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1. Introduction
A key role of copper is generally accepted in various

scientific fields, for example, in organic synthesis for the
formation of C-C bonds, in superconductors, and in biologi-
cal oxygenation processes. The structure elucidation of
copper complexes in solution and the characterization of the
electronic structure and bonding at Cu sites greatly benefit
chemists and structural biologists in systems such as orga-
nometallic copper compounds (for selected articles and
reviews see refs 1–8), copper proteins,9–12 amyloid related

peptides,13 or copper model systems relevant to organocopper
chemistry and biological systems.14–17 This is because
detailed structural information is often essential for under-
standing the mechanisms that afford the enormous synthetic
and biological potential of Cu(I)/Cu(III) and Cu(I)/Cu(II)
redox systems. In solution, the spectroscopic methods,
applied in structure elucidation processes, differ substantially
between Cu(I)/Cu(III) compounds and systems containing
Cu(II). This is due to the different magnetic properties of
Cu(II) compared to Cu(I) and square planar Cu(III) com-
plexes. Because Cu(II) is paramagnetic, electron spin reso-
nance (ESR) spectroscopy is mainly applied to the solution
state structure determination of Cu(II) containing systems.
On the other hand, high resolution NMR spectroscopy is the
method of choice for diamagnetic Cu(I) and Cu(III) com-
pounds. For large proteins, paramagnetic NMR spectroscopy
forms the link between the two methods and has been
performed with great success.18,19 In protein structure
elucidation, the marginal deviations between solid state and
solution structures often allow a direct transfer of information
from X-ray crystallographical data. In contrast, the radii of
Cu(II) containing organometallic compounds and chiral
copper complexes are usually so small that paramagnetic
NMR is hardly feasible because of extreme line broadening
effects. Therefore, the absence of Cu(II) is of great impor-
tance for the successful application of high resolution NMR
spectroscopy of diamagnetic complexes as narrow line widths
are indispensible. For example, in 63Cu NMR spectroscopy,
the broadenings of the copper signals are 2% when 1% of
the copper is present as copper(II), whereas an increase in
the copper(II) content to 9% results in a line broadening
effect of 870%.20 In addition, the solvent effects on the
structures and reactivities of organocopper compounds are
legendary. Therefore, for organocopper compounds in solu-
tion, the existence or dominance of a structure cannot be
inferred directly from crystal structures and the solution
aggregation numbers and aggregate sizes must be determined
independently. Considering the different spectroscopic ap-
proaches for paramagnetic, diamagnetic, biomacromolecular,
and organometallic systems, a comprehensive coverage of
all these methods is far beyond the scope of this article. To
address copper compounds, which are important for applica-
tions in organic synthesis, this review focuses on the NMR
spectroscopic structure elucidation and the resulting structures
of small diamagnetic Cu(I) and Cu(III) organocuprates and
copper complexes in solution.

At first, the principles and the application range of 63/65Cu
NMR in solution is described. Due to the large quadrupole
moments of 63Cu and 65Cu, the scope of 63/65Cu NMR in
solution is limited to some highly symmetric complexes with
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an undisturbed tetrahedral coordination of the copper ions.
Despite this restriction, structural information can be obtained
about the π-acceptor properties of ligands, the symmetry of
the complexes, and ligand exchange processes.

However, most of the synthetically important copper
complexes are less symmetrical and show lower coordination
numbers on copper. This facilitates the formation of inter-
mediate structures with substrates or the performance of
ligand accelerated catalysis,3 but severly restricts the potential
of 63/65Cu NMR. Therefore, the NMR structural investiga-
tions, which are possible for these complexes, are limited to
the NMR active nuclei of ligands or substituents. Another
characteristic feature of these copper complexes with lower
coordination numbers is the potential self-aggregation into
dimeric, oligomeric, and polymeric structures.21–24 For
organocuprates, which are generally accepted as mechanistic
models for organocopper chemistry, a number of theore-
tical22,25–28 and experimental investigations23,24,29 have
shown that these aggregated species are most likely more
than unreactive resting states in solution. The reactivity and
the synthetic potential of copper(I) complexes or metal
organocuprate clusters were supposed to be based on the
ability of these complexes to form supramolecular assemblies
of a size that is appropriate to allow cooperative interactions
within the polymetallic cluster and the formation of open
conformations.22 The complicated structure determination of
these aggregated species in solution, the existence of dynamic
equilibria between several species, and the resulting sensitiv-
ity of the reaction to solvent and salt effects have so far been
a hindrance to a rational design capable of tapping the full
potential of copper reagents. Beside the fact that the structure
elucidation of such aggregated complexes still remains a real
challenge, the continually improving NMR methodology and,
in particular, the application of diffusion ordered spectros-
copy (DOSY for reviews see refs 30–37), has recently given
some insight into the structures of copper complexes in
solution.

After an overview of the principles and the application
range of 63/65Cu NMR in section 2, the main part of the
review deals with the structures of organocuprate reagents
and intermediates in solution (see section 3). In particular,
the structure determination of dimethylcuprate aggregates and

intermediates in solution is described, as they have been
investigated in the greatest detail so far. In addition,
dimethylcuprates are used as model systems in theoretical
calculations investigating the reaction pathways of organo-
cuprates. Completing the organocopper section, the recent
progress in amidocuprate structures is described. Recently,
the first structures of chiral copper complexes and precata-
lysts in solution were reported, allowing impressive new
insights into the structural diversity of synthetically famous
copper catalyzed addition reactions. Therefore, in section 4,
the NMR approaches and the resulting structures of copper
complexes with TADDOL-like thiol ligands and phosphora-
midite ligands are described. Furthermore, the progress in
structure eludication of copper complexes with ferrocene-
derived diphosphine and diimine ligands is presented.

2. 63Cu and 65Cu NMR Spectroscopy

2.1. General Applicability
Given the enormous success of NMR of metals (for some

recent reviews, see refs 38–48) for structural characterization
of important inorganic materials, organometallic molecules,
and biological systems, the use of copper NMR should have
the greatest potential for studying diamagnetic copper
complexes, but its scope of practical application is severely
limited. The two NMR active isotopes, 63Cu and 65Cu (both
I ) 3/2), have quite high natural abundances of 69.1 and
30.9% combined with magnetogyric ratios (γ) similar to 13C
(γ(63Cu) ) 7.1088 ·107 rad T-1 s-1, γ(65Cu) ) 7.6104 ·107

rad T-1 s-1, γ(13C) ) 6.7283 ·107 rad T-1 s-1). This
combination results in promisingly good receptivities with
respect to 13C (DC(63Cu) ) 382 and DC(65Cu) ) 298).49

