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Halogenation of Carbonyl Compounds by an Ionic Liquid,
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An ionic liquid, acetylmethylimidazolium halide ([AcMIm]X), in combination with ceric ammonium nitrate promotes
halogenations of a wide variety of ketones and 1,3-keto esters at the α-position. The ionic liquid acts here as reagent as
well as reaction medium, and thus the reaction does not require any organic solvent or conventional halogenating agent.
The reaction is completely arrested when the radical quencher TEMPO is used. A plausible radical mechanism is also
suggested.
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Introduction

α-Halogenation of carbonyl compounds is an important pro-
cess as the α-halogenated products are useful building blocks
in organic synthesis.[1] Thus, a variety of methods have
been developed for the preparation of these compounds.[2]

These procedures mostly used N-halosuccinimides,[2a–f ] molec-
ular halogen,[2g–m] metal halides,[2n–r] and other related
derivatives[2s] involving an ionic path. The molecular halogens,
particularly bromine and chlorine, when used as reagents, are
very hazardous. Moreover, several of these methods have dis-
advantages such as longer reaction times, harsh conditions,
and low yields of products. Thus, a milder and more efficient
methodology for this useful transformation is highly desirable.

Ionic liquids have been the subject of considerable current
interest as alternative reaction media in organic syntheses.[3,4]

However, we envisioned ionic liquids as having far more poten-
tial than being used as only reaction media, and various new
applications of ionic liquids as efficient catalysts and reagents
have been reported.[5] As a part of this continued activity we
have recently introduced an ionic liquid, [AcMIm]X, for the
cleavage of epoxides,[5k] and we report here another useful appli-
cation of this ionic liquid in combination with ceric ammonium
nitrate (CAN) for the α-halogenation of carbonyl compounds
(Scheme 1).

Results and Discussion

The experimental procedure is very simple. A mixture of car-
bonyl compound, ionic liquid, acetylmethylimidazolium halide
([AcMIm]X), and CAN was stirred at room temperature for a
period of time (TLC). The reaction mixture was quenched with
water and extracted with ethyl acetate. Usual workup followed
by short column chromatography produced the pure product.

A wide range of structurally diverse carbonyl compounds
underwent halogenation by this procedure to produce the
corresponding α-monohalogenated products. The results are
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Scheme 1. Use of [AcMIm]X and CAN in the α-halogenation of carbonyl
compounds.

summarized in Table 1. The carbonyl compounds included
cyclic and acyclic α,β-unsaturated ketones and β-keto esters.
All these compounds were halogenated with uniform effi-
ciency; however, brominations and iodinations were faster
than chlorinations. Brominations and chlorinations of 2-
and 3-substituted cyclohexanones produced mixtures of
2- and 6-halogenated products with predominant formation of
2-halogenated isomers (entries 3, 4). The acyclic ketone where
α-hydrogens are available at both positions also produced a mix-
ture of regioisomeric products (entry 22). The α,β-unsaturated
cyclic ketones, in general, furnished 2-halo enones (entries 14–
16). Halogenation of β-keto esters proceeded well, leading to the
corresponding α-halo products (entries 17–21).

In general, the reactions are very clean, high yielding, and fast
at room temperature. The reactions did not proceed at all either
in the absence of [AcMIm]X or in the absence of CAN.The ionic
liquid [AcMIm]X acts here as halogenating agent as well as reac-
tion medium, and CAN works as a one-electron oxidant. It was
also observed that use of one equivalent of CAN led to only 50%
halogenation, whereas with two equivalents the reaction was
complete. This indicates the absolute requirement of two equiv-
alents of CAN in this process. Further experiments showed that
the presence of 2 equivalents of 2,2,6,6-tetramethylpiperidine
oxide (TEMPO), a radical quencher, arrested the halogenation
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Table 1. α-Halogenation of ketones and β-keto esters by [AcMIm]X in the presence of CAN

Entry Substrate Product(s) X Time YieldA Ref.
[h] [%]

1 cyclopentanone 2-X-cyclopentanone (a) Cl 4.0 85 [2f ]

(b) Br 4.0 86 [2f ]

