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Abstract The conformational analysis of 2-amino-6-
methoxy-3-nitropyridine molecule (AMNP) has been carried
out using density functional theory calculations. The vibra-
tional spectra of the molecule is simulated theoretically and
compared experimentally, and the vibrational frequencies are
assigned on the basis of potential energy distribution calcula-
tions. Electronic properties of the molecule derived from the
theoretical ultraviolet—visible spectrum are validated experi-
mentally. The higher non-linear optical activity of the mole-
cule is indicated in the first-order hyperpolarizability calcula-
tions. The natural bond orbital and Mulliken atomic charge
distribution analysis confirm intramolecular charge transfers
and intramolecular interactions. The Frontier molecular or-
bitals are plotted, and the related molecular properties are cal-
culated and discussed. The molecular electrostatic potential
contour map is simulated. As the presence of intramolecular
interactions and the associated charge transfers between the
pyridine ring of AMNP molecule and the lone pair of oxygen
is a common molecular feature of a pharmaceutical com-
pound, this investigation paves the way for its possible bio-
medical applications. Further, the considerably higher non-
linear optical (NLO) activity of the molecule identified sug-
gests its potential applications in the design of new optical
materials.
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1 Introduction

Heterocyclic compounds are of recent scientific interest mainly
because of their extensive pharmaceutical, biological, commer-
cial, and industrial applications. Organic aromatic heterocycles
containing nitrogen that is derived by replacing a ring carbon
atom with a nitrogen atom, are of paramount importance as
they are established to have distinct physiochemical properties
[1, 2]. Pyridine is a heterocyclic organic compound, structurally
related to benzene but with a C—H moiety replaced by a nitro-
gen atom. It is of utmost utilitarian significance as it is widely
used in the synthesis of several organic products, pharmaceu-
ticals, drugs, and agrochemical compounds [3, 4]. Pyridine and
its derivatives also exhibit antimicrobial, antifungal, antibacte-
rial, and antitumor properties. The protonation of pyridine is
easier due to the presence of the nitrogen atom. The organic
non-linear optical (NLO) materials are widely used in optical
devices, such as optical switches, optical modulators, optical
communications, and optical data storages. Pyridine and its
derivatives exhibit NLO properties because of their lone pair
of electrons and aminopyridine nitro derivatives have recently
been established to be the building blocks of NLO materials. 2-
Adamantylamino-5-nitropyridine crystal exhibits large optical
non-linearity [5]. 2-(2'-Thienyl)pyridine metal complexes have
a wide range of applications in solar energy conversion devices
[6]. The pyridine derivatives are also used as color materials
due to their unusual electronic properties and their availability
in wide ranges of colors. The 2,6-bis(4-carboxyquinolin-2-
yl)pyridine complex with ruthenium(IT)-polypyridyl complex
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(1a) have significant light-harvesting properties in the near-IR
region [7]. Recently, several vibrational spectroscopic investi-
gations have been carried out on pyridine derivatives to derive
their structural information and vibrational modes [8, 9].
Density functional theory (DFT) methods are employed to
compute the molecular structure properties, vibrational fre-
quencies, and energies of the molecular systems. The DFT
calculations are also established to correlate well with the ex-
perimental spectroscopic techniques such as Fourier transform-
infrared (FT-IR), Fourier transform-Raman (FT-Raman), ultra-
violet—visible (UV—vis), and nuclear magnetic resonance
(NMR) [10, 11]. The spectroscopic techniques combined with
the DFT calculations have been proven to be effective in ana-
lyzing the functional groups of drugs, tissues, biological fluids,
and functional and NLO materials. The influence of molecular
structure on the stability and reactivity of the molecules has
been drawing attention of many researchers in the recent years.
Particularly, the vibrational and UV—vis spectral analysis com-
bined with DFT calculations of pyridine derivatives is greatly
focused because of their pharmaceutical and material science
applications [12—15].

2-Amino-6-methoxy-3-nitropyridine (AMNP) is a tri-
substituted pyridine derivative, with two C—H moieties. The
aminopyridine derivatives are used for nucleophilic catalysis in
a wide range of asymmetric chiral synthetic processes. The 4-
amino pyridine derivative with t-butyl carbomide is used as po-
tential treatments for neurological injury and disease. The 4-
aminopyridine acts as a potassium channel blocker, which is
capable of restoring conduction in the injured spinal cord. The
picoline derivatives prepared from amino pyridine derivatives,
which have cholesterol-lowering properties. The derivatives of
picoline have potent hypolipidemic effects, anti-neoplastic and
anti-inflammatory activities, and show good activity against leu-
kemia and human glioma cell growth [3, 4]. The aminopyridine
derivatives serve as a good anesthetic agent and hence they are
used in the preparation of drugs for certain brain diseases such as
Alzheimer’s disease and Lambert-Eaton myasthenia syndrome
(LEMS) [3, 4]. In the present investigation, the most stable glob-
al minimum molecular structure of 2-amino-6-methoxy-3-
nitropyridine is predicted based on the conformation analysis.
The vibrational and UV—vis spectra are simulated theoretically
and are further validated based on the experimentally recorded
spectra as well. The first-order hyperpolarizability, natural bond
orbital (NBO) analysis, and frontier molecular orbitals (FMOs)
are performed using a DFT calculation.

2 Materials and Methods
2.1 Experimental

The AMNP sample with 99 % purity was purchased from
Sigma Aldrich Chemical Co, St. Louis, Mo, USA and was
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crystallized by slow evaporation method using ethanol as a
solvent. FT-IR spectrum was recorded using FT-IR
Spectrophotometer (8400S Shimadzu) by a KBr pellet tech-
nique at room temperature with a resolution of 4 cm™" using
20 scans. Raman spectrum was recorded using FT-Raman
spectrometer (Bruker RFS 27) using Nd/YAG laser wave-
length of 1064 nm with a resolution of 2 cm ' at room tem-
perature. The FT-IR and FT-Raman spectra were recorded in
the wavenumber region of 3500-400 cm ™. UV—-vis spectrum
of the molecule was observed using the UV—vis spectropho-
tometer (UV-2600) in the wavelength region of 200450 nm,
using ethanol as a solvent.