However, the large quadrupole moments of 63Cu and 65Cu
(Q63Cu ) -0.220 ·10-28 m2 and Q65Cu ) -0.204 ·10-28

m2) have largely prohibited routine NMR experimentation.
In solid state NMR, the central transition powder patterns
can be in the order of MHz in breadth,50 and in high
resolution NMR, even small electric field gradients at the
nucleus lead to line widths in the kHz range or beyond
detectability due to effective quadrupolar relaxation.51–55 In
the solid state, nuclear quadrupolar resonance (NQR) has
been successfully used to probe copper sites of low symmetry
in inorganic salts,56 copper halides,57–61 high temperature
superconduc-
tors,62–65 and magnetic materials.66–69 Recently, frequency-
stepped 63/65Cu solid state NMR experiments were shown
to provide rapidly aquired 63/65Cu NMR spectra70 for a
variety of inorganic copper(I) complexes with large quadru-
polar interactions.50 In contrast, in solution NMR, it has not
been possible up to now to deal with large quadrupole
moments in a satisfactory manner. Thus, the observation of
any 63/65Cu signal is limited to very small electric field gradients
at the copper nucleus, which result from a high symmetry of
its environment.20 Consequently, mainly 63/65Cu spectra of
copper (I) complexes with rigorous Td symmetry, such as
CuL4-type complexes, have been reported so far. In case L
represents a P-donor ligand, often even well-resolved scalar
coupling patterns are observed in the 63/65Cu and 31P spectra
(see Figure 1a and b). 63/65Cu signals of complexes with reduced
symmetry, such as CuL3L′- and CuL2L′2-type complexes, are
extremely broad (see Figure 1c) and frequently not even detectable,
except for certain copper complexes with one CO ligand (see
below). To my knowledge, there are no reports in which 63/65Cu
NMR spectra of trigonal and linear copper(I) complexes have been
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successfully detected in solution. On the other hand, tetrahedral
copper(I) complexes, even in binary or ternary ligand systems,
possibly yield detectable signals.71,72 Despite these inherent restric-
tions to highly symmetrical Cu(I) complexes in solution, there are
some review articles on 63/65Cu NMR53–55,73 and a number of
63/65Cu spectra of Cu(I) complexes with various ligands, for
example, phosphites,20,51,72,74–78 phosphines,75,79,80 diphosphines,80–86

phosphaadamantanes,87 nitriles,20,71,72,74,78,88–97 derivatives of
pyridine,78 borates,98 bisseleno- and bistelluroethers,99 arsenic
and antimony donor ligands,80 and carbonyl compounds.55

2.2. Structural Information Available from 63/65Cu
NMR Spectra

From 63/65Cu NMR studies and related investigations
published so far, a couple of valuable structural parameters
about copper complexes in solution have been gathered. For
example, the π-acceptor properties of the copper bound
ligands or vice versa the extent to which the copper ion can
donate electrons to these ligands, have been measured based
on 63Cu NMR. This is possible because 63Cu chemical shifts
are primarily determined by the back-donation of electrons
from the copper d orbitals to the ligands.100,101

From the line width of the 63Cu signals and its temperature
dependence, information about the symmetry of the copper
complex and the ligand exchange rate can be obtained. In the
absence of ligand exchange contributions, quadrupolar relax-
ation is dominant and the 63Cu line width indicates the
symmetry of the electric field around the copper nucleus.51,88,100

In this quadrupolar relaxation regime, 63Cu NMR signals
become sharper with increasing temperature (see Figure 2), as
generally known for NMR signals of isotopes with I > 1/2.
Other important factors, such as viscosity and concentration of
the sample, were shown to affect the line width by modifying
the molecular rotation of the copper complex, expressed by the
so-called correlation time.88 In some complexes, ion pairing
effects also contribute to line broadening.88

The theoretically clear correlation between a symmetric
tetrahedral coordination of [CuL4]+ complexes and small line
widths of their 63Cu NMR signals was experimentally
confirmed for copper(I) phosphite complexes by EXAFS
data.78 According to the lengths of the multiple Cu-P-P
scattering pathways, the complexes with large line broaden-
ing in the copper NMR spectra were found to deviate more
from a regular tetrahedron than complexes with sharper
63/65Cu NMR signals. For complexes with triphenyl phos-
phite and trin-butylphosphine ligands, no 63Cu NMR signals
could be detected, contrary to what was expected. This was
attributed to angular distortions leading to deviations from
tetrahedral symmetry, because EXAFS data showed that the
Cu-P bond lengths and their distribution were in accordance

with a tetracoordinate tetrahedral structure and similar to the
other complexes with detectable 63Cu NMR signals. Interest-
ingly, in this combined NMR/EXAFS study,78 it is mentioned
that in general the copper phosphite complexes investigated
in solution seem to deviate slightly more from a regular
tetrahedron than the corresponding complexes in the solid
state. This tendency is also confirmed by our studies about
precatalytic copper phosphoramidite complexes (see section
4.3).

Besides quadrupolar relaxation, dynamic processes oc-
curring in solution are the second main factor affecting the
line widths of 63Cu NMR signals.51,53,88,100 The nature and
rate of these exchange processes are in turn influenced by

Figure 1. Typical 63Cu (a) and 31P (b) NMR spectra of a [CuL4]+ cation with P-donor ligands and a regular tetrahedral coordination of
copper. The 63Cu spectrum shows a quintet caused by 1JCu,P couplings to the four P-donor ligands, the 31P spectrum shows a quartet of
equal intensities from 1JCu,P to 63Cu (I ) 3/2) with the 65Cu (I ) 3/2) splittings visible on the external lines. Reprinted with permission
from ref 51. Copyright 1982 Elsevier. (c) Line broadening of 63Cu signals due to reduced symmetry. The sharp signal at 89.5 ppm is
characteristic for tetracoordinate [Cu(P(OC2H5)3)4]Cl, the signal at approximately 250 ppm is attributed to a lower symmetry complex.
Reprinted with permission from ref 77. Copyright 1982 Elsevier.

Figure 2. Variable-temperature 63Cu NMR spectra (a) and
molecular representation of the crystal structure (b) of [Cu(1,2-
bis(dimethylphosphino)ethane)2]2

2+ as example for a dimeric Cu(I)
complex with tetrahedral coordination around each copper atom in
the quadrupolar relaxation regime, which is indicated by the
decrease in 63Cu line widths with increasing temperature. Repro-
duced with permission from ref 83. Copyright 1991 American
Chemical Society.
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temperature as well as the electronic and steric properties
of the ligands. As soon as ligand exchange processes occur
in copper complexes, the 63Cu NMR line width increases
with rising temperature.51,88,102 In particular, spectroscopi-
cally unresolved exchange processes with complexes of lower
symmetry broaden the observed 63/65Cu NMR signals. These
complexes are usually generated by ligand dissociation and
very short quadrupolar relaxation times can be assumed.
Studies on tetrahedral Cu(I) complexes with phosphite-51 and
phosphine-ligands79,103,104 revealed that the amount of
complex dissociation in solution increases with Tolman’s
cone angle, which is a measure for the size of these
ligands.105,106 The activation energies for reorientation and
exchange processes of the phosphite ligands in
[Cu(P(OCH3)3)4]+BF4

- in CD2Cl2 were, for example, 12.6
and 17.7 kJ/mol,51 respectively, and corresponding results
were reported for [Cu(P(OCH2CH3)3)4]+BF4

-51 and
[Cu(NCCH3)4]+.88 Considering the temperature dependence
of the quadrupolar relaxation mechanism combined with that
of the ligand exchange processes, line width minima were
often detected in the 63/65Cu and 31P NMR spectra of Cu(I)
complexes (e.g., see Figure 3).51,53,80,88 In general, a larger
number of 63/65Cu signals were detected in Cu(I) complexes
with P donor ligands53,88 than with N donor ligands, due to
a reduced exchange tendency of P donor ligands. This is in
agreement with theoretical calculations on [Cu(PH3)4]+

revealing a lower degree of dissociation for the third and
fourth phosphine ligands107 compared to ammine ligands in
[Cu(NH3)n]+ (n ) 1-4).

