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Abstract: Highly selective direct C—H a-monoaryla-
tion reactions of 4-chromanones, ketones and 2-
phenylacetaldehyde with aryl halides have been
performed in satisfactory yields by using a tris(di-
benzylideneacetone)dipalladium(0)/tri-tert-butyl-
phosphine tetrafluoroborate catalyst system, potas-
sium bicarbonate as the base and a solvent consist-
ing of pure water containing a small amount of
polyoxyethylene-a-tocopheryl  sebacate  (PTS).
Analogous reaction conditions have been employed
in a tandem process leading to phenyl-substituted
isocoumarins from carbonyl compounds and methyl
2-bromobenzoate.

Keywords: C—C coupling; direct arylation; isocou-
marins; ketones; palladium; water chemistry

Introduction

A general and effective strategy that emerged over
the last three decades to connect inter- and intramo-
lecularly aryl units to sp’-hybridized C—H bonds in
the a-position of carbonyl groups involves the transi-
tion metal-catalyzed direct coupling of aryl halides or
pseudohalides with enolates obtained in situ from the
corresponding carbonyl derivatives under basic condi-
tions.!"

However, the strong basic conditions often required
by this process are unsuitable for the direct a-aryla-
tion of base-labile substrates, such as aldehydes,
which can give aldol condensation by-products, or 4-
chromanones, which undergo ring-opening to pheno-
late anions.”!
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In the context of our studies on palladium-cata-
lyzed selective direct C—H arylation reactions,”! we
recently described the first examples of palladium-cat-
alyzed direct a-arylation reactions!*! of 4-chroma-
nones 1 with aryl bromides 2 (Scheme 1)."! In particu-
lar, we developed procedures involving the use of a
Pd,(dba);/(-Bu);PHBF, catalyst system and KHCO;
as the base that enabled the selective synthesis of iso-
flavanones 3 and 3,3-diaryl-4-chromanones 4 in satis-
factory yields. Interestingly, the relative amount of
compounds 3 versus 4 was found to be dependent on
the amount of water into the reaction medium and
the 1:2 molar ratio. In fact, isoflavanones 3, which
represent an important class of bioactive natural
products,® were obtained when a 4:1 mixture of diox-
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Scheme 1. Pd-catalyzed direct a-arylation of 4-chromanones
1 in dioxane/H,O or in H,O.
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ane and water was employed as a solvent and the 1:2
molar ratio was 2. On the contrary, the use of water
as a reaction medium and a large molar excess of 2
led to the formation of compounds 4 as the only reac-
tion products.”!

Intrigued by the role played by water, we then de-
cided to evaluate the influence of a variety of ionic
and non-ionic organic surfactants on the efficiency
and selectivity of the a-arylation of 1 with aryl halides
2 in water.” On the other hand, it is well known that
organic surfactants are able to self-aggregate into
aqueous micelles able to accomodate hydrophobic
substrates and catalysts, leading to the acceleration of
organic reactions performed in water.®!

In this update we describe a protocol for the direct
Pd-catalyzed a-monoarylation of 4-chromanones 1
with aryl bromides 2 or chlorobenzene 5a, involving
the use of a reaction medium consisting of pure water
containing a small amount of an amphiphile, which al-
lowed us to improve the synthesis of isoflavanones 3
in terms of chemical yields and selectivity compared
with our previously described procedure.”’ Efficient
direct a-monoarylation reactions of ketones bearing a
C—H bond in the a-position and 2-phenylacetalde-
hyde by using reaction conditions similar to those em-
ployed for the improved synthesis of compounds 3
are also reported. Finally, a tandem process based on
the use of this new a-monoarylation protocol, which
allowed us to prepare phenyl-substituted isocoumar-
ins is mentioned.

Results and Discussion

We began our study by examining the outcome of the
Pd,(dba),/(-Bu);PHBF,-catalyzed a-arylation of 4-
chromanone (1a) with bromobenzene (2a) at 100°C
in the presence of 2 equivalents of of KHCO; using
pure water containing a surfactant as a solvent
(Scheme 2).

