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Abstract: Selective oxidative ligand coupling of
alkynyl(triaryl)borates was achieved by treatment
with ethoxyvanadyl dichloride [VO(OEt)Cl,] to
form the sp—sp”® carbon-carbon bond. A one-pot
procedure through the in situ preparation of the
borate was demonstrated using triphenylborane and
1-ethynyl-4-methoxybenzene.
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The sp—sp® carbon-carbon bond forming reaction is
one of the most important reactions to produce ubig-
uitous compounds with a triple bond as pharmaceuti-
cal intermediates, liquid crystals, polymers and mate-
rials with specialized optical and electronic properties.
The palladium-catalyzed cross-coupling of a terminal
alkyne with a vinyl or aryl halide, as typified by the
Sonogashira reaction,! can provide a direct route to
the formation of an sp—sp® carbon-carbon bond.” On
the other hand, oxidative cross-coupling of organome-
tallic nucleophiles leads to the formation of a carbon-
carbon bond, which is considered to be a complemen-
tary method for the conventional nucleophile-electro-
phile coupling.”! However, oxidative cross-coupling is
usually difficult to achieve because of the lack of se-
lectivity,*! although many studies have been recently
performed for the oxidative homo-coupling reaction
of organometallic aryl nucleophiles.” As for the oxi-
dative cross-coupling of alkynyl and aryl nucleophiles,
there are very limited examples."® Todine-induced
oxidative coupling based on the activation of a triple
bond in alkynyltriorganoborates was reported by
Suzuki, Brown and co-workers.[ Recently, Knochel
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and co-workers demonstrated the copper(I)-mediated
oxidative cross-coupling between alkynyllithiums and
arylmagnesiums by the subsequent treatment with
chloranil.”? We have also achieved the selective oxo-
vanadium(V)-induced oxidative cross-coupling of or-
ganoaluminium ate complexes generated in situ from
alkynyl- or aryllithiums,”®! as well as the selective oxi-
dative carbon-carbon bond forming reaction of main
group organometallics, such as organozirconocenes,”!
organoborons,'” organozincs,""! and their ate com-
plexes using oxovanadium(V) compounds as a stoi-
chiometric oxidant. The selective ligand coupling be-
tween two aryl nucleophiles on boron using the vana-
dium(V)-catalyzed oxidation of borates under molec-
ular oxygen was also developed."?! Organoborates are
convenient reagents as a nucleophile due to their sta-
bility towards air and moisture, however the stability
does not hamper their high reactivity in a large varie-
ty of reactions.™® This motivated us to investigate the
oxidative cross-coupling between the alkynyl and aryl
ligands of the borates. Herein, we report the selective
oxidative ligand coupling of alkynyl(triaryl)borates by
treatment with VO(OEt)Cl,, forming the sp—sp’
carbon-carbon bond.

Triphenylborane was easily coupled with [(4-me-
thoxyphenyl)ethynyl]lithium at —78°C for 1 h. After
the thus-obtained mixture had been concentrated, the
addition of methanol and tetrabutylammonium bro-
mide to the mixture caused a precipitation. The sus-
pension was filtered, and the residue was washed with
methanol to give tetrabutylammonium [(4-methoxy-
phenylethynyl)triphenyl]borate (1a) in 96% yield.
Other borates were prepared similarly.

The oxidative ligand coupling of the borate 1a with
VO(OEt)Cl, was investigated as summarized in
Table 1. In the reaction at room temperature for 2 h,
the use of 4 molar equivalents of VO(OEt)Cl, to 1a
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Table 1. Oxidative ligand coupling of the borate la using
VO(OEt)CL,.