Quite recently, an interesting approach to sharpen the 63Cu
NMR signals was published, in which CO was used as ligand
in copper(I) complexes with various tridentate N-donor
ligands.98,100 The π-acceptor properties of CO as ligand in
these Cu(I) complexes coincidentally cancel the donor effect
of the tridentate N-donor ligand. This effect changes the

expected asymmetric charge distribution around the copper
ion into a more symmetric one. The resulting reduced electric
field gradient at copper leads to a slow quadrupolar relaxation
and sharp 63Cu NMR signals (see Figure 4). This concept
of matched donor and acceptor effects of the ligands in Cu(I)
complexes seems promising, especially if it becomes ap-
plicable to various ligand systems. Nevertheless, to inves-
tigate the structure of Cu(I) complexes in solution, the
application of 63/65Cu NMR spectroscopy is still strongly
limited to complexes with a highly symmetrical tetrahedral
coordination around copper and particular ligand systems.

3. Structure Determination of Organocuprates in
Solution

3.1. Introduction
Perhaps the most famous example of the efforts and

difficulties in elucidating structures or reaction intermediates
of copper reagents in solution is the extensive and still
ongoing discussion about the structural aspects of organo-
cupratesandparticularlythoseofcyanocuprates.22,24,26–28,108–121

Because organocuprates are among the most frequently
applied transition metal reagents for the formation of C-C
bonds in organic synthesis,3,122–124 numerous structural
studies have been published and there are some comprehen-
sive articles and several book chapters summarizing the
combined efforts of spectroscopic methods, X-ray crystal-
lography, and theoretical calculations up to the years
2000/2002.3,22,115,125,126 Therefore, this review focuses on
NMR investigations of organocuprates in solution and places
the main emphasis on recent developments. Moreover, some
previous studies and the required background information
are provided to clarify the underlying spectroscopic approach.

In the structure elucidation of organocuprates and cyano-
cuprates, the monomeric species have raised the famous
discussion about the existence of “higher order” cuprates
(R2Cu(CN)Li2)127–129 beside cyano-Gilman cuprates
(R2CuLi•LiCN) and heteroleptic cyanocuprates (RCu(CN)Li)
in solution.115 The main cause for this controversy is the

Figure 3. Variable-temperature 31P{1H}- and 63Cu NMR spectra
of [Cu(PPhH2)4]+.80 Both signals show line width minima indicat-
ing that mainly quadrupolar relaxation is dominant at low temper-
atures and ligand exchange processes start to contribute at higher
temperatures. Reprinted with permission from ref 80. Copyright
1993 Royal Society of Chemistry.

Figure 4. Very sharp 63Cu NMR signal of (a) (3,5-i-Pr2-
TPB)CuCO in CD2Cl2 compared to the signals of (b) (3,5-i-Pr2-
TPB)Cu(CH3CN) in CD3CN, and (c) (3,5-i-Pr2-TPB)Cu(PPh3) in
CD3CN show the significant reduction of the electric field gradient
around copper due to a matched donor acceptor ligand pair.100 For
clarification, a schematic representation of the ligand 3,5-i-Pr2-TPB
is given. Reprinted with permission from ref 100. Copyright 2007
American Chemical Society.
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complicated accessibility of structural information on dior-
ganocuprates in solution. The high symmetry of the diorga-
nocuprates reduces the number of NMR signals rigorously,
for example, in the model system for dialkylcuprates,
Me2CuLi•LiX (X ) Cl, Br, I, CN), only one signal is
detectable per element (1H, 6/7Li, and 13C). Moreover, scalar
coupling patterns to the metals Cu and Li would reveal
valuable structural information, but they are usually not
detectable in diorganocuprates. From a series of crystal
structures, it is known that organocuprates with the stoichi-
ometry [R2CuLi] and [R2CuLi2X] (X ) Cl, Br, I, CN) have
mostly a linear Cu coordination in the solid state (see Figure
5a-f).23,120,130–136 Other arrangements are observed only
with additional donor ligands or aromatic moieties compris-
ing donor moieties.136 Due to the fast quadrupolar relaxation
of the copper isotopes in complexes with a coordination
number lower than four (see section 2), it is not possible to
determine the number of substituents on copper in organo-
cuprates from scalar coupling patterns to 63/65Cu as it is
possible for transition metals such as 195Pt, 103Rh, or 109Ag
with I ) 1/2.40,43,44,137 Neither are 6/7Li-13C scalar couplings
detected in lithium dialkylcuprates,29,113,138–140 which was
attributed to a fast exchange of the lithium ions.138 In our
investigations of the ion pairing equilibria in solution,140 we
found that even the 1J1H-13C scalar coupling of [Me2CuLi] is
not affected by the formation of contact ion pairs (CIPs) or
solvent separated ion pairs (SSIPs), which may be explained
by theoretical calculations showing mainly ionic interactions
of lithium.141 In contrast, in amido cuprates, where one of
the reactive organo groups is replaced by a nontransferable
amido group (and sometimes also in diarylcuprates), the
situation of binding and exchange is significantly different.
This favors amidocuprates as it results in well resolved
6/7Li-15N scalar couplings and sometimes even in detectable
6/7Li-13C scalar couplings.142–145 The detection of scalar
couplings to lithium allows for a structure elucidation process
of amidocuprates in solution similar to that of organolithium
compounds or lithium complexes with chiral amine ligands.
For these lithium compounds scalar couplings and nuclear
Overhauser effects are widely used to determine their
aggregation and structure in solution.146–154 Thus, the
different binding and exchange situations in dialkylcuprates
and in amidocuprates necessitate fundamentally different
NMR spectroscopic approaches. Therefore, the structure
elucidation of diorganocuprates as free reagents and in
reaction intermediates is described first in section 3.2;
subsequently, the structure determination of amidocuprates
is addressed in section 3.3.

