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Abstract—A variety of aryl and alkyl substituted imidazoles have been prepared by the ring opening of N-(2-oxoalkyl)-
oxazolinium salts with ammonia. © 2002 Elsevier Science Ltd. All rights reserved.

We have recently been interested in the synthesis of
differentially protected enantiopure piperazines 4 for
incorporation into new drug candidates. Our proposed
synthesis of 4 is depicted in Scheme 1 and relies upon
the catalytic asymmetric hydrogenation' of the tetra-
hydropyrazine 3 in order to provide a flexible route to
both antipodes of 4. We anticipated that ring opening?
of the N-(2-oxoalkyl)oxazolinium salt 1 with a primary
amine would deliver the amino ketone 2 which could
then undergo spontaneous intramolecular enamine for-
mation to give the hydrogenation precursor 3. How-
ever, during the course of our investigations we
observed interesting reactivity of the intermediate N-(2-
oxoalkyl)oxazolinium salts 1 with ammonia and, in this
paper, we disclose a novel two step preparation of
1,2,4-trisubstituted imidazoles 5.
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Scheme 1.
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Initially, we decided to probe the reactivity of the
p-tolyl substituted oxazolinium salt 7 (R =p-tolyl).
Thus, following literature precedent® the salt was pre-
pared by alkylation of 2-methyloxazoline with p-
methylphenacyl bromide (Scheme 2)* in isopropyl
acetate. Conveniently, the salt could be isolated directly
by filtration of the reaction mixture and was found to
exist in DMSO solution entirely as the enol rather than
the keto tautomer.® On storage at room temperature
this p-tolyl substituted oxazolinium salt 7 slowly under-
went hydrolytic ring opening to afford the acetate 8 as
its hydrobromide salt.

On treatment with an excess of methanolic ammonia, 7
was rapidly consumed to generate a crystalline product
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Scheme 2.

which demonstrated '"H NMR and IR spectra that were
consistent with the imidazole 5 rather than the desired
dehydropiperazine 10 (Scheme 3).* Presumably, con-
trary to significant precedent,” the nucleophile had
added to the C=N double bond and, following ring
scission, the resulting amidine cyclised spontaneously to
give the imidazole 5 (path b).

To examine the scope and generality of this approach
towards 1,2,4-trisubstituted imidazoles a number of
commercially available a-bromoketones 6 were con-
verted to their corresponding oxazolinium salts 7 under
analogous conditions. It was found that a number of
these salts, unlike the p-nitrophenyl derivative, existed
as a mixture of keto and enol tautomers and indeed the
p-methoxyphenyl derivative favoured the former com-
pletely. As before, exposure of the salts to methanolic

7 (keto)

7 (enol)

ammonia served to cleanly provide their respective
imidazole frameworks in reasonable to good yield.®
Furthermore, the procedure could be extended to the
preparation of 4-alkylimidazoles by performing both
the alkylation and ammonolysis steps using THF as the
solvent which obviated the need to isolate the labile
alkyl substituted oxazolinium salts.” The unoptimised
yields quoted are for the two step conversion of the
bromoketones 6 to the imidazoles 5.* In order to obtain
a definitive structural assignment for this class of com-
pounds the imidazoles 5d, Se and 5n were recrystallised
and subjected to single crystal X-ray diffraction analy-
sis—the 50% thermal ellipsoid plot for imidazole Sn is
depicted in Fig. 1.2

In an attempt to alter the regioselectivity of the ammo-
nia addition we examined the use of more sterically

Figure 1. 50% thermal ellipsoid plot of imidazole 5n.
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hindered amines such as a-methylbenzylamine and hexa-
methyldisilazane but disappointingly these reactions
proved unsuccessful.

In conclusion, a facile preparation of a variety of
1,2,4-trisubstituted imidazoles from a-bromo ketones
has been demonstrated. Further investigations directed
towards the modification of the reaction pathway and
to elucidate the mechanism of imidazole formation are
currently underway.
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