OM—| NBu, OMe
VY
Q ﬂ VO(OECly 7
CH3CN/CH,Cl, O
1a =21, Ar 2a
conditions ~ -mmmmmommmmmmmmmmmmmmomees
(4 MeocsH4—E)£ Ph-Ph
3 4

Entry VO(OEt)Cl, Time Temp. Isolated yield of
[equiv.] [h] [°C] 2a [%)]

1 4 2 r.t. 89

2 4 0.033 r.t. 79

3 4 2 —42 62

4 2 2 r.t. 84

5 1 2 rt. 520!

6 0.5 2 r.t. 1802

7 0.1 2 r.t. 2kl

8t 0.1 2 r.t. 6

[l Determined by 'H NMR.
] Under molecular oxygen.

selectively afforded the hetero-coupling product 2a in
89% vyield (Table 1, entry 1), where no homo-coupling
product diyne 3 and a trace amount of biphenyl (4)
were observed. According to our previous study, 1a is
likely to couple intramolecularly.? This reaction was
quite fast in that it proceeded within 2 min to give 2a
in 79% yield (Table 1, entry 2). Even at —42°C, this
ligand coupling provided 2a in 62% yield (Table 1,
entry 3). Reducing the amount of VO(OEt)Cl, to
2 molar equivalents did not decrease the yield (84%,
Table 1, entry 4). However, lower equivalents resulted
in a significant decrease of yields (52, 18, and 2% for
1, 0.5, and 0.1 molar equivalents, respectively, Table 1,
entries 5-7). An improvement was observed in the re-
action under an oxygen atmosphere (Table 1, entry 8).

To investigate the vanadium species in this reaction,
the changes in the vanadium species with the addition
of the borate were monitored by ¥ V NMR experi-
ment. It was conducted with VOCI; as an external
standard (0 ppm), which was also used as a standard
for the quantitative evaluation in this reaction. First,
VO(OEt)Cl, was measured in THF-dg using an NMR
tube with a resealable J-Young valve attached under
a nitrogen atmosphere. The peak at —326 ppm was
observed for VO(OEt)Cl,. Addition of 0.1 molar
equivalents of the borate 1a [referred to VO(OELt)Cl,]
to this solution resulted in a decrease of VO(OEt)Cl,.
Finally, VO(OEt)Cl, was completely consumed after
the addition of a total of 0.5 molar equivalents of 1a.
This decrease is probably due to the conversion from
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V(V) to V(IV). The reaction was similarly worked up
and purified. The isolated yield of 2a in this NMR ex-
periment was 72% with >99% selectivity. These re-
sults clearly suggest that VO(OEt)Cl, contributes to
this coupling reaction as an oxidant.

Table 2. Oxidative ligand coupling of various borates 1b—f
using VO(OEt)CL,.

_| NBuy

o / VO(OEt)Cly
B (4 equiv.)
CH3CN/CHQCI2
=2/1,2h,
1 rt., Ar
1 % =H: 4
R?=Me: 5
R! R? Yield [%]®
2 4or5
1b H Y© 11, 19® trace
1cld H Y\/© 72 12
1d H l'i{\/\/\ 66 10

OMe
le Me Y©/ 72 8
1 Me NN g9 6

[l Determined by 'H NMR.
(1 1,1,2-Triphenylethene.
[l The counter ammonium cation is Me,N™.

The scope of the oxidative ligand coupling of vari-
ous borates 1b—f using VO(OEt)Cl, was investigated
as summarized in Table 2. Phenylethynyl(triphenyl)-
borate 1b reacted to give 2b in 11% yield as well as a
trace amount of 4, where the hydrophenylated prod-
uct of 2b, 1,1,2-triphenylethene, was also observed
(19%).11 When R is a phenethyl or a hexyl group,
the corresponding hetero-coupling product was ob-
tained mainly (72 and 66% yields, respectively), while
around 10% of the homo-coupling product 4 was also
formed in each case. The ligand coupling reaction
using the borates le and 1f, prepared from tris(4-tol-
yl)borane, also afforded the corresponding hetero-
coupling products 2e and 2f mainly (72 and 79%
yields, respectively). An ionic mechanism has been
proposed in the iodine-induced coupling of alkynyl-
triorganoborates.’ The homo-coupling product is ob-
served in the present case, but was not found in the
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iodine-induced one. Another reaction path via an
electron transfer mechanism™>! may be operating in
our case as reported in our previous study of the oxo-
vanadium-induced coupling of borates.!'”)

