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A series of palladium complexes bearing monodentate and bidentate ligands were applied in the Suzuki
reaction of aryl halides and the Heck reaction of styrene with phenylboronic acid. The complexes were
found to be effective catalysts for these reactions affording the cross-coupled products in moderate to
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The palladium-catalyzed Suzuki cross-coupling is a very useful
and convenient method, especially for the synthesis of various
biaryl compounds!~® that are found as important structural units
in pharmaceuticals and natural products.”~'° The mild reaction
conditions and the commercial availability of various boronic acids
make this reaction preferable over other Pd-catalyzed cross-
coupling reactions.'~>11-16 Besides using aryl bromides, there is
great interest in developing catalysts that use aryl chlorides in Su-
zuki reactions.””'8 Since the bond strengths of C-Cl and C-Br are
stronger than C-I, the reactivity of aryl bromides and chlorides is
reduced compared with the more active iodides. Thus, despite
being cheaper, more available and practical, aryl bromides and
chlorides often do not react efficiently.!® Furthermore, the Heck
reaction and related chemistry has numerous applications in or-
ganic synthesis,?®=2> polymers, dendrimers, fine chemicals and
pharmaceutical intermediates.?®° Many catalyst systems can be
used to catalyze various frequently used cross-coupling reactions.
In this regard, palladacycles have played an important role due
to their versatility and non-toxicity. Besides phosphorus-
containing complexes, a substantial amount of research has been
undertaken on NC-based complexes. Cyclopalladated complexes
with nitrogen donor atoms have been widely studied due to their
novel and outstanding applications in a vast range of fields such
as organic synthesis,?! insertion reactions,>? as anti-tumor drugs>3
and in catalysis.>* The related benzylamine,®® aryl urea,® sulfili-
mine3” and benzodiazepine®® based palladacycles have also shown
good activity with aryl bromides in C-C coupling reactions.
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We have reported the synthesis and characterization of ther-
mal, oxygen and moisture stable palladium complexes containing
a 2-phenylaniline cyclopalladated unit that conveniently formed
six-membered NC palladacycles®® (Fig. 1). Complex 4 was further
studied by X-ray crystallography.® In this Letter, we report the
application of the palladacycles in Suzuki and Heck reactions. Dur-
ing our research*®4! we have used aryl bromides and chlorides
with phenylboronic acid in the Suzuki reactions and aryl bromides
with styrene in the Heck reaction.
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Figure 1. Palladium complexes used as pre-catalysts.
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Table 1
Effect of solvents on the Suzuki reaction of bromobenzene with phenylboronic acid®

O 0

Catalyst, Solvent
—_——

Na,CO3

Entry Catalyst Solvent Yield (%)
1 3 MeOH 100

2 3 THF 22

3 3 Acetone 27

4 3 Benzene 3

5 6 MeOH 38

6 6 THF 3

7 6 Acetone 11

8 6 Benzene 0
2 Reaction conditions: bromobenzene (0.5 mmol), phenylboronic acid

(0.75 mmol), catalyst (0.01 mmol), Na,CO5 (1.5 mmol), solvent (6 mL), 1 h, 65 °C.

Table 2
Effect of catalyst, base, temperature and time on the Suzuki reaction of bromobenzene

with phenylboronic acid®
Orvom - O

Catalyst, MeOH
RN

Base, T, t
Entry Catalyst Base Temp/time Yield (%)
1 3 K,CO3 65°C/1h 100
2 3 K3P04-3H,0 65°C/1h 99
3 3 Na,CO3 65 °C/30 min 86
4 3 Na,CO3 rt/1h 100
5 2 Na,CO3 rt/1h 100
6 4 Na,CO5 rt/1h 100
7 5 Na,COs3 rt/1h 36
8 6 Na,CO3 rt/1h 12
9 7 Na,CO5 rt/1h 76
10 8 Na,CO3 rt/1h 55
2 Reaction conditions: bromobenzene (0.5 mmol), phenylboronic acid

(0.75 mmol), catalyst (0.01 mmol), base (1.5 mmol), MeOH (6 mL).

The reaction conditions such as the solvent and base, reaction
temperature and time were optimized. Initially, the effectiveness
of different solvents such as MeOH, THF, acetone and benzene were
tested with palladacycles 3 and 6 in the Suzuki reaction.*? The cou-
pling of bromobenzene with phenylboronic acid in the presence of
0.01 mmol of 3 or 6, 1.5 mmol of Na,COs as the base and a reaction
time of one hour and temperature of 65 °C were chosen as initial
conditions to optimize the reaction (Table 1).

