.24 (d, H-13, ] = 2 Hz), 5.99 (s, H-9), 4.08
(t,H-7,] = 7.2 Hz), 3.81, 3.66 (s, OCH3), 2.46 (t, H-6, ] = 7.2 Hz), 3C
NMR (dppm): 55.93, 55.62 (OCHs), 36.06 (C-6), 46.52 (C-7),
111.14—147.88 (aromatic and ipso carbon), 148.88 (C=N carbon).

2.2.8. 4-(1-(3,4-dimethoxyphenethyl)-4,5-diphenyl-1H-imidazol-
2-yl)phenol (5h)

White solid: m.p. 159—1162 °C and yield 85%. IR (KBr) (cm™!):
1598 (C=N stretching), 'H NMR (8ppm): 7.13—7.52 (m, 14H aryl
protons), 6.60 (d, H-12, ] = 8.4 Hz), 6.24 (d, H-13, ] = 2 Hz), 5.99 (s,
H-9), 4.05 (t, H-7, ] = 7.2 Hz), 3.75, 3.59 (s, OCH3), 2.43 (t, H-6,
J=17.2Hz),’3C NMR (3ppm): 55.94, 55.62 (OCH3), 36.09 (C-6), 46.58
(C-7), 111.12—147.91 (aromatic and ipso carbon), 148.90 (C=N car-
bon). 9.8 (s, hydroxyl proton).

2.2.9. 4-(1-(3,4-dimethoxyphenethyl)-4,5-diphenyl-1H-imidazol-
2-yl)-N,N-dimethylaniline (5i)

White solid: m.p. 160—1163 °C and yield 80%. IR (KBr) (ecm™):
1593 (C=N stretching), 'H NMR (3ppm): 7.11-7.52 (m, 14H aryl
protons), 6.62 (d, H-12, ] = 8.4 Hz), 6.29 (d, H-13, ] = 2 Hz), 6.05 (s,
H-9), 4.08 (t, H-7,] = 7.2 Hz), 3.80, 3.67 (s, OCH3), 3.01 (CH3),, 2.51
(t, H-6, ] = 7.2 Hz), *C NMR (3ppm): 55.92, 55.66 (OCH3), 36.15 (C-
6), 46.46 (C-7), 40.41 (CH3),, 111.06—147.69 (aromatic and ipso
carbon), 148.83 (C=N carbon).
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2.2.10. 1-(3,4-dimethoxyphenethyl)-2-(4-nitrophenyl)-4,5-
diphenyl-1H-imidazole (5j)

Yellow solid: m.p. 162—165 °C and yield 79%. IR (KBr) (cm™1):
1603 (C=N stretching), 'TH NMR (dppm): 7.26—7.88 (m, 14H aryl
protons), 6.60 (d, H-12, ] = 8.4 Hz), 6.23 (d, H-13, ] = 2 Hz), 6.05 (s,
H-9), 419 (t, H-7,] = 7.2 Hz), 3.80, 3.67 (s, OCH3), 3.01 (CH3),, 2.51
(t, H-6, ] = 7.2 Hz), 3C NMR (8ppm): 55.92, 55.66 (OCH3), 36.15 (C-
6), 46.46 (C-7), 40.41 (CH3),, 111.06—147.69 (aromatic and ipso
carbon), 148.83 (C=N carbon).

2.3. DFT computational method

The density functional theory (DFT/B3LYP) at 6-31G (d, p) level
of theory was used to calculate the properties, such as FT-IR, FT-
Raman stretching vibrations, optimized geometries, vibrational
frequencies, NBO analysis, HOMO-LUMO and hyperpolarizability of
the compound 5f. All the calculations were performed using
Gaussian 03 W program package with the default convergence
criteria without any constraint on the geometry [36]. The optimized
structural parameters were used in the vibrational frequency cal-
culations at the DFT level. The vibrational modes were assigned on
the basis of TED (Total Energy Distribution) analysis using SQM
program [37]. It should be noted that Gaussian 03 W package able
to calculate the Raman activity. The Raman activities were trans-
formed into Raman intensities using raint program [38,39] by the
expression:

f(vo —vi)Si

vi[l fexp(—%)}

where [; is the Raman intensity, S is the Raman scattering activities,
V; is wave number of the normal modes and Vg denotes the
wavenumber of excitation laser, h, ¢ and k are universal constant
and f is a suitably chosen common normalization factor for all peak
intensities.

li =

2.4. X-ray crystallographic analysis

The crystal (5f) was grown by the slow evaporation technique in
ethanol solvent. Diffraction data were collected on a Bruker axs
kappa apex2 CCD diffractometer using graphite monochromated
Mo Ko radiation (K = 1.54178 A) at 296 (2) K with crystal size of
0.29 x 0.26 x 0.23 mm. The structure was solved by direct methods
and successive Fourier difference synthesis (SHELXS-97) and
refined by full matrix least square procedure on F> with anisotropic
thermal parameters. All non-hydrogen atoms were refined
(SHELXL-97) and placed at chemically acceptable positions. A total
of 654 parameters were refined with 7171 unique reflections which
covered the residuals to Ry = 0.0541. Crystallographic data have
been deposited with the Cambridge Crystallographic Data Centre as
supplementary publication number CCDC 1419354. Copies of the
data can be obtained free of charge via http://www.ccdc.cam.ac.uk
or from the Cambridge Crystallographic Data Centre, 12 Union
Road, Cambridge CB2 1EZ, UK; fax: +44 1223 336 033: or e-mail:
deposit@ccdc.cam.ac.uk.