A one-pot procedure through the in situ prepara-
tion of the borate was demonstrated using triphenyl-
borane  and  1l-ethynyl-4-methoxybenzene  (5;
Scheme 1). Lithiation of 6 by the treatment with
BuLi, followed by the addition of triphenylborane,
generated the corresponding borate. Then, the evapo-
ration of THF was carried out to replace the solvent
by CH;CN. To the reaction mixture was added 4
molar equivalents of VO(OEt)CIl, to afford the de-
sired 2a in 76% yield together with a small amount of
4 (5%). The homo-coupled diyne 3 was not obtained
in this reaction.

OMe OMe
BulLi (1.8 equiv.)
THF, r.t., 1 h, Ar

7 Z

H' 6 (1.2 equiv.) L

Ph3B-Py (1 equiv.)

w/0
N

rt,1h, Ar
N
P’ Ph
concentration VO(OEt)Cl,
under vacuum (4 equiv.) 2a + 4
then addition of ~ rt. 2h, Ar 76% 5%

CH4CN

Scheme 1. One-pot oxidative ligand coupling of the borate
through its in situ preparation.

In conclusion, the chemoselective oxidative ligand
coupling of alkynyl(triaryl)borates is achieved by the
treatment with VO(OEt)Cl,, forming the sp—sp*
carbon-carbon bond. A one-pot procedure through
the in situ preparation of the borate was demonstrat-
ed. Further investigations on the catalytic system are
now underway.

Experimental Section

Typical Procedure for the Preparation of the Borate 1

In a 3-necked, 100-mL round-bottom flask fitted with a
dropping funnel, was placed a stirring bar and the system
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was dried by heating under reduced pressure. Under an
argon atmosphere, THF (20 mL) and alkynyl compound
(12 mmol) were added into the flask, and the mixture was
cooled to —78°C. To the mixture was dropwise added
1.59M BuLi hexane solution (6.92mL, 11 mmol) over
30 min at the same temperature. After 1 h, the triarylborane
pyridine complex (10 mmol) was added to the reaction mix-
ture at the same temperature. The reaction mixture was al-
lowed to warm to room temperature. After 1h, a small
amount of methanol was added to quench the reaction.
After concentration, the residue was dissolved in methanol.
To the solution, tetrabutyl- or tetramethylammonium halide
(10 mmol) was added, and the resulted white precipitate
was filtered and washed with cold methanol to give the de-
sired borate 1.

General Procedure for the Oxidative Coupling of the
Borate 1 using VO(OEt)Cl,

In a 2-necked, 20-mL round-bottom flask was placed a stir-
ring bar and the apparatus was dried by heating under re-
duced pressure. Under an argon atmosphere, acetonitrile
(2mL), dichloromethane (1mL), and the borate 1
(0.30 mmol) were added into the flask, followed by the addi-
tion of VO(OEt)Cl, (2.0M solution in dichloromethane,
0.6 mL, 1.2 mmol) at room temperature. The mixture was
stirred for 2 h at room temperature, then quenched by the
addition of a pH7 aqueous buffer solution (KH,PO,/
Na,HPO,). After extraction with Et,O three times, the com-
bined organic layer was washed with brine, dried over
MgSO,, and evaporated. The resulting crude product was
purified by preparative TLC (hexane) to afford the corre-
sponding coupling product 2.

