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ABSTRACT
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A method for the cross-coupling of alkyl electrophiles with various potassium aryl- and heteroaryltrifluoroborates has been developed. Nearly
stoichiometric amounts of organoboron species could be employed to cross-couple a large variety of challenging heteroaryl nucleophiles.
Several functional groups were tolerated on both the electrophilic and the nucleophilic partners. Chemoselective reactivity of C(sp®)—Br

bonds in the presence of C(sp?)—Br bonds was achieved.

Several recent studies have focused on the development of
cross-coupling strategies to unite alkyl electrophiles with aryl
nucleophilic partners." Among these, the Suzuki—Miyaura
reaction has emerged as one of the most powerful methods
because of the low toxicity, air and water stability, functional
group compatibility, and commercial availability of the orga-
noboron compounds.>* Nickel catalysts were reported to be
among the most successful for C(sp?>)—C(sp?) bond formation
via the Suzuki—Miyaura reaction.! Nevertheless, limitations
to the developed method remain:* ® depending on the
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nucleophile, a significant excess of boronic acid is usually
required, and ortho-substituted arylboronic acids only cross-
couple to a limited extent. Perhaps most critically, only a
few isolated examples have been reported to partner alkyl
halides with heteroarylboron nucleophiles (e.g., indole-5-
boronic acid, thiophene-3-boronic acid), and virtually all
protocols explicitly have failed for other important heterocyclic
systems.”
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We envisioned that these limitations could be overcome
through the use of the more robust potassium aryl- and
heteroaryltrifluoroborates as nucleophilic coupling partners
in the Ni-catalyzed cross-coupling with various alkyl elec-
trophiles.” Using the reaction between 1-bromo-3-phenyl-
propane and a stoichiometric amount of potassium (4-
methoxyphenyl)-trifluoroborate (Scheme 1) as a template, a

Scheme 1. Optimization of the Cross-Coupling Conditions
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wide variety of catalyst/ligand combinations, solvents, bases,
and temperatures were screened.® The best coupling condi-
tions were determined to be 10 mol % of NiBr,eglyme, 10
mol % of 4,7-diphenyl-1,10-phenanthroline (bathophenan-
throline), and 3 equiv of LiHMDS in sec-butanol.®

With these results in hand, we investigated the cross-
coupling of 2-(bromomethyl)tetrahydro-2H-pyran with dif-
ferent potassium aryltrifluoroborates (Table 1).

Both electron-rich and electron-poor substituted trifluo-
roborates successfully underwent cross-coupling using nearly
stoichiometric amounts of the nucleophile (1.02 equiv).
Sterically hindered ortho-substituted trifluoroborates also
underwent the reaction in good yields (Table 1, entries 2
and 9). Additionally, substrates containing a secondary
alcohol (entry 7), a ketone (entries 8 and 9), and an alkene
(entry 5) were tolerated. Importantly, the reactions could be
performed on gram scale using only a 1 mol % catalyst
loading with little effect on the yield (entry 2).

To expand the scope of this method, we examined the
cross-coupling of the same alkyl bromide with a large variety
of heteroaryltrifluoroborates including furans, benzo- and
dibenzofuran, pyridines, pyrimidines, thiophenes, quinolines,
indole, and imidazole, again using virtually stoichiometric
organotrifluoroborates (Table 2).

The corresponding cross-coupled products were obtained
in moderate to good yields. Given the extraordinarily high
propensity for heteroarylboron reagents to undergo protode-
boronation,” these transformations represent a significant
advance in the formation of core substructures of greatest
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Table 1. Cross-Coupling of 2-(Bromomethyl)tetrahydro-
2H-pyran with Potassium Aryltrifluoroborates

NiBryglyme (10 mol %)

R-BF.K Br = bathophenanthroline (10 mol %) R O
"BFaK+ LiHMDS (3 equiv), s-BuOH
60

°C,5-26 h

entry R-BF3K yield %

! entry R-BF3K yield %
MeO. BFK - 11 o O
! \C[ R=OMe,72 | BFeK
R :

BF3K R =o0-Me, 76 :
A 3 ) H
2 gl R = m-Me, 81(76)°} BFsK
Z R =pMe70 !

BFsK
3 /©/ 64
FiC
/‘K@/ BFsK

7
68

BF4K
53
° \/©/

“ Reactions run at 80 °C. ” Reaction performed on 5 mmol scale using
1 mol % catalyst loading.