3.2. Diorganocuprates
3.2.1. Monomer Structure

The comparison of 13C-13C scalar coupling constants and
multiplicity patterns in model cuprates with and without
cyanide moieties was one of the most substantial arguments
to decide the discussion about the structure of cyanocuprates
in solution in favor of the cyano Gilman cuprates. Fortu-
nately, the line broadening effect of 63/65Cu on the 13C
resonances is small enough to allow the direct detection of
two bond 13C-13C and three bond 1H-13C scalar couplings
across copper in 13C labeled or partially 13C labeled
monomeric cuprates in THF (see Figure 6).113,139 For
aggregated species in diethyl ether, only temperatures of
e173 K or additives causing disaggregation such as hex-

amethylphosphoramide (HMPA) or crown ethers (12-crown-
4) produce line widths sufficiently narrow enough to enable
the direct determination of 2JC,C and 3JH,C coupling constants
from multiplicity patterns in one-dimensional 13C spectra.139

With the aid of these scalar coupling constants across copper,
it was concluded that the “dimethylcuprate core” in

Figure 5. In organocuprates, the mostly linear coordination of
copper and the different levels of aggregation are shown by the
solid state structures of (a) [Li(dme)3]+[Me2Cu]-,23 (b)
[Li2Cu2(CH2SiMe3)4(Et2O)3],23 (c) [Li(dme)3]+[(Me3Si)CH2}2-
Cu]-,23 and (d) [Li2Cu2(CH2SiMe3)4(SMe2)2]∞

155 and the structure
schemes of (e) [(2-(Me2NCH2)C6H4}2CuLi2(CN)(THF)4]∞

134 and
(f) [t-BuCu(CN)Li(OEt2)2]∞.135 Reprinted with permission from ref
24 and ref 23. Copyright 2003 American Chemical Society and
2000 Wiley VCH.
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Me2CuLi•LiCN is the same as in “halide-free” Me2CuLi and
that the CN- group is not directly bound to copper in
R2CuLi•LiCN compounds. These results were in agreement
with the interpretations of 13C- and 15N chemical shift data
of several cyanocuprates,108,138 EXAFS- and XANES
studies,141,156,157 quantum chemical calculations,158–160 as
well as crystal structures of cyanocuprates with 2:1
stoichiometry134,135 to specify only some of the arguments,115

which helped to finalize the discussion on the monomeric
structure of cyanocuprates in favor of the cyano Gilman
cuprates R2CuLi•LiCN. Later on, cyanocuprates with CN-

and more than one additional organic substituent directly
bound to copper were only proposed for intermediate
π-complexes in theoretical studies28 and experimentally
detected in square planar Cu(III) intermediates (see section
3.3.3).

3.2.2. Monomer/Dimer Equilibria

Long before cluster formation and aggregation of orga-
nocuprates were known to be a decisive factor for their
reactivities, early colligative measurements of dimethylcu-
prates in diethyl ether suggested the formation of dimers.161,162

In addition, a strong influence of the solvent163 or lithium
coordinating additives164 was observed from the reactivities
of organocuprates. The conjugate addition reaction of organo-
cuprate reagents with enones is much faster in less polar solvents
such as dichloromethane,165 hydrocarbons,165 and dimethyl-
sulfide166 than in more polar solvents such as THF or
pyridine.165 In contrast, the reaction of organocuprates with
alkyl halides is much faster in polar solvents.163,167 Later
on, more information was gathered on different possible
aggregation levels of organocuprates. For example, theoreti-
cal calculations proposed the dimer to be the minimal cluster
size for reactions of organocuprates.22,25,26,168 Ebullioscopic
measurements suggested dimers in THF162 and broad line
widths of 13C and 15N signals138 as well as results of
electrospray ionization mass spectrometry169 indicated ag-
gregation in diethyl ether. Crystal structures also show that
the R-Cu-R- unit exists in different arrangements such as
monomericsolvent-separatedionpairtypestructures,23,131,135,170

dimers,23,155,171–173and polymeric chains134,135 (for selected
examples see Figure 5). From these crystal structures, it was
deduced that R2CuLi•LiX crystallizes in a solvent separated
ion pair structural type from solvents, which coordinate well
to Li+ (e.g., THF), or in presence of strongly coordinating
additives (e.g., [12]crown-4 or amines).23 In contrast, solvents
with poor donor qualities for Li+ (e.g., diethyl ether or
dimethyl sulfide) lead to solid state structures of the contact
ion pair type.23 In solution, the aggregation level of orga-
nocuprates was unclear for a long time. Only for phenyl-
copper and diphenylcuprate was it possible to detect sepa-
rated sets of 13C signals for differently aggregated species,
which could be used to identify monomers, dimers, trimers,
and tetramers via comparisons with known crystal structures
as well as temperature and concentration dependent trends
of lithium reagents.174

A direct transfer of the very valuable structural information
from crystal structures and theoretical calculations to the
situation in solution has to be performed with great caution.
Crystal packing effects may change the relative energies of
different conformations and in theoretical calculations it is still
difficult to include the contribution of a larger cluster and/or
solvent shell. In the case of lithium enolates for instance, D. B.
Collum stated that “one cannot infer from crystal structures the
dominance or even the existence of these forms in solution”
and that “the solution aggregation numbers must be determined
independently”.175 This statement was based on structural
studies, in which species undetectable in solution were
characterized crystallographically.176–178 On the other hand,
for dialkylcuprates in solution it is not possible to apply a
classical NMR structure elucidation approach using scalar
couplings and nuclear Overhauser effects (NOEs) for quan-
titative angular and distance restraints. The symmetry of the
aggregates combined with exchange processes minimizes the
number of detectable NMR signals, for example, in oligo-
meric Me2CuLi•LiX only one 1H, 13C, and 6/7Li signal is
detected. In addition, the sparse homonuclear NOEs represent
the sum of distances between chemically equivalent moieties.
Scalar couplings are only detectable within monomeric
R-Cu-R units, and diffusion coefficients only yield the
hydrodynamic radius, that is, the size of an aggregate, but
not its structure. Therefore, following the classical NMR
approach, based exclusively on NMR parameters, the
structures of dialkylcuprates in solution are absolutely under-
determined. Despite this situation, it is possible to extract
decisive parameters for different structural arrangements from
known crystal structures and theoretical calculations, measure
these parameters by tailored NMR experiments and thus, step
by step, elucidate the structure of these aggregates in solution.

Considering the crystal structures of organocuprates (for
selected examples see Figure 5) an eye-catching parameter
proves the existence of solvent separated ion pairs (SSIPs)
(Figure 5a, b) and contact ion pairs (CIPs) (Figure 5c-f).
SSIPs and CIPs show notably different distances between
the protons of the cuprates and the lithium ions of more than
500 pm and less than 250 pm, respectively.140 In solution
these 1H-6/7Li distances can be visualized using 1H-6/7Li
HOESY experiments,179–189 which show strong cross-peaks
for distances around 250 pm and have an upper limit for
detectable direct interactions of 400-500 pm.186,190–192

Indeed, for the salt-free Me2CuLi in diethyl ether, a strong
cross-peak between lithium and the CH3 groups of the
cuprate is seen in the 1H-6Li HOESY spectrum (see Figure
7b), indicating that the main species in solution is a contact

