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Abstract—Direct one-step synthesis of various benzimidazoles from phenylenediamines and aldehydes is described using air as the
oxidant. The salient features of this method include a simple procedure, mild conditions, no coupling agents or commercial oxidants/
additives used, no waste produced (only by-product being water), easy purification, and high generality.
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Benzimidazoles are very useful intermediates/subunits
for the development of molecules of pharmaceutical or
biological interest. Substituted benzimidazole deriva-
tives have found applications in diverse therapeutic
areas including antiulcers, antihypertensives, antivirals,
antifungals, anticancers, and antihistaminics to name
just a few.!3

The widespread interest in benzimidazole-containing
structures has prompted extensive studies for their syn-
thesis. There are two general methods for the synthesis
of 2-substituted benzimidazoles. One is the coupling of
phenylenediamines and carboxylic acids* or their deriv-
atives (nitriles, imidates, or orthoesters),> which often
requires strong acidic conditions, and sometimes com-
bines with very high temperatures (i.e., PPA, 180 °C)
or the use of microwave irradiation.® The other way in-
volves a two-step procedure that includes the oxidative
cyclo-dehydrogenation of aniline Schiff’s bases, which
are often generated in situ from the condensation of
phenylenediamines and aldehydes. Various oxidative re-
agents such as nitrobenzene (high-boiling point oxidant/
solvent),” 1,4-benzoquinone,® DDQ,? tetracyanoethyl-
ene,'? benzofuroxan,'! MnO,,'2 Pb(OAc),,!* Oxone®,'*
NaHSOs3,'> and Na,S,05'® have been employed. Par-
tially due to the availability of a vast number of alde-
hydes, the later method has been extensively used.
However, all these processes require stoichiometric or
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excess amount of oxidants to be used. Many of these
procedures produce toxic or environmentally problem-
atic by-products, often require laborious workup and
purifications (i.e., to remove quinones and related prod-
ucts), and/or suffer from low isolation yields. Thus, dur-
ing our recent research involving the synthesis of
benzimidazoles, the frequent frustrations resulting from
employing the literature procedures prompted us to
search for a more efficient method.

In the context of developing environmentally friendly
green chemistry, we decided to look at the use of air
or oxygen-containing gases as the oxidant for the syn-
thesis of benzimidazoles. It has been reported that
Fe(I11)/Fe(11) redox system can be used as the catalyst
for the preparation of benzimidazoles in MeCN
(90 °C) or in DMF (120 °C), using oxygen as the oxi-
dant.!” More recently, conditions using activated
carbon—oxygen (air) were reported, producing 2-phenyl-
bezimidazole in 64% yield in xylene at 120 °C for 26 h.'3
Herein, we would like to describe a simple, mild, and
efficient procedure for the synthesis of benzimidazoles
that employs only air (or oxygen) as the oxidant.

To minimize the formation of by-product(s) and to
streamline the isolation of the desired product, we
decided to investigate the possibility of avoiding any me-
tal or organic/inorganic oxidant/additive in this reac-
tion. Thus, equal molar amounts of benzaldehyde and
3.,4-diaminotoluene were dissolved in various commonly
used organic solvents, and the mixture was heated to
reflux (when the boiling point of solvent is below
100 °C) or to 100 °C for 4 h in the presence of air.!”
As Table 1 shows, we were surprised and pleased to
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Table 1. Effect of solvent in the synthesis of 2-phenyl-5-methylbenzimidazole®

(o}

air

\C[NHZ N H)KQ solvent \@EN@

reflux or 100 °C N
N 4n H
Entry Solvent Conditions Yield (conversion)® (%o)°
1 CH,Cl, Reflux 24 (29)
2 Et,O Reflux 23 (25)
3 THF Reflux 48 (50)
4 Hexane Reflux 43 (50)¢
5 MeOH Reflux 64 (88)
6 EtOH Reflux 68 (93)
7 CICH,CH,Cl Reflux 30 (30)
8 MeCN Reflux 61 (66)
9 Dioxane 100 °C 90 (98)
10 Toluene 100 °C 63 (80)
11 DMF 100 °C 72 (98)
12 H,O 100 °C 58 (80)¢
13 (none) 100 °C 58 (76)

#The reaction was carried out with 0.25 mmol of 3,4-diaminotoluene and 0.25 mmol of benzaldehyde in 1 mL of solvent or neat in a 50 mL sealed
tube (with a screw cap) flushed with air at refluxing or 100 °C for 4 h (see Table 1).

bConsumption of 3.,4-diaminotoluene.
¢ Determined by HPLC.
9 The reaction mixture was not homogeneous.

see that a significant amount of the desired 2-phenyl-5-
methylbenzimidazole was produced under these mild
conditions.?’ Virtually, all commonly used laboratory
solvents, including low boiling point solvents such as
dichloromethane and ether (entries 1 and 2), can be used
in this reaction. With the increase in the solvent’s boiling
point, the conversion of 4-methyl-1,2-phenylenediamne
also increases, except for the case of 1,2-dichloroethane
(entry 7). Alcoholic solvents (methanol and ethanol, en-
tries 5 and 6), 1,4-dioxane (entry 9), and DMF (entry 11)
gave excellent conversions. In the absence of solvent,
significant conversion (76%, entry 13) was also ob-
served. Similar results were observed in the presence of
water (entry 12). Clearly, 1,4-dioxane (entry 9) stands
out as the solvent of choice, with its fast conversion,
high yield, and easy removal.

