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In situ silane activation enables catalytic reduction
of carboxylic acids†

Emma L. Stoll, a Thomas Barber, a David J. Hirstb and Ross M. Denton *a

We describe a catalytic system for the conversion of carboxylic

acids into alcohols using substoichiometric zinc acetate and

N-methyl morpholine, in combination with phenylsilane as the

nominal terminal reductant. Reaction monitoring by 19F NMR

spectroscopy demonstrates that the reaction proceeds by mutual

activation of the carboxylic acid and silane through the in situ

generation of silyl ester intermediates.

The reduction of carboxylic acids to alcohols is an important
transformation in organic synthesis, particularly as carboxylic acids
are abundant starting materials.1–4 Classically, reductions of this
type are carried out using either stoichiometric aluminium reagents
such as LiAlH4,5 DIBAL6 and AlH3

7–9 or borane adducts.10,11 While
these reagents are widely used their high reactivity renders many of
them air and moisture sensitive and their multi-hydridic nature also
generates hazards when quenching reactions. Converting carboxylic
acids to activated derivatives, such as benzotriazoles,12–15 boronate
esters16,17 or mixed anhydrides18–21 allows reduction to alcohols
under much milder conditions, allowing greater functional group
tolerance but this is achieved at the expense of atom efficiency as
stoichiometric activating agents are required.22 A more atom eco-
nomical approach involves catalytic hydrogenation using hydrogen
gas,23–26 however these reactions require harsh reaction conditions
such as high temperatures and pressures. Silane and pinacol
borane-mediated16 reductions represent an attractive alternative to
the methods above as these reductants are readily available and can
be activated by a wide variety of metal catalysts. To date a number of
such metal/silane reductions have been reported including Fe,27

Cu,28 In,29 Ru,30,31 and Mn32,33 systems. However, a catalytic hydro-
silylation of carboxylic acids that has wide substrate scope and can

be implemented without rigorous exclusion of air and moisture or
recourse to Schlenk apparatus remains to be developed.

In seeking a practical approach to carboxylic acid reduction,
we reasoned that in situ modification could be exploited to
activate both the carboxylic acid substrate and the silane
reductant through the generation of silyl esters (Fig. 1). This
reaction design was predicated on previous observations that
silyl esters function as activated carboxylic acids and that they
are more potent reductants than phenylsilane.34,35 Herein, we
demonstrate that phenylsilane, in combination with substoi-
chiometric N-methylmorpholine and Zn(OAc)2, effects the
reduction of a range of carboxylic acids. This gives rise to a
practical method for the reduction of carboxylic acids in
standard laboratory glassware and demonstrates the principle
of in situ silane activation of substrate and reductant.

We began by establishing that a combination of Zn(OAc)2

and phenylsilane was active for the reduction of para-
fluorobenzoic acid.36 This combination has been used effec-
tively for the hydrosilylation of amides37–40 and we were pleased

Fig. 1 Catalytic reduction of carboxylic acids.
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to observe a moderate 53% of the corresponding alcohol
(entry 1, Table 1).

We next explored the addition of N-methylmorpholine
which we expected would catalyse a dehydrogenative silylation
reaction between the carboxylic acid and silane generating the

silyl ester intermediates that we sought.41 Pleasingly, this
resulted in a significant increase in yield (entries 2, 3 and 4,
Table 1) up to 99% in the case of entry 4 where 20 mol% of N-
methylmorpholine was used. However, the reaction was also
very efficient when 10 mol% of N-methylmorpholine was used
giving an 87% yield of the alcohol (entry 3).

The reduction process was also sensitive to the stoichiome-
try of Zn(OAc)2 and a decrease in loading was met with a
decrease in yield (entry 5, Table 1). The reaction time could
be reduced to 6 hours at the expense of additional
N-methylmorpholine (entry 6) and, under the general condi-
tions defined within Table 1, both Zn(OAc)2 and N-
methylmorpholine were required for high conversion (entries
1, 7 and 8). The conditions depicted in entry 3 were selected as
optimal as they represented a balance between reaction rate
and N-methylmorpholine stoichiometry. To assess the scope of
this process a range of twenty three carboxylic acids were
subjected to the reaction conditions (Table 2) beginning with
substituted benzoic acids.

These substrates were reduced in moderate to good yields.
Of note are products 2, 3, 8, and 12 which contain potentially
reductively labile carbon–halogen bonds, a nitro group and a

Table 1 Optimisation of the reduction of carboxylic acids to alcohols

Entry Zn(OAc)2/mol% NMM/mol% Time/h Yielda/%

1 10 0 16 53
2 10 5 16 83
3 10 10 16 87
4 10 20 16 99
5 5 10 16 49
6 10 20 6 72
7 0 20 24 0
8 0 0 24 0

a Yield determined by 19F NMR spectroscopy using a,a,a-
trifluorotoluene as an internal standard.