Figure 6. In monomeric cuprates or at very low temperatures scalar
couplings across copper can be detected in one-dimensional 13C
spectra to specify the type and number of substituents on copper
as shown for the A3XX′A3′ spin system of a dimethylcuprate core;
(a) scheme with the observed scalar couplings, (b) simulated, and
(c) experimental 13C spectrum of Me2CuLi in THF. Reprinted with
permission from ref 113. Copyright 1998 American Chemical
Society.
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ion pair.140 For Me2CuLi•LiCN and Me2CuLi in THF, only
a weak dipolar interaction between lithium and the CH3

groups was observed (see Figure 7a). To interpret this small
cross-peak in terms of structural information it is of great
importance to exclude all other possibilities apart from a
direct dipolar transfer. 1H-6Li HOESY spectra of
MeCu(CN)Li and t-Bu2CuLi•LiCN in THF confirmed that
in pure SSIPs a corresponding cross-peak is not detectable.
In addition, using different experimental setups, contributions
from other magnetization transfers were excluded such as:
indirect transfer pathways via the solvent molecules, chemical
exchange, influences of different correlation times or the
existence of background signals. By proving that these
dipolar interactions represent a direct transfer, it became
evident that they reveal an equilibrium between SSIPs and
CIPs of dialkylcuprates in solution with the CIPs as minor
species in THF and as major species in diethyl ether (see
Figure 7c).140 The results of these 1H-6Li HOESY experi-
ments from the ion pairing of organocuprates in solution
corresponded perfectly with Bertz’s logarithmic reactivity
profiles of reactions of R2CuLi with enones in diethyl ether
and THF163,193 and the suppression of this reaction by crown
ethers.164 Therefore, these investigations allowed the first
structure reactivity correlation of dialkylcuprates in conjugate
addition reactions to enones. The fast reaction in diethyl ether
was attributed to the predominance of CIPs as the reactive
species. In THF only a small amount of CIPs is present as
reactive species in fast equilibrium with the SSIPs resulting
in a much slower reaction (see Figure 8).

3.2.3. Structure of the Dimeric Core Unit

The structure elucidation of organocuprate CIPs in solution
has gained importance after their identification as reactive
species in conjugate addition reactions. The influence of the
CN- group on the structure of the aggregates is especially
interesting in terms of the previous discussion about “higher
order” cuprates. Again, it is crucial to identify NMR
accessible parameters within the different proposed aggregate
structures and their measurement in appropriate model
systems. For salt-free Me2CuLi in diethyl ether, various
studies (crystallographical studies of similar compounds,23,155

quantum chemical calculations22,25,26,194,195 and colligative

measurements111,162,196) consistently indicate a homodimeric
structure (see Figure 9). Recently, homodimeric structures
were also proposed for the homoarylcuprate [Cu2Li2Mes4]
(Mes ) 2,4,6-Me3C6H2) in toluene, the structural information
being mainly based on crystal structures.197 In contrast, the
structure of the CIPs of salt-containing Me2CuLi•LiCN
represents a rather inconsistent picture. EXAFS,114 infrared
studiesinTHF,198mostofthetheoreticalcalculations,22,141,158,159

and X-ray studies with special diamine arylcuprates120,199

indicate heterodimeric core structures (see Figure 9). How-
ever, in most of the compounds crystallized from LiX
containing solutions (X ) Br, CN), the presence of a LiX
moiety was not observed in the solid state structure, and a
homodimer was obtained as the basic structural element.23,155

In addition, equilibria have been suggested between ho-
modimeric and heterodimeric structures in solution, with the
homodimer as the main contributor.195

In Figure 9, the characteristic distances of homodimeric
and heterodimeric core structures of the model system
Me2CuLi•LiCN and the resulting theoretical 1H, 1H NOE
and 1H, 6Li HOE ratios are given (4.3 and 2.2, respectively).
These ratios, especially the one for 1H, 1H NOE, are suited
as clear decision criteria for homodimeric or heterodimeric
core structures. Salt-free Me2CuLi in diethyl ether can be
used as an ideal model system for homodimeric CIPs in
solution, whereas Me2CuLi•LiCN is suitable to test the
existence of heterodimers. However, it is necessary to
overcome some obstacles to quantify the dipolar interactions
within these two model systems. In general, known distances
within the molecules are used as reference values for the
quantification of dipolar interactions. This technique has a
great advantage in that it renders the determination of
correlation time redundant.187,192 However, in dimethylcu-
prates there is no fixed and known distance, which can be
used as reference value. Thus, the correlation time (affecting
1H, 1H NOE and 1H, 6Li HOE differently) has to be
determined for each compound separately to quantify the
1H, 6Li HOE buildup curves (for details see Gschwind et
al.).112 In addition, due to the symmetry of homo- and
heterodimers the 1H, 1H NOE has to be measured between
chemically equivalent protons. The different isotopomers
1H-13C and 1H-12C can be used to overcome this symmetry
problem by breaking the chemical equivalence (see Figure
10a). Usually HMQC-ROESY200 and HSQC-NOESY201

pulse sequences are applied for this purpose. Both of these
experiments were found to be too insensitive to observe any
NOE between the cuprate isotopomers, even with 20% 13C
labeled cuprate samples. A thorough analysis of these
experiments revealed that the positioning of the two coher-
ence selecting pulsed field gradients on both sides of the
mixing time cause severe intensity attenuation due to self-
diffusion of the molecules during the mixing time.202 With
the appropriate change to NOE-HSQC and ROE-HSQC
sequences202 very similar 1H, 1H NOE-HSQC buildup curves
of Me2CuLi and Me2CuLi•LiCN were detected (see Figure
10b) and the difference in correlation time was shown to be
negligible by the application of 1H, 1H ROE-HSQC spec-
tra.112

Thus, the similar 1H,1H dipolar interactions in Me2CuLi
and Me2CuLi•LiCN as well as the H-Li distances in these
cuprates indicate the presence of a homodimeric core
structure for both compounds in diethyl ether.112 This is in
agreement with the previously proposed structure of the
reactive CIP (see Figure 8). A later study of the control of

Figure 7. 1H-6Li HOESY spectra of Me2CuLi in (a) THF and
(b) diethyl ether as well as (c) a model of a CIP-SSIP equilibrium
between monomeric and dimeric Me2CuLi. The intensities of the
Me/Li cross-peaks in (a) and (b) monitor the position of the CIP-
SSIP equilibrium. Reprinted with permission from ref 140. Copy-
right 2000 American Chemical Society.
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electron transfer versus alkylation pathway of Me2CuLi•LiI
showed as well that the lithium halide is similarly involved

in the competition between these two reaction types.203 With
a special sample preparation and the utilization of 13C labeled

Figure 8. Equilibrium between SSIPs and CIPs in solution with the CIPs as reactive species in conjugate addition reactions. Corresponding
logarithmic reactivity profiles (LRPs) of the reactions of BuCu(SSiMe3)Li•LiI with cyclohexenone in diethyl ether (Et2O) and THF at -78
°C. Points: experimental values and curves: theoretically calculated with the rate constants given. Reprinted with permission from ref 23.
Copyright 2000 Wiley VCH.

Figure 9. Differentiation between homodimeric and heterodimeric core structures of Me2CuLi•LiCN with the aid of homonuclear and
heteronuclear NOEs. The numbers attached refer to the average distances in the two species and were used to calculate the given theoretical
NOE and HOE ratios. Reprinted with permission from ref 112. Copyright 2001 American Chemical Society.