2.2 Computational Details

The conformational analysis was carried out for the AMNP
molecule by DFT/B3LYP [16-18] method with 6-31G (d,p)
basis set using Gaussian 09 [19] program. The possible con-
formers of the molecule and global minimum molecular struc-
ture were predicted by the potential energy surface (PES)
scan. The PES scan was performed at the DFT/B3LYP level
of theory with 6-31G (d,p) basis set, varying the torsion angle
of IN-6C-80-9C in steps of 10° from 0° to 360°. The global
minimum molecular structure of the molecule was optimized
by the DFT/B3LYP method with 6-311G (d,p), 6-311+G (d,
p), and cc-pVTZ basis sets on an Intel core 15/3.10 GHz pro-
cessor. The vibrational spectra were simulated for the opti-
mized molecular structure of the AMNP molecule by the
DFT/B3LYP method with cc-pVTZ basis set. The vibrational
modes were assigned on the basis of potential energy distri-
bution (PED) calculations using VEDA 4.0 [20] program. The
corresponding vibrational spectra were visualized using
GaussView 05 program [21]. The UV—vis spectrum of the
AMNP molecule was simulated by the time-dependent
(TD)-DFT/B3LYP method associated with the polarizable
continuum model (PCM) using cc-pVTZ basis set by choos-
ing ethanol as a solvent. In the PCM model, the ethanol sol-
vent was treated as a continuum dielectric medium and the
AMNP molecule was considered as a solute in a cavity
surrounded by the ethanol. Mulliken atomic charge distribu-
tion, molecular electrostatic potential (MEP) surface contour
map, and total electron density mapped with electrostatic po-
tential surface were also derived. The first-order
hyperpolarizability was calculated. NBO calculations were
performed using NBO 3.1 program [22] as implemented in
Gaussian 09. The FMOs were simulated, and the parameters
such as the ionization energy, electron affinity, chemical po-
tential, global hardness, and electrophilicity were calculated
for the molecule based on Koopman’s theorem [23]. All the
calculations were done at the ground state energy level of the
AMNP molecule without applying any constraints on the
potential energy surface. The Raman scattering activities
(S;) of the fundamental modes are suitably converted to
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relative Raman intensities (/;) using the following relation-
ship [24],

 fwew)'s:
" vi[l-exp(—hcv; /kT)]

where, 1, is the exciting frequency (cm '), v; is the vibra-
tional wavenumber of the ith normal mode, 4, ¢, and k are
universal constants, and f is the suitably chosen common
scaling factor for all the peak intensities.

3 Results and Discussions
3.1 Conformational and Molecular Geometry Analysis

The conformational analysis was carried out to predict the
most stable molecular structure of the AMNP molecule. The
PES curve of the molecule derived is presented in Fig. 1.
Three possible conformers of AMNP molecules were identi-
fied and are shown in Fig. 2. PES (Fig. 1.) indicates the sta-
bility of the conformers to be in the order of conformer-I>
conformer-III>conformer-II, which further suggests that the
conformer-I is the most stable molecular structure of the mol-
ecule. The conformer-1 and conformer-III have planar struc-
tures. The conformer-1 has the higher stability as compared
with that of the conformer-1II, and the corresponding relative
energy is in the order of 3.10 kcal/mol. The molecular struc-
ture of the conformer-III is located at the saddle point of the
PES curve. The conformer-II corresponds to the transition
state structure of the molecule and has lower stability due to
its non-planar molecular structure [3, 25]. The optimized mo-
lecular structure of the AMNP molecule was predicted by
optimizing the structure of the conformer-1 with DFT/
B3LYP method using 6-311G (d,p), 6-311++G (d,p), and cc-
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9, O
8 - ¢ <>\° <>’o ?
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] f O
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Fig. 1 The potential energy surface profile of the AMNP molecule

pVTZ basis sets. Calculated energies of the molecule with
three different basis sets are listed in Table 1. The global min-
imum energy of the molecule was derived using a DFT/
B3LYP method with cc-pVTZ basis set. The molecular struc-
ture of the AMNP molecule and optimized structure of the
AMNP molecule are shown in Fig. 3. The calculated vibra-
tional frequencies of the optimized molecular structure of the
AMNP molecule have only positive values confirming that
the optimized geometry is located at the local minimum on
the potential energy surface. Figure 3 indicates the formation
of an intramolecular hydrogen bond between the 11H-180
and 16H-190 atoms after the optimization, leading to the
higher stability of the molecule [3, 4].

3.2 Mulliken Atomic Charge Distribution Analysis

Mulliken atomic charge distribution is useful in describing the
intramolecular charge transfers (ICT) of the molecular sys-
tems. The electronic charges derived from Mulliken atomic
charge distribution analysis of the AMNP molecule are indi-
cated in Fig. 4. The intramolecular hydrogen bond formation
is indicated between the most positive and most negative
atoms, confirming the presence of intramolecular charge
transfers between the corresponding atoms. This ICT accounts
for the higher stability of the molecule and the enhancement in
NLO and bioactivity of the molecule [4]. Calculated total
Mulliken atomic charge for AMNP molecule is zero. The
most positive (7N) and most negative (190) atoms are part
of the nitro group. In the nitro group, the electronegative ni-
trogen atom (7N) is of the highest positive charge and behaves
as an electron acceptor in the presence of the more electroneg-
ative oxygen atoms (190 and 180). In methoxy group, hy-
drogen atoms (13H, 14H, and 15H) have positive charge
values, and the oxygen atom (80) is negatively charged leav-
ing the 6C carbon atom positive [3, 4]. All the hydrogen atoms
of the AMNP molecule have positive charge values, whereas
the carbon atoms have positive as well as negative charge
values. This further confirms the presence of ICT within the
molecule through the carbon atoms [3, 4]. The intramolecular
hydrogen bond formation between 190-16H and 180-11H
atoms can be correlated to the strong electrostatic interaction
between the electro-negative atoms (190 and 180) and
electro-positive atoms (16H and 11H).