The commercially available surfactants selected for
this reaction were the non-ionic amphiphiles polyoxy-
ethylene-a-tocopheryl sebacate (PTS) and polyoxy-
ethylene-sorbitan monooleate (Tween 80), the cation-
ic amphiphile cetyl trimethylammonium bromide
(CTAB), and the anionic amphiphile sodium dodecyl
sulfate (SDS) (Figure 1).

We had previously observed that an increase of the
water/dioxane ratio resulted in an increase of the
4a:3a molar ratio in the crude reaction mixtures and
that 3,3-diarylated chromanone 4a was exclusively
formed when pure water was used as a solvent.”!
However, we found that the addition of a small
amount of an ionic or non-ionic surfactant to water
invariably drove the coupling reaction towards the
formation of racemic isoflavanone 3a with selectivity
higher than 95% (entries 1-4, Table 1).
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Scheme 2. Direct a-arylation of 1a with 2a in H,O contain-
ing a surfactant.

Interestingly, the selectivity of the reaction proved
to be unrelated to the non-ionic or ionic nature of the
surfactant, but its efficiency was deeply influenced by
the chemical structure of this additive. Remarkably, a
high yield of 3a was obtained when the reaction was
carried out in the presence of 5Swt% PTS in water
using a 2:1 molar ratio between la and 2a (entry 4,
Table 1) and 3a was isolated in the highest yield when
water containing 15 wt% PTS was used as a solvent
(entry 7, Table 1). On the other hand, 3a was isolated
in lower yields when the molar excess of la was de-
creased while doubling the reaction time (compare
entries 5 and 6 with entry 4, Table 1).’) A lower yield
of 3a was also obtained when the reaction tempera-
ture was lowered to 60°C (compare entries 7 and 8,
Table 1).

Good results were also obtained either by using
CTAB or SDS as the surfactant agent, but the chemi-
cal yields resulted to be lower than those obtained
using PTS (entries 1 and 2, Table 1). On the other
hand, the low yield of 3a obtained by using Tween 80
(entry 3, Table 1) might be ascribed at least in part to
protodehalogenation of 2a.!""!

On the basis of these results, we next examined the
outcome of the reaction of 4-chromanones la-c¢ with
aryl bromides 2a—e and chlorobenzene (5a) under the
optimized reaction conditions of entry 7 of Table 1.
As shown in entries 1-7 of Table 2, non-activated, de-
activated and activated aryl bromides 2, including
ortho- and para-substituted derivatives, were used,
and the required isoflavanones 3 were obtained after
2-4h at 100°C in satisfactory chemical yields and
with selectivities higher than 95%. Interestingly, bro-
mide 2d containing an acidic unprotected OH group
also gave the required isoflavanone 3d in a satisfacto-
ry yield (entry 4, Table 2).

It should also be noted that the use of the water/
PTS solvent system allowed the synthesis of com-
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Figure 1. Chemical structures of PTS, Tween-80, CTAB and SDS.

Table 1. Effect of the surfactant on the direct a-arylation of 1a with 2a in H,O.

Entry!® 1a:2a ratio KHCO; [equiv.] Surfactant [wt%] Reaction time [h]®! Yield [%] of 3al!
1 2:1 2.0 CTAB (5) 4 67
2 2:1 2.0 SDS (5) 25 61
3 2:1 2.0 Tween 80 (5) 35 20
4 2:1 2.0 PTS (5) 2 70
5 1.2:1 1.2 PTS (5) 2 56
6 1.2.1 1.2 PTS (5) 4 59
7 2:1 2.0 PTS (15) 2 83
8l 2:1 2.0 PTS (15) 7 67

) Unless otherwise stated, the reactions were performed at 100°C (oil bath) by treatment of 2a (1.0 mmol) with 1a (1.2 or
2.0 mmol) in the presence of 2.5 mol% Pd,(dba);, 10 mol% (t-Bu);PHBF, in water (5 mL).
] The reactions were stopped when the amount of 2a in the reaction mixture was less than 5% (GLC).

ll Isolated yield.
[ The reaction was performed at 60°C (oil bath).

pounds 3 in higher yields than those previously ob-
tained by using a mixture of dioxane and water as the
reaction solvent®! (see entries 1-6 of Table 2). More-
over, this protocol proved suitable for the synthesis of
3a from 1a and chlorobenzene (5a), although a reac-
tion time (24 h) longer than that employed in the syn-
thesis involving bromide 2a was necessary to com-
plete the reaction (entry 8, Table 2) and the yield was
significantly lower than that obtained in entry 1 of
Table 2.