(c) I 3.0 80 [2f ]

2 cyclohexanone 2-X-cyclohexanone (a) Cl 4.5 90 [2f ]

(b) Br 3.0 90 [2f ]

(c) I 2.5 82 [2f ]

3 2-methylcyclohexanone 2-X-2-methylcyclohexanone + (a) Cl 5.0 80 [2f ]

6-X-2-methylcyclohexanone (30:70) 4.5 82 [2f ]

(b) Br
(24:76)

4 3-methylcyclohexanone 2-X-3-methylcyclohexanone + (a) Cl 4.5 82 [6a]

2-X-5-methylcyclohexanone (30:70) 4.0 85 [6b]

(b) Br [7a]

(50:50) [7b]

5 4-methylcyclohexanone 2-X-4-methylcyclohexanone (a) Cl 4.0 84 [2q]

(b) Br 3.0 85 [8]

6 4-t-butylcyclohexanone 2-X-4-t-butylcyclohexanone (a) Cl 4.5 82 [6a]

(b) Br 3.0 85 [2d]

7 (a) Cl 5.0 85 [2e]

(b) Br 4.0 86 [2e]
O

2

O

X

2

8 (a) Cl 5.5 86 [9a]

(b) Br 4.5 87 [9b]
O

3

O

X

3

9 acetophenone (a) Cl 6.0 80 [2o]

(b) Br 5.5 80 [2d]
O

X

10 4-methylacetophenone (a) Cl 5.5 82 [2o]

(b) Br 5.0 85 [2m]
O

X

11 4-methoxyacetophenone (a) Cl 5.0 80 [2o]

(b) Br 4.5 82 [2m]
O

X
MeO

12 (a) Cl 5.0 81 [2q]

(b) Br 4.0 84 [2m]
O O

X

13 (a) Cl 4.5 85 [2f ]

(b) Br 4.0 87 [2f ]

(c) I 3.0 85 [2f ]

O O

X

14 – 4.0 85 [10b]
O O

Br

15 (a) Cl 4.5 83 [2p]

(b) Br 4.0 87 [2p]

(c) I 3.5 85 [2j]

O O

X

16 – 4.0 88 [2p]
O O

Br

(Continued)
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Table 1. (Continued)

Entry Substrate Product(s) X Time YieldA Ref.
[h] [%]

17 CH2(CO2Me)2 CHX(CO2Me)2 (a) Cl 3.0 80 [11]

(b) Br 3.0 82 [11]

18 MeOCCH2CO2Me MeOCCHXCO2Me (a) Cl 3.0 85 [2f ]

(b) Br 2.5 87 [2f ]

(c) I 2.5 82 [2f ]

19 (a) Cl 3.0 83 [12]

(b) Br 2.5 87 [2h]

(c) I 2.5 81 [21]

O

CO2Et

O

CO2Et

X

20 (a) Cl 3.0 81 This work
(b) Br 2.5 85 This workCO2Me

O
CO2Me

O

X

21 (a) Cl 3.5 82 [2f ]

(b) Br 3.0 85 [2f ]
CO2Me

O
CO2Me

O

X

22 Me2CHCH2COMe – 4.5 89 [2d]
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Scheme 2. Plausible mechanism for the α-halogenation reaction.

process completely. It was also observed that AIBN in place
of CAN failed to initiate the halogenation reaction. Obviously,
CAN plays a vital role in this reaction as a one-electron oxidant.
Thus, taking all these observations into consideration, the fol-
lowing radical mechanism has been suggested for this process
(Scheme 2). The preferential halogenation in the non-substituted
α-position of α-substituted ketones (entries 3, 4, 22 in Table 1)
can now be explained by radical stability.

This procedure also provides improved yields and regiose-
lectivity compared to other existing procedures. For example,
bromination of ethyl acetoacetate (entry 18, Table 1) by the

present procedure furnished 87% yield of product, whereas the
corresponding yields using NBS/NAHSO4/SiO[2d]

2 and NBS/
NH4OAc[2c] were 68 and 82% respectively. On the other hand,
this ionic liquid led to highly regioselective chlorination of 4-
methoxyacetophenone (entry 11,Table 1) at the side chain giving
only one product, whereas NaClO2/Mn(acac)3/alumina[2q] pro-
duced a mixture of three compounds (30:22:25) through ring as
well as side-chain chlorination.

