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Intramolecular hydrogen bond directed stable
conformations of benzoyl phenyl oxalamides:
unambiguous evidence from extensive NMR studies
and DFT-based computationst

P. Dhanishta,? P. Sai Siva kumar,® Sandeep Kumar Mishra® and N. Suryaprakash (2 *a°
A number of benzoyl phenyl oxalamide derivatives have been synthesized and characterized by the
extensive utility of one- and two-dimensional NMR experimental techniques. The manifestation of
intramolecular hydrogen bonds in all of the synthesized molecules, convincingly established using NMR
studies, governs the stable conformations of the molecules. In the fluorine substituted molecules, the
coupling between two NMR active nuclei mediated through hydrogen bonds has been detected. The
measured chemical shift difference of an NH proton has been employed to calculate the energy of the
HBs. NMR analysis revealed the electrostatic nature of the hydrogen bonds in all of the molecules. The
NMR experimental findings have been validated using Density Functional Theory (DFT)-based Non
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Introduction

Hydrogen bonds (HBs) are ubiquitous in nature with immense
significance in most of the important biological and chemical
processes.'™ Large amounts of information have been available
on HBs since the early 1900s.>*° The strength of the HB is sit-
uated between that of van der Waals forces and covalent bonds.
A HB is directional and strong, although it is not a true chemical
bond, and it is effective in directing the assembly of molecules
into their delicate architectures via molecular recognition, self-
assembly and supramolecular chemistry.* HBs can be separated
into two categories based on the HB donor and acceptor, viz.,
intermolecular HBs where the acceptor and donor reside in
different molecules and intramolecular HBs where the acceptor
and donor reside in the same molecule.” Intramolecular HB
formation can lead to five, six or seven membered rings*> and
they are weaker than intermolecular HBs with the same donor
and acceptor due to geometrical constraints.

Molecules containing intramolecular HBs mainly involve
O---H-N and N---H-N types.®® Nevertheless =0O---H-O type
hydrogen bonds, which are stronger than the other two have
also been observed in B-dicarbonyl compounds. It is generally

“NMR Research Centre, Indian Institute of Science, Bangalore 560 012, India. E-mail:
nsp@iisc.ac.in; suryaprakash1703@gmail.com; Fax: +91-80-23601550; Tel: +91-80-
23607344; +91-80-22933300; +91-9845124802

*Solid State and Structural Chemistry Unit, Indian Institute of Science, Bangalore 560
012, India

‘Department of Chemistry, University of Missouri, Kansas City, USA

(ESI) available. See DOI:

t Electronic  supplementary  information

10.1039/c8ra00357b

11230 | RSC Adv., 2018, 8, 11230-11240

Covalent Interactions (NCls) and Quantum Theory of Atoms In Molecules (QTAIM) computations.

noticed that nearly 30% of the drugs available on the market
possess at least one fluorine atom and such organic fluorine-
containing molecules have applications in molecular imaging,**®
crystal engineering,"** biomaterials and agrochemicals. It is well
known that organic fluorine normally doesn’t participate in intra-
molecular HBs."* It has also been reported that “organic fluorine
hardly ever accepts hydrogen bonds”,'*™ because of its low
polarizability and tightly contracted lone pairs. With large experi-
mental observations reported by various groups, both in the solu-
tion state and solid state, where organic fluorine participates in
HBs,>** this statement may not be relevant in the present day. The
existence of N-H---F-C HBs in benzanilides and foldamers has
been explored using NMR and X-ray crystallographic studies.**
Another special type of HB, i.e. a three-centered HB, also known as
a bifurcated HB,” is important in many biological and chemical
systems, such as, RNA,* DNA,* proteins® and carbohydrates® and
chiral molecular recognition.>® A variety of analytical techniques
have been used for the in-depth understanding of HBs.*"** Never-
theless, NMR spectroscopy has evolved as one of the most powerful
tools among all of the available techniques to investigate the
presence of weak molecular interactions, molecular conforma-
tions, and dynamics in the solution state.’*3*

Oxalamide molecules contain acidic protons and lone pairs.
As a result these molecules may become involved in both intra-
and inter-molecular HBs.* The intramolecular HB dictates the
geometry and conformation of oxalamides, and at the same
time the stability can be examined through the intermolecular
HB.** The presence of such weak molecular interactions in
oxalamide structures leads to a diverse range of applications,
viz., artificial receptors in biological recognition,* crystal design