MeOH proved to be the best solvent and this may be due to the
better solubility of the reagents and easier reduction of Pd(II) to

Table 3
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Pd(0), and hence a facile entry to the catalytic cycle. The reaction
did not proceed in benzene. After optimizing the solvent, the
reaction was run with two different substrates, 4-bromoanisole
and 2-bromobenzaldehyde, in order to optimize the base (Tables
3 and 4). Among the bases employed, K;CO3, K3PO4-3H,0 and
Na,COs3, Na,CO5 (Table 2) and K3P0O4-3H,0 (Tables 3 and 4) were
found to be the best. The third factor to be optimized was the reac-
tion time. A shorter reaction time had a positive effect on the
reaction of 4-bromoanisole with phenylboronic acid (Table 3, entry
3) which may be due to the prevention of homocoupling. In con-
trast, two reactions were negatively affected by this change and
the catalytic activity decreased (Tables 2 and 4, entry 3). Decreas-
ing the temperature of the reactions, led to different catalytic activ-
ity. As the temperature was lowered, there was no decrease in the
reaction yield for the reaction of bromobenzene with phenylbo-
ronic acid (Table 2, entry 4). Moreover, utilizing Na,CO3 instead
of K,CO3 showed no effect on the reaction, as the anion, CO%’,
which contributes to the catalytic cycle, is the same. The catalytic
activity in two other reactions (Tables 3 and 4, entry 4) was
reduced, however. The optimized conditions for the reaction of
bromobenzene with phenylboronic acid were Na,COs3 as base,
MeOH as solvent, 1 h as the reaction time, and room temperature.
The study was pursued to test catalysts 2, 4-8 using these condi-
tions which resulted in diverse yields. The catalysts with mono-
dentate ligands (2-4) were the best in all reactions and exhibited
better catalytic reactivity than complexes with bidentate ligands
(5-8). Also, the catalytic activity of 6 was lower than that of 7 in
all the reactions in this work. This may be due to the fact that Pd(II)
in palladacycles with five-membered rings is difficult to reduce to
Pd(0). The best conditions for the reactions of 4-bromoanisole and
2-bromobenzaldehyde with phenylboronic acid were the same as
those for the reaction of bromobenzene with phenylboronic acid,
except for differences in the reaction times, which are shown in
Tables 3 and 4.

Using the optimized reaction conditions, complex 4 was applied
to a representative range of aryl chlorides (Table 5). The activated
electron-deficient substrate, 4-chlorobenzaldehyde coupled with
phenylboronic acid to give a relatively high yield of product (entry
1). Unexpectedly, the reaction of 4-nitrochlorobenzene failed to
give a high yield (entry 2). Chlorobenzene was also coupled with
phenylboronic acid to afford a high yield of biphenyl (entry 3).
The deactivated electron-rich aryl chlorides, 4-chlorotoluene and
4-chloroaniline were poor substrates (entries 4 and 5). It can be in-
ferred that the electronic effects of the substituents on the aryl
chlorides had significant influence on the reaction and electron-
withdrawing substituents were more appropriate for the coupling.

In all the reactions of aryl bromides and chlorides, particularly
when complexes 2-4 were applied, the suspension color turned

Effect of base, catalyst, temperature and time on the Suzuki reaction of 4-bromoanisole with phenylboronic acid®

Q Catalyst, MeOH
B(OH), + Br OMe —— OMe

Base, T, t
Entry Catalyst Base Temp/time Yield (%)
1 3 K»CO3 65°C/1h 89
2 3 K5P04-3H,0 65°C/1h 90
3 3 K5P04-3H,0 65 °C/30 min 92
4 3 K3P043H,0 rt/30 min 85
5 2 K5P04-3H,0 65 °C/30 min 89
6 4 K5P04-3H,0 65 °C/30 min 98
7 5 K5P04-3H,0 65 °C/30 min 31
8 6 K5P04-3H,0 65 °C/30 min 20
9 7 K5P04-3H,0 65 °C/30 min 71
10 8 K5P04-3H,0 65 °C/30 min 35

@ Reaction conditions: 4-bromoanisole (0.5 mmol), phenylboronic acid (0.75 mmol), catalyst (0.01 mmol), base (1.5 mmol), MeOH (6 mL).
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Table 4
Effect of base, catalyst, temperature and time on the Suzuki reaction of 2-
bromobenzaldehyde with phenylboronic acid®