Encouraged by the results obtained in the direct a-
arylation of the base-labile 4-chromanone moiety, we
subsequently tested the Pd,(dba);/(-Bu);PHBF./
KHCO4/PTS/H,0 system for the direct a-arylation of
carbonyl derivatives different from 1 that included an
aldehyde and some ketones bearing a C—H bond in
the a-position.
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The results reported in Table 3 concerning a-aryla-
tion reactions of ketones 6 with aryl bromides deserve
some comments. The reaction of acetophenone (6a)
with PhBr (2a) (entry 1, Table 3), unexpectedly gave a
mixture of benzyl phenyl ketone (7a) and the a,o-di-
arylated derivative 8a in which the latter compound
was the main component. However, the use of ortho-
substituted bromides 2e-g resulted in the selective
formation of the required a-monoarylated ketones
7b—d (entries 24, Table 3).!""! Selective monoarylation
reactions were found also to occur when two typical
a-substituted ketones, 1- and 2-tetralone (6b, 6c),
were used (entries 5 and 6, Table 3).

The a-arylation protocol involving the use of the
Pd,(dba),/(+-Bu);PH/KHCO,/PTS/H,0 system was
next tested for the a-monoarylation of aldehydes, a
class of challenging substrates that can give rise to
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Table 2. Pd-catalyzed a-arylation of 4-chromanones 1 with aryl halides 2 or 5a in PTS/H,0.
(0]

R! @(X
+
0

Marco Lessi et al.

Pdy(dba)z (2.5 mol%)
(t-Bu)3PHBF4 (10 mol%)
KHCO3; (2.0 equiv.)

R1

R2 H,0, PTS (15 wt%) ©
1 2:X=Br 100°C 3
5:X=Cl
Entry® Reagents Reaction time [h]™ Product!
1 R! 2,5 R? 3 Yield [% ]

1 1a H 2a H 2 3a 83 (71)
2 1a H 2b 4-OMe 4 3b 79 (55)
3 1a H 2c 4-CF; 2 3c 67 (40)
4 1a H 2d 4-OH 4 3d 66 (44)
5 1b Cl 2a H 3 3e 65 (58)
6 1c Me 2a H 3 3f 86 (81)
7 1a H 2e 2-Me 3 3g 68
8 1a H 5a H 24 3a 47

2] All reactions were performed at 100°C (oil bath) with 1 (2.0 mmol) and 2 or 5a (1.0 mmol) in the presence of 2.5 mol%
Pd,(dba);, 10 mol% (¢-Bu);PHBF,, 2.0 equiv. of KHCO; in water (5 mL) containing 15 wt% PTS.

[l The reactions were stopped when the amount of 2 or 5a in the reaction mixture was less than 5% (GLC).

[l The amount of 3,3-diaryl-4-chromanone 4 in the crude reaction mixture was less than 5% (GLC).

(d] Isola}e}:d yields. The yields reported in parenthesis were obtained by using a 4:1 mixture of dioxane and H,O as a sol-
vent.

Table 3. Pd-catalyzed a-arylation of ketones 6 with aryl halides 2 in PTS/H,0.