This journal is © The Royal Society of Chemistry 2018
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Scheme 1 The chemical structure of N*-benzoyl-N2-phenyl oxamide
and its derivatives. The molecules, 1-6, differ in their substituents, X
and X!, as shown in the scheme. In these molecules the formation of
a HB results in a 6-membered ring with the NH(1) proton and a 5-
membered ring with the NH(2) proton.

and engineering,” organogel formation** and also as HIV-1
inhibitors.*” In addition, they can also be used as ligands in
co-ordination chemistry.*

The present work is aimed towards the synthesis of benzoyl
phenyl oxalamide derivatives and their characterization. The
basic structural framework of all the molecules is shown in
Scheme 1. The existence of intramolecular HBs in the synthe-
sized molecules was established by the extensive utility of NMR
spectroscopy, by employing various one and two-dimensional
experimental techniques and it has also been validated using
Density Functional Theory (DFT)-based**** Non Covalent
Interactions (NCIs)** and Quantum Theory of Atoms In Mole-
cules (QTAIM)* calculations.

Results and discussion
Establishing the spatial proximity

The basic requirement to establish a HB interaction between
two nuclei is their close spatial proximity. Qualitative informa-
tion on the spatial proximity between two NMR active nuclei can
be obtained using the nuclear Overhauser effect (NOE). Hence,
as a first step 2D "F-"H HOESY (hetero NOE spectroscopy)*®>°
experiments were carried out for all of the fluorine substituted
molecules. The 2D '*F-'H HOESY spectrum of molecule 2 is
shown in Fig. 1, where the detection of a strong correlated peak
between a fluorine atom substituted at the ortho position of the
phenyl ring and the NH proton, evidently establishes their close
spatial proximity. The 2D "F-'"H HOESY spectra of the other
fluorine containing molecules are given in the ESL{

Intra- or inter-molecular HB?

After substantiating the close spatial proximity, various other
one- and two-dimensional NMR experiments are required to
deduce the existence of intramolecular HBs, if there are any.
One of the most appealing NMR parameters that can help to
understand HBs is the chemical shift. Solvent dilution

This journal is © The Royal Society of Chemistry 2018
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Fig.1 400 MHz 2D 9F-'H HOESY spectrum of molecule 2 in CDClg
solvent, depicting a strong correlation between F and the NH proton.

experiments were carried out on all of the molecules, 1-6, in
order to discriminate between weak inter- or intra-molecular
interactions. The variation in dyy as a function of solvent
dilution is shown in Fig. 2. It can be inferred from Fig. 2 that,
irrespective of the extent of dilution by CDCI; solvent, the values
of dnm() and Onp(z) remain practically unchanged, confirming
the absence of inter-molecular interactions or molecular
aggregation. The chemical shift of residual monomeric water
observed at 1.54 ppm in CDCl; solvent displayed only
a marginal drift of approximately 0.02 ppm in all of the inves-
tigated molecules during CDCl; titrations, indicating the
absence of any significant effect of monomeric water on the
HBs.>*

HBs become strengthened upon cooling the sample®*** and
as a consequence deshielding occurs in the resonating
frequency of the proton involved in the HB. Thus, for all of the
molecules the temperature was systematically varied over 300-
220 K and the shift in the resonating frequencies was moni-
tored. The observed changes are shown in Fig. 3. It is evident
from Fig. 3A and B that upon lowering the temperature the
chemical shifts of the NH(1) and NH(2) protons are shifted
towards the downfield region in all of the molecules, due to
their displacement towards the HB acceptor. This can also be
attributed to the shifting of the equilibrium towards the ener-
getically preferred conformation. All of these observations also
provide solid evidence for the existence of HBs in molecules 2-
6. This type of trend was also observed for the unsubstituted
molecule, 1, upon lowering the temperature, which may be
attributed to the formation of a HB with the neighbouring CO
group. Thus in all of the investigated molecules, the existence of
bifurcated HBs is ascertained.