2.5. Molecular docking study

Molecular docking was carried out to study the exact binding
location of ligand on protein. Molecular docking simulation was
performed with the Argus Lab 4.0. The prepared 3D structure of 1]JIJ
protein was downloaded from the protein data bank (see http//
www.rcsb.org/pdb) and binding site was made by choosing “Mak-
ing binding site for this protein” option. The ligand was then

introduced and docking calculation was allowed to run using
shape-based search algorithm and A Score scoring function. The
scoring function is responsible for evaluating the energy between
the ligand and protein target. Flexible docking was allowed by
constructing grids over the binding sites of the protein and energy
based rotation is set for that ligand group of atoms that do not have
rotatable bonds. For each rotation, torsions and poses (conforma-
tion) are generated during the docking process. For each complex
10 independent runs were conducted and one pose was returned
for each run. The best docking model was selected according to the
lowest binding energy calculated by Argus lab and the most suit-
able binding conformation was selected on the basis of hydrogen
bond interaction between the ligand and protein near the substrate
binding site. The lowest energy poses indicate the highest binding
affinity. The resulting receptor model was saved to Brookhaven PDB
file from the file the 2D and 3D interactions are viewed in discovery
studio 4.5 versions.

2.6. Antimicrobial assay

2.6.1. Collection of bacterial strains

The Clinical isolates of bacterial strains viz., Staphylococcus
aureus, Streptococcus pyogenes, Shigella flexneri, proteus mirabilis
and vibrio cholera and the antifungal strains viz., Candida albicans,
Candida glubrate and Candida crusei were used in this study. These
strains were obtained from the Department of Botany, Annamalai
University, Annamalainagar, Tamil Nadu and India. The strains were
inoculated on a sterile medium and sub-cultured on to Mueller
Hinton Agar plates, these strains are maintained on agar slant at
4°C.

2.6.2. Disc diffusion assay

Antibacterial and antifungal activity was performed by the disc
diffusion method. About 1 mg/mL stock solution was prepared by
dissolving the test compounds (5a-5j) in 50% DMSO. The sterile
paper disc with 6 mm diameter was impregnated with concen-
tration of 200 mg/mL and the discs were placed in Mueller Hinton
Broth for bacteria and Sabourauds dextrose broth for fungi. The
plates were incubated at 37 °C for bacteria and 28 °C for fungi in
incubator. The zone of inhibition for bacteria was visually examined
at 37 °C for 24 h and fungi was visually examined at 28 °C for
72—96 h. Methicillin was used as a standard positive control for
bacteria and Amphotericin B was used as a standard positive con-
trol for fungi under analogues conditions. All the tests were carried
out in triplicate.

2.6.3. Minimum inhibitory concentration (MIC)

Dilution susceptibility testing method was used for MIC deter-
mination. The test compounds were dissolved in 1 mL of chloro-
form. The different concentrations of the test compounds were
200—3.125 pg/mL. It was then serially diluted in to two folds.
Wherein, 100 mL of sterile Mueller Hinton Broth for bacteria and
Sabourauds Dextrose broth for fungus was decanted into each well
of a sterile 96-well micro plate. Highest concentration of the test
compounds added at 100 mL to the first well. After mixing of the
above, 100 mL of the same was transferred to the second well and in
this way; the dilution procedure was continued as a series of
dilution of 200—3.125 pg/mL respectively. Inoculums solution at
5 mL was added to every well. Being incubated for 24 h at 37° C for
bacteria and 28 °C for fungi, the tubes were monitored for turbidity
as growth and non-turbidity as no growth. The MIC values were
interpreted as the highest dilution (lowest concentration) of the
sample, which showed clear fluid with no development of
turbidity. Bacterial and fungal growth was indicated by the mea-
sure of a white pellet on well bottom.
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3. Results and discussion
3.1. Chemistry

One-pot processes for the synthesis of the title compounds
(5a—5j) are sketched in Scheme 1. The novel 3-(1-(3,4-
dimethoxyphenethyl)-4,5-diphenyl-1H-imidazol-2-yl)-1H-indole
derivatives were prepared using one pot multicomponent reaction
by condensing benzil, various aromatic and heterocyclic aldehydes,
2-(3,4-dimethoxyphenyl)ethanamine and ammonium acetate in 1:
1: 1:2 ratio in the presence of sulphated yttria. A plausible mech-
anism [40] for the SO~ /Y,03 catalyzed synthesis of substituted
imidazole has been proposed through Scheme 2. In the case of
1,2,4,5-tetrasubstituted imidazole, the reaction proceeds via a
diamine intermediate A, which is formed by the activation of
aldehydic carbonyl group by the SOZ/Y,0; catalyst through
intermolecular hydrogen bonding and the condensation of diamine
with benzil followed by dehydration to form the imino interme-
diate B, which rearranges to form the desired product C. The
representative compound 5a was characterized by IR, 'H, 13C NMR
and 2D NMR (HSQC) spectral techniques. Compound 5f was suc-
cessfully crystallized and its structure was determined by single-
crystal X-ray diffraction analysis. In the IR spectrum of compound
5a, the strong band obtained at 3251 cm~ ! was due to NH band of
the indole group. The strong absorption band at 1601 cm ™! was due
to imidazole ring containing C=N. In the 'H NMR spectrum of 5a
there was a singlet at 9.38 ppm corresponding to one proton. This is
due to the NH proton of the indole group. There was a multiplet in
the region of 7.16—7.87 ppm, corresponding to 15 protons and it is
due to aromatic protons. There are two doublets in the region at
6.56 and 6.20 ppm, each corresponding to one proton. These are

NH,OAC

S0,21Y,0,
—_—

Reflux, 5 hours
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S04%1Y,04

: NH,OAC OCH,
0 i NH, OCH,
- \
+ NH: 0 (HH
_HO

NH
-H,0
OCH; OCH;
OCH, OCH,
Cc B

Scheme 2. Plausible mechanism for the formation of the product 5a.

due to the H-13 and H-12 protons. There was one singlet at
5.93 ppm. These are due to H-9 proton. There was two triplets at
4.10 (H-6) and 2.47 ppm (H-7) ppm, corresponding to two meth-
ylene protons. There were two singlets at 3.77 and 3.56 ppm cor-
responding to two methoxy group. In the 3C NMR spectrum of
compound 5a, the signal appeared at 148.78 ppm is unambiguously

Ethanol

RCHO H3COD/\/NH2
H,CO 9 12
10 1
H;CO OCH;
Compounds Entry R Compounds Entry R
5a \( 5f cl <:>
N
H
5b S 5g
W )~
5¢ H3CS©\ 5h HO <:>
5d ©\ 5i HsC
/N—< :)—
H,C
Se 5j