Figure 10. (a) 1H, 1H NOEs between chemically equivalent groups can be detected using the different isotopomers 1H-13C and 1H-12C;
(b) 1H, 1H NOE-HSQC buildup curves of Me2CuLi and Me2CuLi•LiCN in diethyl ether show homodimeric core structures for both compounds.
Reprinted with permission from ref 112. Copyright 2001 American Chemical Society.
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CuCN salt, we were later able to detect a direct 1H,13C HOE
to the CN- moiety in organocuprate aggregates for the first
time.29 This was possible because the fast exchange of the
THF molecules is stopped and separate signals are detected
for bulk THF and THF bound to the cuprate cluster (see
Figure 11a). In spite of an extensive experimental effort the
respective 1H, 13C HOESY spectrum shows only cross-peaks
from CN- to THF bound to cuprate but not to the methyl
groups of cuprate (see Figure 11a). This further supports the
homodimeric structure in diethyl ether and suggests an
orientation of the CN- group as shown in Figure 11b.
Although this agrees with models from infrared spectros-
copy198 and EXAFS-data,114 the shown orientation can not
be postulated as fixed due to the relatively low isomerization
barrier in LiCN204 and known crystal structures.205 In
summary, the various experimental results for Me2CuLi•
LiCN in diethyl ether indicate a homodimer as the main
species. Of course, this does not exclude the existence of
heterodimers in minor conformations below the NMR
detection limit or transition states as proposed, for example,
in some theoretical calculations.28

In THF the structure elucidation of the CIP is even more
complicated than in diethyl ether. Due to the fact that in
THF the CIPs exist only as minor species at very low
concentrations (see Figure 7 and 8), NMR spectroscopy is
not sensitive enough for a direct structure elucidation as
described for diethyl ether. Here, Bertz and Ogle found an
elegant indirect method using the formation rates of π-com-
plexes in THF.121,206 With the aid of rapid-injection
techniques,207,208 they identified different π-complexes of
Me2CuLi•LiI and Me2CuLi•LiCN with 2-cyclohexenone (see

Figure 12a). Using exchange spectroscopy (EXSY)192,209–211

and rapid -injection 1H NMR data points for the reaction of
Me2CuLi•LiI with 2-cyclohexenone, the different rate con-
stants for the equilibria shown in Figure 12b were deter-
mined. From the experimental results obtained and based
on the assumption that the CIP is the reactive species,23 they
proposed a heterodimeric structure of the CIP in THF and
the absence of homodimers in this solvent. However,
considering the SSIPs as main species in solution the question
remains whether additional equilibria (e.g., between the
isolated cuprate monomer, the cuprate monomer with one
lithium ion and the hetero- or the homodimer and between
all of these four species and the enones) may contribute to
the equilibira described above.

3.2.4. Oligomerization Trends

The cluster structure of organocuprates has been claimed
to be essential for their reactivity.22 As diethyl ether favors
the formation of clusters in solution, this solvent offers a
promising possibility to elucidate structure reactivity cor-
relations. The so far described uniform homodimeric core
structure explains neither the previously claimed higher
reactivities of cyanocuprates128 nor the differences in the
relative reactivities of Me2CuLi•LiI, Me2CuLi•LiI•THF and
Me2CuLi•LiCN observed from logarithmic reactivity profiles
(LRPs).163 Hence, supramolecular structures of such orga-
nocuprate clusters beyond the dimeric core structure may
cause these reactivity differences. In diethyl ether, the
existence of aggregates larger than dimers is indicated by
the negative sign of the 1H,1H NOE (see Figure 10b), broad
line widths of 13C and 15N signals138 as well as results of

Figure 11. (a) 1H, 13C HOESY spectrum of Me2CuLi•LiCN with
12 equiv of THF. Two sets of signals are observed for THF: in the
solvent bulk (THF) and bound to the cuprate aggregate (THF*);
the significant 1H, 13C HOE cross-peaks between THF* and CN-

indicates the orientation of CN- shown in (b). Reprinted with
permission from ref 29. Copyright 2005 American Chemical
Society.

Figure 12. (a) 1H NMR spectra of the π-complex vinyl region at
173 K and (b) the proposed equilibria of formation in THF. 3•Li
was identified in spectrum (2) by injecting LiI to (3). Samples with
LiCN showed severe line broadening effects (1). Reprinted with
permission from ref 121. Copyright 2005 American Chemical
Society.
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electrospray ionization mass spectrometry.169 Therefore, it
is highly desirable to gain information about the aggregation
level and the structures of these higher aggregates.

Pulsed field gradient (PFG) diffusion NMR experiments
offer a powerful tool to investigate the size of molecules
including aggregates in solution,30,31,36,37,189 which is more
and more routinely applied to organometallic,30,37,189 su-
pramolecular,35 and biomolecular36 systems. The great
advantage of this method compared to other colligative
measurements is that the experimental parameters such as
temperature or concentration can be adapted to the require-
ments. Mixtures of solvents or solutes do not form an
obstacle either. The physical observable, easily derived from
diffusion NMR experiments, is the translational self-diffusion
coefficient, which in principle can be related to the size of
the diffusing molecules by using several variations of the
famous Stokes-Einstein equation. In a very recent review
Macchioni et al. described in detail the general technical
pitfalls including size- and shape-correction factors, which
are associated with the accurate determination of hydrody-
namic dimensions of molecular systems in solution.30

Therefore, in this review, primarily these drawbacks and
opportunities of diffusion measurements are outlined that are
specific to organocuprates.

The measurements of accurate self-diffusion coefficients
of organocuprates in solution by means of NMR require
above all the elimination of convection contributions and
the consideration of varying viscosities. For temperatures
between 173 and 240 K, the effects of convection within
the NMR tube can be completely eliminated by a pulse
sequence developed by Jerschow and Müller.212 In our
laboratory, attempts have been made to replace this lengthy
and insensitive pulse sequence by other shorter convection
compensating pulse sequences213 or to stop the convection
by sample spinning. Both failed in the case of organocuprates
in diethyl ether. Furthermore, to monitor changes in the
viscosity, tetramethylsilane or benzene can be used as inert
and not interacting internal standard.24,214 With the aid of
the described methods, accurate viscosity corrected self-
diffusion coefficients of organocuprates in solution are
obtained (see Table 1).

From the diffusion coefficients given in Table 1, it is
evident that (Me3SiCH2)2CuLi, (Me3SiCH2)2CuLi•LiI,
Me2CuLi, and Me2CuLi•LiI have similar hydrodynamic
dimensions in solution despite the differences in the sizes
of the two monomers. In contrast, the cyanocuprates
(Me3SiCH2)2CuLi•LiCN and Me2CuLi•LiCN show a sig-
nificantly higher aggregation level. Is it possible to connect
these diffusion coefficients with the aggregation number n?215

A reliable quantitative evaluation of diffusion coefficients
in terms of aggregation numbers is always very critical
because it requires a proper knowledge of the chemical

composition, the shape and the solvent shell of both the
aggregate and the monomer and a careful consideration of
exchange contributions. In general, the hydrodynamic radii
of the elemental monomeric building blocks is experimentally
determined via diffusion measurements of very diluted (i.e.,
disaggregated) samples.30,216 However, a close inspection
of the crystal structures showing monomeric, dimeric and
polymeric organocuprates in the solid state (see Figure 5)
indicates that the shape, size, and composition of monomeric,
solvent separated cuprates differ too much from the poly-
meric systems to be suitable as elemental building blocks.
Therefore, for salt-free organocuprate aggregates we used
the known homodimeric core structures as elemental building
blocks22–24,112,155,194,195,217 and used the crystal structure of
[Li2Cu2(CH2SiMe3)4(SMe2)2]155 as direct model for higher
aggregates in solution (see Figure 13a and Figure 5d). For
salt-containing cuprates in contrast, three different models
were used as elemental building blocks. In agreement with
the previous NMR studies, homodimeric core structures were
chosen, which are connected over two different Li-X-Li
salt bridges to build two models with homodimeric cores