OHC OHC
@ Catalyst, MeOH O O
B(OH), + Br il
Base, T, t

Entry Catalyst Base Temp/time Yield (%)
1 3 K,CO5 65°C/1h 97
2 3 K3P04-3H,0 65°C/1h 99
3 3 K5P04-3H,0 65 °C/30 min 97
4 3 K3P04-3H,0 rt/1h 89
5 2 K3P04-3H,0 65°C/1h 96
6 4 K3P04-3H,0 65°C/1h 88
7 5 K5P04-3H,0 65°C/1h 33
8 6 K3P04-3H,0 65°C/1h 24
9 7 K5P04-3H,0 65°C/1h 40
10 8 K5P04-3H,0 65°C/1h 54

@ Reaction conditions: 2-bromobenzaldehyde (0.5 mmol), phenylboronic acid
(0.75 mmol), catalyst (0.01 mmol), base (1.5 mmol), MeOH (6 mL).

black at the beginning of the reactions. Thus, it can be inferred that
the reaction mechanism starts with a pre-dissociation and/or
reduction step in which the Pd(Il) source is converted into the
more active and coordinatively unsaturated Pd(0) catalyst.** This
is followed by oxidative addition of the aryl halide which is often
the rate determining step in cross-coupling catalytic cycles.** The
high C-Cl bond strength compared with C-Br disfavors oxidative
addition and makes the coupling of such substrates far more chal-
lenging.*> The catalytic cycle is completed by transmetallation, aryl
group transfers from boron to palladium, and a final reduction-
elimination to release the product. Therefore, the relative contribu-
tion of steric and electronic effects is very important, particularly
for less reactive aryl halides.#6-4®

In comparison with PdCl,, complex 4 showed higher catalytic
activity in the reactions of bromo- and chlorobenzene with phen-
ylboronic acid (Table 5, entries 6 and 7). The rate of coupling for
each of these reactions was lower than that when complex 4 was
used (Table 2, entry 6 and Table 5, entry 3).

The catalytic activity of the palladacycles was also studied in
the Heck reaction®® of the aryl bromides with styrene. The catalytic
activity of 2, 3, and 4 with the optimal conditions obtained from
the Suzuki reaction of aryl bromides with phenylboronic acid were
examined in the Heck reaction of bromobenzene, 4-bromoanisole,
and 2-bromobenzaldehyde with styrene. The results are summa-
rized in Table 6.

Table 5

Table 6
The catalytic activity in the Heck reaction of aryl bromides with styrene using the
optimized Suzuki reaction conditions®

Br R.—

~L
| = Catalyst, MeOH \ /
cAl——. ] _— A
N Ph Base, T, t

R Ph
Entry R Catalyst Base Temp/time Yield (%)
1 0-CHO 2 KsPO,3H,0  65°C/1h 2
2 H 3 Na,COs3 rt/1h 0
3 p-OMe 4 K5P04-3H,0 65 °C/30 min 37

2 Reaction conditions: aryl bromide (0.5 mmol), styrene (0.75 mmol), catalyst
(0.01 mmol), base (1.5 mmol), MeOH (6 mL).

Table 7
Optimization of the Heck reaction of aryl bromides with styrene®

Br R. /—

~L
| X Catalyst, MeOH \ Y%
- p———s § s s e
P Ph  K3P04.3H,0
R Ph
Entry Catalyst R=H" (%) R = p-OMe (%) R =0-CHO (%)
1 2 7 40 2
2 3 10 27 0
3 4 22 29 3
4 5 2 23 0
5 6 34 45 0
6 7 34 0 0
7 8 0 0 0

2 Reaction conditions: aryl bromides (0.5 mmol), styrene (0.75 mmol), catalyst
(0.01 mmol), K3PO4-3H,0 (1.5 mmol), MeOH (6 mL), 3 h, 65 °C.
b Na,CO0; (1.5 mmol) was used as the base.