H3C0\©\

Scheme 1. Synthesis of 3-(1-(3,4-dimethoxyphenethyl)-4,5-diphenyl-1H-imidazol-2-yl)-1H-indole derivatives.
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Fig. 1. ORTEP of compound 5f.
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assigned to imino (C=N) carbon of the imidazole ring (C-2). The
aromatic carbon signals are appeared in the region of
147.67—110.99 ppm. The signals observed at 55.89 and 55.60 ppm
are assigned to two methoxy carbons. The signals observed at 36.06
and 46.40 ppm are assigned to C-6 and C-7 carbons respectively. In
TH—13C COSY spectrum of 5a, the carbon signals at 148.78 ppm
does not have HSQC correlation confirmed that the signal is due to
imino carbon (C-2). The H-6 (6 = 4.10 ppm) and H-7 (6 = 2.47 ppm)
protons have cross peak with corresponding carbon signals at 36.06
and 46.40 ppm this is due to C-6 and C-7 carbons. This observation
confirmed that the formation of two methylene protons. Further,
the signals at 3.77 and 3.56 ppm in methoxy proton have cross peak
with corresponding carbon signals at 55.89 and 55.60 ppm. The
aromatic proton signals have cross peak with corresponding carbon
signals except ipso carbons. The 'H, 3C NMR and HSQC correlation
spectrum of compound 5a is shown in Supplementary information
S1 (Fig. 1).

3.2. Crystal and molecular structure of 5f

Single crystal X-ray diffraction analysis has been performed for
2-(4-chlorophenyl)-1-(3,4-dimethoxyphenethyl)-4,5-diphenyl-
1H-imidazole (5f) and its crystal data, structure refinement pa-
rameters are given in Table 1. The ORTEP indicated that the com-
pound 5f is crystallized with two independent asymmetric units
are shown in Fig. 1. The single crystal X-ray crystallography deter-
mination reveals that the compound 5f crystallized in ortho-
rhombic system with space group Pca21 with cell dimensions of
a = 11.2902 (3)A, b = 21436 (6) A and c = 21.1041 (5) A. In

compound 5f, the imine C5=N1 and amine C5—N4 bond distances
are 1.32 (5) and 1.35 (5) A. The selected bond distances are C2—C3
1.37 (6) A, N4—C3 1.40 (5) A, N1—-C2 1.38 (5) A, CI36—C33 1.75 (4) A,
026—C24 1.36 (5) A and 028—C23 1.37 (5) A. The selected dihedral

Table 1

Crystal data and structure refinement details of 5f.
Parameters 5f
Empirical formula C31H27 CI N2 02
Formula weight 495.01
Temperature(T) 296(2) K
Wavelength 1.54 A

Crystal system, space group
Unit cell dimensions

Volume

Z

Absorption coefficient

F(000)

Crystal size

Theta range for data collection
Completeness to theta = 25.00
Absorption correction

Max. and min. transmission
Refinement method
Data/restraints/parameters
Goodness-of-fit on F2

Final R indices [I > 2sigma(I)]
R indices (all data)

CCDC NO

orthorhombic, Pca21

a = 11.2902 (3)A alpha = 90°

b = 21.436 (6) A beta = 90°

¢ =21.1041 (5) A gamma = 90°
510221 A

8

1.568mm-1

2080

0.29 x 0.26 x 0.23 mm
2.06—64.40 deg.

100.0%

Semi-empirical from equivalents
0.652 and 0.71

Full-matrix least-squares on F2
7171/1/654

1.025

R1 = 0.0541, wR2 = 0.1252

R1 = 0.0646, wR2 = 0.1317
1419354
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Table 2
Selected bond length, bond angle and dihedral angle of 5f.
Bond length Exp Theoretical Dihedral angle Exp Theoretical
2-C3 1.37(6) 1.39 C27—-026—C24—C23 -179.1(4) —175.85
Cl36—C33 1.75(4) 1.55 C27—-026—C24—-C25 1.2(6) 57.53
026—-C24 1.36(5) 1.39 C24—-026—C27—-H27 179.1 176.67
026—-C27 1.43(6) 1.46 C29—-028—-C23—-C24 —178.4(4) —178.55
028—-C23 1.37(5) 145 C29—-028—-C23—-C22 1.1(6) 3.46
028—-C29 1.44(6) 1.39 C23—-028-C29—-H29 —58.5 -
N4-C5 1.35(5) 1.39 C18—N4—C5—N1 174.1(3) 173.08
N4—-C18 1.46(5) 1.47 C18—N4-C5—-C30 —2.6(6) -7.01
N4—-C3 1.40(5) 1.40 C3—N4—C5—N1 0.1(4) 173.08
N1-C5 1.32(5) 1.33 C3—-N4—-C5-C30 —176.6(4) 179.25
N1-C2 1.38(5) 1.38 C5—-N4—-C18—H18 -19.1 62.37
Bond angle C5—N4—C18—C19 102.2(4) -9.45
C24-026—-C27 116.9(3) 118.46 C3—-N4—-C18—H18 36.7 —-124.8
(C23-028-C29 116.2(3) 116.63 C3—-N4—-C18—C19 —84.6(4) 111.65
C5—N4—-C18 128.8(3) 128.68 C5—N4—-C3—-C12 177.1(4) —-177.23
C5—N4—C3 107.2(3) 106.06 C5—N4—-C3—-C2 -0.3(4) 0.35
C18—N4—-C3 123.7(3) 124.00 C18—N4—-C3—-C12 2.7(6) 8.67
C5—-N1-C2 105.0(3) 107.00 C18—N4—-C3—-C2 -174.7(3) —-173.73
026—-C24—-C23 116.5(4) 123.12 C2—N1-C5—-N4 0.1(4) 0.65
026—-C24—-C25 123.4(4) 117.24 C2—-N1-C5-C30 176.9(4) —179.25
028—-C23—-C24 115.8(4) 118.17 C5—-N1-C2—-C6 —179.5(4) 178.88
028—-C23—-C22 124.4(4) 116.63 C5—-N1-C2—-C3 -0.3(4) -0.41
N4—C5—N1 112.1(3) 110.13 026—C24—-C23-028 —0.5(5) -2.93
N4—-C5—-C30 124.3(3) 128.31 026—C24—C23—-C22 -179.9(4) 176.67
N1-C5—-C30 123.4(4) 121.55 C25—-C24—-C23-028 179.2(4) —178.55
N4—-C18—H18 109 109.41 026—C24—-C25—H25 -13 3.46
N4—-C18—C19 112.9(3) 106.55 026—C24—C25—C20 178.7(4) —175.85
026—C27—H27 109.5 117.14 028—-(C23—-C22—H22 1 0.8
028—-C29—-H29 109.5 123.12 028—-C23-C22—-C21 —179.0(4) —178.55
N4-C3—C12 120.7(3) 122.14 C17-C12—C3—-N4 86.4(5) 91.75
N4—-C3—C2 104.6(3) 110.13 C13—-C12—-C3—-N4 -90.2(5) —88.34
Cl36—C33—-C32 119.9(3) 119.23 N4—-C18—C19—C20 -174.7(3) —64.57
Cl36—C33—-C34 118.6(3) 119.14 N4—-C18—C19—H19 —-53.7 —63.96
N4—C18—C19—H19 64.4 174.10
H32-C32—-C33-CI36 0.3 1.05
H34—-C34—-C33—-CI36 -0.7 -0.30
C35—C34—C33—CI36 179.5(3) —179.76
N4—C3—C2—-N1 0.3(4) 0.02
N4—-C3—C2—C6 179.5(4) -179.17
C12—C3-C2—-N1 —176.4(4) 177.28