Table 1. Diffusion Coefficients D (10-9m2 s-1), Molecular Radii rc (10-10 M)a, Length Indices n and nmf, Solvation Indices nsolv, and
Theoretical Solvation Indices nsolv(t) of Organocuprates in Diethyl Ether at 239 Kb

complex rc
a,d D nmf

c nd nsolv nsolv(t)
d

(Me3SiCH2)2CuLi 5.39 0.59 1.3 1.7 4.8 3.2
(Me3SiCH2)2CuLi\zmd\LiI 6.05 (6.39) 0.54 1.1 1.4 (1.3) 7.5 5.4 (7.5)
(Me3SiCH2)2CuLi\zmd\LiCN 6.01 (6.35) 0.35 4.5 3.6 (3.2) 6.9 4.6 (6.6)
Me2CuLi 4.22 0.53 4.4 3.1 2.4 2.6
Me2CuLi\zmd\LiI 5.20 (5.64) 0.51 2.2 2.3 (1.9) 6.3 4.9 (7.0)
Me2CuLi\zmd\LiCN 5.14 (5.58) 0.33 9.0 5.2 (4.5) 5.1 4.4 (6.4)

a rc ) radius of the core units calculated by molecular hard-sphere volume increments. b Reprinted with permission from ref.24 Copyright 2003
American Chemical Society. c nmf is the aggregation number calculated by a model-free approach (see text for details). d For salt-containing complexes,
two sets of values are given: those obtained from model C (without brackets) and from model D (in brackets).

Figure 13. Structure models of dialkylcuprate aggregates beyond
dimers: (a) salt-free homodimeric chain (model A), (b) salt-
containing heterodimeric chain (model B), (c) and (d) salt-
containing homodimeric chains (models C and D). Reprinted with
permission from ref 24. Copyright 2003 American Chemical
Society.
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(see Figure 13c and d). Even though less probable in diethyl
ether, the possibility of heterodimeric core structures was
still considered by connecting heterodimers, proposed in
theoretical calculations, to a chain structure (see Figure 13b
and Figure 9).

The crystal structures of the contact ion pairs show several
solvent molecules attached to the organocuprate aggregate
and it was shown for organolithium compounds that directly
attached solvent molecules have to be included in the
theoretical calculation of diffusion coefficients.218 Therefore,
to obtain reliable models, the average amount of solvent
molecules attached to the cuprate cluster was determined
experimentally by diffusion measurements (see Table 1),
where the solvent molecules were found to be in the fast-
exchange limit in the diffusion dimension.219 The experi-
mental number of solvent molecules attached was also the
basis for the proposed salt bridge structures of the models
shown in Figure 13c and d. Using hard sphere volume
increments220–222 for the core structures, the aggregation
numbers n were calculated from these models and the
corresponding shape factors (see Table 1 and ref 24 for
further details). For maximum independency from the models
used and for an estimation of the influence of the shape
factors on n, a model free approach (nmf in Table 1) was
additionally calculated without shape factors in the Stokes-
Einstein equation (i.e., application of a spherical shape). The
numbers of nmf and n in Table 1 show that the absolute
numbers depend significantly on the model and the shape
factor applied, but that the relative trends in aggregations
are consistent for both shape factors. Later on, investigations
about the disaggegation of organocuprates by dilution,
variable temperatures and the addition of THF showed that
the results of the linear chain models of salt-free organocu-
prates and cyanocuprates shown in Figure 13a, c, and d met
the expectations for these systems. In summary, these
diffusion NMR investigations of organocuprates in diethyl
ether show molecular sizes larger than dimers and an
aggregation dependent on steric hindrance, salt effects, and
sample concentration. Steric hindrance as well as low
concentration decrease the degree of aggregation whereas
the presence of salt, especially LiCN increases aggregation.
The experimentally determined extent of solvation and the
trend of cyanocuprates to form higher aggregates confirm
the homodimeric core structure of salt-containing cuprates
in diethyl ether.24

3.2.5. Aggregate Structures beyond Dimers Influence
Reactivity

From the combined investigations described above, a
structural model for dialkylcuprates in diethyl ether emerges.
The homodimeric core structures are connected by solvent-
and salt-bridges and especially LiCN promotes oligomer-
ization, whereas salt-free cuprates and cuprates with LiI show
similar aggregation levels only a little higher than ho-
modimers. Now the question arises whether the differences
in reactivities of organocuprates are connected with the
degree and type of oligomerization in solution.

In diethyl ether, kinetic data for Me2CuLi•LiI were
published by Canisius et al.223 and Bertz et al.163 presented
relative reactivities from logarithmic reactivity profiles for
many organocuprates under various conditions; for example,
Me2CuLi•LiI•2THF, Me2CuLi•LiI, and Me2CuLi•LiCN at
0.1 M. Among these three cuprates Me2CuLi•LiI•2THF was
reported to be the most reactive one, closely followed by

Me2CuLi•LiI, and Me2CuLi•LiCN was by far the least
reactive cuprate. A combination with our oligomerization
trends of these three organocuprates measured at concentra-
tions between 0.5 and 0.8 M suggested the homodimer as
reactive species. However, the oligomerization equilibria of
copper complexes in solution are especially very sensitive
to different experimental conditions such as varying tem-
peratures, concentrations or solvents, which caused a lot of
confusion about the reactivities of cuprates in the literature.
Therefore, kinetic studies and NMR structural investigations
were performed under identical experimental conditions, to
evaluate the influence of oligomerization and of potential
disaggregation by THF on the reactivity of organocuprates.29

The combined results of kinetic data and diffusion experi-
ments are shown in Figure 14.

Surprisingly, different influences of THF on the reactivity
and on the aggregate structure are found for Me2CuLi•LiI
and Me2CuLi•LiCN at various concentrations. For
Me2CuLi•LiI, the addition of 0.25-1.00 equivalents of THF
leads to pronounced acceleration effects. In contrast, the
reaction rates of Me2CuLi•LiCN, being remarkably higher
in pure diethyl ether, significantly decrease upon addition
of THF. This decline of the reaction rates seems to be directly
correlated to a disaggregation of the oligomeric structure of
Me2CuLi•LiCN, as shown by the corresponding diffusion
experiments (see Figure 14b and d). In contrast, in the case
of Me2CuLi•LiI, the surprising maxima in reactivity are not
at all reflected in the diffusion coefficients (see Figure 14a
and c). This shows one of the important drawbacks of
diffusion experiments. Small structural changes, which do
affect the hydrodynamic radius of aggregates only within
the error range (ca. ( 5% of the experimental self-diffusion
coefficient), can not be detected by diffusion experiments.

