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Abstract:  An  efficient method for the synthesis of cyclic �-alkyl
�-dicarbonyl compounds of cyclopentane, cyclohexane, tetronic
acid and �-pyrone series is described. The method consists of the se-
lective transformation of the corresponding cyclic ����-tricarbonyl
compounds by NaBH3CN in a mixture of THF and 2N aqueous
HCl.
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2-Alkyl cycloalkane-1,3-diones as well as 3-alkyltetronic
acids, and 3-alkyl-3,4-dihydro-2H-pyran-2,4-diones have
found a widespread application in the synthesis of natural
and structurally related compounds.1 Earlier we have de-
veloped a method for obtaining 2-alkyl cycloalkane-1,3-
diones and their heterocyclic analogs starting from the
readily available 2-acylcyclohexane-1,3-diones, 2-acyl-
cyclopentane-1,3-diones, 3-acyltetronic acids, and 3-acyl-
3,4-dihydro-2H-pyran-2,4-diones.2 The method consists
of the regioselective hydrogenolysis of the carbonyl func-
tion at the side chain of the latter compounds under the ac-
tion of Et3SiH in CF3CO2H in the presence of catalytic
amounts of BF3�OEt2 or LiClO4 (ionic hydrogenation).3

The yields of the target �-dicarbonyl compounds were in
the range of 66-98%. In the case of arylidene acyl deriva-
tives of cyclic �-dicarbonyl compounds saturation of con-
jugated double bond of arylidene acyl fragment occurs
along with hydrogenolysis of the carbonyl function. Addi-
tionally, in furylidene acyl derivatives reduction of the fu-
ran ring takes place. 

In the course of our investigations directed towards the
synthesis of natural products we searched for alternative
methods for selective reduction of cyclic �,��-triones. In
view of the similar mechanistic aspects of the carbonyl
function reductions by NaBH3CN in acidic medium4 to
those of reductions by organosilanes, we focused our at-
tention on the use of NaBH3CN for our synthetic purpose.
It should be noted that NaBH3CN has received extensive
application in organic reductions as versatile and remark-
ably selective reagent.5

Two decades ago Nutaitis et al.6 have demonstrated that
treatment of acyl derivatives of Meldrum’s acid, 5-acyl-
barbituric acids as well as dehydroacetic acid and 3-acyl-
4-hydroxycoumarins with 2 equivalents of NaBH3CN in
AcOH led to hydrogenolysis of the carbonyl group of the
acyl substituent to give the corresponding alkyl deriva-
tives in excellent yields. Kende et al. successfully applied
this protocol for selective reduction of some acyl couma-
rines and acyl pyrimidine triones.7 Therefore, it was of in-

terest to extend the scope of the method by Nutaitis et al.
to �,��-tricarbonyl compounds of the cyclohexane, cyclo-
pentane and tetronic acid series. However, in our hands at-
tempted application of this protocol to some �,��-triones 1
showed that although the reduction proceeded regioselec-
tively  at  the  side  chain the yields of the corresponding
�-alkyl-�-dicarbonyl compounds 2 in general were re-
markably lower as compared with the method of ionic hy-
drogenation. Probably, this is due to incomplete
crystallization of the reaction products from dilute aque-
ous solutions of AcOH during work-up of the reaction
mixtures. Another reason may be the drastic conditions
during removal of high boiling acidic solvent in the case
of the formation of oily materials. 

In the present communication we wish to report an effi-
cient method for the selective reduction of cyclic �,��-tri-
ones of cyclohexane, cyclopentane, tetronic acid and �-
pyrone series. As a result of our research efforts it has
been established that the use of approximately equal vol-
umes of THF and 2 N aqueous HCl instead of organic acid
improved considerably the yields (comparable with those
when Et3SiH/CF3CO2H was employed) of the NaBH3CN
reduction of 1 to �-dicarbonyl compounds 2 (75-96%).8

The excess of reducing agent does not cause further re-
duction of the cyclic �-dicarbonyl system in the products
formed. 

Experimental results are summarized in the Table. Non-
conjugated double bonds without branching at the ethyl-
ene carbon9 (entry 4), triple bonds (entry 9) and ester
groups (entry 5) in the side chain are tolerant to reduction.
Hydrolysis of the ethyl ester was not observed and the tar-
get 3-(6-ethoxycarbonyl) tetronic acid 2f was isolated in
94% yield. In the case of the methyl ester the main com-
ponent in the reaction mixture was 3-carboxyhexyl tetron-
ic acid 2g (R = H). Nonconjugated ketones were reduced
to give the corresponding hydroxy derivatives. Thus, for
example, reduction of 1n led to lactone 2n arising from
the transformation of the C-4 oxo-function into a hydroxy
group followed by intramolecular re-esterification in
acidic medium (entry 10). 
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Table Reduction of cyclic �,��-tricarbonyl compounds 1a-o by sodium cyanoborohydride in THF-2 N aq HCl

aAll new compounds gave satisfactory analytical and/ or spectral data.8 bIsolated yields. cThe yields when NaBH3CN/acetic acid was used
for reduction.
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Similar to the method of ionic hydrogenation in arylidene
acyl derivatives of cyclic �-dicarbonyl compounds reduc-
tion of the enone fragment of the arylidene acyl substitu-
ent takes place. The nature of substituents on the aromatic
ring (compounds 1c,d,i) does not interfere with the reduc-
tion. 

Surprisingly, we found that reduction of furylidene acyl
derivatives 1b,o by NaBH3CN under these conditions pro-
ceeded more selectively as compared to the method using
Et3SiH/CF3CO2H to furnish 2-furylalkyl derivatives 2b,o
(entries 2,11) even when a large excess of the reducing
agent was employed.

The proposed method offers an advantage over the proto-
col by Nutaitis et al. in terms of simple separation of the
reaction products. Thus, the work-up of the reaction mix-
ture is reduced to removal of THF in vacuo followed by
crystallization of the target �-dicarbonyl compounds from
the aqueous solution of inorganic components. More com-
plete isolation can be achieved by extraction from the wa-
ter phase with organic solvents. Oily materials can be
isolated by extraction without evaporation of THF. 

It should be noted that in contrast to ionic hydrogenations
where water-free conditions are essential, the presence of
water in the sodium borohydride reduction does not cause
any interference. 

In conclusion, the reduction by NaBH3CN in THF - aque-
ous HCl is a simple and versatile method for selective
transformation of cyclic �,��-tricarbonyl compounds of
cyclopentane, cyclohexane, tetronic acid and �-pyrone se-
ries to the corresponding cyclic �-alkyl-�-dicarbonyl de-
rivatives. By using Et3SiH and NaBH3CN furylidene acyl
�-dicarbonyl compounds can be converted to derivatives
with different extent of saturation of the furylidene acyl
fragment.
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