Titration experiments were carried out using a high polar
solvent to estimate the relative strengths of the intramolecular
HBs. Hence, titration experiments, using DMSO solvent, were
carried out on all of the investigated molecules, 1-6. Since
DMSO is a very good HB acceptor, it has a higher propensity
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Fig. 2 Variation in dy for the molecules, 1-6, as a function of concentration for; (A) NH(1) and (B) NH(2). The solvent, CDCls, was incrementally
added to an initial volume of 450 pL at 298 K. The molecules are represented by the symbols given in the inset. The initial concentration was
approximately 10 mM in CDClz solvent.
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Fig. 3 Variation in dy for the molecules, 1-6, in the temperature range 300-220 K for; (A) NH(1) and (B) NH(2). The molecules can be
distinguished by the different coloured symbols given in the inset. The initial concentration was approximately 10 mM in CDCls solvent.
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Fig. 4 The variation in dyy for the molecules, 1-6, as a function of the mole fraction of DMSO-dg for; (A) NH(1) and (B) NH(2). The initial
concentration was 10 mM in CDCls solvent. The incremental addition of DMSO-dg to an initial volume of 450 ulL in CDCls solvent was carried out
at 298 K. The molecules, 1-6, are represented by the individual symbols given in the inset.
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Fig. 5 400 MHz 'H NMR spectra of molecule 2; (A) in CDCls solvent; (B) °F decoupled in CDCls solvent; (C) in DMSO-dg solvent.

to cleave a variety of intra- and inter-molecular HBs at the
cost of a strong interaction between DMSO and the substrate.
The observed downfield shift of dny1) and dnu(e) with the
incremental addition of DMSO-d, ***° confirms the rupturing of
the intramolecular HB at the cost of strong intermolecular HB
formation with the DMSO solvent (Fig. 4).

Couplings between nuclear spins in the absence of a covalent
bond

Often the couplings between two NMR active nuclei can be
detected even in the absence of a chemical bond between them.
In such situations the spin magnetization transfer is relayed
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through the HB.”* For molecules 2 and 4, a doublet was
detected for the proton of NH(1) with a frequency separation of
13.4 Hz (Fig. 5a). This doublet pattern converged into a singlet
in the 'H{"°F} (fluorine decoupled 'H) spectrum (Fig. 5b)
providing evidence for the magnetization transfer between F
and the NH proton. This large frequency separation of 13.4 Hz
as °Jpy, mediated through five covalent bonds, is generally
unexpected and strongly supports the existence of a through
space interaction mediated through the HB. Furthermore, the
frequency separation of this doublet becomes diminished from
13.4 Hz to approximately 4 Hz (partially resolved doublet and
hence the precise frequency separation cannot be measured) in
the highly polar solvent DMSO-d, (Fig. 5¢) due to the weakening
of the HB between the F and NH and at the cost of the simul-
taneous formation of a HB between DMSO and the NH proton.
This also provides strong evidence for the existence of a HB
between the NH proton and F. The corresponding spectrum for
molecule 4 is reported in the ESL}

Simultaneous measurement of couplings among three NMR
active nuclei

As mentioned earlier, the formation of a HB results in a 6-
membered ring with the NH(1) proton and a 5-membered ring
with the NH(2) proton. When the five-membered ring is formed
the couplings between the NH proton and the NMR active
fluorine nuclei are not reflected in the 1D '"H NMR spectrum
due to a very small coupling strength which might be hidden in
the very broad spectral line caused by quadrupolar “*N (mole-
cules 2, 5 and 6). These couplings are detected in the 2D "N-"H
HSQC® spectra where *°N is present in its natural abundance.
Furthermore, when the three NMR active nuclei are coupled, it
is conceptually impossible to observe the couplings between
two passive NMR active nuclei from the conventional 1D NMR
spectrum of any of these nuclei. On the other hand, the single
2D "N-"H HSQC (NH coupled) spectrum permits the extraction
of the couplings among all of the three nuclei. Hence the NH
coupled 2D N-'H HSQC spectra were recorded in CDCI;
solvent. It may be pointed out that in the HSQC sequence, the
magnetization is transferred to the protons, and the magneti-
zation of the protons, which are attached to '°N, is transferred
back and detected. All of the molecules yielded sharp peaks,
consequent to the indirect detection of °N. The NH coupled 2D
N-'"H HSQC spectra of molecule 2 in CDCl; and DMSO-dg
solvents are shown in Fig. 6. The coupled heteronuclear single
quantum spectra (*’N-"H) for the remaining molecules are re-
ported in the ESL{ From Fig. 6A and B, it is possible to extract
all of the three possible couplings involving both the NH(1) and
NH(2) protons, viz. Yy, >"Jen and /gy The magnitudes of the
measured couplings from both the "H and '>N dimensions are
shown in Fig. 6C along with the chemical structure of the
molecule. In Fig. 6D and E, it can be seen that the Zh]FN and
thy 1 couplings involving both the NH protons disappeared and
only Y was retained, unequivocally substantiating that the
measured couplings, **Jzy and ™y, in CDCl, solvent are
mediated through HBs.