Conclusions

In conclusion, this procedure provides a novel approach for the
α-halogenation of ketones and β-keto esters using an ionic liq-
uid, [AcMIm]X, as a halogenating agent in the presence of ceric
ammonium nitrate (CAN) as a one-electron oxidant. The exper-
imental findings indicate a radical pathway for the process. We
are not aware of any previous examples of radical halogenation
of carbonyl compounds using an ionic liquid as the halogenating
agent. Thus, this work, besides presenting a new methodology
for the halogenation of carbonyl compounds, opens up a new
area for radical reactions using ionic liquids. Further applica-
tions of this radical strategy for useful transformations will be
reported in due course.

Experimental
General
NMR spectra were recorded on Bruker DPX-300 instrument at
300 MHz for 1H and 75 MHz for 13C in CDCl3 solutions. IR
spectra were measured on a FT-8300 Shimadzu spectrometer as
neat samples. All liquid substrates were distilled before use.
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General Experimental Procedure for α-Halogenation of
Carbonyl Compounds by [AcMIm]X and CAN

Representative Procedure for 2-Chlorocyclohexanone
(Entry 2a, Table 1)
Ceric ammonium nitrate (1.09 g, 2 mmol) was added to a

mixture of cyclohexanone (98 mg, 1 mmol) and [AcMIm]X[5k]

(168 mg, 1.2 mmol), and the whole mixture was then stirred
at room temperature (25–28◦C) under nitrogen for 4 h (TLC).
The reaction mixture was quenched with water and extracted
with ethyl acetate (2 × 10 mL). The extract was successively
washed with saturated NaHCO3 solution, water, brine, and dried
(Na2SO4). Evaporation of solvent left the crude product, which
was purified by column chromatography over silica gel to pro-
vide pure 2-chlorocyclohexanone (119 mg, 90%) as a colourless
liquid.The product was easily identified by its spectroscopic data
(IR, 1H NMR, and 13C NMR), which are in complete agreement
with those reported for an authentic sample.[2f ] All of the prod-
ucts except two are known compounds[2,6,7–12] and are easily
identified by comparison of their NMR spectra with those of
authentic samples (see references in Table 1). The purity of all
compounds was checked by 1H and 13C NMR spectra and ele-
mental analysis.The new compounds were characterized by their
spectroscopic data (IR, 1H NMR, and 13C NMR) and elemental
analysis. These values are reported below:

1-Chloro-3-methyl-2-oxocyclohexanecarboxylic Acid
Methyl Ester (Entry 20a, Table 1)
Colourless liquid (one stereoisomer). νmax/cm−1 1741, 1720,

1437, 1269, 1252, 1097. δH 3.85 (s, 3H), 2.57–2.64 (m, 2H),
2.31–2.37 (m, 1H), 2.06–2.16 (m, 2H), 1.77–1.85 (m, 2H), 1.05
(d, J 6.5, 3H). δC 204.0, 168.5, 73.3, 53.8, 40.1, 39.1, 36.1,
20.8, 14.8. Found: C 52.8, H 6.6. Calc. for C9H13ClO3: C 52.8,
H 6.4%.

1-Bromo-3-methyl-2-oxocyclohexanecarboxylic Acid
Methyl Ester (Entry 20b, Table 1)
Colourless liquid (one stereoisomer). νmax/cm−1 1741, 1733,

1452, 1356, 1215, 1084. δH 3.72 (s, 3H), 2.30–2.35 (m, 1H),
1.98–2.13 (m, 2H), 1.67–1.77 (m, 2H), 1.31–1.38 (m, 2H), 1.07
(d, J 6.3, 3H). δC 199.3, 168.3, 68.3, 53.6, 44.3, 42.1, 35.7,
24.3, 15.2. Found: C 43.3, H 5.3. Calc. for C9H13BrO3: C 43.4,
H 5.3%.
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