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Abstract: 1t is shown how a simple theoretical approach can be used for the investiga-
tion of electro-organic reactions. Mononitroimidazoles and mononitropyrazoles were
studied by the semiempirical MNDO-PM3 molecular orbital method. The electro-
chemical reduction potentials of diazoles have been correlated with the energy of the
lowest unoccupied molecular orbital (LUMO). It was found that an admirable correla-
tion could be obtained by the introduction of simple structural descriptors as a correc-
tion to the energy of the LUMO. The interaction of a molecule with its surrounding de-
pends on electrostatic potential and on steric hindrance. Most of these steric effects are
taken into account using two parameters having a very limited set of integer values.
The first () is the position of a ring substituent regarding ring nitrogens, which ac-
counts for the different orientations of dipole moments and for the different shape of
the electrostatic potential. The second (structural) parameter (7) is the type of the ring,
which accounts mostly for different modes of electrode approach, and for different
charge polarization patterns in two diazole rings. The extended correlation with
Erumo» B and 7, is very good, having a regression coefficient » = 0.991. The intrinsic
importance of § and 7 is exemplified by their high statistical weight.

Keywords: reduction potentials, PM3-MNDO, LFER, nitrodiazoles, structural descriptors.

INTRODUCTION

Nitro compounds have attracted the attention of electrochemists from the first
days of polarographic investigations. The first synthesized nitro compound was
nitrobenzene, which was synthesized by the Mitscherlich reaction! in 1884, and it
was also the first organic compound studied by the polarographic technique.!-3
After the year 1925, many organic, especially nitro compounds, have been studied
electrochemically?—¢ and for many of them the mechanisms of their reduction were
explained. Since many nitrodiazoles are pharmaceutically active compounds, the
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understanding of the reduction process of these compounds is crucial for basic me-
dicinal chemistry, as well as for the pharmaceutical industry. From the very begin-
ning, these compounds have found many applications. They have been used as
chemotherapeutics (antibacterial, antitrichomonal and antihistomonal (antiripro-
tozoal) agents®) and as radiosensitizers in medical practice. The capability of
nitrodiazoles to bind to DNA and block their replication#7-8 could have many ap-
plications in antiviral therapy.

The differences in the electrochemical behaviour of nitropyrazoles and nitro
imidazoles are explained by different sequences of electron/proton transfer steps
during the reduction process. The reasons for these differences are beyond electro-
chemistry and can be explained by the different electronic structure of pyrazoles
and imidazoles. The macroscopic electrochemical reduction potential is a complex
balance of inductive, steric and solvation effects. Inductive effects are well de-
scribed by the LUMO energy. Correlation of the measured potentials with the
LUMO energy is fairly good, but not good enough for quantitative predictions.

THEORETICAL BACKGROUND

A simple electroorganic reaction is a heterogeneous process involving three
different steps: adsorption, electron-transfer, and desorption. The most important
step in the process is the electron transfer. The electron transfer occurs between an
organic molecule adsorbed at the electrode and the electrode itself (the cathode in
the case of a reduction process). The molecular orbital picture of electron transfer
describes it as a process in which the organic molecule attains a transitory state at
the electrode due to an electron transfer from the electrode to the lowest unoccu-
pied molecular orbital (LUMO) of the molecule. The rate of electron transfer de-
pends on the coupling of the electronic states of all molecules involved, and on nu-
clear fluctuations necessary to bring these states into resonance.’>!0 Theories
which deal more quantitatively with electron transfer, adiabatic or non-adiabatic,
are described elsewhere.9-11 It is important to stress that in organic electrochemi-
cal reactions and in biochemical processes, a strong coupling between electron and
proton transfer2.6-10,11 occurs, and these couplings make the reduction mechanism
much more complex.

The electroactivity of mononitrodiazoles is ehnanced by the presence of a ni-
tro group on the diazole ring. The structures of nitrodiazoles are presented in
Scheme 1. The reduction of mononitro diazoles is a four-electron process, in which
the nitro group is transformed to a hydroxylamine group (Eq. (1)). When the nitro
group is the electroactive group on the diazole ring, the replacement of one ring
aliphatic substituent with another aliphatic group does not change the value of the
half-wave potential 26

ArNO; +4 e +4 H" — ArNHOH + H,O (1)
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Scheme 1. Chemical structures of nitroimidazoles and nitropyrazoles derivatives. (R Indicates a
methyl or an ethyl group.)