To test the general scope and versatility of this procedure
in the synthesis of a variety of substituted benzimidaz-
oles, we examined a number of differently substituted
aryl aldehydes and phenylenediamines. Thus, equal mo-
lar amount of phenylenediamines and aryl aldehydes
were heated to 100 °C in 1,4-dioxane in the presence of
air for the periods of time indicated in Table 2.%! We were
pleased to find that moderate to high yields were ob-
tained for the coupling of virtually all aryl aldehydes
and phenylenediamines examined. As Table 2 shows,
both aldehydes bearing electron-donating (entries 24,
14) and electron-withdrawing (entries 5-13, 15) substi-
tuents gave desired benzimidazoles in excellent yields.
Heteroaryl aldehydes, such as 2-furyl, 2-thiophene,
2-pyrrolyl, and 2-pyridinyl carboxaldehydes (entries 16—
19), were well tolerated under these mild conditions.
With 4-methoxycarbonylbenzaldehyde (entry 15), only
mono-benzimidazole was isolated, and no bis-imidazole
was formed. This procedure is also applicable to various
electron-deficient (entries 21-24) or electron-rich (entries

25-27) phenylenediamines, which produced 2-phenyl-
benzimidazoles smoothly in excellent yields. The reac-
tions were generally completed in ca. 24 hours, and in
many cases less than 10 hours, except for the cases of
4-nitrobenzaldeyde, 4-methylbenzadehyde, and 4-meth-
oxycarbonylbenzaldehyde, where ca. 48 hours were re-
quired to complete the reaction. All the reactions were
clean as indicated by TLC and LCMS,?? and the only
work-up being the easy removal of 1,4-dioxane. The
benzimidazole products were conveniently obtained by
silica gel chromatography.

To extend the scope of this method, we also examined
the coupling of 3,4-diaminotoluene with alkenyl and
alkyl aldehydes under these conditions (Scheme 1).
The coupling of cinnamaldehyde with diamines was
known to be problematic when strong oxidants are
used to affect the cyclodehydrogenation step, partially
due to the non-selective oxidation of cinnamaldehyde
double bond.'* However, under these mild air/dioxane
conditions, the desired 2-(2-phenylethylenyl)benzimid-
azole was obtained in excellent yield. In addition, this
method can be extended to the synthesis of 2-alkyl-
benzimidazoles as exemplified by the successful
coupling/oxidation of cyclohexanecaboxaldehyde with
3,4-diaminotoluene.

To access the feasibility of applying this method in a
preparative scale, we carried out the coupling of
3,4-diaminotoluene with benzaldehyde in 100 mmol
scale. Briefly, continuous bubbling of air through the
reaction mixture was used in this case instead of a static
atmosphere of air (see detailed experimental proce-
dure).”? As expected, the reaction proceeded smoothly,
similar to the case in a smaller scale (entry 1, Table 2),
and the desired 2-phenyl-5-methylbenzimidazole was
obtained in 84% isolated yield (Scheme 2).
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Table 2. Synthesis of benzimidazoles®

N NH, (0]
R— + k
Pz NH H Ar
2
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air
dioxane z

100 °C S N
H

H
o NHz N
oW R@[ —r
N"Ar ~ N
A B
Entry R= Ar= Reaction time (h) Yield (%)°

1 4-Me Ph 17 89
2 4-Me 2-MeO-Ph 17 89
3 4-Me 3-MeO-Ph 17 84
4 4-Me 4-MeO-Ph 17 85
5 4-Me 3-CN-Ph 17 86
6 4-Me 4-CN-Ph 3 86
7 4-Me 2-Cl-Ph 20 90
8 4-Me 3-Cl-Ph 20 82
9 4-Me 4-Cl-Ph 20 84
10 4-Me 4-F-Ph 24 88
11 4-Me 4-Br-Ph 2 91
12 4-Me 4-NO,-Ph 45 81
13 4-Me 4-CF5-Ph 31 87
14 4-Me 4-Me-Ph 45 83
15 4-Me 4-CO,Me-Ph 50 85
16 4-Me 2-Furyl 16 86
17 4-Me 2-Thiophene 16 84
18 4-Me 2-Pyrrolyl 28 81
19 4-Me 3-Pyridinyl 22 77
20 H Ph 16 85
21 4-Cl Ph 4 80
22 4-Br Ph 6 79
23 4-NO, Ph 8 81
24 4-CF; Ph 16 87
25 4-t-Bu Ph 20 83
26 4,5-DiMe Ph 4 86
27 4-MeO Ph 6 90

#The reaction was carried out with 0.25 mmol of phenylenediamine and 0.25 mmol of aldehyde in 1 mL of dioxane in a 50 mL sealed tube (with a

screw cap) flushed with air at 100 °C for the time indicated (see Table 2).

