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Abstract—A simple one-pot synthesis of 3-cyano-4-benzopyrones directly from 2-hydroxyacetophenones using mild conditions is

reported herein.
© 2003 Elsevier Ltd. All rights reserved.

In connection with developing a library of benzopyro-
nes, we became interested in a general and practical
synthesis of 3-cyano-4-benzopyrones. These are impor-
tant intermediates in the synthesis of therapeutically
useful anti-allergic drugs such as Amlexanox.! Cyano-
benzopyrones are also useful intermediates in the syn-
thesis of benzopyranopyridines with anti-inflammatory
activity.” They are also reported as useful dienophiles in
[4+2] cycloaddition reactions and in the construction of
the tricyclic ring of Arisugacin, which is a selective
inhibitor of acetylcholine esterase.’ In view of the syn-
thetic potential of these compounds, and in continuation
of our work on benzopyrone derivatives,* we herein
report a one-pot synthesis of 3-cyano-4-benzopyrones
directly from 2-hydroxyacetophenones under mild con-
ditions.

3-Cyano-4-benzopyrones are generally synthesized in
three steps starting from 2-hydroxyacetophenones.
Thus, Vilsmeier-Haack reaction on 2-hydroxyaceto-
phenones 1 gives 3-formylbenzopyrones 2 in 40-70%
yields.> These on reaction with hydroxylamine hydro-
chloride in refluxing ethanol give the corresponding
oximes 3. These oximes undergo facile dehydration to
give 3-cyano-4-benzopyrones 5 in 50-70% yields®
(Scheme 1). The dehydration of oximes is one of the
most common ways of preparing 3-cyano-4-benzopy-
rones and a variety of dehydrating agents such as
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Scheme 1. Reagents and conditions: (a) DMEF/POCl;; (b)
NH,OR!"HCI/EtOH; (c) EtOH/HCI ‘or’ sodium formate/formic acid
‘or’ acetic anhydride; (d) benzene/H,SO,; (¢) DMF/POCI;/DCM/
NH,OH-HCl.

hydrochloric acid,” sodium formate in formic acid® and
acetic anhydride’ have been used. However these
methods suffer from certain disadvantages such as the
necessity for isolation of the intermediate 3-formyl-
benzopyrones 2 and corresponding oximes 3. The
dehydration step requires strongly acidic conditions and
long reaction periods. In some cases, due to the poor
solubilities of the isolated oximes, the yields are very low
in the dehydration step. In view of these difficulties
Hsung et al.!® recently reported a practical synthesis of
3-cyano-4-benzopyrones via an acid catalyzed elimina-
tion of the corresponding O-methyloximes. However
this method requires the preparation of the O-methyl-
oximes 4 from 2 using expensive O-methoxylamine
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Table 1. Physical data on the 3-cyano-4-benzopyrones'!

Entry R Mp, °C (lit., °C) Yield, %
5a H 175-177 (177-178) 61
5h 6-CHj 151-153 (152-153)6 55
5¢ 6-CH;CH, 122-124 (123-124)8 51
5d 6-(CH;),CH  117-119 (118-120° 52
5e 6-Br 218220 (216-219)° 54
sf 6-Cl 210 (210-213)6 52
5g 6-F 172-174 (172-174)° 69
5h 6,8-diCl 176 (169-174)10 72
5i 6,7-diCH, 230-232 (232-235)° 54
5 6-C1,7-CH, 206-208 (207-208)" 51

hydrochloride and subjecting the O-methyloxime to
elimination in refluxing benzene in the presence of sul-
furic acid for long reaction periods with low overall
yields.”

In view of these observations and the synthetic utility of
3-cyano-4-benzopyrones, we report herein a one-pot
mild procedure for the synthesis of 3-cyanobenzopyro-
nes. Thus, various substituted 2-hydroxyacetophenones
were subjected to the Vilsmeier-Haack reaction, with
dimethylformamide and phosphorus oxychloride at 0 °C
and the reaction mixture subsequently treated in situ
with hydroxylamine hydrochloride at room tempera-
ture!! to provide the desired 3-cyanobenzopyrones in
fair to good yields (5a—j, Scheme 1, Table 1). All the
compounds were characterized by IR, and 'H NMR,
and the melting points were compared with authentic
samples. It is presumed that the chloroiminium salt
[(CH3),Nt=CHCI-CI"] formed under the reaction con-
ditions acts as a dehydrating agent!? in the conversion of
the oximes to cyanobenzopyrones. In support of this, in
a separate experiment, when the oximes 3 were treated
with the Vilsmeier reagent in dichloromethane at room
temperature, 3-cyanobenzopyrones were obtained in
good yields.

In summary, we have developed an efficient, simple and
one-pot procedure for the synthesis of cyanobenzopy-
rones directly from 2-hydroxyacetophenones with short
reaction times and under mild conditions. The pre-
parative utility and generality of the present procedure is
evident from the synthesis of various cyanobenzopyro-
nes (Table 1).

" The overall yields from 2-hydroxyacetophenone to 3-formylbenzo-
pyrone and oxime to 3-cyanobenzopyrone are in the range of 26—
46%.
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