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a b s t r a c t

A green and highly efficient protocol for the oxidation of benzylic methylenes to their corresponding
ketones with a combination of Oxone and KBr in aqueous acetonitrile is developed. The H2

18O labeling
experiment demonstrated that the oxygen introduced into ketone originated from water. A plausible
mechanism was also suggested.

� 2012 Elsevier Ltd. All rights reserved.
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The oxidation of benzylic C–H bond is one of the most useful
and fundamental transformations due to its wide variety of appli-
cations in the synthesis of pharmaceuticals and fine chemicals.1 It
is a powerful tool to generate high value chemicals from less
expensive raw materials such as alkyl aromatics.2 Up to now,
numerous methods have been developed for the oxidation of ben-
zylic methylenes into the corresponding ketones.3 Traditionally,
these benzylic oxidation reactions involve the use of stoichiometric
amounts of metal oxidants, such as potassium permanganate,
potassium dichromate, or cerium triflate.4 During the last decades,
great efforts have been made to improve these transformations
with catalytic amount of transition metal complexes in combina-
tion with various environmentally benign oxidants like O2, H2O2,
IBX, PhIO, and tert-butylhydroperoxide (TBHP) under homoge-
neous and heterogeneous conditions.5 Although the present meth-
ods could successfully be used to convert alkylarenes to aromatic
ketones, complicated, expensive, or toxic metal catalysts are re-
quired in most of these systems.6 Therefore, there is a high demand
for the development of clean and economical processes for the
selective oxidation of alkylarenes to higher value added phenyl ke-
tones with readily available, inexpensive, and non-toxic oxidants
and catalysts.

On the other hand, as an efficient, cheap, versatile, and environ-
mentally friendly oxidizing agent, Oxone(2KHSO5�KHSO4�K2SO4)
has attracted increasing interest in organic synthesis in recent
years.7 It has found many applications in oxidation of amines, alco-
hols, aldehydes, and epoxidation of alkenes.8 For example, in 2002,
ll rights reserved.
Desai prepared a series of azo-bis nitriles by oxidation of corre-
sponding 1,2-bis-dialkylcyano hydrazines using Oxone–KBr in
aqueous medium.9 In 2006, Desai developed a simple and efficient
method for the chemoselective dethioacetalization of dithioacetals
to aldehydes and ketones using Oxone–KBr in aqueous acetonitrile
at room temperature.10 In 2009, Vinod described a novel approach
to aromatic ketones by the oxidation of the corresponding alkyla-
renes using 2-iodobenzoic acid (2IBAcid) in combination with co-
oxidant Oxone.11 More recently, Yu reported the selective oxida-
tion of sulfides to sulfoxides or sulfones by employing Oxone as
oxidant without the utilization of any catalyst/additive.12 In this
Letter, we report a green and efficient approach for the oxidation
of benzylic methylenes to their corresponding ketones with Oxone
and KBr in aqueous acetonitrile (Scheme 1).

In the course of studies on the synthesis of 1-bromo-4-isobutyl-
benzene 3 by the reaction of isobutylbenzene 1a with NH4Br and
Oxone in undried CH3CN according to the literature procedure,13

we found the results were different and an unexpected oxidative
product 2a was observed in addition to small amount of the nor-
mal brominated product 3 (Scheme 2). Most of the starting mate-
rial 1a was recovered.
1a-l 2a-l

Scheme 1. Oxidation of benzylic methylenes by Oxone–KBr–CH3CN–H2O system.
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Table 1
Optimization of the reaction conditions

NH4Br or KBr, Oxone

Solvent, 45 °C1b 2b
PhCH2CH3 PhCOCH3

Entry Solvent (6 mL) Bromide
(1.1 equiv)

Oxone
(equiv)

Yielda

(%)

1 CH3CN NH4Br 1.1 15
2 CH3CN NH4Br 2.2 29
3 CH3CN KBr 1.1 30
4 CH3CN KBr 2.2 50
5 DMSO KBr 2.2 0
6 DMF KBr 2.2 0
7 CH3OH KBr 2.2 7
8 CH3CN (dried) KBr 2.2 0
9 CH3CN, H2O

(0.1 mL)
KBr 2.2 44

10 CH3CN, H2O
(0.5 mL)

KBr 2.2 79

11 CH3CN, H2O (1 mL) KBr 2.2 68
12 CH3CN, H2O (2 mL) KBr 2.2 35

a Yields were based on GC analysis.

Table 3
Effect of amount of catalyst (KBr) on the formation of 2ba

Entry KBr (equiv) Time (h) Yieldb (%)

1 0.1 120 7
2 0.2 99 60
3 0.5 6 86
4 1.1 6 79
5 2.2 6 5

a Reaction conditions: CH3CN (6 mL), H2O (0.5 mL), Oxone (2.2 equiv), 45 �C.
b Yields were based on GC analysis.