The general stoichiometry of the electrochemical reduction of all diazoles is the
same, and is given by Eq. (1), but the sequences of the elementary steps in the elec-
tro-chemical reduction! of pyrazoles and imidazoles are considered to be different. In
the case of alkylnitro pyrazoles, prior to the rate-determining step of the reduction, two
electrons and three protons have to be transferred. The sequence in the reduction steps
of alkylnitro pyrazoles is H, e-, H*, H, e, 2¢~, H'; but in the case of alkylnitro
imidazoles, the sequence is HY, HT, -, H", e, 2¢~, H'. It is important to stress that
N-unsubstituted nitroazoles have an additional acid-base equilibrium, which affects
the different steps in the reduction process regarding the substituted derivatives.2

METHOD

Mononitrodiazoles were investigated by semiempirical molecular-orbital meth-
ods using the program package MOPAC 7.01.12.13 The PM3 method!2-15 was used
for optimising all the structures in the neutral form and all possible protonated forms of
the bases. The PM3 method was developed by Stewart in 1989 as an improvement to
the MNDO-AM1 method, changing the optimisation technique for parameterisation
and fitting to a much more extensive database of physical properties, with the empha-
sis on nitro compounds. For the calculation of the energy of the LUMO, a CI calcula-
tion was included, involving the active space of two frontier orbitals.

The MO parameters for MNDO-PM3 were optimized so as to reproduce the



960 KOLARIC, JURANIC and DUMANOVIC

experimental heat of formation (i.e., the standard enthalpy of formation, A¢H, or
the enthalpy change to form a mole of compound at 25 °C (298 K) from its ele-
ments in their standard state), as well as observed geometries (mostly at 25 °C).°

All molecular structures were optimized according to the PM3 force field in
vacuum. For the geometry optimization in a polar medium, the solvent was mod-
elled as a dielectric continuum (COSMO model)!2:13.16,17 with a dielectric con-
stant for water of 78.4. (The solvent is treated as a perturbation of the gas phase
system.) A significant difference between the optimized structures in the gas phase
and in the solution has been found.

The MO parameters for MNDO-PM3 are optimized so as to reproduce the ex-
perimental heat of formation (i.e., the standard enthalpy of formation or the entalpy
of change to form a mole of compound at 25 °C (298 K) from its elements in their
standard state), as well as observed geometries (mostly at 25 °C).13

RESULTS AND DISCUSSION

Tables I, II and III show that diazoles with a nitro group in position 4 of the
ring are the most stable. The data also show that all the imidazole derivatives are
more stable2:4.0,18 than the corresponding pyrazoles. The calculated data were
compared with the experimental data obtained at pH 6.1, because at this pH all
molecules are in their neutral form (non-ionic). The agreement with the experi-
mental results was excellent,2.7 confirming that the semiempirical PM3 method is
reliable for the optimisation of organic molecules.
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Fig. 1. Correlation of £, versus £y yvo calculated with the simulation of an aqueous solution
(r=0.885).

The measured half-wave potentials are summarised in Table IV. It should be
noted that unsubstituted diazoles could undergo hydrogen exchange between the
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TABLE IV. Experimental values™" of the half-wave reduction potentials at pH = 6.1

Compound Ep/V
4(5)-Nitroimidazole -0.55
2-Nitroimidazole —0.325
1-Methyl-2-nitroimidazole —0.345
1-Methyl-5-nitroimidazole -042
1-Ethyl-5-nitroimidazole -0.42
1-Methyl-4-nitroimidazole -0.51
1-Ethyl-4-nitroimidazole -0.52
4-Nitropyrazole —0.565
5(3)-Nitropyrazole -0.44
1-Methyl-5-nitropyrazole -0.315
1-Ethyl-5-nitropyrazole -0.31
1-Methyl-3-nitropyrazole —0.425
1-Ethyl-3-nitropyrazole -0.415
1-Methyl-4-nitropyrazole —0.535
1-Ethyl-4-nitropyrazole —0.525

*Values were reported in references 2, 7 and 27

*The half-wave potential was measured using a mercury dropping electrode (DME) as the working
electrode and a saturated calomel electrode (SCE) as the reference electrode. The measured poten-
tial was corrected to the value of the reduction potential of a TI2" salt in the same buffer. This proce-
dure is a standard procedure in organic electrochemistry (see Zuman and Dumanovié).2:6-18