Table 2. Cross-Coupling of 2-(Bromomethyl)tetrahydro-
2H-pyran with Potassium Heteroaryltrifluoroborates

NiBr,eglyme (10 mol %)

HetAr-BFgK + Br 0 bathophenanthroline (10 mol %) HetAr o
LiHMDS (3 equiv), s-BuOH

60°C, 6-20 h

entry R-BFgK yield %

entry R-BFzK yield %

; BF:,K 78

BF:K
8 (j©/ 82
N

BF4K

BF 4K
10 7 71
N
BF4K
1 NS 59
=

s , =080 NN
X=$,58 2 51
I
N p 7 &
6 |j/ R- OM s B 63
=0Me, 71 Br /
R)\N/ \_

“ Reaction performed on 5 mmol scale using 1 mol % catalyst loading.

interest in the pharmaceutical, agrochemical, and materials
science sectors. As in the case of the aryltrifluoroborates, a
heteroaryl cross-coupling could be carried out on gram scale
using only 1 mol % of the nickel catalyst (entry 4). Of
additional interest, the C(sp?>)—Br bond in 5-bromo-3-
pyridyltrifluoroborate remained intact during the cross-
coupling reactions, maintaining the potential for further
functionalization of the pyridine (entry 13).
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To test the general applicability of our method to other
electrophiles, potassium 2-benzofuranyl- and 4-pyridinyltri-
fluoroborate were reacted with various functionalized alkyl
halides (Table 3).

Table 3. Cross-Coupling of Diverse Alkyl Halides with
Potassium 2-Benzofuranyl- and 4-Pyridinyltrifluoroborates

Q Q
NiBr,eglyme (10 mol %)

or bathophenanthroline (10 mol %) 1

+ Alkyl-X
N//\:\>—A|ky|

4 LiIHMDS (3 equiv), s-BuOH
NQ\>_BF3K X=1,Br 60°C,12-16 h
2

entry Alkyl-X yield% | entry Alkyl-X yield %
1 B 179 1 7 ~~~UBr 1 T0
2, 81 cl 2 61
Br
Br

3 Bno">B" 2,76
o>_/Br 1,76

4 5
Eo 2,78

5 EtOQC\/\/\/ Br 2,722

I
8 NN 2,63
| 1,60

271

1,67

10 O’Br 2,68
1,71

11 OBr 2 65

1,63 | 4o Br 1,62

6 Msr 2,68 \/\)\/ 2,63

©

“Isolated as the s-Bu ester.

Electrophiles containing an acetal, a benzyl ether, and a
distal olefin were tolerated (Table 3). p-Bromo-(3-bromopro-
pyD)-benzene smoothly underwent chemoselective cross-
coupling at the C(sp*)—Br bond, leaving the C(sp*)—Br bond
available for further functionalization (entry 2). Another
bidirectional functionalization opportunity arises from the
selective reactivity of alkyl bromides and iodides over alkyl
chlorides (entries 7 and 8). The same set of conditions could
be applied to the successful cross-coupling of secondary
bromides and iodides (entries 9—12). Although stereochem-
ical studies have not been conducted, on the basis of
previously reported investigations® we would anticipate that
these processes would transpire via radical intermediates, and
thereby the stereochemical fidelity of enantioenriched starting
materials would not be transferred to the products.

The conditions employed for the cross-coupling of alkyl
iodides and bromides were not successful when applied to the
more challenging alkyl chlorides. As previously reported in the
literature,” the use of L-prolinol as a ligand was required for
the reaction of alkyl chlorides (Table 4). Although the ortho-
substituted boronic acids have been problematic in the Ni-
catalyzed cross-coupling with alkyl chlorides,” use of the more
stable potassium trifluoroborates led to the formation of the
desired product in 60% yield (entry 5)."°

In conclusion, we have developed an efficient method for
the Ni-catalyzed cross-coupling of unactivated halides. Batho-
phenanthroline was used as a ligand for the Suzuki—Miyaura

Org. Lett, Vol. 12, No. 24, 2010

Table 4. Cross-Coupling of Various Alkyl Chlorides with
Potassium Aryl- and Heteroaryltrifluoroborates
NiClyeglyme (5 mol %)
L-Prolinol (10 mol %)
NaHMDS (3 equiv), s-BuOH

Alkyl-Cl + Ar/HetAr-BF;K Alkyl-Ar/HetAr

80 °C, 2428 h
entry Alkyl-Cl Ar/HetAr yield %
o ¢ KF3B
1 Q_/ \©/ 60
o ¢ KF3B
2 4’\)_/ 54
(o]

o o KeB, O
3 D_/ O 47
o a KF3B._~
IS S G
SN
N

KF4B
o
KF3B
\©/ 492

“ Reaction using KHMDS (3 equiv).

Y

cross-coupling of alkyl bromides and iodides with aryl and
heteroaryl nucleophiles, while L-prolinol was required for the
cross-coupling of alkyl chlorides. Several major advances have
derived from these studies: (1) Only 1 equiv of the organoboron
reagent is necessary, as opposed to 1.2 to 2 equiv reported in
previous studies; (2) both heteroaryl- and sterically hindered
ortho-substituted organoborons, previously reported to be
problematic substrates, can be coupled in good yields; and (3)
on a larger scale, low (1 mol %) catalyst loadings can be used
to effect efficient cross-coupling. The use of organotrifluorobo-
rates thus represents a significant advance in cross-coupling with
alkyl halide electrophiles.
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(10) Under these conditions, reactions of other heteroaryltrifluoroborates
(furans, thiophenes, pyrazoles) proceeded in relatively low yield (<40%,
data not shown). The cross-coupling of alkyl chlorides with aryl- and
heteroaryltrifluoroborates is currently under study.
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