angles of the molecules are (C6—C2—C3—-C12 2.7 (8)°,
N4-C8—C19-C20-174.7 (3)°, (C2—N1-C5-C30 1769 (4)°,
C5—N1-C2—-C6 -179.5 (4)° and N4—C18—C19—C20—174.7 (3)°. The
imine (C=N) bond length is expected to be shorter than the amine
(C—N) bond length. The selected bond length, bond angle and
dihedral angle are listed in Table 2. These data revealed that the two
phenyl rings at C2 and C5 are lying in the same plane as that of the
imidazole ring system, while phenyl rings at C3 and 2-(3,4-
dimethoxyphenyl)ethyl ring system N4 are deviated from the
planarity with an angle of —160.5 (C7—C6—C2—N1) and 173.4
(C3—C12—-C13—C14) respectively. A unit cell contains eight mole-
cules in the Packing diagram of compound 5f is shown in Fig. 2. The
experimental single crystal structural parameters (bond length,
bond angle and dihedral angle) of compound 5f are compared with
theoretical bond parameters. It shows substitution in aromatic ring
does not affect notably in bond parameters. The optimized
preferred bond parameters are given in Table 2. All the bond pa-
rameters are excellent agreement with XRD values. The optimized
structure of compound 5f is shown in Fig. S2 (Supplementary
information).

3.3. Vibrational analysis

The synthesized compound 5f is subjected to IR and Raman
spectral analysis and the observed and theoretical FT-IR spectrum is
given in Fig. 3 and the observed and theoretical FT-Raman spectrum Fig. 2. Packing diagram of 5f.
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is given in Fig. 4. The selected vibrational wavenumber of the
compound 5f are analyzed using DFT/B3LYP 6-31G (d, p) Table 3
and the all the vibrational wavenumber are given in S1 (Table 1.
Supplementary information). The theoretical vibrational fre-
quencies are found to be in good agreement with the observed
vibrational frequencies. The normal modes assignment of the
theoretical IR frequencies is visualized and substantiated with the
help of the Gauss view 5.0 visualization programs. The synthesized
5f consists of 63 atoms and hence has 183 normal modes of vi-
brations which include 62 stretching, 123 in-plane bending and 60
out-of-plane bending vibrations. Scaling factor values [41] of 0.96
used for C—H, C-X stretching, bending, wagging, ring puckering and
torsion vibrational [42] frequencies, respectively. The molecule 5f
belongs to C1 symmetry.

3.3.1. C—H modes

The aromatic C—H stretching vibrations are normally found
between 3100 and 3000 cm~! [43]. In compound 5f, the C—H
modes were calculated in the range of 3038—3251 cm ™' (mode nos:
157 to 183) Most of these calculated frequencies find a correlation
with the strongly observed infrared and Raman bands in the range
3118—2849 cm~'& 3175-3050 cm ™.

3.3.2. CH, modes

The asymmetric and symmetric CH, stretching vibrations are
normally appear in the region 3100-2900 cm ™! [44]. The calculated
CH, bending modes were assigned to the bands at 1536, 1537, 1550,
1560 1562 cm ™! and 1475, 1477, 1489, 1499, 1501 cm ™! in FT-IR and

FT- Raman (mode nos: 141 to 146). The experimental CH, bending
modes were assigned to the bands at 1478, 1501 cm~' and 1387,
1418, 1518, 1557 cm ™! in FT-IR and FT-Raman were in good agree-
ment with the data.

3.3.3. C=N modes

The C=N vibration normally appears in the region of
1471-1689 cm™! [45]. The strong band observed at 1610 cm™! in
the experimental IR spectra (1601 cm~' in FI-Raman) of 5f is
assigned to C=N vibration. The mode no 137 with the scaled
frequency1451 cm™! visualizes the C=N stretching.

3.3.4. C—Cl modes

The vibrations due to the halogen atom attached to aromatic
ring are significance to discuss here, Mooney assigned vibrations of
C-X group (X = Cl, Br and I) in the frequency range 1129—480 cm™!
[46]. In present study C—Cl stretching vibration was observed at
435 and 410 cm ™! in FT-IR and FT-Raman and was in good agree-
ment with the theoretically calculated value 421 and 405 (mode no
35).