(0] (0] O
Pdy(dba); (2.5 mol%), (--Bu);PHBF,4 (10 mol%)
1 ArB -~ 1 1
RJ\/R *oArmr KHCO, (2.0 equiv.), PTS (15 wi%) R)S/R * RJ><R
o Al A
6 ) H,0, 100 °C , Ar A
Entry Reagents Reaction time [h]® 7:8 Product
o
R! (6) rBr ratio . ie o
R ArBr (2 GLC rati 7,8 Yield [%]“
0
1 Ph)j\ (6a) C¢HsBr (2a) 2 38:62 7a, 8a 19, 40
o)
2 Ph)j\ (6a) 2-MeC¢H,Br (2e) 2 90:10 Tb 46
o)
3 Ph)j\ (6a) 2-bromobiphenyl (2f) 2 98:2 Te 43
o
4 Ph)j\ (6a) 2-MeOC¢H,Br (2g) 2 90:10 7d 68
o
5 @é (6b) C¢H;Br (2a) 4 100:0 Te 74
o Ph
6 @O‘ (6¢) C.HBr (2a) 24 100:0 @do‘"’ 54

2] All reactions were performed at 100°C (oil bath) with 1 mmol ArBr 2, 2.0 mmol of ketone 6 in the presence of 2.5 mol%
Pd,(dba);, 10 mol% (t-Bu);PHBF,, 2.0 equiv. of KHCO; in water (5 mL) containing 15 wt% PTS.

] The reactions were stopped when the amount of 2 in the reaction mixture was less than 5% (GLC).

[l Isolated yields.
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Table 4. Pd-catalyzed a-arylation of 2-phenylacetaldehyde 9 with aryl bromides 2 in PTS/H,O.
Ar
Ph CHO
10
Pd,(dba); (2.5 mol%)
s +
Ph™ "CHO AT = BusPHBF, (10 mol%) *
9 2 KHCO; (2.0 equiv.)  aldol by-products
PTS (15 wt%)
H,0, 100 °C
Entry! ArBr (2) 10:aldol by-products (GLC ratio) Product
10 Yield [%]®
1kl C,HsBr (2a) 60:40 10a 48
2 C¢H;Br (2a) 83:17 10a 51
3 4-MeOC¢H,Br (2g) 80:20 10b 42
4 2-MeC.H,Br (2e) 87:13 10¢ 59
5 4-F,CC4H, (2¢) 53:47 10d 24

] Unless otherwise stated, the reactions were performed at 100°C (oil bath) for 2 h with 1 mmol ArBr 2 and 1.2 mmol 9 in
the presence of 2.5 mol% Pd,(dba);, 10 mol% (#-Bu);PHBF,, 2.0 equiv. of KHCOj; in water (5 mL) containing 15 wt%

PTS.
] Isolated yields.
[l The reaction was performed by using 2.0 mmol 9.

aldol-type products under the basic conditions usually
employed for Pd-catalyzed a-arylation reactions.!'”!
We found that the reaction of 2-phenylacetaldehyde
(9) with 2 equivalents of 2a gave 2,2-diphenylacetal-
dehyde (10a) in 48% yield (entry 1, Table 4).

On the other hand, GLC and GC-MS analyses
showed the presence of significant amounts of by-
products derived from aldol-type reactions in the
crude reaction mixture. Nevertheless, we found that
the amount of these undesired by-products could be
decreased by reducing the molar excess of aldehyde
from 2.0 to 1.2 equiv. and 10a could be isolated in

Pd,(dba); (2.5 mol%)
(+-Bu)sPHBF,, (10 mol%)

51% yield (entry 2, Table 4). The reaction conditions
used in this entry were then employed for the synthe-
sis of compounds 10b, 10¢ and 10d in 42, 59 and 24%
yield, respectively (entries 3-5, Table 4). It should be
noted that, in order to avoid the slow oxidative cleav-
age of aldehydes 10 in open air,l¥! the work-up of the
crude reaction mixtures of these syntheses was per-
formed under a nitrogen atmosphere.

Finally, we found that when 0.5 equivalents of
methyl 2-bromobenzoate (2h) were used for the aryla-
tion of acetophenone (6a) or 2-phenylacetaldehyde
(9), isocoumarins 11 and 12, derived from a base-

[e] Br
+

KHCO3 (2.0 equiv.)
H,0, PTS (15 wt%)
100 °C, 24 h

Pd,(dba); (2.5 mol%)
(t-Bu)sPHBF, (10 mol%)

(24%)

b

6a 2h
(2.0 equiv.)

Br
©/\CHO + i COOMe
9 2h

(2.0 equiv.)