CH3CN, 45 °C

NH4Br, Oxone

1a 2a (unexpected, 15%) 3 (expected, 5%)

+

O

Br

Scheme 2. Reaction of 1a with NH4Br in the presence of Oxone in CH3CN (Note:
acetonitrile and other solvents were purchased commercially and used without
further drying, except those indicated in the Letter).

L. Yin et al. / Tetrahedron Letters 53 (2012) 4418–4421 4419
Encouraged by this result, ethylbenzene 1b was selected as rep-
resentative reactant for optimization of the unexpected reaction
conditions (Table 1). For our initial studies, efforts were directed
toward the evaluation of the bromide in the oxidation reaction. It
was found that KBr is more effective than NH4Br (entries 1–4).
Thus, we used KBr as bromine source in the following
investigation.

The reaction was significantly affected by the solvent (Table 1,
entries 4–7). Only acetonitrile afforded a moderate yield (entry 4,
50%) of the expected product 2b and no oxidative product was ob-
served in other solvents even after prolonged reaction time (entries
5–7). Usually, water plays an important role in the oxidation of
benzylic methylenes to ketones.2b,c,8b,14 Thus, the effect of the
amount of water in the system on the conversion was examined
by varying the amount of water in the presence of Oxone and
KBr using CH3CN as solvent at 45 �C (entries 8–12). It was found
that 0.5 mL of water was sufficient to carry out this reaction
smoothly (entry 10). An increase in the amount of water to more
than 1 or 2 mL led to a decrease of the yield of oxidative product
(entries 11 and 12), furthermore the yield was reduced by decreas-
Table 2
Effect of amount of Oxone on the oxidation of 1ba

Entry Oxone (equiv) Yieldb (%)

1 1.1 34
2 1.5 54
3 1.9 68
4 2.2 79
5 2.5 60

a Reaction conditions: CH3CN (6 mL), H2O (0.5 mL), KBr (1.1 equiv), 45 �C.
b Yields were based on GC analysis.
ing the amount of water to 0.1 mL (entry 9). When dried CH3CN
was used without the addition of water, no expected oxidative
product 2b was detected and most of ethylbenzene (1b) remained
unconverted (entry 8).

The effect of amount of Oxone on the oxidation of 1b was inves-
tigated (Table 2). The results indicated that 2.2 equiv Oxone affor-
ded the oxidation product 2b in good yield (entry 4). An increase in
the amount of Oxone to 2.5 equiv showed no significant improve-
ment in yield (entry 5), whereas the yield was reduced by decreas-
ing the amount of Oxone (entries 1–3).

Using the same substrate 1b, the effect of amount of KBr on the
oxidation of 1b was also examined (Table 3). To obtain a reason-
able yield of 2b, 0.5 equiv KBr had to be used (entry 3). Too little
KBr would lead to incomplete conversion of 1b (entries 1 and 2),
whereas too much KBr would result in the formation of undesired
bromination products (entries 4 and 5).

The yield of the oxidation product was also affected by the reac-
tion temperature. The results are shown in Table 4. The reaction
proceeded smoothly at 45 �C, yielding the expected product in
86% yield. However, decreasing the reaction temperature would
lead to a decrease in yield, whereas a further increase in tempera-
ture showed no improvement in the yield (entries 4 and 5).

To investigate the generality and scope of the novel transition
metal-free system, a range of structurally diverse hydrocarbons
were examined under the optimized reaction conditions (Table
5).15 Most benzylic methylenes could be successfully oxidized with
this new Oxone–KBr–CH3CN–H2O system to give the correspond-
ing ketones in high to excellent yields (entries 1–11). When 1,4-
diethylbenzene (1d), isochroman (1e), 1,3-dihydroisobenzofuran
(1f), 1,2,3,4-tetrahydronaphthalene (1k) and indan (1l) were used
as substrates, which have two –CH2– (methylene) groups attached
to the benzene ring, only one benzyl group can be converted to a
carbonyl group, and another methylene group cannot be oxidized
even after more Oxone was added (entries 4–6, 11 and 12). 1,4-
Diethylbenzene (1d) could not be directly oxidized to 1,10-(1,4-
phenylene)diethanone (2g) in one pot, it was oxidized to 1-(4-eth-
ylphenyl)ethanone (2d) in the first step. The 2d should be sepa-
rated and purified, and then used as substrate (1g, 1-(4-
ethylphenyl)ethanone which is the same as 2d) to further oxidize
to 1,10-(1,4-phenylene)diethanone (2g).
Table 4
Effect of reaction temperature on the oxidation of 1ba

Entry Temperature (�C) Time (h) Yieldb (%)

1 0 48 30
2 25 18 70
3 35 6 82
4 45 4 86
5 65 2 85

a Reaction conditions: CH3CN (6 mL), H2O (0.5 mL), Oxone (2.2 equiv), KBr
(1.1 equiv).

b Yields were based on GC analysis.