3.3.5. C—N and C—0 modes

The identification of C—N vibration is a very difficult task, since
mixing of several bands are possible in this region. However, with
the help of theoretical calculation B3LYP 6-31G (d, p) the C—N
stretching vibrations are calculated. In this study, the band at
1148 cm~! in FTIR spectrum is assigned to C—N stretching vibration.
In the present investigation the calculated N4—C1 stretching
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Fig. 3. Combined Theoretical FT-IR (a) and Experimental FT-IR (b) spectrum of compound 5f.
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vibration appeared at 1249 and 1200 cm™! in FT-IR and FT-Raman
(mode no: 113) show excellent agreement with experimental data.
The C—O stretching vibrations are calculated at the range of
890—855 cm~! & 1020-980 cm~' (mode no: 73 and 85) and
observed stretching vibrations appeared at 1070 & 910 cm™~' and
826 & 996 in FT-IR and FT-Raman were in good agreement with the
data.

3.4. HOMO—-LUMO energy

The analysis of the wave function indicates that the electron
absorption corresponds to the transition from the ground state to
the first excited state is mainly described by one electron-excitation
from the highest occupied molecular orbital (HOMO) to the lowest
unoccupied molecular orbital (LUMO) [47]. LUMO as an electron
acceptor represents the ability to obtain an electron and HOMO as
an electron donor represents the ability to donate electron. The
energy gap between the HOMO and LUMO molecular orbital
determine the chemical stability and electrical transport properties
of molecule. The red and green colors of the molecular orbital plot
represent the positive and negative phase respectively. The HOMO
shows the charge density localized over the imidazole and the
entire phenyl ring except hydrogen. The LUMO part is located on
imidazole and except 2-(3,4-dimethoxyphenyl)ethyl ring. The en-
ergy difference between the HOMO and LUMO is about 4.38eV. The
smaller band gap energy increases the stability of the molecule. The
frontier molecular orbital of 5f (HOMO—LUMO) are shown in Fig. 5.

D. Rajaraman et al. / Journal of Molecular Structure 1127 (2017) 597—610

3.5. NBO analysis

In natural Bond Orbital (NBO) analyses several donor-acceptor
interactions are observed in compound (5f) and among the
strongly occupied NBOs, the most important delocalization sites are
in the p system and in the lone pairs (n) of the oxygen and nitrogen
present on the imidazole and dimethoxy moiety. The s system
shows some contribution to the delocalization and almost the
donor-acceptor interactions are same in these compound. The most
important interaction energies of charge transfer are mainly by the
orbital overlap between n (LP- N4) and *C5—N1 with stabilization
energy 197.86 kJ/mol and electron density 1.55e. These bonds
orbital which results intramolecular charge transfer (ICT) causing
stabilization of the system. The w-7* electron transitions are more
favorably operated between I1c30-C35 — ©*C33—C34, ©C31- C32
— 1*C33—C34 and ©C15-C16 — w*C12—C17 which is stabilized by
92.63, 90.83 and 90.33 kJ/mol. These interactions are observed as
an increase in electron density (ED) in C—C anti-bonding orbital
that weaken their respective bonds [48]. In NBO analysis large E)
values shows the intensive interaction between electron-donors
and electron acceptor interaction. The possible intensive in-
teractions are given in S2. (Table 2. Supplementary Information).

3.6. Molecular electrostatic potential (MEP)

Molecular electrostatic potential provides a visual method to
understand the relative polarity of the molecule. MEP is in valuable
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Fig. 4. Combined Theoretical FT-Raman (a) and Experimental FT-Raman (b) spectrum of compound 5f.
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tool in predicting and analyzing the molecular interactions such as
Drug — receptor and enzyme — substrate interactions. MEP is very
helpful for the qualitative elucidation of electrophilic and nucleo-
philic reactions for the study of biological discovery process and
hydrogen bonding interactions [49]. An electron density iso-surface
mapped with electrostatic potential surface depicts the size, shape,
charge density and site of chemical reactivity of the molecule. The
different values of the electrostatic potential at the surface are
represented by different colors; the red color surfaces with nega-
tive MEP are due to high electron density. The blue color surfaces
are due to lowest electron density. MEP map with electron contour
graph of 5f is shown in S3 (Fig. 3. Supplementary Information). The
MEP shows that the negative potential site is situated over imid-
azole and (C-2) phenyl group and the positive potential site are
present around the hydrogen atoms. The regions over the rings are
neutral and it is represented by green color. These sites given in-
formation about the region from where the molecule can have
intermolecular interactions [50].

3.6.1. Mulliken and NBO charge analyses

The calculation of atomic charges plays an important role in the
application of quantum mechanical calculations to molecular sys-
tems [51]. The total atomic charge values are obtained by Mulliken
population analysis with optimized geometry and natural charges

are obtained by Natural Bond Orbital analysis (NBO) and its data are
listed in S3 (Table 3. Supplementary Information). As seen in from
Table S2, the two methods predict the same tendencies. The C3and
C52 atoms has higher positive atomic charges (0.27 (Mulliken);
0.35 (NBO)) and (0.27 (Mulliken); 0.25 (NBO)) than the other car-
bon atoms. This is due to the electronegative atoms such as oxygen
and nitrogen attached to carbon atoms. Results from Table S2, ox-
ygen and nitrogen atoms in compound 5f have more negative
charges than the other atoms. Mulliken and NBO Population
methods are predicting the reactive sites present in compound 5f.
According to these result, NBO's net charges are slightly larger than
Mulliken charges, which is also supported by MEP analysis.

3.7. Nonlinear optics (NLO)

The hyperpolarizability (Bp), dipole moment (n) and polariz-
ability (a) is calculated using B3LYP/6-31G (d, p) on the basis of the
finite-field approach. The calculated polarizability and hyper-
polarizability are reported in electrostatic units (e.s.u) and the
values are presented in Table 4. The large value of hyper-
polarizability (Bp) which is a function of the non-linear optical ac-
tivity of the molecular system is associated with the intra-
molecular charge transfer, resulting from the electron cloud
movement through conjugated framework from electron donor to

Table 3

Selected vibrational wavenumbers obtained for 5f at B3LYP/6-31G (d, p).