The catalytic activity of 2 (Table 6, entry 1) was negligible and
only a trace amount of product was obtained. In the reaction of
bromobenzene with styrene using catalyst 3 (Table 6, entry 2),
no reaction occurred at room temperature. In addition, there was
low catalytic activity in the reaction of 4-bromoanisole with sty-
rene using catalyst 4 (Table 6, entry 3). As these conditions were
not efficient for the Heck reaction of aryl bromides, different con-
ditions were employed. The time for all the reactions and the tem-
perature for the reaction of bromobenzene with styrene (Table 6,

Use of the optimized conditions for the Suzuki reaction of aryl chlorides with phenylboronic acid®

Catalyst, MeOH
—_—

ey,

Base, T, t

Entry Catalyst Base Temp/time Yield (%)
1 p-CHO 4 K3P0,4-3H,0 65°C/1h 77

2 p-NO, 4 K5P04-3H,0 65°C/1h 35

3 H 4 Na,CO3 rt/1h 74

4 p-Me 4 K5P04-3H,0 65 °C/30 min 17

5 p-NH> 4 K5P04-3H,0 65 °C/30 min 13

6 H PdCl, Na,COs3 rt/1h 20
7° H PdCl, Na,CO4 rt/1h 42

@ Reaction conditions: aryl chloride (0.5 mmol), phenylboronic acid (0.75 mmol), catalyst (0.01 mmol), base (1.5 mmol), MeOH (6 mL).

> Bromobenzene was used as the aryl halide.
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entry 2) were both increased. Even after changing the reaction time
to 3 h, some reactions showed no catalytic activity. In other reac-
tions, low to moderate yields were obtained. Moreover, the lower
yields of the reaction 2-bromobenzaldehyde with styrene can be
ascribed to the steric effect of the -CHO group. The results are
summarized up in Table 7.

In conclusion, we have developed a new combination of palla-
dacycles with 2-phenylaniline, monodentate and bidentate li-
gands, which proved to be efficient for the Suzuki reactions of
various aryl bromides and chlorides with phenylboronic acid.
However, these palladacycles did not work as efficiently in the
Heck reaction.

Acknowledgment

We gratefully thank the Iran National Science Foundation (INSF)
for financial support.

References and notes

Miyaura, N.; Suzuki, A. Chem. Rev. 1995, 95, 2457.

Stanforth, S. P. Tetrahedron 1998, 54, 263.

Suzuki, A. J. Organomet. Chem. 1999, 576, 147.

Lloyd-Williams, P.; Giralt, E. Chem. Soc. Rev. 2001, 30, 145.

Bedford, R. B. Chem. Commun. 2003, 15, 1787.

Ndjera, C.; Gil-Molt6, J.; Karlstrom, S.; Falvello, L. R. Org. Lett. 2003, 5, 1451.

Nicolaou, K. C.; Boddy, C. N. C.; Brase, S.; Winssinger, N. Angew. Chem., Int. Ed.

1999, 38, 2096.

Baudoin, O.; Cesario, M.; Guenard, D.; Gueritte, F. J. Org. Chem. 2002, 67, 1199.

and references therein.

9. Pu, L. Chem. Rev. 1998, 98, 2405.

10. Wong, K. T.; Hung, T. S.; Lin, Y.; Wu, C. C.; Lee, G. H.; Peng, S. M.; Chou, C. H.; Su,
Y. O. Org. Lett. 2002, 4, 513. and references therein.

11. Suzuki, A. Pure Appl. Chem. 1985, 57, 1749.

12. Suzuki, A. Pure Appl. Chem. 1991, 63, 419.

13. Martin, A. R.; Yang, Y. Acta Chem. Scand. 1993, 47, 221.

14. Suzuki, A. Pure Appl. Chem. 1994, 66, 213.

15. Miyaura, N. In Advance in Metal-Organic Chemistry; Liebeskind, L. S., Ed.; JAI
Press: London, 1998. Vol. 6.

16. Suzuki, A. In Organoboranes for Syntheses, Ramachandran, P. V.; Brown, H. C,,
Eds.; ACS Symposium Series; American Chemical Society: Washington, DC,
2001; 783, p 80.

17. Zapf, A.; Ehrentraut, A.; Beller, M. Angew. Chem., Int. Ed. 2000, 39, 4153.

18. Buchwald, S. L.; Fox, J. M. Strem Chemiker 2000, 1, 1.

19. Smith, R. C;; Bonder, C. R.; Earl, M. J.; Sears, N. C.; Hill, N. E.; Bishop, L. M.;

Sizemore, N.; Hehemann, D. T.; Bohn, . ].; Protasiewicz, J. D. J. Organomet. Chem.

2005, 690, 477.

Nk wN =

o

20.

33.

34.

35.

36.

2431

Heck, R. F. Palladium Reagents in Organic Synthesis; Academic Press: London,
1985.