n

This journal is © The Royal Society of Chemistry 2018
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Table 2 The calculated bond geometries (distances in A, angles in °)

Molecule number HB type (X---HN) Distance dx... Distance dy n Angle XHN

1 (C=0---(1)HN) — 1.014 —
(C=0--(2)HN) — 1.015 —

2 (F---(1)HN) 1.918 1.016 132.3
(F---(2)HN) 2.255 1.015 103.0

3 (Cl---(1)HN) 2.765 1.015 102.6
(Cl---(2)HN) 2.456 1.016 111.2

4 (F---(1)HN) 1.921 1.016 132.2
(Cl---(2)HN) 2.458 1.016 111.1

5 (CF5---(1)HN) 2.454 1.016 114.0
(F---(2)HN) 2.256 1.015 103.0

6 (Br---(1)HN) 3.027 1.015 96.7
(F---(2)HN) 2.256 1.015 103.0

The strength of 7w and the nature of the HB

Scalar coupling “/yy is a powerful tool that can indicate whether
the HB is predominantly covalent or electrostatic. It is well
established that in general the NH coupling strength increases
for an electrostatic type and decreases for a covalent type of HB
when compared to the coupling of a free group.®*** The increase
in “Jyy in an electrostatic type of HB is due to the gradual
displacement of the proton towards the nitrogen atom resulting
in the weakening of the NH:--F HB. On the other hand, the
decrease in “Jyy in a covalent type of HB is due to the gradual
displacement of the NH proton towards the fluorine atom
resulting in the strengthening of the NH---F HB. Hence, ‘/y for
all of the investigated molecules was extracted from the NH
coupled ">N-"H HSQC spectra in CDCl; solvent and the derived
values are shown in Table 1. When compared to the unsub-
stituted molecule, 1, in all of the other molecules an increase in
the magnitude of Ynu was detected, thereby confirming that the
type of HB is electrostatic.

Energy of HBs

The energies of the HBs (Eysg) for all of the studied molecules
were calculated using an empirical relationship Eyg =Ad + (0.4

+ 0.2) (kcal mol "),% where A is the difference in the
chemical shifts of the hydrogen bonded and free proton. Ad in
the present work was derived by subtracting the resonance
frequency of the NH proton of molecule 1 from the NH reso-
nance frequencies of the molecules, 2-6, and the Eyp values,
calculated using the above relationship, are compiled in Table
3. The Eyp values varied from 0.8 to 1 keal mol™! for the
different molecules, indicating the presence of a weak type of
HB interaction in all of the molecules. The calculated bond
geometries, viz. the distances and angles of all of the examined
molecules are shown in Table 2.

DFT based computations

The NMR spectroscopically established weak molecular inter-
actions were also supported by DFT-based theoretical calcula-
tions, using the Gaussian 09 suite of programs® with the
B3LYP/6-311 + g(d,p) basis set and default chloroform as the
solvation medium. The minimum energy structures were opti-
mized for all of the investigated molecules using the G09 setup
mentioned above. By using these optimized minimum energy
structures, the wave function (.wfn) files were generated for
QTAIM¥ and NCI* calculations. The "H NMR spectra were
simulated using the GIAO method with identical parameters

Table 3 The electron density (p(y) and Laplacian of electron density (V2 x p) at different BCPs of type (3, —1) for (X---HN) HB. The calculations
were carried out using a solvation medium of default chloroform. The theoretically simulated chemical shifts (ppm) of the NH protons were
calculated using the GIAO method of simulation. The given chemical shifts (ppm) are for the molecules, 1-6, in CDClssolvent. The energy of the

HB for each molecule is also given

Molecule  HB type Electron density = Laplacian of electron  Energy of HB (Eyg)  Theoretically calculated  Experimental

number (X---HN) (pp) (a.u) density (V> x pg) (kcal mol™?) value of dny (ppm) value of dyy (ppm)