Number of modes Calculated Observed frequncies IR intensity Raman intensity Vibrational assignment (PED)
frequencies (cm™') (ecm™1)
Un scaled Scaled FT-IR FT-Raman Abs. Rel. Abs. Rel.

35 421 405 435 410 8.01 332 52.9 0.88 0C33Cl36(45)

52 662 636 619 4.35 1.80 249 0.42 UN4Cy5(11)+PCsCoC10(46)

73 890 855 910 826 7.44 3.08 14.9 0.25 0026C24(45)

85 1020 980 1070 996 77.48 32.12 223 0.37 00,5C23(65)

113 1249 1200 1218 235 0.97 479.7 7.97 uN;C,(31)

117 1301 1250 1387 241.2 100.0 105.2 1.75 0C20C21(57)+ V028C23(19)+ VO59C52(40)+

BH22C22C23(59)

129 1427 1371 1.09 0.45 708.3 11.7 UN4C3(10)+TORSH;5C1gN4C3(24)

137 1511 1451 1610 1601 2.61 1.08 2162 35.95 UN;C5(44)+ PH35C35C34(46)

141 1537 1477 1478 1418 15.79 6.55 93.0 1.55 BH19C19H19 (83)

143 1550 1489 1501 1518 33.07 13.71 210.9 3.51 BH;8C18H15(70)

145 1560 1499 1557 46.75 19.38 130.2 2.16 BH22C22Ca3(79)

146 1562 1501 66.48 27.56 30.65 0.51 BH22C22Ca3 (59)

157 3038 2919 3023 2834 4311 17.87 55.54 0.92 vC31H31(99)

158 3049 2929 71.93 29.82 63.85 1.06 vC35H35(99)

159 3052 2933 3063 2934 22.98 9.53 56.19 0.93 vC7H7(86)

160 3090 2969 3089 45.38 18.81 82.44 1.37 LCeHg(87)

161 3109 2987 3109 11.37 4.71 33.95 0.56 0CoH52(99)

162 3112 2990 3111 35.72 14.81 21.95 0.36 vCy0H10(87)

163 3149 3025 3016 37.70 15.63 40.11 0.67 vCa3H,3(99)

164 3149 3026 3149 6.81 2.82 20.79 0.35 vCy3H13(97)

165 3183 3058 18.39 7.62 55.53 0.92 vCgHg(94)

166 3186 3061 3186 0.91 0.38 21.38 0.36 vCy6H16(93)

167 3189 3064 3188 3063 12.56 5.21 35.61 0.59 0Cy5H;5(82)

168 3194 3069 3194 0.57 0.24 19.62 0.33 Vc21H21(98)

169 3197 3071 3070 23.37 9.69 63.16 1.05 vCy5H15(99)

170 3205 3079 3205 3078 8.13 3.37 53.30 0.89 vCgHs (87)

171 3209 3083 3209 3082 6.87 2.85 22.76 0.38 vCy5H15(93)

172 3215 3089 49.66 20.59 97.11 1.61 vCa7H27(83)

173 3215 3089 22.50 9.33 42.46 0.71 v C10H10(98)

174 3215 3089 3215 3088 5.39 223 23.82 0.40 L Ca9H29(92)

175 3224 3097 3097 29.05 12.04 73.60 1.22 v Cy7H,7(100)

176 3231 3104 3230 5.97 248 21.70 0.36 v C15H15(97)

177 3233 3107 3107 0.96 0.40 32.50 0.54 L Co9H»9(88)

178 3236 3109 3236 3109 4.81 1.99 79.37 1.32 v C19H19 (93)

179 3238 3111 3238 7.73 3.21 37.71 0.63 v C15H15(89)

180 3241 3114 3113 8.28 343 15.58 0.26 v Cy19H19(97)

181 3245 3118 3244 3117 5.16 2.14 55.55 0.92 v C19H19(89)

182 3248 3120 3119 9.39 3.89 7.71 0.13 vCa7H27(97)

183 3251 3123 3250 0.73 030 78.14 1.30 VCa9H29(94)
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e

Fig. 5. HOMO-LUMO energy diagram of 5f.

Table 4

The molecular electric dipole moments p (Debye), Polarizability
(2p) and hyperpolarizability (Bo) values of 5f.

Parameters

B3LYP/6-31G (d, p)

Dipole moment (n) Debye

Hx
Hy
1z

Polarizability (ao) x1073 esu

%o
Hyperpolarizability (Bo) x10~3° esu

Bxxx

ﬁxxy
ﬁxyy
ﬁyyy
Bxxz
ﬁxyz
Byyz
ﬁxzz

ﬁyzz

Bzzz
Bo

-1.50
-0.97
-1.50
1.80Debye

459.43
—48.13
310.52
—27.49
4521
306.67
0.87 x 103° esu

1080.10
—703.01

209.89

196.20

109.30

142.81

—241.57

-48.84

154.81

40.02

11.17 x 103 esu

Standard  value

= 13732 Debye,

Bo = 0.3728 x 103 esu): esu-electrostatic unit.

electron acceptor groups. The smaller band gap energy may in-
crease the NLO properties of the molecule. The physical properties
of these conjugated molecules are governed by the high degree of
electronic charge delocalization along the charge transfer axis and
by the low band gaps. The calculated hyperpolarizability of 5f
(Bo = 11.17 x 10739 esu) is nearly thirty times greater than urea
(Bo = 0.37 x 1073 esu). So, we concluded that the title molecule
has better nonlinear optical properties.

3.8. Molecular docking studies

A comparative and automated docking study with newly syn-
thesized lead compounds was performed to determine the best in
silico conformation. Crystal structure of human folate receptor
alpha in complex with folic acid was taken as the target receptor.
The Crystal structure of human folate receptor alpha in complex
with folic acid was obtained from Protein Data Bank (http://www.
pdb.org/pdb/home/home.do).