3.3 Vibrational Spectral Analysis

The AMNP molecule has 19 atoms and 51 normal modes of
vibrations which belong to the same symmetry species (A).
The molecule possesses C; point group symmetry implying
that all the vibrational modes of AMNP molecule are both
infrared (IR) and Raman active. The vibrational coordinates
such as vibrational frequencies, infrared intensity, Raman ac-
tivity, reduced mass, and force constant of AMNP molecule

@ Springer



624

Braz J Phys (2015) 45:621-632

Fig. 2 The possible conformers
of the AMNP molecule with
corresponding relative energy and
angle of rotation between the
torsion angle of 1N-6C-80-9C

Conformer-1
Relative energy = 0.0 Kcal/mol

Angle of rotation = 0°

were calculated. Theoretical vibrational frequencies were
scaled in order to account for the anharmonicity in DFT cal-
culations [26]. The different scaling factors were used for
different ranges of calculated vibrational modes for establish-
ing better agreement with the experimental values. The scaling
factors of the AMNP molecule were calculated using the for-
mula [3, 4],

Z (%*wi)
2

Where, C is the scaling factor, v; and w; are experimental
fundamental frequency, and theoretical harmonic frequency,
respectively. The calculated scaling factors of bending,
stretching and NH, stretching vibrations are 0.9916, 0.9730,
and 0.9391, respectively. The vibrational modes of experi-
mental and theoretical values and their assignments are listed
in Table 2. Experimental and theoretical infrared and Raman
spectra of the AMNP molecule are provided in Figs. 5 and 6.

C=

3.3.1 Ring C—H Vibrations

The pyridine and its derivatives exhibit multiple weak bands in
the region 3100-3000 cm ', which are assignable to the C-H
stretching vibrations [27, 28]. The AMNP molecule is a tri-
substituted pyridine derivative, with two C—H moieties. These
C—H moieties give rise to two stretching vibrations: asymmetric
and symmetric C—H stretching vibrations. The calculated C—-H
asymmetric and symmetric stretching vibrations in the current
study of the AMNP molecule were identified at 3143 and
3131 cm ', respectively. The corresponding asymmetric

Table 1 The calculated

energies of the AMNP Basis sets Energy (a.u.)
molecule by DFT/B3LYP

method with 6-311G ce-pVTZ —622.92855
(dp), 6-311++G (dp), 6-311++G (d,p) —622.87856
and cc-pVTZ basis sets 6311G (d,p) —622.86223

@ Springer

Conformer-I1 Conformer-II1

Relative energy= 8.95 Kcal/mol  Relative energy= 3.10 Kcal/mol

Angle of rotation = 100° Angle of rotation = 180°

stretching modes were observed experimentally at 3104 cm !
in FT-IR and 3105 cm ' in FT-Raman spectra, respectively.
Generally, the C—H in-plane bending vibrational modes are in
the wavenumber region of 1500-1445 and 13001180 cm™'

@ 23401 A

Z£122.78° U #

1941 A

(b)

Z£122.68°

1.925 A

Fig. 3 The optimized molecular structure of AMNP molecule a before
optimization and b after optimization
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-0.354 0.354
Fig. 4 The Mulliken atomic charge distribution of AMNP molecule

[27]. In AMNP molecule, the calculated C-H in-plane bending
vibrational modes coupled with methyl asymmetrical and NH,
in-plane bending vibrational modes were identified at 1499 and
1452 ecm ', respectively. The corresponding vibrational modes
were observed at 1493 cm ™' in FT-IR spectrum. The C-H
rocking vibrational modes of the AMNP molecule coupled with
ring stretching vibrational mode were calculated at 1273 cm™"
and were observed at 1244 cm ' in FT-IR and 1234 cm ' in FT-
Raman spectra, respectively, which indicates that the hydrogen
bond has strong impact on the positions of the vibrational levels.
The C—H scissoring vibrational modes of the AMNP molecule
were predicted at 1170 and 1089 cm . The corresponding vi-
brational modes were observed at 1094 and 1070 cm ™" in FT-IR
and FT-Raman spectra, respectively. In AMNP molecule, the
calculated C—H out-of-plane bending vibrational modes are at
994, 823, and 743 cm . Experimentally, the C—H out-of-plane
bending vibrations of the AMNP molecule were observed at
995, 820, and 733 cm ' in FT-IR spectrum and at 999 and
735 cm ! in FT-Raman spectrum. These assignments agree well
with the literature values [3, 4, 12].

3.3.2 Ring C—C Vibrations

In aromatic compounds, the ring C—C stretching vibrations are
highly characteristic vibrational modes and are usually record-
ed with varying intensities in the wavenumber region of
1635-1100 cm™ ' [27, 29]. In the case of the AMNP molecule,
the calculated ring C—C stretching vibrational modes were
coupled with various stretching and bending vibrational
modes as well and were identified in the wavenumber range

of 1610-1500 and 1380-1270 ¢m™'. These rings C—C
stretching vibrational modes of the AMNP molecule were
experimentally observed at 1614, 1564, 1366, and
1244 cm™ ! in FT-IR spectrum and at 1601, 1570, 1362,
1334, and 1196 cm ! in FT-Raman spectrum. Further, in the
FT-IR spectrum, the peaks observed at 1614 and 1244 cm™'
were much broader. The broadening of the peaks can be at-
tributed to the presence of C—C conjugative and ICT interac-
tions along with the coupling vibrational modes such as ring
C—C and C—N stretching, NH, in-plane bending, C-H in-
plane bending and C—NH, stretching vibrations [8, 12, 13].

