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Various a-aryl nitriles have been prepared in excellent yield from the corresponding a-aryl alcohols
employing 3 mol % of B(CgFs5)3 (1) as Lewis acid catalyst and (CH3)3SiCN (TMSCN) as cyanide source.
Cyano transfer from TMSCN to alcohol proceeds within short reaction time at rt. a-Aryl thiols also
produce corresponding nitriles in good to excellent yield at reflux condition.

© 2009 Elsevier Ltd. All rights reserved.

1. Introduction

Nitriles are valuable intermediates that can be transformed to
a variety of biologically important substances such as oxazoles,! thi-
azoles” triazoles,> oxadiazoles,* and tetrazoles.” o-Arylnitriles are
potentially valuable precursors for the synthesis of well known drugs
such as verapamil,® indoprofen,”’ cicloprofen, and naproxen.® Direct
substitutions of the hydroxyl group in alcohols by various nucleo-
philes such as allyl-, alkynyl-, and propargylsilanes,” 1,3-dicarbonyl
compounds,'® amides! or amines,'? and so on'> using the Lewis acid
catalysts have aroused much research interest. In these reactions, the
hydroxyl groups in alcohols can be directly substituted by the desired
nucleophiles without the need for prior transformation into the
groups that have good leaving potentials. Aryl nitriles are usually
synthesized from aryl halides using stoichiometric amount of cop-
per(l) cyanide, which has been known for over 80 years.' Nitriles
are also prepared by dehydration of amides and aldoximes,® acylations
of silyl ketene imines,'® hydrocyanation of olefins,'” and displacement
of aryl triflates.'® Microwave-assisted preparation of aryl nitriles has
been reported too.!® Recently palladium catalyzed cyanation of aryl
and heteroaryl chlorides has appeared in the literature.2’

The conversion of an alcohol into the corresponding nitrile is a fun-
damental synthetic process for carbon chain elongation. It is usually
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performed through prior conversion of hydroxyl group to halides and
sulfonates. However, there are only a few reports on the direct cyana-
tion of alcohols into nitriles in one-pot procedure.?! Reagent system
composed of TMSCN and InBr3 in CH,Cl;, was reported as a convenient
and efficient system for cyanation of secondary alcohols.>?

While various Lewis acids are employed in modern organic
synthesis, boron based reagents still remain prominent as a result
of their high Lewis acid strength and ready availability. The strong
organometallic Lewis acid, B(CgF5)3 1, has emerged in recent years
as a viable alternative to BFs.2> Owing to its uniqueness and com-
mercial availability, its applications in organic synthesis are grow-
ing and have been reviewed.>*

The first commercial application of 1 was introduced as the
cocatalyst in metallocene mediated olefin polymerization.”> The
functional group transformation by 1 was initially undertaken by
Ishihara et al. for aldol type reaction.?® Recently, the applications of
1 are found in hydrosilation of alcohols,?’® enones,?’? carbonyl
groups,?’¢ and imines, 279 stereoselective transformation of epox-
ides,?’¢ tritylation of alcohols,?’" allylstannation of aromatic ale-
hydes,?’8 allylation of secondary benzyl acetates,?’" Ferrier
azaglycosylation with sulfonamides and carbamate,?”! reduction of
carbonyl group to methylene,?” cleavage of aryl and alkyl ether
with hydrosilanes,?’%! aziridines’ ring opening,?’™ and hydroge-
nation of imines.?’®

2. Results and discussion

We have developed several catalytic methods for the oxidation
of alcohols?® and cyanosilylation of carbonyl compounds.?? Herein
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we report 1 as a simple and effective catalyst for the direct cyan-
ation of a-aryl alcohols with TMSCN at rt. This can be the first ex-
ample of borane catalyzed cyanation of alcohols.