Scheme 3. Pd-catalyzed synthesis of isocoumarins 11 and 12.
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mediated a-arylation—spontaneous lactonization se-
quence, were obtained in 24 and 41% yield, respec-
tively (Scheme 3).1'¥]

Conclusions

In summary, we have demonstrated that the use of
water containing a small amount of PTS as the reac-
tion solvent and KHCO; as the base allows for direct
highly selective Pd,(dba),/(¢-Bu);PHBF,-catalyzed a-
monoarylation reactions of carbonyl derivatives, in-
cluding base-labile 4-chromanones, ketones and alde-
hydes bearing a C—H bond in the a-position, with
aryl halides. Due to the use of a very mild base this
method represents an important alternative to other
established procedures for the direct a-monoarylation
of carbonyl derivatives that, requiring strong bases
such as KHMDS,*Y r~BuOK,* or MeONa,l“m
suffer a reduced chemoselectivity. This protocol,
which provides better results in terms of selectivity
and yields than those obtained by using our previous-
ly reported procedure for the o-arylation of 4-chro-
manones,””) may be a useful tool for the synthesis of
relevant synthetic targets.

Experimental Section

General Procedure for the Pd-Catalyzed o.-Mono-
arylation of 4-Chromanones 1, Ketones 6 or 2-
Phenylacetaldehyde (9) with Aryl Bromides 2 or
Chlorobenzene (5a)

Pd,(dba); (22.9 mg, 0.025 mmol), (+-Bu);PHBF, (29.0 mg,
0.1 mmol), and KHCO; (200 mg, 2.0 mmol) were placed in a
reaction vessel containing a magnetic stir bar under an
argon atmosphere. The reaction vessel was fitted with a sili-
con septum, evacuated and back-filled with argon, and this
sequence was repeated thrice. A deaerated solution of
15 wt% PTS in H,O (5 mL), a 4-chromanone 1 (2.0 mmol),
a ketone 6 (2.0mmol) or 2-phenylacetaldehyde (9)
(12 mmol), and an aryl halide 2 (1.0mmol) or 5a
(1.0 mmol) were then sequentially added under argon. The
reaction vessel was placed in an oil bath heated to 100°C
and after a few minutes at this temperature the color of the
reaction mixture changed from dark brown to pale green.
The mixture was then maintained at 100°C for the period of
time reported in Table 2, Table 3 and Table 4 and periodical-
ly monitored by GLC, GLC-MS and TLC analyses of its
samples extracted with AcOEt. It was then allowed to cool
to room temperature and diluted with AcOEt (25 mL). The
reaction mixtures derived from reactions involving 4-chro-
manones 1 or ketones 6 were filtered over silica gel, concen-
trated under reduced pressure, and the resulting residues
were purified by flash chromatography on silica gel. This
procedure was employed to prepare isoflavanones 3a-g and
ketones 7a-f. On the other hand, the crude reaction mix-
tures of the couplings involving 2-phenylacetaldehyde (9)
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were filtered over silica gel and quickly concentrated under
reduced pressure in a nitrogen atmosphere. The resulting
residues were purified by flash chromatography on silica gel.
This procedure was employed to prepare aldehydes 10a-d.

3-Phenylisocoumarin 11): Pd,(dba); (22.9 mg,
0.025 mmol), (+-Bu);PHBF, (29.0mg, 0.1 mmol), and
KHCO; (200 mg, 2.0 mmol) were placed in a reaction vessel
containing a magnetic stir bar under an argon atmopshere.
The reaction vessel was fitted with a silicon septum, evacu-
ated and back-filled with argon, and this sequence was re-
peated thrice. A deaerated solution of 15 wt% PTS in H,O
(5 mL), acetophenone 6a (0.234 mL, 240 mg, 2.0 mmol) and
methyl 2-bromobenzoate 2h (0.140 mL, 215 mg, 1.0 mmol)
were sequentially added by syringe and the resulting mix-
ture was stirred at 100°C under argon for 24 h. The reaction
mixture was then allowed to cool to room temperature and
diluted with AcOEt (25 mL), filtered over silica gel and con-
centrated under reduced pressure. The resulting residue was
purified by flash chromatography on silica gel using a mix-
ture of petroleum ether (bp 40-60°C) and AcOEt (85/15 v/
v) as eluant to give 11 as a colorless solid; yield: 52.4 mg
(24%); mp 84-87°C (lit.'") 88-89°C); EI-MS: m/z (%) =223
(17) [M*+1], 222 (100) [M*], 194 (75), 165 (63), 105 (19),
89 (22); '"H NMR (300 MHz, CDCl,): 6=8.26 (m, 1H), 7.85
(m, 2H), 7.42 (m, 6H), 6.89 (s, 1H); *C NMR (75.5 MHz,
CDCl): 6=1622, 153.4, 1374, 134.8, 131.8, 129.9, 129.8
(20), 128.8, 128.1, 126.0, 125.1 (2C), 120.4, 101.8. GLC anal-
ysis showed that 11 was 98% chemically pure. The spectral
properties of this compound were in agreement with those
previously reported.!™”!