. De Meijere, A.; Meyer, F. E. Angew. Chem., Int. Ed. Engl. 1995, 33, 2379.
. Brase, S.; De Meijere, A. In Metal-Catalyzed Cross-Coupling Reactions; Diederich,

F., Stang, P. ]., Eds.; Wiley-VCH: Weinheim, 1998.

. Beletskaya, I. P.; Cheprakov, A. V. Chem. Rev. 2000, 100, 3009.

. Whitcombe, N. ]J.; Hii, K. K.; Gibson, S. E. Tetrahedron 2001, 57, 7449.

. Farina, V. Adv. Synth. Catal. 2004, 346, 1553.

. De Vries, ]. G. Can. J. Chem. 2001, 79, 1086.

. Blaser, H. U.; Indolese, A.; Schnyder, A.; Steiner, H.; Studer, M. J. Mol. Catal. A:

Chem. 2001, 173, 3.

. Tucker, C. E.; De Vries, J. G. Top. Catal. 2002, 19, 111.
. De Vries, . G.; De Vries, A. H. M. Eur. J. Org. Chem. 2003, 5, 799.
. Blaser, H. U.; Indolese, A.; Naud, F.; Nettekoven, U.; Schnyder, A. Adv. Synth.

Catal. 2004, 346, 1583.

. Ryabov, A. D. Synthesis 1985, 233.
. Ryabov, A. D.; Van Eldik, R.; Le Borgne, G.; Pfeffer, M. Organometallics 1993, 12,

1386.

Caires, A. C. F.; Almeida, E. T.; Mauro, A. E.; Hemerly, J. P.; Valentini, S. R. Quim.
Nova. 1999, 22, 329.

Herrmann, W. A.; Bohm, V. P. W.; Reinsinger, C. P. J. Organomet. Chem. 1999,
576, 23.

Bedford, R. B.; Cazin, C. S.].; Coles, S. J.; Gelbrich, T.; Hursthouse, M. B.; Scordia,
V. J. M. Dalton Trans. 2003, 3350.

Vicente, J.; Abad, J. A.; Lopez-Serrano, J.; Jones, P. G.; Ndjera, C.; Botella-Segura,
L. Organometallics 2005, 24, 5044.

. Thakur, V. V.; Kumar, N. S. C. R.; Sudalai, A. Tetrahedron Lett. 2004, 45, 2915.
. Spencer, J.; Sharratt, D. P.; Dupont, J.; Monterio, A. L.; Reis, V. I.; Stracke, M. P.;

Rominger, F.; McDonald, I. M. Organometallics 2005, 24, 5665.

. Karami, K.; Rizzoli, C.; Rahimi, N. Transition Met. Chem. 2011, 36, 841.

. Karami, K.; Mohamadi Salah, M. Appl. Organometal. Chem. 2010, 24, 828.

. Karami, K. J. Coord. Chem. 2010, 63, 3688.

. General protocol for the Suzuki reaction: A round bottom flask was charged

with aryl bromide (0.5 mmol), phenylboronic acid (0.75 mmol), base
(1.5 mmol), catalyst (0.01 mmol) and solvent (6 mL). The mixture was heated
for the time and at the temperature given in Tables 3-5 using the base and
catalyst there indicated. The products were characterized by GC.

. Rosner, T.; Le Bars, J.; Pfaltz, A.; Blackmond, D. G. J. Am. Chem. Soc. 2001, 123,

1848.

. Chemler, S. R.; Trauner, D.; Danishefsky, S. J. Angew Chem., Int. Ed. 2001, 40,

4544,

. Grushin, V. V.; Alper, H. Chem. Rev. 1994, 94, 1047.
. Anderson, K. W.; Mendez-Perez, M.; Priego, J.; Buchwald, S. L. J. Org. Chem.

2003, 68, 9563.

. Hooper, M. W.; Utsunomiya, M.; Hartwig, J. F. J. Org. Chem. 2003, 68, 2861.
. Stambuli, J. P.; Kuwano, R.; Hartwig, ]. F. Angew. Chem., Int. Ed. 2002, 41, 4746.
. General protocol for the Heck reaction: A round bottom flask was charged with

aryl bromide (0.5 mmol), styrene (0.75 mmol), base (1.5 mmol), catalyst
(0.01 mmol) and MeOH (6 mL). The mixture was heated for the time and at
the temperature given in Tables 6 and 7 using the base and catalyst there
indicated. All the products were characterized by GC.



	Cyclopalladated complexes of 2-phenylaniline and their catalytic activity  in Suzuki and Heck reactions under mild conditions
	Acknowledgment
	References and notes