Table 2 Substrate scope of the carboxylic acid reductiona

a Reaction conditions: carboxylic acid (1 mmol), PhSiH3 (2 mmol), Zn(OAc)2 (10 mol%), NMM (10 mol%), 2-MeTHF (1.2 mL), 80 1C, 16 h.
b Reactions performed in toluene at 110 1C for 16 h. c Reaction performed with Winchester grade 2-MeTHF under air.
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conjugated alkene respectively. Other aromatic carboxylic,
acids such as naphthoic acid (entry 5), 2-furancarboxylic acid
(entry 6) and 2-thiophenecarboxylic acid (entry 7), were also
reduced in good yields. Similarly, alcohols derived from alipha-
tic carboxylic acids were also obtained in good yields with both
cyclic (entries 14–18) and linear (entries 19–21) substrates well
tolerated. Hindered substrates such as adamantane carboxylic
acid (entry 15) and substrates containing strained rings such as
3-(benzyloxy)cyclobutyl methanol (entry 17) were also success-
fully reduced in good yield. A variety of protecting groups were
also well tolerated such as carbamates (entries 14 and 22) and
benzyl ethers (entry 17). Chiral non-racemic carboxylic acids
were also be reduced with very little loss in enantiomeric
excess. For example, 10 was obtained with an e.e. of 97%.
The naproxen-derived alcohol 19 was obtained with an e.e. of
97% and Cbz-L-prolinol 23 was obtained in 99% e.e. Finally,
lithocholic acid (entry 23) was reduced efficiently demonstrat-
ing that free hydroxyl groups are not detrimental to the
reduction process. Our standard protocol involves carrying
out reactions in round bottom flasks fitted with a reflux
condenser under a nitrogen or argon atmosphere in anhydrous
solvent. However, a 1 g scale reduction was performed using 4-
fluorobenzoic acid (entry 1) in Winchester grade 2-Me THF with
the reflux condenser open to the air. This resulted in a small
reduction in yield from 80% to 73% demonstrating the practi-
cality of the reduction process. Given that several substrates
were not soluble in refluxing 2-Me THF products 4, 8, 9, 12, 15
and 18 were obtained by changing the solvent to toluene.
Carboxylic acids that are strong Brønsted acids were found to

be poor substrates. For example, pentafluorobenzoic acid (entry
4) were gave only 44% yield of the alcohol product. Other
problematic substrates including carboxylic acids containing
ester, nitrile and amide functional groups (not depicted), which
produced a mixture of products.36

Some preliminary investigations were performed to gain insight
into the mechanism of the reaction and in particular the proposed
generation of silyl ester intermediates (Scheme 1) and reaction
monitoring was carried out using fluorobenzoic acid 24 (19F d =
�105.1 ppm). As shown in Scheme 1A and B, in the presence of N-
methylmorpholine, formation of silyl esters 25 (19F d = �104.5 to
�106.2 ppm) was observed after one hour. Over the course of the
reaction, a steady reduction of the silyl esters was accompanied by
an increase in silyl ether peaks 26 (19F d = �114.9 to �116.0 ppm).
The speciation of the silyl esters and ethers is complex as expected
because of the trihydridic nature of phenylsilane. However, the silyl
ester derived from para-fluorobenzoic acid and chlorophenylsilane
(not depicted) was prepared to aid 19F NMR spectroscopy
assignment.36

We next carried out an analogous reduction in the absence
of N-methylmorpholine (Scheme 1C). In this case the formation
of the silyl esters was significantly slower confirming the key
role that N-methylmorpholine plays in their generation. The
reduction of these intermediates was also slower and after 16 h
silyl esters were still the predominate species in the reaction
mixture. This is in sharp contrast with Scheme 1B which shows
that the reduction is essentially complete after this time.

In conclusion, we have developed a reduction of carboxylic
acids using inexpensive and readily available substoichiometric

Scheme 1 Insights into the mechanism of the reaction.
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Zn(OAc)2 and N-methylmorpholine. The reaction can be carried out
in conventional glassware and does not require strict exclusion of
moisture or air. Reaction monitoring by 19F NMR spectroscopy
demonstrates that the reaction proceeds by a mutual activation of
the acid and silane through the formation of silylester intermedi-
ates. The elucidation of the key role played by these silyl esters and
their in situ generation can now be applied to the design of further
reactions based on the principle of mutual activation.
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