nitrogen atoms in the ring (Scheme 1). Therefore, the 5- and 4-nitroimidazoles
could not be distinguished on the electrode. The same applies with 5- and 3-ni-
tropyrazoles. For the correlations, the more stable calculated structures were used,
i.e., S-nitropyrazole and 4-nitroimidazole. The energy of the lowest unoccupied
MO is considered to be the major feature of the electronic structure which is impor-
tant for the reduction process. For all nitrodiazoles, the LUMO is heavily localised
on the nitro group. The correlation between the LUMO and the half-wave potential
of different nitrodiazoles (Figure 1) shows the well known linear dependence, as in
many similar correlations published elsewhere.!4:15:19-21 The straight correlation
of the experimental £, to the calculated E1 ymo is rather poor (Fig. 1; »=0.885,
constant =—1.597, coefficient =—1.632). The different molecular structures of the
various nitrodiazoles (imidazoles and pyrazoles) may influence processes such as
adsorption, solvation and orientation at the electrode. These processes precede the
electron transfer step and affect the half-wave potential. In order to improve the
correlation and account for structural differences between the various nitrodia-
zoles, the reduction potential was corrected by two topological parameters (Eq.
(2)). These parameters address the steric and electronic differences of the various
nitrodiazoles.
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Fig. 2. Reduction potentials calculated according to Eq. (3), correlated with the experimental
electrode half-wave reduction potential (» = 0.991).

Eyp=4 -Erumo+B-B+C-t+D 2

p and 7 are topological parameters which have discrete values. Similar steric and
topological descriptors of molecules are frequently used in QSAR investigations’
of biologically active compounds in medicinal chemistry, as well as in physical or-
ganic chemistry.22

TABLE V. Correlation of the electrode reduction potential of nitrodiazoles with MO and topological
parameters

E\p/N  EpumoleV B (vicinity) 7 (ring type) Eealc /V

4(5)-Nitroimidazole -0.55 -0.74 1 0 -0.530
2-Nitroimidazole —-0.325 —-0.92 3 0 —-0.337
1-Methyl-2-nitroimidazole ~ — 0.345 —1.06 3 0 —-0.322
1-Methyl-5-nitroimidazole =~ — 0.42 —0.86 2 0 —-0.430
1-Ethyl-5-nitroimidazole -0.42 -0.89 2 0 —0.427
1-Methyl-4-nitroimidazole ~ —0.51 -0.38 1 0 —0.524
1-Ethyl-4-nitroimidazole -0.82 —-0.83 1 0 —-0.520
4-Nitropyrazole —0.565 —-0.55 0 1 —0.554
5(3)-Nitropyrazole -0.44 -0.93 1 1 —0.426
1-Methyl-5-nitropyrazole ~ —0.315 -1.11 2 1 -0.320
1-Ethyl-5-nitropyrazole -0.31 -1.15 2 1 -0.316

1-Methyl-3-nitropyrazole ~ — 0.425 -1.01 1 1 —0.418
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TABLE V. Continued

E\p/N  ELumoleV B (vicinity) 7 (ring type) Eealc /V

1-Ethyl-3-nitropyrazole -0.415 -1 1 1 -0.419
1-Methyl-4-nitropyrazole —0.535 -0.67 0 1 —0.541
1-Ethyl-4-nitropyrazole —0.525 —0.71 0 1 —0.537

* Equation (3).

The parameter 3 reflects the environment of the nitro group regarding its
position in the ring, and has different values for the three possible situations: § =2
when the nitro group is in the neighbourhood of the pyrrolic nitrogen; 8 = 1 when
the nitro group is in the neighbourhood of the pyridinic nitrogen and 8 = 0 when the
nitro group is not in the neighbourhood of the ring nitrogen.

Consequently, for 2-nitroimidazole, where the nitro group is in the neighbour-
hood of both ring nitrogens: 8 =2 + 1 = 3. Since only the nitro group is electro-
chemically active, this descriptor must diminish the difference due to the different
positions of the nitro group on the diazole ring.

Parameter 7 simply denotes the ring type. It is equal to zero for one ring type
and non-zero for the other one. The following values were used:

7 = 1 for the pyrazole ring, and 7 = 0 for the imidazole ring.

A reversed choice would do equally well. This 7 parameter is related to the al-
ready mentioned difference in the sequence of the electrode reactions of pyrazoles
and imidazoles.

Using these descriptors, a corrected half-wave potential (the last column in Ta-
ble V) was calculated according to the following equation obtained by multilinear
regression analysis (» = 0.991, Fig. 2).

Ecale = — 0.107 (ELumo — 0.812 B — 0.779 7) — 0.696 3)

When the topological parameters are taken into account, the correlation is sig-
nificantly improved (Fig. 2), as confirmed by the high value of the regression coef-
ficient (r =0.991).

It must be emphasized that the  parameter includes different effects, which could
influence the mode of the approach of a molecule to the electrode, such as molecular
electrostatic potential, the key parameter determining the orientation of molecules to
the electrostatic potential, and the adsorption process. The steric parameters from the
Hammett equations2324 are also implicitly included in this parameter.