4-Phenyl-isocoumarin 12): Pd,(dba), (22.9 mg,
0.025 mmol), (+-Bu);PHBF, (29.0mg, 0.1 mmol), and
KHCO; (200 mg, 2.0 mmol) were placed in a reaction vessel
containing a magnetic stir bar under a stream of argon. The
reaction vessel was fitted with a silicon septum, evacuated
and back-filled with argon, and this sequence was repeated
thrice. A deaerated solution of 15 wt% PTS in H,O (5 mL)
was added by syringe, and to the resulting dark brown mix-
ture 2-phenylacetaldehyde 9 (0.234 mL, 240 mg, 2.0 mmol)
and methyl 2-bromobenzoate 2h (0.140 mL, 215 mg,
1.0 mmol) were added by syringe, and the resulting mixture
was stirred at 100°C under argon for 5 h. The reaction mix-
ture was then allowed to cool to room temperature and di-
luted with AcOEt (25 mL), filtered over silica gel and con-
centrated under reduced pressure. The resulting residue was
purified by flash chromatography on silica gel using toluene
as eluant to give 12 as a colorless solid; yield: 91.2 mg
(41%); mp 94-96°C (1it"® 94-95°C); EI-MS: m/z (%) =223
(12) [M*+1], 222 (73) [M*], 194 (79), 165 (100), 139 (10),
82 (13); 'H NMR (300 MHz, CDCl,): 6 =8.36 (m, 1H), 7.52
(m, 8H), 7.20 (s, 1H); ®CNMR (75.5 MHz, CDClL,): 6=
161.9, 142.1, 136.6, 134.6, 132.9, 129.9, 129.7 (2C), 128.8
(2C), 1285, 128.4, 124.54, 121.2, 120.5; GLC analysis
showed that 12 was chemically pure; anal. calcd. for
CisH, 0O, (222.24): C 81.07, H 4.54; found C 80.96, H 4.57.

Supporting Information

General information and compound characterization data
for compounds 3a-g, 7a—f, 8a, and 10a-d are available as
Supporting Information.

Adv. Synth. Catal. 2011, 353, 501 -507


http://asc.wiley-vch.de

Highly Selective Palladium-Catalyzed Direct C—H a-Monoarylation of Carbonyl Compounds

Advanced
Synthesis &
Catalysis

References

[1] For recent reviews on transition metal-catalyzed o-ary-

[}

lation reactions of carbonyl derivatives, see: a) F. Belli-
na, R. Rossi, Chem. Rev. 2010, 110, 1082-1146;
b) C. C.C. Johansson, T.J. Colacot, Angew. Chem.
2010, 722, 686-718; Angew. Chem. Int. Ed. 2010, 49,
676-707.