3.3.3 Ring C—N Vibration

Aromatic ring C—N stretching vibrational modes with varying
intensities are documented in the wavenumber region of
1590-1520, 1480-1400, 1410-1375, 1350-1250, and 1270—
1065 cm ' [27, 29]. In AMNP molecule, the calculated ring
C-N stretching vibrational modes coupled with other vibra-
tions, as listed in Table 2, were identified at 1606, 1503, 1379,
and 1089 cm™!. The FT-IR peaks at 1614, 1366, and
1094 cm ™' and the FT-Raman peaks at 1601 and 1070 cm ',
were assigned to the ring C-N stretching vibrations of the
AMNP molecule. These assignments also correlate well with
the reported literature values [3, 11, 12].

3.3.4 Ring Breathing Mode

The pyridine ring breathing vibrational modes are sensitive to
the mass and position of the substitution and are normally
present in the wavenumber region of 900-750 cm ™' [30]. In
AMNP molecule, pyridine ring vibration was calculated at
964 cm™ "' and the corresponding vibrational mode was exper-
imentally observed at 951 cm ' in the FT-IR spectrum [12].
The calculated and observed ring in plane and out-of-plane
bending vibrational modes and skeletal vibrations were
assigned and listed in Table 2.

3.3.5 NH, and C—NH, Vibrations

The electron donating amino group (NH,) substituted in the
aromatic ring system has six internal modes of vibrations.
These vibrational modes are asymmetric stretching, symmet-
ric stretching, scissoring, rocking, wagging and torsion. The
NH, asymmetric and symmetric stretching vibrational modes
generally appear in the wavenumber ranges of 3450-3330 and
3300-3250 cm ' [27, 28]. The asymmetric and symmetric
stretching vibrational modes of the AMNP molecule were
calculated at 3489 and 3343 cm ', respectively, and the cor-
responding vibrational modes were observed at 3476 and
3346 cm ' in FT-IR spectrum. The NH, symmetrical
stretching vibrational mode was observed at 3356 cm ' in
FT-Raman spectrum. In AMNP molecule, the calculated

@ Springer
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Table2  The observed, calculated vibrational wavenumber (cm ™), infrared intensity (km mol™"), Raman scattering activity (A* amu ™), reduced mass
(amu), force constant (mDyne/A "), and vibrational assignments based on the PED for the AMNP molecule

Serial no. Wavenumber (cm ') Infrared Raman Reduced Force Assignment with PED%
intensity activity mass constant
Unscaled Scaled FT-IR FT-Raman

1. 3715 3489 3476 vs 94.61 46.73  1.10 8.98 Vas NH, (99)

2. 3560 3343 3356vs 3356 vw  85.09 131.15 1.05 7.81 vs NH, (99)

3. 3230 3143 232 121 1.10 6.74 vs ® CH (99)

4. 3217 3131 3104 m 3105w 0.9 52.8 1.09 6.64 V,s © CH (100)

5. 3149 3064 3036 w 18.22 111.35  1.11 6.46 Vas CH3 (98)

6. 3115 3031 2992 vw 2992 vw  20.71 4546  1.11 6.33 V,s CH; (98)

7. 3047 2965 2955 vw 2955 w 40.19 17825 1.03 5.63 vs CH; (99)

8. 1650 1606 1614 vs(b) 1601 w 565.02  13.1 6.76 10.84 v ® C=C (33), »2C-10N (11), » & C=N (10),
0 NH, (10)

9. 1629 1585 1564w 1570 w 386.75 13.01 457 7.14 v ® C=C (34), 6 NH, (16), v 190-16H (13),
v C-NH, (10)

10. 1593 1550 45.45 1045  2.09 3.12 0 NH, (47), v,s NO, (33)

11. 1545 1503 74.47 7 791 11.12 Vas NO, (37), v @ C=N (18), v & C=C (15)

12. 1512 1499 1493w 94.14 3.87 2.10 2.83 Bas CH3 (31), 3 ® CH (17), v 6C-80 (16)

13. 1501 1488 24.39 6.04 1.08 1.43 Bas CH3 (82)

14. 1485 1473 1466 1461 w 8.62 1226  1.05 1.36 Bas CHz (98)

15. 1464 1452 1437 w 150.99  2.95 2.14 2.70 0 NH; (23), 8 @ CH (18), v,s NO, (15),
v C-NH, (14)

16. 1455 1443 1414 m 1415 m 53.6 20.87 1.85 2.31 Bas CH3 (49)

17. 1391 1379 1366 m 1362 vs 207.88  103.87 5.05 5.76 v ® C=N (54), v & C=C (24), 5, CH3 (12)

18. 1356 1345 1334 vs 20.51 131.36  7.83 8.48 v ® C=C (36), vs NO, (25).

19. 1302 1291 870.16  118.61 17.66 7.65 vs NO, (34), v & C=C (26), 5, CH; (15)

20. 1284 1273 1244w (b) 1234 vs 12.34 2.88 2.00 1.94 p ® CH (32), v @ C=C (14), v 6C-80 (13),
v C-NH,; (12)

21. 1221 1211 1196 w 8.04 2.53 1.59 1.40 p CH; (66)

22. 1179 1170 12.41 3.32 1.74 1.42 0 ® CH (51), p CH; (18)

23, 1175 1165 1161 vw 1164 w 0.82 1.98 1.27 1.03 p CH3 (98)

24. 1121 112 1132w 1136 w 48.73 2539 244 1.81 p NH; (28), 8P C=C (21), v C-NO, (17)

25. 1099 1089 1094 w 1070 w 75.44 3.02 1.99 1.41 0 ® CH (40), v @ C=N (18).

