Organometallics 2008, 27, 4841-4843 4841

Palladium-Catalyzed Intramolecular Coupling of Arenes and
Unactivated Alkanes in Air

Benoit Liégault and Keith Fagnou*

Center for Catalysis Research and Innovation, University of Ottawa, Department of Chemistry, 10 Marie
Curie, Ottawa, Ontario KIN 6N5, Canada

Received August 13, 2008

Summary: Palladium-catalyzed arene—alkane coupling reac-
tions are described that create a new C(sp’)—C(sp’) bond
between an azole ring and an unactivated methyl substituent.
The reactions employ a simple, readily available palladium
catalyst, exhibit high regioselectivity with respect to both the
azole and the alkane moieties, and can be performed in an open
flask using air as the terminal oxidant.

Most methods for the formation of carbon—carbon bonds
depend heavily on substrate activation, requiring the prefunc-
tionalization of both organic coupling fragments.' Recently,
processes capable of achieving reaction at unactivated C—H
bonds have emerged as valuable alternatives, since only one
reaction component requires preactivation.””’ In contrast, C—C
bond forming reactions involving C—H bonds on each coupling
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partner are rare,® '® particularly those at unactivated sp’
positions.'! Herein, we describe the development of arene—alkane
coupling reactions belonging to this final category that create a
new C(sp)—C(sp’) bond between an azole ring and an
unactivated methyl substituent using air as the terminal oxidant.

To evaluate the feasibility of these transformations, a range
of substrates was evaluated and promising outcomes were
obtained with the N-pivalylpyrrole 1 (Table 1). An assess-
ment of the important reaction parameters revealed that the
quantity of base employed is crucial. In the absence of base,
very little reaction is observed (entry 1). With an amount of
base equal to or slightly greater than the amount of Pd, the
conversion increases to greater than 90%, and good yields of 2
can be achieved. As the amount of base is further increased,
the yield of the desired product drops significantly (entries 6
and 7).

Of the terminal oxidants that were evaluated, we were pleased
to find that the use of an air atmosphere at ambient pressure
provided superior outcomes compared to the use of other
common oxidants such as copper(Il) acetate and silver(I) acetate
(entries 16 and 17). We also found that the use of an oxygen
atmosphere provided no benefit to the use of air (entry 15).
Under the optimal conditions (10 mol % Pd(OAc),, 20 mol %
NaO-#-Bu in PivOH (0.5 M) at 110 °C under an air atmosphere),
the [3.3.0] azabicycle 2 could be obtained as one regioisomer
in 67% isolated yield (entry 4). The remainder of the mass
balance may be accounted for by the presence of unreacted
starting material, and in the case of very electron-poor substrates,
removal of the pivalyl moiety was also observed; however, the
resulting free NH pyrrole proved to have no negative effect on
the reactivity.

Additional examples of reactions with other substituted
pyrroles are included in Table 2. Electron-rich and -deficient
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Table 1. Optimization of the Reaction Conditions

o Pd(OAC), (10%)
Base (0-200%) o
Ph@)\g Additive (1 equiv.) Ph—</;'\i§< N Ph—@H
= H H . Air = =
MeO,C POl 02M) meo,c , MeOL
NMR Yield**
Entry Base Additive SM Consumption® 2 3
1 32 15 0
2 NaO-#-Bu (5%) 88 75 0
3 NaO-#-Bu (10%) 95 81 0
4 NaO-#-Bu (20%) 97 82(67) 0
5 NaO-#-Bu (50%) 95 76 0
6 NaO-#-Bu (100%) 84 52 8
7 NaO-#-Bu (200%) 88 32 32
8 Na,COs3 (20%) 56 42 5
9 Rb,CO3 (20%) 88 34 27
10 NaOPiv (20%) 84 65 2
11 KOPiv (20%) 55 45 3
12 CsOPiv (20%) 90 33 2
13 (i-Pr),EtN (20%) 30 18 5
14 DABCO (20%) 43 0 38
15 NaO-#-Bu (20%) dry O,° 83 49 0
16  NaO-r-Bu (20%) Cu(OAc),? 62 25 2
17 NaO--Bu (20%) Ag(OAc)? 67 35 4

“ Determined by '"H NMR analysis of the crude reaction mixture, in
acetone ds, using 1,3,5-trimethoxybenzene as an external standard.
®Isolated yield in parentheses.  Balloon pressure. ¢ Reaction conducted
in a sealed vial.