To obtain the optimized reaction conditions, we have chosen the
reaction of 4-methoxy-o-methylbenzyl alcohol with TMSCN in the
presence of B(CgFs5)3 as Lewis acid catalyst. First we examined
the solvent suitability for this reaction. The data in Table 1 indicate
that CH3CN is the most appropriate solvent (entries 1-9). CH,Cl;
also acts as a good solvent for this system with little longer reaction
time (entry 7). The solvent-free reaction gave only good yield of the
corresponding nitrile (entry 10). To determine the effect of catalytic
loading for improving the yield, we have performed the reaction
with 1-20 mol % of B(CgF5); in CH3CN. We have found that the
reaction proceeds to give 94% yield with 3 mol% of the catalyst
(entry 4). TMSCN and n-BusNCN were also tested for the cyanation
reaction as cyanide source. In terms of yield and reaction time,
TMSCN gave the best results (entry 4). We have therefore chosen
entry 4 (Table 1) as the optimum reaction condition for cyanation of
a-aryl alcohols.

Having established the standard conditions, the scope of this
protocol was examined for various a-aryl alcohols (Table 2). sec-1-
Phenylethanol (entry 1) and its para-substituted derivatives (en-
tries 2-6) are efficiently converted to corresponding a-aryl nitriles
in relatively short reaction time. It is worthwhile to note that the
recently reported InBrs catalyzed protocol®? is not amenable to sec-
1-phenylethanol for cyanation reaction. Our system, however, gives
excellent yield for the same substrate. ortho-Di substituted a-aryl
alcohol underwent smooth cyanation and gave moderate yield
(entry 7). The change of phenyl to naphthyl group (entries 8 and 9)
hardly influences the reactivity and also the yield. Benzhydrol un-
derwent smooth cyanation and gave an excellent yield (entry 10).
The reactions of benzhydrols having chlorine and fluorine atoms at
para-position gave the corresponding a-aryl nitriles in high yields
(entries 11 and 12). Furthermore, sterically hindered triphenylme-
thanol, which is known to be a difficult substrate for cyanation
reaction, gave excellent yield in short reaction time (entry 13).
This may indicate that steric hindrance is no longer important
for the cyanation. It should be noted that alcohol having additional
methylene group in the side chain was also proved as good
substrate for cyanation reaction (entry 14). Good yields
were obtained for ortho-methoxy substituted 1-phenylpropanaol

Table 1
Direct cyanation of 4-methoxy-o-methylbenzyl alcohol under various reaction
conditions®

OH CN
1
/©)\ *+ (CH3)3SiCN " /©)\
MeO MeO
Entry Catalyst loading Solvent Time (min) Yield®
(mol %)

1 20 CH3CN 30 96
2 10 CH5CN 30 96
3 5 CH3CN 60 95
4 3 CH3CN 55 94
5 2 CH5CN 90 95
6 1 CH3CN 180 90
7 3 CH,(Cl, 70 93
8 3 CH3Cl 180 40
9 3 THF 240 50
10 3 No solvent 120 75
11 3 CH3CN 120 50¢

2 Reagent and condition: 1.0 mmol of 4-methoxy-o-methylbenzyl alcohol,
1.0 mmol of TMSCN.

b Isolated yield.

¢ n-BuyNCN (5.0 mmol) was used as cyanide source.
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Table 2
B(CeFs)3-catalyzed direct cyanation of a-aryl alcohols with TMSCN at rt*
Entry Substrate Time (min) Product Yield®
OH CN
G e (Y e
(1a) (1b)
OH CN
2 /@2\ 60 /@2\ 90
(2a) (2b)
OH CN
MeO MeO
(3a) (3b)
OH CN
Br Br
(4a) (4b)
OH CN
Cl Cl
(5a) (5b)
Cl OH Cl CN
6 70 C(K 85
Cl Cl
(6a) (6b)
OH CN
7 m 60 ©)\K 92
(7a) (7b)
OH CN
(8a) (8b)
OH CN
MeO MeO
(9a) (9b)
OH CN
(10a) (10b)
OH CN
Cl Cl Cl Cl
(11a) (11b)
OH CN
F F F

(12a)

(12b)
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