26. 1031 1022 53.98 5.14 4.90 3.07 v O—CHj3; (66)

27. 1003 994 995 m 999 m 1.08 0.28 1.31 0.78 n ® CH (83)

28. 972 964 951 vw 5.59 0.48 3.04 1.69 Ring breathing mode

29. 856 849 836's 12.58 2941 957 4.13 0 NO, (62)

30. 830 823 820 s 23.82 0.32 1.91 0.78 1n ® CH (65), n & C-C (13)

31 799 792 775 s 30.07 0.7 9.53 3.59 w P (54), wNO, (32)

32. 751 744 0.13 1442  6.10 2.02 6P C-C-C (40)

33. 750 743 733 w 735w 5.34 0.12 5.03 1.67 wNO; (49), n ® CH (22)

34. 708 702 693 vw 1.32 0.02 3.01 0.89 w NH; (40), w @ (32)

35. 668 662 656 s 660 vw 13.49 2.81 591 1.55 ~ skeletal (53)

36. 659 653 647 vw 2.54 0.7 1.12 0.29 w NH; (77)

37. 595 590 588 m 590 w 4.79 9.96 591 1.23 ~ skeletal (61)

38. 562 557 552w 555 vw 11.29 4.09 5.30 0.99 ~ D (48)

39. 503 499 503 m 498 w 6.59 0.3 5.84 0.87 (3 6C-80-9C (40), p NO, (25)

40. 463 459 448 vw 1.87 1.01 3.76 0.47 TP (67)

41. 404 400 417 w 421w 6.56 498 4.18 0.40 (3C-2C-10N (52)

42. 352 349 2.76 2.79 7.21 0.53 (3 group (67)

43. 325 323 12041  0.65 1.55 0.10 7NH, (66)

@ Springer
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Table 2 (continued)

Serial no. Wavenumber (cm ') Infrared Raman Reduced Force Assignment with PED%
intensity activity —mass constant
Unscaled Scaled FT-IR FT-Raman
44. 289 287 5.69 4.56 5.79 0.29 0 group (73)
45. 280 278 52.51 0.51 2.45 0.11 n ® (44), TNH; (28)
46. 223 221 0.01 0.23 5.11 0.15 7 skeletal (63)
47. 193 192 1.63 1.24 3.92 0.09 (3 group (67)
48. 170 169 0.14 0.45 1.31 0.02 1n CHs (75)
49. 146 144 3.01 0.32 2.69 0.03 1 CH; (74)
50. 81 81 0.5 0.03 12.39 0.05 nNO, (79).
51. 66 65 0.02 0.05 5.08 0.01 Butterfly mode

vs very strong, s strong, m medium, w weak, vwvery weak, b broad, @ ring, v stretching, v, asymmetrical stretching, v, symmetrical Stretching, 1 out-of-

plane bending, /3 in-plane bending, 3, symmetrical in-plane bending, 3,, asymmetrical in-plane bending, 0 scissoring, p rocking, w wagging, T torsion, ¢

twisting, v deformation

NH, scissoring vibrational modes coupled with the ring
stretching and C—NH, stretching vibrational modes were no-
ticed at 1614, 1585, 1550, and 1452 cm ' and the correspond-
ing vibrational modes were observed at 1614 and 1564 cm '
in FT-IR and 1601 and 1570 cm™" in FT-Raman spectra. The
NH, rocking vibrational modes of the AMNP molecule were
calculated at 1112 cm ™', and the corresponding vibrational
modes were observed at 1132 cm ™" in FT-IR and 1136 cm ™'
in FT-Raman spectra, respectively. In AMNP molecule, the
wagging vibrational modes were calculated at 702 and
653 cm ' and were observed at 693 cm ™' in FT-IR spectrum
and 647 cm ™' in FT-Raman spectrum [11, 31].

The calculated C—-NH, stretching vibrational modes of the
AMNP molecule were identified at 1585 and 1452 cm™" but
were accompanied with NH, scissoring vibrations as well.
Whereas, the calculated peak at 1273 cm ' assigned to the
C—-NHj, stretching vibration was without the contribution of
NH, scissoring vibration but was coupled with the ring
stretching and C—H rocking vibrations. The corresponding
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vibrational mode was experimentally observed at 1244 cm ™'

in FT-IR and 1234 cm™' in FT-Raman spectra. These assign-
ments correlate well with the literature values reported [8, 12].

3.3.6 NO; and C-NQO; Vibrations

The electron withdrawing nitro group (NO,) contributes to six
normal modes of vibrations, such as asymmetric stretching,
symmetric stretching, scissoring, rocking, wagging, and out-
of-plane bending vibrations. The asymmetric and symmetric
NO, stretching vibrations of aromatic compounds generally
occur in the wavenumber regions of 1570-1485 and 1370—
1320 cm™' [28, 29]. The calculated NO, asymmetric
stretching vibrational modes coupled with certain other vibra-
tional modes were identified at 1550, 1503, and 1452 cm™ .
The corresponding vibrational modes were observed at
1437 cm™ ' in FT-Raman spectrum. The NO, symmetric
stretching vibrational modes were calculated at 1345 and
1291 cm ™' and were experimentally recorded at 1334 cm ™'
in FT-Raman spectrum. In general, scissoring vibration of
NO, occurs in the wavenumber region of 890-830 cm ™. In
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Fig. 5 The infrared spectra of AMNP molecule: a theoretical and b
experimental