Equation (3) also shows that the weights of all the selected parameters are re-
markably similar. This means that the selected topological parameters have a defi-
nite physical significance. The intrinsic importance of 8 and 7 is exemplified by
their high statistical weights. The necessity of using coupled  and 7 parameters
could be rationalized on the basis of alternating charge polarizations2> in diazoles
ring. The two nitrogens in the imidazole ring induce the same kind of charge polar-
izations on the ring carbon atoms and on the ring substituents, in contrast to the
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pyrazole ring, where the two nitrogens induce opposite charge polarizations on
other atoms in the molecule. It is important to stress that for a precise molecular de-
scription of the electrochemical behaviour of nitrodiazoles, especially of their
halogenated derivatives, more theoretical work would be needed.

CONCLUSION

The electrochemical reduction of nitrodiazoles is a four-electron process with
different sequences of the electron and proton steps for imidazoles and pyrazoles.
These differences are caused by the different electronic structures of pyrazoles and
imidazoles. In order to improve the correlation between the energy of the LUMO
orbital and the half-wave potential, the potential was corrected by two topological
parameters having a small set of integer values. The first (8) compensates for the
differences caused by the different position of the nitro group on the diazole ring,
and the second topological parameter (7) compensates the differences in the type of
the ring. The correlation was significantly improved with these corrections indicat-
ing that these parameters have a physical background related to the structure of the
molecule.

Acknowledgement: The authors are grateful to the Ministry of Science and Environmental Pro-
tection of Serbia, for partial financial support (Grant 1253).

U3BOJ

MOJIEKYJICKO-OPBUTAIIHN 11 CTPYKTYPHU JECKPUIITOPU KO/T
TEOPUJCKOT TTPOYYABAIbA EJIEKTPOPENYKIMIJE HUTPOOMA3OJIA

BPAHKO KOJIAPU'h, UBAH JYPAHWUR u IPATULIA IYMAHOBWHR

Xemujcku gpakyaitietti Ynusepauiteitia y Beozpaoy, Citiyoeniticku wipz 12-16, 11000 Beozpao

Y 0BOM WIAHKY je MOKa3aHO KAKO Ce MPOCT TEOPHUjCKU MPUCTYII MOKE NIPUMEHUTH KO
IpoydYaBama eNeKTPOOPraHCcKuX peaknuja. [IpoyyaBamm cMO MOHOHATPOMMHIAA30IIE T MO-
HOHUTponupasoje nomohy cemuemnupujcke MNDO-PM3 MOeKyICKO-OpOUTATIHE METOIE.
EnekTpoxeMujcKu peyKIMOHU MOTEHIHjal [Ua30a je KOpelarucaH ca eHepriujoM HajHUKe
HenomnymweHe MoJieKyncke opoutane (LUMO). Habeno je a ce jo6uja n3BpcHa Kopenamnyja
yBObemeM IPOCTUX CTPYKTYPHUX AeCKPUNTOpPa Kao Kopekuuje 3a LUMO eneprujy. MuTep-
aKIFja MOJIEKYJIa Ca OKOJNIMHOM 3aBHCH Off €IEKTPOCTATHIKOT MOTEHIINjajla i CTEPHHUX CMET-
wu. Behnna oBux crepHux edekara je yzeta y 003up KopuitheweM JiBa napameTpa Koju
nMajy BpJIO OTPaHMYEH CKYI IIeJI00POjHIX BpegHocTu. JegaH (f) je moosKaj CylncTUTyeHTa
Ha IPCTEHy Y OHOCY Ha a30TOBE aTOMe IIPCTEHa, YAMe ce BOAHM padyHa O Pa3IuuUTHM
OpHjeHTanjaMa AAMOTHAX MOMEHATa 1 O PAa3IIMYATOM OOJINKY eIeKTPOCTATHIKOT IIOTESHITH-
jama. [Ipyru (CTpyKTypHH) ITapameTap (7) jecTe THII IPCTeHa, YAMe ce ypadyHaBa yrIaBHOM
pa3IMYNT HAUMH [IPUJIacKa J{Ba [Ua30JICKa IPCTEHA eIEKTPOAN, Ka0 M pa3IMInTa HOoJIapu-
3aluja HaeJeKTpucama y uma. [Ipomupena kopenamnuja ca £y ypos, 0, 4 7, BeoMa je 106pa,
ca perpecnonnM KoeduiujeHToM 7 = 0.991. CyImTHHCKY 3Ha4aj U T je UCKa3aH KPO3 lUXOBY
BEJIMKY CTATHCTUYKY TEXKHHY.

(ITpumibeHo 5. jyna, pesugupano 8. HoBemGpa 2004)
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