Scheme 1. Six-Membered-Ring Closure Reaction
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Scheme 2. Deuterium Incorporation using PivOD as the
Reaction Solvent
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Scheme 3. Kinetic Isotope Effect
o)
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a cp NaO#-Bu (20%) /N
Ph—_J  opPs Ph—
3 Air, PivOH (0.5 M)
MeO,C  20° 120°C, 15h MeO,C D/H HPD
ku/kp = 5.1 219

arenes as well as esters and ketones may be present. The
combined presence of the aromatic and resonance electron-
withdrawing groups appears to facilitate the process. If either
the arene or the electron-withdrawing group is removed (entries
2 and 4), lower yields are produced under the current conditions.
Differentially substituted amides may also be employed (Table
2), and very high selectivity can be achieved with respect to
the alkyl substituent. For example, reaction is observed at a
methyl group in preference to a methylene of an ethyl or a
cyclohexyl group. Similar selectivity has been observed in other
aryl—alkane coupling reactions.”*>¢ If a phenyl group is
situated close to the pyrrole ring, preferential reaction is
observed at an sp” aryl position, as illustrated in Scheme 1.7
While such reactivity is well-known for the formation of five-
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Table 2. Scope of the Reaction with Various Substituted Pyrroles

o
Pd(OAc), (10 mol%) O
N NaOt-Bu (20 mol%) N
R— R
Ny H Air, PivOH (0.5 M) =
ROC 120°C, 15 h rod
Entry Substrate Product Yield (%)?
o o
— Pt
u CH
MeO,C 4 MeO,C 5
o o
2 Meg@_@)‘\g Me /N 120
— H —
H
6 7
o o
3 ac@—@'ﬁ\g acM 55b
o H —
H
MeO,C 8 MeO,C 9
o 0
4 Meﬁ)‘\g Me 7N 29P
e Pt
H M 1
Et0,C 10 Et0,C
o 0
5 4 N)X\\f & ar
o —
Hop 13
Ac Ac
o 0
o —
H oy 1
PhOC PhOC 5
Ph @ Ph 0
H o 17
EtO,C 16 EtO,C

“Tsolated yield. ® Only one isomer detected by GC-MS and 'H NMR;
regioselectivity determined by NOESY experiments. “20 mol % of
Pd(OAc),.

Scheme 4. Proposed Mechanism
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membered rings,'” the formation of a six-membered ring by

this method is exceedingly rare,'? suggesting that this too may
merit further attention.
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Table 3. Scope of the Reaction with Various Substituted Amides

9 o
R Pd(OAC), (10 mol%)
X [
N N NaOH-Bu (20 mol%) " R
Ny CH Air, PivOH (0.5 M) = R’
MeO,C 120°C,15h MeO,C
Entry Substrate Product Yield (%)?
0 o
1 Me //N)\\\f\ Me //N 41
n CH
MeO,C 18 MeO,C 19
Q o)
2 //N //N 59b
n CH
MeO,C 20 MeO,C 21
0 o
3 7N /N 450
= H H =
MeO,C 22 MeO,C 23

“ Isolated yield.  Only one isomer detected by GC-MS and 'H NMR;
regioselectivity determined by NOESY experiments. < 'H NMR of the
crude product revealed the presence of a 7:1 mixture of isomers, in
favor of 23.

As an initial probe of the underlying reactivity and selectivity,
deuterium-labeling experiments were performed. Interestingly,
when 1 was subjected to the standard reaction conditions using
PivOD as the solvent (over 3 h), significant deuterium incor-
poration was observed at both the 2- and 4-positions of the
unreacted pyrrole starting material as well as on the pyrrole
ring of the product (Scheme 2).'*> When the same reaction was
performed in the absence of palladium catalyst, no deuterium
incorporation was noticed. We also observed a large primary
kinetic isotope effect (KIE) of 5.1 at the methyl (Scheme 3). A
KIE of comparable magnitude has previously been reported in
other palladium-catalyzed aliphatic C—H bond cleaving
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processes.> These results point to a reversible pyrrole
palladation—proto(deuterio)depalladation step that is followed
by an irreversible alkane C—H bond cleavage step leading to
product formation (Scheme 4). This may also imply that the
regioselectivity and reactivity with respect to the pyrrole moiety
may be governed not by the ability of the catalyst to induce
selective C—H bond cleavage but by the persistence of one of
the aryl—palladium intermediates, allowing a slower aliphatic
C—H bond cleavage to occur.'*

In conclusion, oxidative couplings of an arene with an
unactivated methyl group can be achieved under palladium
catalysis employing air as the terminal oxidant. The knowledge
that such processes are possible should prompt a greater
evaluation of their application in organic synthesis as well as
the establishment of improved conditions for their use. The
reasons for the observed selectivity are interesting and merit
further attention, as is a greater evaluation of the substrate scope.
These studies are underway.
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