Fig. 6 The Raman spectra of AMNP molecule: a theoretical and b
experimental
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AMNP molecule, the calculated NO, scissoring vibration was
obtained at 849 cm ™' and the corresponding vibrational mode
was observed at 836 cm ™' in FT-Raman spectrum. The calcu-
lated NO, wagging vibrational modes coupled with ring wag-
ging and ring C—H out-of-plane bending vibrations were iden-
tified at 792 and 743 cm ™" and the corresponding vibrational
modes were observed experimentally at 775 and 733 cm ' in
FT-IR spectrum and at 735 cm ' in FT-Raman spectrum. The
NO, rocking vibration of the AMNP molecule was calculated
at 499 cm ', The corresponding vibrational mode was ob-
served at 503 cm ' in FT-IR and 498 cm™' in FT-Raman
spectrum, respectively. These assignments also agree well
with the literature values [12, 31]. The calculated NO, out-
of-plane bending vibration was identified in the lower wave-
number region. Hence, the corresponding vibrational mode
was not experimentally observed. The calculated peak at
1112 cm™' contributes to the C-NO, stretching vibration
and was experimentally observed at 1132 cm ' in FT-IR spec-
trum and at 1136 cm ™' in FT-Raman spectrum. This assign-
ment also correlates well with the literature values [8, 12].

3.3.7 CH; and O-CHj; Vibrations

When the electron donating methyl (CH3) group is directly at-
tached to an oxygen atom, the C—H stretching and bending
bands can shift energetically due to the associated electronic
effects. This causes a spread of O—CHj stretching vibrational
bands over a larger region than that of the C—CH; group. The
asymmetric and symmetric CHj stretching vibrations of the
methoxy group are generally reported in the wavenumber region
0f 30002815 cm ' [29, 30]. In AMNP molecule, the calculated
asymmetric stretching vibrational modes were identified at 3064
and 3031 cm™' and corresponding vibrational modes were ob-
served at 2992 cm ™' in FT-IR spectrum and at 3036 and
2992 cm™' in FT-Raman spectrum. The symmetric stretching
vibration was calculated at 2965 cm™' and was observed at
2955 cm ! in both FT-IR and FT-Raman spectrum. The calcu-
lated asymmetric in-plane bending vibrations of methoxy group
was noticed in the region, 1500-1440 cm . The observed peaks
at 1493, 1466, and 1414 em ! in FTIR spectrum and at 1461
and 1414 cm™' in FT-Raman spectrum were assigned to the
asymmetric in-plane bending vibrations of the AMNP molecule.
The CH; symmetric in-plane bending vibrations of the molecule
were calculated at 1379 and 1291 cm™", and the corresponding
vibrational modes were observed at 1366 cm ' in FT-IR spec-
trum and at 1334 cm ™' in FT-Raman spectrum. The calculated
CH3; rocking vibrations of the AMNP molecule were noticed at
1211, 1170, and 1165 cm™". The corresponding CH; rocking
vibrational modes were experimentally observed at 1161 cm™
in FT-IR spectrum and 1196 and 1164 cm ™' in FT-Raman spec-
trum, respectively. These assignments agree well with the litera-
ture values [11, 32]. The CH; out-of-plane bending vibration
was calculated in the range of 280-210 cm . Hence, the

@ Springer

corresponding vibrational mode was not experimentally ob-
served. Normally, the C=0 and C-O stretching vibrations are
present in the frequency ranges of 1770-1650 and 1260-
1000 cm ™', respectively [28, 29]. In AMNP molecule, C-O
stretching vibrations were calculated at 1499 and 1273 cm '
and were observed at 1499 and 1244 cm™" in FT-IR spectrum
and at 1234 cm ' in FT-Raman spectrum.

3.4 UV-vis Spectral and FMOs Analysis

The electronic properties of the AMNP molecule were further
investigated based on UV—vis spectral analysis. The observed
and simulated UV—vis spectra of the molecule are presented in
Fig. 7, and the corresponding UV—vis parameters are listed in
Table 3. In AMNP molecule, two electronic transitions were
experimentally observed at 377 and 248 nm with excitation
energy values of 3.28 and 5.06 eV, respectively. These peaks
can be assigned to the n—* and 7—n* transitions, respectively
[33, 34]. The n—7* transitions of the AMNP molecule origi-
nate from the ICT interactions between the lone pair electrons
of the electronegative atoms and the 7t electrons present in the
aromatic rings. These transitions were calculated at 347 and
307 nm with excitation energy values of 3.57 and 4.05 eV,
respectively, and are associated with the respective oscillator
strengths 0f 0.2546 and 0.000. The calculated 7—n* electronic
transition of the molecule was identified at 272 nm with
4.55 eV excitation energy and an oscillator strength of 0.001.
This transition was experimentally observed at 248 nm. The
m—* transition of the molecule leaves the molecule as unsat-
urated compound and subsequently enhances the ICT interac-
tions and intra and intermolecular hydrogen bond formation.
This transition is also responsible for the higher NLO activity
of the molecule [33, 34]. The UV-vis spectral analysis con-
firms the presence of more significant n—* and ©—n* elec-
tronic transitions of AMNP molecule arising out of the
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Fig. 7 The UV-vis spectra of AMNP molecule: a theoretical and b
experimental
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interactions between the lone pair electrons of the electroneg-
ative atoms and the 7 electrons.

The FMOs are helpful to illustrate the conjugation, aroma-
ticity and lone pairs of aromatic organic molecules. The
highest occupied molecular orbital (HOMO) possesses an an-
tibonding character and represents the ability to donate an
electron and the lowest unoccupied molecular orbital
(LUMO) indicates a bonding character and as an electron
acceptor, it represents the ability to receive an electron. The
ionization potential (IP), electron affinity (EA), electronega-
tivity (x), hardness (7), softness (S), chemical potential (u),
and electrophilicity index (w) are called as global reactivity
descriptors and are widely used in describing the reactivity
and stability of the chemical systems. The FMOs related mo-
lecular properties such as IP, EA, x, n, S, p, and w of the
AMNP molecule were further calculated from HOMO and
LUMO energies using the formulae [23, 35], IP = —Eyomo,
EA = —FErumo, X :%(IP+EA) , n:%(IP—EA) , S :%,
p=—L(IP + EA) and w=4"/27

The calculated HOMO, LUMO, energy gap, IP, EA, 7, ,
and w values of the AMNP molecule are provided in Table 4.
The visualization of FMOs of the molecule as represented in
Fig. 8 confirms the presence of delocalized electron density
within the molecule. The lower energy gap between HOMO
and LUMO of AMNP molecule confirms the charge transfers
within the molecule which can be correlated to the ICT and is
responsible for the bio and the NLO activity of the molecule.
The calculated softness of the molecule is lower, confirming
the softness of the molecule. The chemical potential and elec-
trophilicity index values of the AMNP molecule also confirm
its higher chemical reactivity [4, 36].