Table 5
The Oxone–KBr–CH3CN–H2O system for benzylic oxidationa

Entry Substrate Product Yieldb (%)

1
1a

O

2a 81

2 1b 2b
O

87

3
1c

2c

O

99

4 1d 2d
O

94

5
1e

O 2eO

O

94

6
1fO

2fO

O

94

7b 1g
O

2g
O

O
94

8 1h 2h
O

90

9 1iBr 2iBr
O

98

10 1j 2j
O

78

11
1k

2k

O

71

12
1l 2l

O
47

13 PhCH2OCH2Ph 1m PhCHO 2m and PhCO2H 2n 67/22
14 PhCH2OH 1n PhCO2H 2n 81
15 PhCH3 1o PhCH2Br 2o 88

16 O2N 1p 2pO2N
CH3

Br
94

17
1qH3CO

H3CO

Br

2q 95

a Reaction conditions: CH3CN (6 mL), H2O (0.5 mL), Oxone (2.2 equiv), KBr
(1.1 equiv).

b Yields were based on GC analysis.

KBr (0.5equiv), Oxone (2.2equiv)

CH3CN (dried), H2
18O (0.5mL), 45 °C

1b 2b 2b'

+

18OO

Scheme 3. An isotopic labeling investigation of the mechanism of the oxidation.
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Scheme 4. A plausible mechanism for the oxidation.
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When the oxygen atom is present in the ring adjacent to the
benzylic position, such as isochroman (1e), 1,3-dihydroisobenzofu-
ran (1f), the desired products, lactones (2e and 2f) were obtained
in excellent yields. In the case of indan (1l), the reaction did not
proceed smoothly and only 47% of 1-indanone (2l) was formed.
Oxidation of dibenzyl ether (1m) did not afford the desired product
but gave benzaldehyde (2m) in 67% yield along with 22% of ben-
zoic acid (2n). When benzyl alcohol (1n) was subjected to oxida-
tion with this novel system, benzoic acid (2n) was exclusively
obtained in 81% yield with no formation of benzaldehyde. It is indi-
cated that benzyl alcohol is more easily oxidized. Interestingly, oxi-
dation of toluene (1o) provided benzyl bromide (2o) as the only
product formed under these reaction conditions and no oxidized
products were observed. However, substrates bearing a strongly
electron-withdrawing group on the ethylbenzene ring (1p) disfa-
vored benzylic oxidation and bromination of benzyl group pro-
ceeded smoothly, and 2p was obtained in high yield. If a strong
electron-donating group such as CH3O was present on the aromatic
ring, the aromatic ring bromination occurred and afforded 2q in
high yield.

To explain the mechanism of the oxidation reaction, several
additional experiments were conducted using 1b as a substrate un-
der the optimized reaction conditions. When the reaction was car-
ried out under an argon atmosphere, the reaction proceeded
smoothly and afforded 2b in good yield. It is indicated that oxygen
in the air has no influence on the formation of 2b. If the reaction
was performed under dark conditions, almost no oxidative product
2b could be detected and aromatic ring bromination obtained in-
stead of benzylic C–H oxidation. In addition, no reaction was ob-
served in the absence of water or KBr.

In order to further probe the origin of oxygen in ketone, the 18O-
labeling experiment was also performed under the optimized reac-
tion conditions (Scheme 3). When H2

18O was added to the reaction,
18O was incorporated into acetophenone. The ratio of 2b and 18O-
labeled acetophenone 2b0 was 1:2. The 18O labeled water experi-
ment clearly demonstrated that oxygen introduced into ketone
originated from water.

Finally, a possible mechanism for the oxidation of benzylic
methylenes (I) to ketones (IV) with Oxone–KBr–CH3CN–H2O sys-
tem is depicted in Scheme 4. Initially, potassium bromide reacts
with Oxone to produce molecular bromine. Homolytic cleavage
of bromine under visible light irradiation generates the bromine
radical. This reactive intermediate initiates benzylic hydrogen
abstraction leading to the formation of the stable benzyl bromide
intermediate (II), which undergoes hydrolysis to give the corre-
sponding alcohol (III). The benzylic alcohol is further oxidized by
the second molecule of Oxone to give ketone.2b,3e,5b

In summary, we reported a novel and practical approach for the
oxidation of benzylic methylenes to the corresponding ketones
with novel Oxone–KBr–CH3CN–H2O system. The H2

18O labeling
experiment demonstrated that the oxygen atom incorporated into
ketone is derived from water.16
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