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The cross-coupling of aromatic and aliphatic acyl chlorides with arylboronic acids in the presence of
2.5 mol % of (t-Bu,POH),PdCl, (POPd) provides rapid access to ketones that are obtained in up to 93%
yield. This palladium-phosphinous acid-catalyzed reaction is completed within 10 min when microwave
irradiation is used, and it overcomes typical drawbacks of Friedel-Crafts acylation procedures such as

harsh reaction conditions, untunable regiocontrol, and low substrate scope.

© 2008 Elsevier Ltd. All rights reserved.

In recent years, phosphinous acid ligands have been success-
fully introduced to a wide range of transition metal-catalyzed
transformations.! In particular, nickel and palladium complexes
bearing phosphinous acids have proved to be very powerful cata-
lysts for carbon-carbon and carbon-heteroatom bond formation,
but their use in coupling reactions with acyl chlorides has re-
mained unexplored.>~* While most Stille, Negishi and Suzuki cou-
plings involve aryl halides, the introduction of acyl halides further
extends the application spectrum of these reactions. The cross-
coupling of acyl chlorides with organometallic reagents provides
convenient access to ketones that can often not be prepared other-
wise, for example, via Friedel-Crafts acylation methods. Few tran-
sition metal-catalyzed coupling reactions of acyl halides with
stannanes,” boronic acids® and organozinc,” arylbismuth,® and
Grignard reagents® are known. Typical disadvantages of previously
reported procedures include (1) incompatibility with several func-
tionalities, including aryl halide bonds that compete with the acyl
halide group for oxidative addition to the transition metal catalyst
and subsequent carbon-carbon bond formation, (2) the use of toxic
reagents, and (3) the need for high reaction temperatures and long
reaction times.

Initially, we compared the catalytic activity of palladium-phos-
phinous acid, POPd, and its chlorophosphine analog PXPd, as well
as complexes formed in situ from Pd(dba), and phosphine oxides
1-5 (Fig. 1). Phosphine oxides are well known to rapidly tautomer-
ize to the corresponding phosphinous acids that form active palla-
dium catalysts after stirring with a palladium source, such as
Pd(dba),, at room temperature for 2-4 h (Scheme 1).

We found that POPd is most effective in catalyzing the coupling
of benzoyl chloride, 6, and phenylboronic acid, 7, providing benzo-
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Figure 1. Structures of palladium catalysts used in this study.
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Scheme 1. Formation of palladium-phosphinous acids from phosphine oxides.

phenone, 8, with superior yields and shorter reaction time. Further
screening of catalyst loading, solvent, temperature, and base re-
vealed that 8 can be obtained in 93% yield within 1h when
2.5 mol % of POPd and stoichiometric amounts of K,CO5 are used
in a toluene-dioxane solvent mixture heated to 80 °C (Table 1, en-
try 1).1°

Under these conditions, a wide range of electron-rich and elec-
tron-deficient benzoyl chloride derivatives were successfully con-
verted to benzophenones 10, 12, 15, 16, 18, 20, and 21 (entries
2-8). It is noteworthy that this procedure tolerates the presence
of aryl chloride and bromide bonds in both the acyl halide
substrate and the arylboronic acid (entries 9-13). For example,
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Table 1

POPd-catalyzed Suzuki-Miyaura cross-coupling of acyl chlorides and boronic acids®

B(OH):  popqg

K. Ekoue-Kovi et al./Tetrahedron Letters 49 (2008) 5773-5776

i N (2.5 mol%)
. e,
R™a ™ A KoCOs
R’ A
Entry Acyl chloride Boronic acid Product Yield (%)
0 OH 0
Bx 93
1 OH
cl -
6 8
0 o 0
1
2 O* O (.0 *
7
MeO ° MeO Lo
0 OH (o]
b B«
3 al o 81
1" v 12
(0] OH (0]
1
4 /@)‘\m MEOO/B\OH O O 83
13
NC 14 NG 15
0 OoH 0
~ OMe
° ° > SAS N
6 14 16
[o) OH 0
Bx
6 cl OH 86
17 7 18
(0] OH (0]
1
B< 0
’ EYY o SYOMS "
o 19 7 o 20
(e} QH (0]
OMe
8 <OJ©)J\CI MeO ~OH <O O O 80
5 19 14 16 21
o)
0 OH
B B
9 cl r\©/ OH O - 0 80
6 22
Br
o} oH o
10 /©)\0| B~on 90
7
Br 24 o 25
f OH ]
& jon: Yo O, ”
7
cl 26 - 27
0 OH 0
B<
“ L o ze :
7
o 28 cl
o OH o]
13 cl B~ cl 87
: = O, 0
30 7 31
0 OH o]
o B- N
14 cl B o 73
6 32 33