3.5 First-Order Hyperpolarizability Calculation

The first-order hyperpolarizability (3,,) of AMNP molecule was
calculated based on the finite field approach. In the presence of
an applied electric field, the energy of a system is a function of
the electric field. The first-order hyperpolarizability is a third
rank tensor, which can be described by a 3x3x3 matrix. The
27 components of the 3D matrix can be reduced to 10 compo-
nents because of the Kleinman symmetry [37]. The matrix can
be given in the lower tetrahedral format, the lower part of the 3 x
3x3 matrix being a tetrahedral. The components of 3 are defined

629
Table 4 The calculated
FMOs and related Molecular properties Energy (eV)
molecular properties of
the AMNP molecule HOMO —6.48
LUMO -2.33
Erumo—Enomo 4.15
Ionization potential (IP) 6.48
Electron affinity (EA) 2.33
Electronegativity () 441
Hardness (1) 2.08
Softness (S) 0.48
Chemical potential (1) —441

Electrophilicity index (w) 4.68

as the coefficients in the Taylor series expansion of the energy in
the external electric field. When the external electric field is weak
and homogeneous, this expansion becomes

E= EO_MXF(X—%a“BFaFﬁ—%ﬂ“ByF(xFBFY + e
where E° is the energy of the unperturbed molecules, F, is the
field at the origin, fy, twp, and Bua, are the components of the
dipole moment, polarizability and first-order hyperpolarizability,
respectively. The mean first-order hyperpolarizability (5o is
calculated using the x-, y-, and z-components as

b=/ (B + 5+ )

The calculated first-order hyperpolarizability components
of the AMNP molecule are listed in Table 5. The first-order
hyperpolarizability value, 5.75x 10>° esu, of the AMNP mol-
ecule confirms its higher NLO activity [4, 36].

3.6 MEP Surface Contour Map Analysis

The MEP surface contour map illustrates the charge distribu-
tions of a molecular system two dimensionally and is helpful
in determining how the molecule interacts with another. The
MEP surface contour map provides information about the
reactive sites of the molecule for both electrophilic and nucle-
ophilic reactions [38]. The MEP surface contour map of the
AMNP molecule was further plotted with the electron density

Table 3 The calculated and
observed UV-vis spectra
parameters and its assignments of
the AMNP molecule in ethanol

solution

Contribution of orbital Theoretical f Experimental Assignment
A (nm) E (eV) A (nm) E (eV)

H—L (70 %) 347 3.57 0.2546 377 3.28 n—m*

H-2—L (55 %) H-3—L (41 %) 307 4.05 0.000 n—m*

H-3—L (40 %) H-5—L (48 %) 272 4.55 0.001 248 5.06 ¥

A wavelength, E excitation energies, f oscillator strength
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LUMO LUMO

(Excited state)

EpLymo =-2.33 eV

N\

'

AE (ErLumo-Enomo) = 4.15 eV

HOMO
(Ground state)

Enomo =-6.48 eV

Fig. 8 The HOMO and LUMO orbitals of AMNP molecule

isosuface value of 0.02 a.u and is shown in Fig. 8. The red
color line in Fig. 9 represents the negative electrostatic poten-
tial and a yellow color line indicates the positive electrostatic
potential. It is identified that the positive electrostatic region of
the AMNP molecule is present over all the atoms around their
nuclear position [38]. The negative electrostatic potential is
present over the positive electrostatic region of the nitro group,
IN and 80 atoms and are the possible sites for the electrophil-
ic reactions. The positive electrostatic potential over the hy-
drogen atoms are the possible sites for the nucleophilic
reactions.

3.7 Natural Bond Orbital Analysis

NBO analysis is used to investigate the delocalization of
electron density due to the ICT of a molecular system.

Table 5 The calculated

first-order Values (a.u.)

(3 components

hyperpolarizability

components of the Brexx 913.2096

AMNP molecule Brxy —38.0112
Bryy -210.4839
Byyy —82.0552
B -0.0114
Bryz -0.0094
Byyz 0.0732
Bzz -43.4815
Byzz 253546
Bz 0.0140
Brot 666.0130

@ Springer

Fig. 9 The molecular electrostatic potential surface contour map of
AMNP molecule

The delocalization of electron density between occupied
Lewis type NBO orbital and formally unoccupied non-
Lewis NBO orbital corresponds to the stabilizing donor-
acceptor interactions leading to the charge transfers or
hyperconjugative interactions in the molecular systems
[39]. The stabilization energy E(,, associated with the
delocalization i—j are calculated on the basis of
second-order Fock matrix perturbation theory and are
estimated for each donor (i) and acceptor (j) by using
the following equation

E@) = AEjj = ¢

Where, ¢g; is the donor orbital occupancy, Ej and Ej are
the energies of o and o* diagonal elements, and F;_j) is
the off-diagonal NBO Fock matrix element.