R. K. Akuamoah, P.E. Brown, W.Y. Marcus, J. E.
Steele, J. Chem. Soc. Perkin Trans. 1 1995, 197-201.

a) F. Bellina, S. Cauteruccio, L. Mannina, R. Rossi, S.
Viel, J. Org. Chem. 2005, 70, 3997-4005; b) F. Bellina,
S. Cauteruccio, L. Mannina, R. Rossi, S. Viel, Eur. J.
Org. Chem. 2006, 693-703; c) F. Bellina, S. Cauteruc-
cio, R. Rossi, Eur. J. Org. Chem. 2006, 1379-1382; d) F.
Bellina, C. Calandri, S. Cauteruccio, R. Rossi, Tetrahe-
dron 2007, 63, 1970-1980; e) F. Bellina, F. Benelli, R.
Rossi, J. Org. Chem. 2008, 73, 5529-5535; f) F. Bellina,
S. Cauteruccio, R. Rossi, J. Org. Chem. 2007, 72, 8543 —
8546; ¢) F. Bellina, S. Cauteruccio, R. Rossi, Curr. Org.
Chem. 2008, 12, 774-789; h) F. Bellina, R. Rossi, Adv.
Synth. Catal. 2010, 352, 1223 -1276.

For leading references on Pd-catalyzed a-arylation of
carbonyl derivatives with aryl halides, see: a) M. Pal-
ucki, S.L. Buchwald, J. Am. Chem. Soc. 1997, 119,
11108-11109; b) B. C. Hamann, J. F. Hartwig, J. Am.
Chem. Soc. 1997, 119, 12382-12383; c) M. Kawatsura,
J. F. Hartwig J. Am. Chem. Soc. 1999, 121, 1473-1478;
d) J. M. Fox, X. Huang, A. Chieffi, S. L. Buchwald, J.
Am. Chem. Soc. 2000, 122, 1360-1370; e) W. A.
Moradi, S. L. Buchwald, J. Am. Chem. Soc. 2001, 123,
7996-8002; f) D.J. Spielvogel, S.L. Buchwald, J. Am.
Chem. Soc. 2002, 124, 3500-3501; g) N. A. Beare, J. F.
Hartwig, J. Org. Chem. 2002, 67, 541-555; h) M. S.
Viciu, R. F. Germaneau, S. P. Nolan, Org. Lett. 2002, 4,
4053-4056; i) A. Ehrentraut, A. Zapf, M. Beller Adv.
Synth. Catal. 2002, 344, 209-217; j) M. S. Viciu, R. A.
Kelly, E. D. Stevens, F. Naud, M. Studer, S.P. Nolan,
Org. Lett. 2003, 5, 1479-1482; k) L. Ackermann, J. H.
Spatz, C.J. Gschrei, R. Born, A. Althammer, Angew.
Chem. 2006, 118, 7789-7792; Angew. Chem. Int. Ed.
2006, 45, 7627-7630; 1) G. Grasa, T.J. Colacot, Org.
Lett. 2007, 9, 5489-5492; m) G. A. Grasa, T. J. Colacot,
Org. Process Res. Dev. 2008, 12, 522-529; n) T. Hama,
J.F. Hartwig, Org. Lett. 2008, 10, 1549-1552; o) T.
Hama, J. F. Hartwig, Org. Lett. 2008, 10, 1545-1548;
p) M. R. Biscoe, S.L. Buchwald, Org. Lett. 2009, 11,
1773-1775.

[5] F. Bellina, T. Masini, R. Rossi, Eur. J. Org. Chem. 2010,

1339-1344.

[6] G. M. Boland, D. M. X. Donnelly, Nat. Prod. Rep. 1998,

15,241-260.

[7] For recent reviews on Pd-catalyzed reactions in water,

see: a) A. Chanda, V. V. Fokin, Chem. Rev. 2009, 109,
725-748; b) M. Carril, R. SanMartin, E. Dominguez,
Chem. Soc. Rev. 2008, 37, 639-647; ¢) C.-J. Li, Chem.
Rev. 2005, 105, 3095-3165; d) J. P. Genet, M. Savignac,
J. Organomet. Chem. 1999, 576, 305-317.

