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N-Chlorosuccinimide as a versatile reagent for the sulfenylation
of ketones: a facile synthesis of a-ketothioethers
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Abstract

The sulfenylation of ketones having a-hydrogens has been achieved using N-chlorosuccinimide (NCS) under mild reaction conditions
to produce a-ketothioethers in excellent yields with high selectivity. The use of NCS makes this method quite simple, convenient and
practical.
� 2008 Published by Elsevier Ltd.
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a-Sulfenylketones are important intermediates1 for the
mono- and dialkylation of ketones2 preparation of 1,2-
diketones by bis-sulfenylation3 alkylation of the less
reactive a-position after bis-sulfenylation4 1,2-carbonyl
transposition5 and for the preparation of a,b-unsaturated
ketones.6 The most common methods for a-sulfenylation
of ketones involve the reactions of enolates7–12 (generated
from ketones using LDA in THF at �78 �C) with various
sulfenylating reagents such as PhSSPh, MeSSMe,
methylmethanthiosulfate (MeSSO2Me) or PhSCl and N-
(phenylthio)phthalimide or N-phenylthiocaprolactam.
Generally, the sulfenylation reactions of preformed eno-
lates13,14 or enamines,15–17 require multi-step sequences
for the preparation of the substrate thiol, strongly basic
conditions and anhydrous conditions. To our knowledge,
no direct method for a-sulfenylation of unmodified ketones
has been reported.

In this Letter, we report a simple, direct and efficient
method for the preparation of a-ketothioethers from
ketones and aromatic thiols.

Initially, we attempted the sulfenylation of cyclohexa-
none (1) with thiophenol (2) using a stoichiometric amount
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of N-chlorosuccinimide. The reaction went to completion
within 50 min at room temperature and the product, 2-
(phenylthio)cyclohexanone 3a was obtained in 80% yield
(Scheme 1). Similarly, cyclohexanone reacted with p-
chloro- and p-bromothiophenol to give 2-(arylthio)cyclo-
hexanones in good yields (Table 1, entries b and c). This
result provided the incentive to extend this sulfenylation
to other cyclic ketones such as cyclopentanone, dodeca-
none, b-tetralone, a-tetralone and 4-phenylcyclohexanone.
Interestingly, these cyclic ketones reacted efficiently with
p-chlorothiophenol to give the corresponding a-sulfenyl-
ketones (Table 1, entries d–h). Similarly, p-chloropropio-
phenone also underwent smooth a-sulfenylation under
these conditions (Table 1, entries i and j). This method
was successfully applied to a number of acyclic ketones
including 2-butanone, 3-pentanone, methyl isopropyl
ketone, diisopropyl ketone, methyl isobutyl ketone and
2-heptanone (Table 1, entries k–v). In all cases, the reactions
CH2Cl2, r.t.

1 2 3a

Scheme 1. Sulfenylation of cyclohexanone.
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Table 1
NCS-promoted a-sulfenylation of ketones with aromatic thiols

Entry Substrate Thiophenol Producta Reaction time (min) Yieldb (%)

a

O SH O
S 48 80

b

O SH

Cl

O
S

Cl

42 82

c

O SH

Br

O
S

Br

38 89

d
O SH

Cl

O

S

Cl

45 78

e

O SH

Cl

O

S

Cl

40 79

f
O SH

Cl

O

S

Cl

44 80

g

O SH

Cl

O
S

Cl

42 82

h

O

Ph

SH

Cl

O
S

Cl
Ph

49 75

i

O

Cl

SH

Cl

O
S

ClCl

52 72

j

O

Cl

SH

Br

O
S

BrCl

55 75

k
O

SH

Cl

O

S

Cl

20 94

l
O SH

O

S
38 89

m
O SH

O

S
25 90

n
O

SH

Br

O

S

Br

15 89
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Scheme 2. A plausible reaction mechanism.

Table 1 (continued)

Entry Substrate Thiophenol Producta Reaction time (min) Yieldb (%)

o

O SH

Cl

O

S

Cl

18 98

p
O SH

Cl

O

S

Cl

32 90

q
O SH

Br

O

S

Br

24 84

r
O SH

Cl

O

S

Cl

26 87

s
O

SH

Cl

O

S

Cl

35 85

t
O

SH

COOH

O

S

HO2C

98 49

u
O

SH

Br

O

S

Br

35 78

v
O

SH

Cl

O

S

Cl

40 79

a All products were characterized by 1H NMR, IR and mass spectrometry.
b Yield (wt %) refers to pure products after chromatography.
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proceeded smoothly at room temperature under the influ-
ence of 1.1 mol equiv N-chlorosuccinimide. No additives
or acidic promoters were required for the reaction to
proceed. However, a trace amount of diphenyldisulfide
was detected by LC–MS as a side product. The reagent is
readily available at low cost and is highly efficient in pro-
moting sulfenylations. All the products were characterized
by 1H NMR, IR and mass spectrometry and by compari-
son with known samples.7–12 The effects of various solvents
such as THF, diethyl ether, acetonitrile and dimethoxyeth-
ane were screened for this reaction. Of these solvents,
dichloromethane gave the best results. Mechanistically, it
is known that NCS reacts rapidly with an aromatic thiol
to generate a sulfenyl chloride18,19 which subsequently
interacts with ketones to give a-sulfenylketones. A plausi-
ble reaction mechanism is depicted in Scheme 2.

The a-halogenation of ketones with N-halosuccinimide
was previously reported only under acidic conditions. In
the absence of acid, the reaction was very sluggish.20,21

The scope of this method is demonstrated with respect to
various ketones and aromatic thiols and the results are pre-
sented in Table 1.22

In summary, we have developed a simple, efficient, selec-
tive and metal-free approach for the direct a-sulfenylation
of ketones using N-chlorosuccinimide as a safe and envi-
ronmentally friendly promoter. In addition to its efficiency,
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simplicity and mild reaction conditions, this method pro-
vides excellent yields of products with high a-selectivity.
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(m, 4H), 7.48–7.31 (m, 3H), 3.86 (q, J = 6.7, 1H), 2.63 (q, J = 7.5 Hz,
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