One-Pot Procedure for the Oxidative Coupling using
VO(OEY)Cl,

In a 2-necked, 20-mL round-bottom flask was placed a stir-
ring bar and the apparatus was dried by heating under re-
duced pressure. Under an argon atmosphere, THF (5 mL)
and 1-ethynyl-4-methoxybenzene 6 (48 mg, 0.36 mmol) were
added into the flask. To the mixture was dropwise added
1.59M BuLi hexane solution (0.34 mL, 0.54 mmol) over
30 min at room temperature. After 1 h, the triphenylborane
pyridine complex (96 mg, 0.3 mmol) was added to the reac-
tion mixture. After 1 h, the reaction mixture was slowly con-
centrated and dried under reduced pressure, then acetoni-
trile (SmL) was added, followed by the addition of
VO(OEt)Cl, (2.0M solution in dichloromethane, 0.6 mL,
1.2 mmol) at room temperature. The mixture was stirred for
2 h, then quenched by the addition of a pH 7 aqueous buffer
solution (KH,PO,/Na,HPO,). After extraction with Et,O
three times, the combined organic layer was washed with
brine, dried over MgSO,, and evaporated. The resulting
crude product was purified by preparative TLC (hexane) to
afford the corresponding coupling product 2a.

Acknowledgements

Thanks are due to the Analytical Center, Graduate School of
Engineering, Osaka University, for the measurement of the

asc.wiley-vch.de 1027


http://asc.wiley-vch.de

COMMUNICATIONS

Toru Amaya et al.

B and 'V NMR spectra. This work was supported by a
Grant-in-Aid for Scientific Research on Priority Areas “Ad-
vanced Molecular Transformations of Carbon Resources”
from the Ministry of Education, Culture, Sports, Science and
Technology, Japan.

References

(1]
2]

1028

K. Sonogashira, Y. Tohda, N. Hagihara, Tetrahedron
Lett. 1975, 4467-4470.

a) E.-I. Negishi, Acc. Chem. Res. 1982, 15, 340-348;
b) L. A. Agrofoglio, 1. Gillaizeau, Y. Saito, Chem. Rev.
2003, 7103, 1875; c) E.-I. Negishi, L. Anastasia, Chem.
Rev. 2003, 103, 1979-2017; d) H. Doucet, J.-C. Hierso,
Angew. Chem. 2007, 119, 850-888; Angew. Chem. Int.
Ed. 2007, 46, 834-871.

a) T. Kauffmann, Angew. Chem. 1974, 86, 321-335;
Angew. Chem. Int. Ed. Engl. 1974, 13, 291-305; b) Y.
Ito, T. Konoike, T. Saegusa, J. Am. Chem. Soc. 1975,
97, 2912-2914; c) B. H. Lipshutz, K. Siegmann, E.
Garcia, J. Am. Chem. Soc. 1991, 113, 8161-8162; d) T.
Fujii, T. Hirao, Y. Ohshiro, Tetrahedron Lett. 1992, 33,
5823-5826; e) T. Hirao, Chem. Rev. 1997, 97, 2707 -
2724; f) P.S. Baran, M. P. DeMartino, Angew. Chem.
2006, 118, 7241-7244; Angew. Chem. Int. Ed. 2006, 45,
7083-7086; g) Y. Zhao, H. Wang, X. Hou, Y. Hu, A.
Lei, H. Zhang, L. Zhu, J. Am. Chem. Soc. 2006, 128,
15048-15049; h) T. Hirao, in: Vanadium: The Versatile
Metal, (Eds.: K. Kustin, J. C. Pessoa, D.C. Crans),
American Chemical Society, Washington, DC, 2007,
pp 2-27.