[8] For leading references of organic reactions in micellar

Adv. Synth. Catal. 2011, 353, 501 -507

systems, see: a)S. Tascioglu, Tetrahedron 1996, 52,

[10]

[11]

[12]

(13]

[14]

[15]

[16]

11113-11152; b) D. M. Vriezema, M. C. Aragongs,
J.A. A. Elemans, J. J. L. M. Cornelissen, A. E. Rowan,
R.J. M. Nolte, Chem. Rev. 2005, 105, 1445-1490; c) T.
Dwars, E, Paetzold, G. Oehme, Angew. Chem. 2005,
117, 7338-7364; Angew. Chem. Int. Ed. 2005, 44, 7174—
7199; d) M. N. Khan, Micellar Catalysis, CRC Press,
Boca Raton, FL, 2007; e) D. Banerjee, F. M. Apollo,
A.D. Ryabov, T.J. Collins Chem. Eur. J. 2009, 15,
10199-10209; f) G. Stavber Aust. J. Chem. 2010, 63,
849.

For leading references on Pd-catalyzed reactions in
PTS/H,O, see: a) B.H. Lipshutz, G. T. Aguinaldo, S.
Ghorai, K. Voigtritter Org. Lett. 2008, 10, 1325-1328,;
b) B.H. Lipshutz, S. Ghorai, G.T. Aguinaldo Adv.
Synth. Catal. 2008, 350, 953-956; c) B. H. Lipshutz,
T. B. Petersen, A. R. Abela Org. Lett. 2008, 10, 1333 -
1336; d) B. H. Lipshutz, A. R. Abela, Org. Lett. 2008,
10, 5329-5332; e) T. Nishikata, B. H. Lipshutz, J. Am.
Chem. Soc. 2009, 131, 12103-12105; f) B. H. Lipshutz,
B. R. Taft, Org. Lert. 2008, 10, 1329-1332; g) B. H. Lip-
shutz, D. W. Chung, B. Rich, Org. Lett. 2008, 10, 3793 -
3796; h) B. H. Lipshutz, T. Nishikata, Org. Lett. 2009,
11, 2377-2379; i) A. Krasovskiy, C. Duplais, B. H. Lip-
shutz, J. Am. Chem. Soc. 2009, 131, 15592-15593; j) R.
Moser, T. Nishikata, B. H. Lipshutz, Org. Lett. 2009, 11,
28-31; k) B. H. Lipshutz, S. Ghorai, Aldrichimica Acta
2008, 41, 59-72.

For an example of protodehalogenation of an aryl
halide in a protic solvent in the presence of a palladium
catalyst, see: G. A. Molander, B. Biolatto, J. Org.
Chem. 2003, 68, 4302-4314.

A similar result was recently reported in a study on the
Pd-catalyzed o-arylation of heteroaromatic ketones:
L. V. Desai, D. T. Ren, T. Rosner Org. Lett. 2010, 12,
1032-1035.

For leading references on the a-arylation of aldehydes,
see: a) Y. Terao, Y. Fukuoka, T. Satoh, M. Miura, M.
Nomura, Tetrahedron Lett. 2002, 43, 101-104; b) R.
Martin, S.L. Buchwald, Angew. Chem. 2007, 119,
7374-7377; Angew. Chem. Int. Ed. 2007, 46, 7236-
7239; ¢) G.D. Vo, J. F. Hartwig, Angew. Chem. 2008,
120, 2157-2160; Angew. Chem. Int. Ed. 2008, 47, 2127 -
2130; d) R. Martin, S. L. Buchwald, Org. Lert. 2008, 10,
4561-4564.

When aldehydes 10 were worked-up or stored in open
air, we observed according to the literature (F. L Chu,
V. A. Yaylayan, J. Agric. Food Chem. 2008, 56, 10697 -
10704) slow formation of the corresponding benzophe-
nones, derived from an oxygen- and water-promoted
oxidative cleavage reaction.

For an example of the synthesis of isocoumarins by a
base-mediated cyclization of keto esters, see: C.N.
Lewis, P. L. Spargo, J. Staunton, Synthesis 1986, 944—
946.

A. Kurume, Y. Kamata, M. Yamashita, Q. Wang, H.
Matsuda, M. Yoshikawa, I. Kawasaki, S. Ohta, Chem.
Pharm. Bull. 2008, 56, 1264-1269.

K. Beautement, J. M. Clough, Tetrahedron Lett. 1984,
25,3025-3028.

© 2011 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

asc.wiley-vch.de 507


http://asc.wiley-vch.de