K. Ekoue-Kovi et al./ Tetrahedron Letters 49 (2008) 5773-5776 5775
Table 1 (continued)
Entry Acyl chloride Boronic acid Product Yield (%)
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2 All reactions were carried out with 150 mg of acyl chloride, 1.3 equiv of boronic acid, 2.5 mol % of POPd, 1.6 equiv of K;COs in 1.75 mL of toluene: 1,4-dioxane (2:1, v/v) at

80°C for 1 h.

coupling of 6 with 3-bromophenylboronic acid, 22, and 4-bromo-
benzoyl chloride, 24, with boronic acid 7 gave 3-bromoacetophe-
none, 23, and 4-bromoacetophenone, 25, in 80 and 90% yield,
respectively. Unsaturated ketones can be prepared in good yields
either from a styrylboronic acid, such as 32, or from cinnamoyl
chloride, 34, and its analogs (entries 14 and 15). In addition to
the successful synthesis of benzophenone derivatives from benzoyl

fords significantly better results with aliphatic acyl chlorides than
previously reported Suzuki-type coupling procedures (entries 16
and 17).5

The POPd-catalyzed cross-coupling of acyl chlorides and boro-
nic acids also proceeds upon microwave irradiation, providing
biaryl ketones in yields that are similar to those obtained by con-
ventional heating (Table 2). Under otherwise identical conditions,

chlorides and arylboronic acids, our POPd-catalyzed method af-

Table 2

Microwave-assisted POPd-catalyzed cross-coupling of acyl chlorides with boronic acids®

the formation of benzophenones

and acetophenones was
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2 All reactions were carried out with 150 mg of acyl chloride, 1.3 equiv of boronic acid, 2.5 mol % of POPd, and 1.6 equiv of K,CO3 in 1.75 mL of toluene: 1,4-dioxane (2:1, v/
v) at 80 °C in the microwave (100 W) for 10 min.
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Scheme 2. Comparison of the POPd-catalyzed synthesis of 15 with traditional FCA.

completed in very short reaction times. For example, benzoyl chlo-
ride and phenylboronic acid gave 8 in 90% yield in 10 min.

The synthetic usefulness of transition metal-catalyzed ketone
formation from readily available boronic acids becomes apparent
through a comparison with traditional Friedel-Crafts acylation
(FCA). Using our method, 4-cyano-3’-methoxybenzophenone, 15,
can be prepared in 83% yield in a single step. By contrast, Lewis
acid-promoted acylation of anisole, 40, with 4-cyanobenzoyl chlo-
ride, 13, would favor the formation of regioisomers 41 and 42. Sim-
ilarly, FCA with benzonitrile, 43, and 3-methoxybenzoyl chloride,
44, would be sluggish and produce 15 only in minor amounts
(Scheme 2). Nucleophilic additions of Grignard reagents or organo-
copper, lithium, and cadmium analogs to carboxylic acid deriva-
tives provide other viable synthetic alternatives toward ketones
such as 15.!! However, these methods generally show limited
functional group compatibility and often afford low yields due to
significant formation of tertiary alcohols.

In summary, we have introduced a palladium-phosphinous
acid-catalyzed Suzuki-type cross-coupling method that furnishes
benzophenone and acetophenone derivatives in good to high yields
from aromatic and aliphatic acyl chlorides, respectively. The POPd-
catalyzed ketone formation utilizes readily available boronic acids
and is generally completed within 10 min when it is conducted in a
microwave. This approach overcomes typical drawbacks of proce-
dures based on Friedel-Crafts acylation or nucleophilic addition of
organometallic reagents to carboxylic acid derivatives such as
harsh reaction conditions, limited substrate scope, reduced func-
tional group tolerance and synthetic limitations due to substitu-

ent-directing effects inherent to electrophilic aromatic
substitution.
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