®Isolated yield after silica gel chromatography.
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Scheme 1. Synthesis of 2-alkenyl- and 2-alkylbenzimidazoles.

The advantage of this procedure is the employment of
only atmospheric air as the oxidant. The elimination
of metal or organic/inorganic oxidant/additive made this
procedure simple to be carried out. No toxic reagent(s)
or byproduct(s) were involved, and no laborious purifi-
cation was necessary. These conditions are also environ-

air

dioxane N\
o
100°C, 16 h N
88%
air
dioxane \©[N >/<:>
A\
N
100°C, 16 h H

83%

mentally friendly, cost-effective, and possess high

generality.

Although the obvious beneficial role of 1,4-dioxane
when used as the solvent needs to be further investi-
gated, we believe that the formation of benzimidazoles
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Scheme 2. Synthesis of 2-phenyl-5-methylbenzimidazole.

under these conditions follows through the known’-!7

intermediate Schiff’s bases A, which exist in equilibrium
with the cyclic hydrobenzimidazoles B that were oxi-
dized to benzimidazoles by oxygen.

In summary, efficient synthesis of benzimidazoles from
phenylenediamines and aldehydes using air as the oxi-
dant was investigated, and a simple and efficient proce-
dure using dioxane as the solvent was developed. The
salient features of this method include a simple proce-
dure, mild conditions, no coupling agents or commercial
oxidants/additives used, no waste produced (only by-
product being water), easy purification, and high
generality.
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General procedure: A solution of 3,4-diaminotoluene
(0.25 mmol) and benzaldehyde (0.25 mmol) in 1 mL of
solvent or neat was placed in a 50 mL capped tube. The
tube was flushed with air, capped, and heated for 4 h at
refluxing or at 100 °C (see Table 1). The reaction mixture
was then cooled to room temperature, and diluted to
10 mL with methanol. The crude mixture was then
analyzed by a reverse-phase HPLC using a 0.025M
methanol solution of 3,4-diaminotoluene and a 0.025 M
methanol solution of 2-phenyl-5-methylbenzimidazole as
the standards.

The rate of oxidation by mere O, was reported earlier to
be slow in acetonitrile and ‘insufficient’ for complete
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product formation (see Ref. 17). Formation of benzimid-
azoles in 10-50% yields in refluxing ethanol ‘without
oxidant’ was noted by Mackman and co-workers earlier
and was explained as possible ‘atmospheric oxidation’ (see
Ref. 8a).

General procedure: A solution of 1,2-phenylenediamine
(0.25 mmol) and aryl aldehyde (0.25 mmol) in 1 mL of 1,4-
dioxane was placed in a 50 mL capped tube. The tube was
flushed with air, capped, and heated at 100 °C for the time
indicated (see Table 2). The reaction mixture was then
concentrated in vacuo, and the residue was purified by
silica gel preparative thin layer chromatography or flush
column chromatography (CH,ClL,/MeOH =15:1) to
afford the desired benzimidazole.

In some cases, small amounts (<5%) of bis-Schiff’s bases
resulting from the condensation of one equivalent of
diamines with two equivalents of aldehydes were observed.

23. Experimental procedure: To a 500 mL two-necked round

bottomed flask equipped with a water-cooled condenser
and a gas inlet were added 3,4-diaminotoluene (12.2 g,
100 mmol), 1,4-dioxane (200 mL), and benzaldehyde
(10.6 g, 100 mmol). The mixture was heated for 24 h at
100 °C with continuous air bubbling. CAUTION: Heating
dioxane in the presence of air is potentially explosive! The
mixture was then cooled down to room temperature, and
dioxane was removed in vacuo. The residue was purified by
silica gel column chromatography using CH,Cl,/MeOH
(20:1) as the eluant to afford 2-phenyl-5-methylbenzimid-
azole as pale yellow solids (17.5g, 84%): R;=0.79
(CH,Cl,/MeOH = 15:1); 'H NMR (500 MHz, CDCl;) &
2.48(s,3H),7.10(d, J = 8.0 Hz, 1H), 7.41 (s, 1H), 7.43 (m,
3H), 7.55 (d, J=8.0 Hz, 1H), 8.10 (m, 2H); '*C NMR
(125 MHz, CDCl3) 6 21.9, 114.6, 115.3, 124.8, 126.8, 129.3,
130.1, 130.3, 133.2, 151.8; LCMS (ES) m/z 209.1 (MH™).
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