T. Ishikawa, A. Ogawa, T. Hirao, Organometallics 1998,
17, 5713-5716.

For recent reports: a) T. Nagano, T. Hayashi, Org. Lett.
2005, 7, 491-493; b) G. Cahiez, C. Chaboche, F. Mahu-
teau-Betzer, M. Ahr, Org. Lett. 2005, 7, 1943-1946;
¢) D. S. Surry, X. Su, D. J. Fox, V. Franckevicius, S.J. F.
Macdonald, D.R. Spring, Angew. Chem. 2005, 117,
1904-1907; Angew. Chem. Int. Ed. 2005, 44, 1870-
1873; d) S. Carrettin, J. Guzman, A. Corma, Angew.
Chem. 2005, 117, 2282-2285; Angew. Chem. Int. Ed.
2005, 44, 2242-2245; e) Y. Miyake, M. Wo, M.

(6]

[7]

(8]
9]
(10]

(11]

(12]

(13]

[14]

[15]

Rahman, M. Iyoda, Chem. Commun. 2005, 411-413;
f) C. Gonzilez-Arellano, A. Corma, M. Iglesias, F.
Sanchez, Chem. Commun. 2005, 1990-1992; g) D.S.
Surry, D. J. Fox, S. J. F. Macdonald, D. R. Spring, Chem.
Commun. 2005, 2589-2590; h)S.R. Kanth, G. V.
Reddy, T. Yakaiah, B. Narsaiah, P.S. Rao, Synth.
Commun. 2006, 36, 3079-3084; i) A. Krasovskiy, A.
Tishkov, V. del Amo, H. Mayr, P. Knochel, Angew.
Chem. 2006, 118, 5132-5136; Angew. Chem. Int. Ed.
2006, 45, 5010-5014; j) G. Cahiez, A. Moyeux, J. Buen-
dia, C. Duplais, J. Am. Chem. Soc. 2007, 129, 13788—-
13789; k) Z. Xu, J. Mao, Y. Zhang, Catal. Commun.
2008, 9, 97-100; 1) W. Liu, A. Lei, Tetrahedron Lett.
2008, 49, 610-613; m) T. Vogler, A. Studer, Adv. Synth.
Catal. 2008, 350, 1963-1967; n) K. Mitsudo, T. Shiraga,
H. Tanaka, Tetrahedron Lett. 2008, 49, 6593 -6595.

A. Suzuki, N. Miyaura, S. Abiko, M. Itoh, H. C. Brown,
J. A. Sinclair, M. M. Midland, J. Am. Chem. Soc. 1973,
95, 3080-3081.

S.R. Dubbaka, M. Kienle, H. Mayr, P. Knochel,
Angew. Chem. 2007, 119, 9251-9255; Angew. Chem.
Int. Ed. 2007, 46, 9093-9096.

T. Ishikawa, A. Ogawa, T. Hirao, J. Am. Chem. Soc.
1998, 120, 5124-5125.

T. Ishikawa, A. Ogawa, T. Hirao, J. Organomet. Chem.
1999, 575, 76-79.

T. Ishikawa, S. Nonaka, A. Ogawa, T. Hirao, Chem.
Commun. 1998, 1209-1210.

a) T. Hirao, T. Takada, A. Ogawa, J. Org. Chem. 2000,
65, 1511-1515; b) T. Hirao, T. Takada, H. Sakurai,
Org. Lett. 2000, 2, 3659-3661; c) T. Takada, H. Sakurai,
T. Hirao, J. Org. Chem. 2001, 66, 300—302.

H. Mizuno, H. Sakurai, T. Amaya, T. Hirao, Chem.
Commun. 2006, 5042 -5044.

a) E.-I. Negishi, J. Organomet. Chem. 1976, 108, 281 -
324; b) G. M. L. Cragg, K. R. Koch, Chem. Soc. Rev.
1977, 6, 393-412; c) A. Suzuki, Acc. Chem. Res. 1982,
15,178-184.

A phenyl radical-like species may be considered to be
involved.

P. Abley, J. Halpern, J. Chem. Soc. Chem. Commun.
1971, 1238 -1239.

asc.wiley-vch.de

© 2009 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

Adv. Synth. Catal. 2009, 351, 1025-1028


http://asc.wiley-vch.de