1 (C=0---(1)HN)  0.0210 0.0918 — 10.65 10.70
(C=0---(2)HN) — — — 9.14 9.18

2 (F---(1)HN) 0.0245 0.1048 0.8 11.41 11.09
(F---(2)HN) — — 0.6 9.53 9.40

3 (Cl---(1)HN) 0.0108 0.0417 0.3 10.15 10.56
(Cl---(2)HN) 0.0160 0.0648 0.9 9.81 9.71

4 (F---(1)HN) 0.0243 0.1041 0.8 11.43 11.08
(Cl---(2)HN) 0.0160 0.0647 1.0 9.76 9.76

5 (CF5-+-(1)HN) 0.0091 0.0361 0.2 10.18 10.09
(F---(2)HN) — — 0.5 9.49 9.24

6 (Br---(1)HN) 0.0097 0.0337 0.1 10.16 10.35
(F-++(2)HN) — — 0.6 9.51 9.33

This journal is © The Royal Society of Chemistry 2018
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Fig. 7 Visualization of the BCPs and the bond paths of the HBs for the molecules, 1-6, plotted using multiwfn software. The dots represent the
CPs and the thin bars represent the path between two interacting atoms passing through the BCP of the HB interactions.

and minimum energy coordinates for all of the investigated
molecules. For the calculation of the shielding constants,
GaussView software was employed and the value of ¢ TMS was
used as a reference. For obtaining the 'H chemical shift in ppm,
the theoretically obtained ¢ value should be subtracted from the
o of TMS using the relationship given below.

6 (ppm) = ¢ TMS — dupeor

The ¢ of TMS was calculated using the same parameters and
level of calculation as was used for the molecules. This value is
already contained in different NMR visualizing software like
GaussView, ChemCraft etc. and is used as a reference.

It is clear from Table 3 that the theoretically calculated dny
for all of the molecules is comparable to the NMR findings.

QTAIM calculations

Quantum theory of atoms in molecules (QTAIM)* studies were
used for electron density analysis. At certain points, known as
critical points (CPs), the gradient norm of the function value
vanishes. The CPs can be classified into four types depending on
the negative Eigenvalues of the Hessian matrix of the real space
function. Among all the four types of CPs, the electron density at
(3, —1) is labelled as the bond critical point (BCP) because it
generally appears between a pair of attractive atoms. The
molecular model containing the bond paths and the (3, —1) type
BCP for all of the investigated molecules is given in Fig. 7. The
bond path which joins the 2 atoms through the BCP indicates
that both of the atoms are bonded. The electron density (p() and
the sign of the Laplacian of electron density (V* x p(;) values
determine the bond strength and bond type, respectively.”
Hence, the magnitudes of the electron density (o)) and the
Laplacian of electron density (V> x p(;) of all the investigated

11236 | RSC Adv., 2018, 8, 11230-11240

molecules at the (3, —1) type of BCP were obtained using
QTAIM" calculations. The electron density (HB) values for all of
the molecules fall in the range from 0.0090 to 0.0250 a.u. The
positive value of the Laplacian of electron density (V> x pw) at
the (3, —1) type BCP provides evidence for the HB type of inter-
actions. The calculated Laplacian of electron density (V> x p(;)
and electron density (p(;) values are shown in Table 3.

NCI calculations

The electron density based non-covalent interaction (NCI) index
provides visual information about weak molecular interactions,
such as, van der Waals, HBs, steric repulsion, etc.®” The NCI-
based grid points were calculated and plotted using the Mul-
tiwfn®® program for the functions, such as, sign(A2y)p.) as
function 1 and the reduced density gradient (RDG) as function
2, as shown in Fig. 8A. Both the functions contain information
about the HB. For molecules 1 and 2, it can be seen that on the
left hand side there are four spikes in the grid plots, which
indicates four types of HB, viz. two of the type C-H---O=C and
one each of the type N-H(1)---O=C and N-H(2)---O=C. Two
more expected spikes for N-H(1)---F and N-H(2)---F in molecule
2 are indistinguishable, which could be because they have
overlapped with the other spikes. On the other hand, molecules
3, 4, 5 and 6 exhibit five spikes representing the five HBs, two of
the type C-H---O=C, and one each of the type N-H(1)---O=C,
N-H(2)---O=C and N-H(1)---X. For the set of molecules, 3, 4, 5
and 6, another expected spike of the type N-H(2)---X is missing
which might again be overlapped with any one of the other
spikes. For molecule 5, one more spike in the middle of the
graph appeared representing the C-H---F-C type of van der
Waals interaction. Interestingly the C=0---O=C steric type of
interaction was also detected in all of the investigated mole-
cules. Using the VMD® program the colour filled isosurface
graphs were also plotted for all of the optimized minimum

