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Copper-catalyzed C-N bond formation has long been a practical
and efficient method for the construction of aryl C-N bonds in
both academic and industrial settings.1 Recently we reported on an
enhanced version of the Goldberg reaction,2 the copper-catalyzed
amidation of aryl and heteroaryl halides, using CuI and chelating
1,2-diamines in combination with K3PO4, K2CO3, or Cs2CO3.3 Al-
though this process displays increased activity and substrate scope
relative to its predecessors, the development of improved catalysts
hinges on our ability to understand the catalytic events. Herein we
report on a mechanistic study identifying the role of the diamine
in preventing multiple ligation of the amide4,5 and also demonstrate
that a copper(I) amidate can serve as a potential intermediate during
the N-arylation process.6

The reaction between 3,5-dimethyliodobenzene (1) and 2-pyr-
rolidinone (2) was selected for the kinetic studies due to its effi-
ciency (99% yield after 2 h, eq 1). The reactions were continuously
monitored in a reaction calorimeter (Omnical SuperCRC) as pre-
viously described.7,8 Since our initial studies focused on determining
the precise role of the diamine in this reaction, the reaction rate was
examined as a function of [3]. As shown in Figure 1, a nonlinear
relationship between [3] and the reaction rate was observed over a
19-fold change in [3]. The observation that complete dissolution
of the copper(I) salt occurs in a mixture containing3 and CuI in a
1:1 ratio precludes an explanation for the saturation behavior based
on a change in solubility of the active copper(I) species.6b A first-
order dependence on [copper]total in reactions with Cu(I):3 ratios
of both 1:2 and 1:10 also rules out catalyst decomposition.10

A third possibility for the saturation dependence on [3] suggests
that multiple ligation of the amide leading to an inactive copper
species may be prevented at high concentrations of3.3c,9 The
mechanism shown in Scheme 1 proposes that the intermediate
copper(I) amidate (B) is formed either through amide coordination
to A followed by deprotonation or through diamine association and
subsequent amide dissociation fromC. Once formed,B reacts with
the aryl iodide, affording the desiredN-arylated amide. The
corresponding rate expression is given by eq 2 (where quasi-
equilibria are assumed:K1 ) k1/k-1 and K2 ) k2/k-2). This is
consistent with the kinetic data in Figure 1, showing saturation
kinetics in [3] with all other concentrations held constant.11

Evaluating the kinetic dependence on [Amide] provides ad-
ditional support for this model in the form of limiting cases of the
rate expression given in eq 2.12 Specifically, the first-order diamine

dependence at low [3] suggests that under these conditions the
resting state of the catalyst is the multiply amide-ligated species
C. Increasing concentrations of the diamine3 drive the reaction
back to intermediateB in equilibrium with A. Thus, increasing
concentrations of diamine increases the reaction rate, while increas-
ing amide concentrations should suppress it. This results in the
limiting case of the rate expression of eq 2 shown in eqs 3a and
3b. The straight-line relationship between the function rate/[ArI]
and 1/[Amide] provided by eq 3b is borne out in Figure 2a, where
three experiments performed at different [Amide] converge into
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Figure 1. Reaction rate at 50% conversion of1 vs [3] in the N-arylation
of 2 (0.8 M) with 1 (0.4 M) using [CuI] (0.02 M).

Scheme 1. Proposed Mechanism

Figure 2. Reaction rate dependence on [amide]. (a) rate/[ArI] vs 1/[Amide]
at low [3] (10 mol %3, 5 mol % CuI). Reaction conditions: [1]o ) 0.4 M,
(O) [2]o ) 0.9 M, (]) [2]o ) 0.7 M, (0) [2]o ) 0.6 M. (b) rate/[Amide] vs
[ArI] at high [3] (70 mol % 3, 5 mol % CuI). Reaction conditions: (O)
[2]o ) 0.9 M, [1]o ) 0.4 M, (]) [2]o ) 1.0 M, [1]o ) 0.6 M, (0) [2]o )
0.7, [1]o ) 0.6 M.

Published on Web 02/26/2005

4120 9 J. AM. CHEM. SOC. 2005 , 127, 4120-4121 10.1021/ja050120c CCC: $30.25 © 2005 American Chemical Society



the same straight-line relationship with slope equal toK′. These
data confirm the inverse dependence on [Amide] at low [3]. By
contrast, under conditions of high [3], Figure 2b reveals that a
straight-line relationship is observed between the function rate/
[Amide] versus [ArI], suggesting the limiting form of eq 2 shown
in eq 4b. This implies that, under high [3], K1[Amide] , 1 and the
resting state of the catalyst shifts to speciesA, giving first-order
kinetics in both [ArI] and [Amide] and zero-order kinetics in [3].

low [Diamine]:

high [Diamine]:

We sought to evaluate further the potential intermediacy of a
copper(I) amidate complex (B in Scheme 1) now that this species
was substantiated through kinetic analysis. To accomplish this goal,
copper(I) amidate5 was synthesized by mixing2 with mesityl-
copper at room temperature in toluene. As evidenced by the
broadened resonances in the1H NMR, 5 exists as multiple oligomers
in solution, which is consistent with the tendency of most copper-
(I) complexes to exist as aggregates.13 Upon addition of diamine3
to the solution containing5, however, a single species results as
indicated by the sharpened resonances of the copper(I) amidate
protons. Most significantly, the addition of aryl iodide1 to this
mixture of5 and3 at 0 °C resulted in complete conversion of the
copper(I) amidate, affording at1/2 of 3.1 min (eq 5).14 This
experiment establishes both the chemical and kinetic competency
of a copper(I) amidate intermediate.

In summary, the kinetic data suggest that the diamine serves to
prevent multiple ligation of the amide. Higher concentrations of
the diamine allow the activation of the aryl iodide to become the

rate-limiting step. At low concentrations of diamine, however, the
catalyst resides as a multiply ligated species, which requires the
dissociation of an amide through diamine coordination to generate
the active copper(I) amidate, an intermediate that has been
demonstrated to be both chemically and kinetically competent for
the N-arylation. These results show that both the diamine and the
amide play vital roles in the rate at which theN-arylation occurs.
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Note Added after ASAP Publication: In the version published
on the Internet February 26, 2005, there were production errors in
eqs 3a, 3b, and 4a. In the final version published March 1, 2005,
and in the print version, these equations are correct.
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rate
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