Docking of synthesized ligands with 1]JIJ exhibit bonds with
amino acids present in the active pocket of the receptor. Eleven
molecules were considered for docking studies of which seven
were synthesized molecules and the remaining one were stan-
dards. Docked 2D images of compound 5a and standard drug were
shown in Fig. 6. Best ligand pose energy, wander walls interaction,
Pi-Pi interaction, alkyl and Pi-alkyl interaction of all the docked
compounds including standard drugs were presented in Table 5.
The best ligand pose energy ranging of compound 5a-j
is —15.02—11.82 kcal/mol while the standard drug molecule
is —8.85 kcal/mol. In the binding mode, compound 5a, 5b and 5¢
was attractively bound to 1]JIJ via wander walls interaction, carbon
hydrogen bond, Pi-sigma, Pi-cation, Pi-Pi stacked, alkyl and Pi-alkyl
interaction. In compound 5a surrounded by wander walls interac-
tion of amino acids residues ILE172, PHE136, GLY129, GLY74,
THR75, THR169, TYR165, THR166, ILE131. The MET77, ARG125,
LEU128 and LEU173 amino acids interact in alkyl and Pi-alkyl
interaction with imidazole ring and two phenyl rings.

In compound 5b enclosed by LEU133, ILE172, PHE136, GLY74,
TYR170 and THR169. Two amino acids like ILE176, LEU128 interact
with imidazole one phenyl and thiophene ring in alkyl and Pi-alkyl
interaction. ILE131, ILE78 residues interaction with thiophene and
one phenyl ring in Pi-sigma interaction and also pi-pi interaction in
methoxy substituted phenyl ring with TYR165 amino acids.
ASN124, GLY74, THR75, ILE78, THR169, TYR165, LEU137, SER132
and ILE172 residues enclosed by wander walls interaction in com-
pound 5c. amino acid residues like LEU133, PHE136, ILE176 and
leu173 attracted in two phenyl ring and SCH3 atom with alkyl and
pi-alkyl interaction. Only one PHE136 residues well with Pi-cation
interaction in imidazole nitrogen atom and Pi-pi stacked interac-
tion with phenyl ring. The two amino acids ILE131 and LEU173 is
well with phenyl ring in Pi-Sigma interaction. But, the standard
drug molecule are enclosed with wander walls interaction with
GLY309, LYS305, VAL303, GLU302, PHE271, LEU55 and GLU112
amino acids. Two residues like ASN109 and ARG58 is attracted with
conventional hydrogen bond in some hydroxyl group and amine
group with different bond distance. Only one pi alkyl, pi-sigma, Pi-
donor hydrogen bond. Standard drug molecules only less in-
teractions compared to compound 5a, 5b and 5c. This ensured the
binding affinity and results in an increased 1]JIJ inhibitory activity
compared to standard drug molecule. The results furnished that the
compounds 5a, 5b and 5c¢ have competency to inhibit 1JIJ protein
and thus have high potential to act as antibacterial agents. The 2D
and 3D view of remaining compounds are shown in S4 (Fig. 4.
Supplementary information).
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3.9. Antimicrobial evaluation

The synthesized compounds (5a-5j) were tested for their anti-
bacterial activity against bacterial strains: Staphylococcus aureus,
Streptococcus pyogenes, Shigella flexneri, proteus mirabilis and vibrio
cholerae by disc diffusion method. The Zone of inhibition and MICs

(Minimum Inhibitory Concentrations) of the compounds against
these bacterial strains were reported in Table 6. The compounds 5a
(MIC = 3.125 g/mL) and 5¢ (MIC = 3.125 g/mL) exhibited extremely
high inhibitory activity against S. aureus compared to standard
methycillin drug with MIC values of 6.25 g/mL. In compound 5c¢ the
methyl group is strongly bonded with the sulphur atom and also

Standard drug

483 A136

e ILE
WE A172
@:\3;‘;)

Fig. 6. 3D and 2D View of interaction of compounds (5a, 5b and 5c¢) and standard drug.
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Table 5
Different types of interaction of compounds 5a-j with 1]JIJ.
Compounds Best ligand Vander walls interaction Alkyl and pi-alkyl Pi-pi T Other interactions
pose energy interaction shaped
5a -14.56 ILE172, PHE136, GLY129, GLY74,THR75, MET77, ARG125, LEU128, — —
THR169, TYR165, THR166, 1LE131 LEU173
5b —-14.34 LEU133, ILE172, PHE136, GLY74, TYR170, ILE176, LEU128, TYR165 ILE131(Pi-sigma), THR166 (Carbon hydrogen bond)
THR169
5c —15.02 ASN124, GLY74, THR75, ILE78, THR169, LEU133, PHE136 PHE136 (Pi-cation), ILE131 (Pi-sigma)
TYR169, LEU137, SER132, ILE172 PHE136,ILE176,LEU128,
5d —-13.99 THR166, TYR165, 1LE172, THR169, ILE78, LEU133, ILE131 (Pi-sigma), PHE136 (Pi-Loan pair)
LEU128,LEU173
5e —-13.87 TYR165, LEU137, ILE172, TYR140, GLY73, LEU133, LEU128, LEU173, PHE136 ILE131 (Pi-sigma)
GLY129, ARG125, GLY74, MET77, THR75, ILE78
THR166
5f —-11.88 SER164 LEU159, ILE155, TYR165 VAL146 (Pi-sigma)
ILE163,PHE168, TYR165,
VAL146
5g -13.40 GLY129, MET77, GLY73, ASN124, THR75, ILE131, LEU173, ARG125, LEU128 ILE172 (Halogen-F), ILE78, LEU173 (Pi-sigma),
THR169, TYR165 PHE136 (Amide- THR166 (Carbon hydrogen bond)
Pistacked)
5h -12.63 LEU137, LEU133, ILE172, ILE176, ILE131, ILE78, LEU173, TYR165 THR169 (Pi-sigma), PHE136
LEU128
5i -12.17 ARG125, GLY129, GLY74, THR75, ILE78, ILE172, ILE131, LEU128, LEU133 PHE136 LEU173 (Pi-sigma), PHE136 (Pi-cation), LEU128
LEU137, THR169, TYR165 (Carbon hydrogen bond)
5j -11.82 PHE136, GLY73, LEU90, THR166, THR169, LEU173, ILE176, ARG125 — ILE78, ILE131 (Pi-sigma),
GLY74, MET77 (Carbon hydrogen bond)
Standard -8.85 GLY309, LYS305, VAL303, GLU302, PHE271, PHE273 — ASN109, ARG58 (Conventional hydrogen bond),

Drug LEU55, GLU112 PHE306 (Pi-sigma), PHE273 (Pi-donor hydrogen
(g111)] bond)
Table 6

Zone of inhibition and Minimum inhibitory concentrations of antibacterial activities of compounds 5a-5j.