The important stabilization interactions between the Lewis
and non-Lewis orbital of AMNP molecule are listed in Table 6.
The strong stabilization interaction is identified between the
lone pair of N10 and 7* (C2-C3) causing the lower donor
electron density and higher acceptor electron density. This tran-
sition leads to the higher electronic oscillator strength at 347 nm
in UV—vis spectrum. This interaction also causes the ICT from
the lone pair of N10 to the pyridine ring of the AMNP mole-
cule, which is a common molecular feature of a pharmaceutical
compound. The similar interaction was identified between the
lone pair of O8 to o* (C5-C6). This interaction is associated to
the ICT occurring between the pyridine ring and the lone pair of
08. Hence, these interactions may lead to the higher bioactivity
of the AMNP molecule [40]. In the current investigation of
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Table 6 The second-order

perturbation theory analysis of Donor (i) ED (e) Acceptor (j) ED (e) E) keal/mol Egp—Eqau. Fi, pau.

Fock matrix in NBO basis of the

AMNP molecule o (N1-C2) 1.9783 o* (C6-08) 0.0490 4.64 1.22 0.07
o (N1-C6) 1.9888 o* (C2-N10) 0.0251 3.37 1.33 0.06
w (N1-C6) 1.7777 w* (C2-C3) 0.4797 29.88 0.31 0.09
7 (N1-C6) 7* (C4-C5) 0.2593 6.55 0.35 0.04
 (C2-C3) 1.5905 7* (N1-C6) 0.4177 9.22 0.26 0.04
m (C2-C3) 7* (C2-C3) 0.4797 495 0.26 0.03
7 (C2-C3) 7* (C4-C5) 0.2593 26.21 0.29 0.08
7 (C2-C3) 7* (N7-018) 0.6615 40.41 0.15 0.07
o (C3-C4) 1.9776 o* (C2-N10) 0.0252 3.60 1.19 0.06
o (C3-C4) o* (C5-H12) 0.0134 3.09 1.13 0.05
o (C4-C5) 1.9764 o* (C3-N7) 0.0988 3.81 1.03 0.06
o (C4-C5) o* (C6-08) 0.0490 3.74 1.12 0.06
7 (C4-C5) 1.7459 7* (N1-C6) 0.4177 30.56 0.26 0.08
7 (C4-C5) w* (C2-C3) 0.4796 10.88 0.26 0.05
o (C4-H11) 1.9726 o* (C2-C3) 0.0452 4.88 1.00 0.06
o (C4-H11) o* (C5-C6) 0.0394 423 1.03 0.06
o (C5-C6) 1.9778 o* (C4-H11) 0.0139 3.26 1.14 0.05
o (C5-C6) o* (08-C9) 0.0156 434 0.96 0.06
o (C5-H12) 1.9761 o* (N1-C6) 0.0271 4.67 1.07 0.06
o (C5-H12) o* (C3-C4) 0.0182 445 1.03 0.06
w (N7-018) 1.9886 w* (C2-C3) 0.4797 3.68 0.43 0.04
w (N7-018) 7* (N7-018) 0.6613 8.11 0.32 0.05
o (08-C9) 1.9906 o* (N1-C6) 0.0394 3.58 1.32 0.06
o (C9-H13) 1.9899 o* (C6-08) 0.0490 431 091 0.06
o (N10-H16) 1.9897 o* (N1-C2) 0.0184 4.66 1.17 0.07
o (N10-H17) 1.9884 o* (C2-C3) 0.0452 5.07 1.15 0.07
LP N1 1.8869 o* (C2-C3) 0.0452 11.73 0.84 0.09
LP NI o* (C2-N10) 0.0252 3.71 0.82 0.05
LP N1 o* (C5-C6) 0.0394 11.98 0.86 0.09
LP NI o* (C6-08) 0.0490 5.74 0.74 0.06
LP 08 1.9623 o* (N1-C6) 0.0271 7.86 1.11 0.08
LPNI0 1.7013 w* (C2-C3) 0.4797 61.83 0.25 0.12
LPOI18 1.9800 o* (C3-N7) 0.0988 4.79 1.09 0.07
LPO19 1.9765 o* (C3-N7) 0.0988 5.70 1.09 0.07

AMNP molecule, the ICT via the transitions between the lone
pair to o and o* are responsible for the hydrogen bond forma-
tion and hyperconjugation interaction of the molecule [40].
These interactions lead to the higher stability of the AMNP
molecule and are also listed in Table 6. The m— 7* transitions
in the AMNP molecule account for the higher polarization
identified. This polarization phenomenon is responsible for
the NLO activity of the molecule [2, 4, 36].

4 Conclusion

The conformational analysis of the AMNP molecule has been
carried out, and the three possible conformers of molecule are

identified. The global minimum structure of the molecule was
optimized based on the DFT/B3LYP method with 6-311G (d,
p), 6-311++G (d,p), and cc-pVTZ basis sets. The optimized
minimum energy molecular structure of the AMNP molecule
predicted by the DFT/B3LYP method with cc-pVTZ basis set
confirms the intramolecular hydrogen bond formation leading
to the higher stability of the molecule. Mulliken atomic charge
distribution analysis predicts the ICT interactions between the
positive and negative atoms, indicating the formation of the
intramolecular hydrogen bond. The vibrational spectral anal-
ysis has been carried out for the AMNP molecule. The ob-
served and calculated vibrational frequencies are assigned on
the basis of PED calculation. The UV—vis spectral analysis
predicts the presence of n—* and m—7* electronic transitions
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in the AMNP molecule and are also confirmed theoretically
using NBO analysis. The higher first-order hyperpolarizability
value of the molecule confirms the NLO activity of the mol-
ecule. The FMOs analysis identifies the presence of
delocalized electron density within the molecule and accounts
for its higher reactivity. As the presence of intra-molecular
interactions and the associated charge transfers between the
pyridine ring of AMNP molecule and the lone pair of oxygen
is a common molecular feature of a pharmaceutical com-
pound, this investigation paves the way for its possible bio-
medical applications. Further, the considerably higher NLO
activity of the molecule identified suggests its potential appli-
cations in the design of new optical materials.
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