This journal is © The Royal Society of Chemistry 2018
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Fig.8 (A) A plot of sign(A2,) x p(, as function 1 vs. the RDG as function 2, and (B) a coloured isosurface plot (the green colour denotes a weak HB,
the dark green colour denotes a strong HB and the red colour represents the steric effect) for the molecules, 1-6.

energy structures and they are reported in Fig. 8B. All of the QTAIM calculations did not reveal the intramolecular BCPs
above discussed interactions can be clearly visualized in these and bond paths for the F---H(2)N type of interaction in mole-
colour filled isosurface plots of molecules 1-6. cules 2, 5 and 6, disagreeing with the NMR results. On the other
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hand, the NCI calculations provided information on the weak
molecular interaction, which is in good agreement with the
NMR findings. Both the experimental and theoretical observa-
tions convincingly establish that the proposed conformations
are the only energetically favored conformations.

Conclusions

The extensive utility of one-dimensional and two-dimensional
NMR experimental methods revealed the existence of intra-
molecular hydrogen bonds in all of the synthesized benzoyl
phenyl oxalamide derivatives. The two dimensional HOESY
experiments revealed the spatial proximity, a pre-requisite for
establishing a hydrogen bond. From the NMR experiments, it
can be unambiguously concluded that the intramolecular
hydrogen bonds govern the stable conformations of all the
molecules. The couplings between NMR active nuclei involved
in a HB, where the magnetization transfer is mediated
through the HB were determined in the fluorine containing
molecules. The magnitudes and signs of the through space
couplings among three NMR active nuclei were determined
using single >’N-'"H HSQC experiments. The strengths of the
NH scalar couplings revealed the electrostatic nature of the
hydrogen bond. The chemical shift difference of the NH
proton has been employed to calculate the energy of the HB.
The NMR experimental findings have been corroborated by
Density Functional Theory (DFT)-based Non Covalent Inter-
actions (NCIs) and Quantum Theory of Atoms In Molecules
(QTAIM) calculations. The experimental and theoretical
studies unequivocally establish that the proposed conforma-
tion for each molecule is the only energetically favored
conformation.

Experimental section
Synthesis of benzoyl phenyl oxalamides

Commercially available reactants of high purity were
purchased and used without any further purification. AR
grade THF solvent was used in the synthesis. All of the reac-
tants were used in a 1: 1 : 1 ratio. The calculated amount of
oxalyl chloride (C) dissolved in tetrahydrofuran (THF) was
placed in a round bottom flask. The calculated amounts of
benzamide (A) and aniline (B) derivatives were also separately
dissolved in THF. Firstly, solution (A) was added to solution
(C), followed by solution (B). The RBF was fitted with a CaCl,
guard tube to vent the HCI gas. The reaction was monitored
using TLC at regular intervals. The reaction was carried out
under dilute conditions in order to minimize the reaction
between two amides or anilines. The product was purified
using column chromatography with an ethyl acetate/hexane
solvent system with a polarity gradient. The details of the
synthesis of the six benzoyl phenyl oxalamides are given in the
ESI.f To the best of our knowledge this method for the
synthesis of benzoyl phenyl oxalamides has not been reported
in the literature.
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NMR experiments

All of the spectra were obtained using 400, 500 and 800 MHz
NMR spectrometers. Tetramethylsilane (TMS) was used as an
internal reference for both *H and **C NMR spectra. CDCI; and
DMSO-d, solvents were purchased and used as received. The
synthesized molecules were characterized using various NMR
experiments and ESI-MS techniques. The two-dimensional
NMR experiments, such as HSQC and HOESY, were acquired
using the standard pulse programs available in the NMR spec-
trometer’s library. All of the experiments were carried out at
ambient temperature (298 K) unless otherwise mentioned.
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