Compounds Zone of inhibition Minimum inhibitory concentrations. (ug ml~")
S. aureus S. Pyogenes S. flexneri P. mirabilis V. cholerae S. aureus S. Pyogenes S. flexneri P. mirabilis V. cholerae
5a 30 24 21 22 18 3.12 6.25 12.5 125 25
5b 28 26 19 21 17 6.25 6.25 12.5 12.5 12.5
5c 26 23 20 23 18 3.12 12.5 12.5 12.5 25
5d 28 27 26 25 20 6.25 12.5 12.5 12.5 25
5e 27 25 22 19 21 6.25 6.25 6.25 6.25 12.5
5f 26 26 23 20 19 6.25 6.25 12.5 12.5 25
5g 25 24 20 20 16 6.25 6.25 12.5 25 25
5h 26 26 23 18 20 6.25 6.25 12.5 25 12.5
5i 10 10 11 8 8 25 25 25 25 25
5j 9 10 10 8 8 25 25 25 25 25
Methicilin 20 19 19 21 20 6.25 6.25 6.25 6.25 6.25
Table 7

Zone of inhibition and Minimum inhibitory concentrations of antifungal activities of compounds 5a-5j.

Compounds Zone of inhibition Minimum inhibitory concentrations. (ug ml~")
C. albicans C. glubrate C. crusei C. albicans C. glubrate C. crusei

5a 10 10 11 25 50 25
5b 9 8 11 25 25 12.5
5c 8 8 10 25 25 25
5d 11 11 12 50 50 25
5e 9 11 12 25 25 12.5
5f 11 10 10 25 25 25
5g 10 8 11 25 25 25
5h 10 10 12 25 25 125
5i 8 6 10 50 50 50
5§ 8 6 8 50 50 50
Amphotercin B 14 14 14 125 125 125

the aromatic amine having two methoxy groups hence the inhibi-
tory activity may increases. Compound 5b (MIC = 6.25 g/mL)
exhibited the same activity with the standard drug against S. aureus
and S. Pyogenes. The synthesized compounds 5d-5h exhibited same
activities against S. aureus and S. pyogenes with standard drug and

moderate inhibitory activities against S. flexneri, P. mirabilis and V.
cholerae. The compound 5e is also exhibited equivalent activity as
compared with standard drug against S. aureus, S. Pyogenes, S.
flexneri and P. mirabilis. The compound 5i and 5j exhibited only
moderate activities against all the bacterial strains. At the outset,
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the trend of the antibacterial activity of all the compounds is as
follows: 5a > 5c¢ > 5b > 5e > 5f > 5g > 5h > 5d > 5i > 5j.

The synthesized compounds were also tested for their anti-
fungal activity against Candida albicans, Candida glubrate and
Candida crusei by disc diffusion method. The zone of inhibition and
MICs (Minimum Inhibitory Concentrations) of the compounds
against these fungal were reported in Table 7. These results
revealed that the compounds 5b (MIC = 12.5 g/mL), 5e
(MIC = 12.5 g/mL) and 5h (MIC = 12.5 g/mL) showed equivalent
activity against Candida crusei as compared to standard Ampho-
tericin B with MIC value of 12.5 g/mL. Most of the compounds
exhibited good and moderate inhibitory activities against Candida
albicans, Candida glubrate and Candida crusei. The Minimum
inhibitory concentrations (ug ml~!) of compounds 5a-5j in anti-
bacterial and antifungal activity are shown in S5 and S6
(Supplementary information).

4. Conclusion

In summary, we have synthesized a series of ten 3-(1-(3,4-
dimethoxyphenethyl)-4,5-diphenyl-1H-imidazol-2-yl)-1H-indole
derivatives. The complete vibrational spectral analysis of 5f was
performed by combining the experimental and hypothetical in-
formation obtained using density functional theory. The DFT/B3LYP
method with 6—31G (d, p) level of theory showed better agreement
with the experimental data. The most important interaction en-
ergies of charge transfer are mainly by the orbital overlap between
n (LP- N5) and ©*C3—N4 with stabilization energy of 197.86 kJ/mol
and electron density 1.55e which results intramolecular charge
transfer (ICT) causing stabilization of the system. HOMO—LUMO
energy gap with 4.38eV indicates that the compound 5f has a good
chemical stability and reactivity. Atomic charges on the various
atoms of 5f obtained by mulliken population analysis. It was also
observed that there is a large accumulation of positive charge on C3
and C52 atoms. The large negative charges are accumulated on N5,
054 and 059 in the molecule. The reported compound 5f used as a
potential NLO material since it has high ppg value. All the com-
pounds evaluated for their in vitro antimicrobial activities. Anti-
bacterial and antifungal activities revealed that the compound 5a
(MIC = 3.125 g/mL) and 5¢ (MIC = 3.125 g/mL) exhibited extremely
high inhibitory activities against S. aureus compared to standard
methycillin drug with MIC values of 6.25 g/mL. Compounds 5b
(MIC = 12.5 g/mL), 5e (MIC = 12.5 g/mL) and 5h (MIC = 12.5 g/mL)
showed equivalent activity against Candida crusei compared to
standard Amphotericin B. The molecular docking results clearly
specify that the tested analogues demonstrate polar, hydrophobic,
pi-pi interactions with different amino acids present in the active
site of 1JIJ. The results furnished that the compounds 5a, 5b and 5c¢
have competency to inhibit 1JIJ protein and thus have high po-
tential to act as antibacterial agents.
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