In such a situation, 1H, 7Li HOE- and 1H, 1H NOE studies
are promising. The nuclear Overhauser effect is very sensitive
to small structural changes due to its r-6 distance dependence
and the cut off distance of ca. 5 Å. In addition, the linear
oligomer structure restricts the observed effects to changes
within the dimer and its salt bridges. However, the difficulty
and the potential of nuclear Overhauser effects in such
flexible systems are simultaneously the relative quantification
of HOEs and NOEs between different samples and in the
absence of evident reference cross signal. For the 1H, 1H
NOEs the only fixed distance between the chemically
inequivalent CH2-groups of THF can be used, but the
increasing amounts of THF have to be included by normal-
ization. For the 1H, 7Li HOEs the situation is even more
difficult because there is no fixed distance at all. Here, a
relative calibration is only possible on the basis of the
previously gained structural information combined with the
results of the diffusion experiments. The distance studies on
the homodimeric core also showed for salt-containing
cuprates that mainly the lithium ions in the homodimer
contribute to the HOE and that the additional lithium ions
can be neglected in a first assumption. In addition, the
diffusion studies indicated the preservation of the homodimer.
Therefore, the HOE between lithium and the methyl-groups
of the cuprates could be used for calibration.

Even with calibration methods at hand, again the identi-
fication and the visualization of the crucial structural
parameter is essential. In Figure 15a, a homodimer connected
with one of the possible salt bridges is shown. In case the
addition of THF does not affect the basic oligomer structure
and only the solvent molecules are exchanged from diethyl
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ether to THF, a steady increase of the 1H, 7Li HOE-signals
to THF should be detected with increasing amounts of THF.
Simultaneously, the 1H, 7Li HOE-signals to diethyl ether
should decrease. In fact, this behavior is detected for

Me2CuLi•LiCN (see Figure 15c). However, in the interesting
case of Me2CuLi•LiI the cross-peaks of THF increase in a
superproportional manner, while the diethyl ether cross signal
volume integrals remain nearly constant. This reveals the

Figure 14. Rate constants of the 1,4 addition of Me2CuLi•LiI (a) and Me2CuLi•LiCN (b) to 4,4-dimethylcyclohex-2-enone in pure diethyl
ether and in solvent mixtures of diethyl ether and different equivalents of THF; diffusion coefficients of the pure reagents Me2CuLi•LiI (c)
and Me2CuLi•LiCN (d) under otherwise identical experimental conditions. Reprinted with permission from ref 29. Copyright 2005 American
Chemical Society.

Figure 15. Postulated aggregate structure (a) and disaggregation in the case of X ) I (b); bar charts summarizing the 1H, 7Li HOE volume
integrals of the cross-peaks between lithium and the protons of diethyl ether and THF for Me2CuLi•LiI (c) and Me2CuLi•LiCN (d) and bar
charts summarizing the 1H, 1H NOEs between the methyl groups of the cuprate and the CH2-groups of THF for Me2CuLi•LiI (e) and
Me2CuLi•LiCN (f). Reprinted with permission from ref 29. Copyright 2005 American Chemical Society.
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structural change not detectable by diffusion experiments.
The diethyl ether molecules are not only replaced by THF,
but additional coordination sites are also generated most
probably by dissociation of solvated lithium ions as shown
in Figure 15a, b. A dissociation of salt units from the cuprate
core should additionally cause a reduction of the 1H, 1H NOE
between cuprate and THF. This decrease is exactly observed
for Me2CuLi•LiI (see Figure 15f), whereas the NOE intensi-
ties remain constant in the structurally stable repetition unit
of Me2CuLi•LiCN (see Figure 15e).

Thus, the structural change in the oligomeric aggregate is
elucidated. In Me2CuLi•LiI small salt units are displaced
upon the addition of THF. The reactivity of Me2CuLi•LiI
seems to be fine-tuned by certain amounts of salt or THF
influencing the Lewis acidity of the Li+ cations. In striking
contrast, Me2CuLi•LiCN is disaggregated from short oligo-
mers into dimers by THF without structural change in its
core structure. The LiCN remains attached, which is ad-
ditionally confirmed via 1H, 13C HOE contacts to the CN-

group (see Figure 11). This indicates that the oligomeric
structure of cyano dialkylcuprates and/or the Lewis acidity
of Li+ gained by this oligomeric structure influence the
reactivity of LiCN-containing cuprates rather than the
presence of single LiCN units.

3.3. Diorganocuprate Intermediates
3.3.1. Introduction

Besides NMR, there are other valuable methods providing
experimental information about the structures of organocu-
prates, such as X-ray diffraction methods, EXAFS, XANES,
mass spectrometry, and infrared spectroscopy. However, for
studying the mechanism of copper mediated reactions in
terms of structure elucidation of reaction intermediates, NMR
spectroscopy at low temperatures in combination with rapid-
injection methods is by far the most promising method. When
discussing the potential of NMR for investigating reaction
intermediates, it is very important to keep in mind that in
principle, transition states can not be studied using NMR
and minor conformations are often not accessible either. But
the investigation of the structures of reagents and intermedi-
ates in solution is an essential prerequisite for choosing the
ideal starting structures for theoretical calculations, which
in turn should be capable to reveal transition state structures.

Until now it has been possible to observe a couple of in-
termediateπ-complexesinthereactionpathwaysof1,4-,206,224–232

1,6-,233–235 and 1,8-addition reactions of cuprates. Very
recently even a Cu(III) intermediate236 was detected in a 1,4-
addition reaction.236 Shortly after the finding of this first
Cu(III) intermediate other Cu(III) intermediates of substitu-
tion reactions were discovered.236–238 In principle, the NMR
methodical possibilities to gain structural information about
intermediates are identical to the methods described above
for the reagents in solution. However, the finding and
stabilization of intermediates usually demand knowledge
about low reactivities or slowly reacting systems as well as
great skills and experience in low temperature preparations
and NMR detection of minor species. In the following, both
organocuprate π-complexes and the Cu(III) intermediates will
be described.

3.3.2. Organocuprate π-Complexes

The formation of organocuprate π-complexes as interme-
diates in all kinds of addition reactions and also in substitu-
tion reactions with allylic substrates is proposed in numerous
theoretical studies.22,28,239–246 For example, a dimethylcuprate
enone π-complex is schematically shown in Figure 12. For
the detection of intermediate organocuprate π-complexes
NMR spectroscopically with the utmost probability, slowly
reacting systems were chosen in the beginning, for example,
THF as solvent, conjugated carbonyl compounds with
reduced reactivity such as cinnamates,226–228,231 bulky enones
as substrates247 (e.g., 10-methyl-∆1,9-2-octalone224) or steri-
cally hindered cuprates (e.g., t-Bu2CuLi•LiCN233,234 or
t-BuCu(CN)Li229). In contrast to these demanding stabiliza-
tion procedures for dialkylcuprates, for chiral amidocuprates
a monomeric π-complex with cyclohexenone could be
directly observed in diethyl ether, due to the different lithium
coordinating properties of amidocuprates (see section 3.4).235

In the beginning, the structural assignment of lithium
carbonyl complexes and cuprate-enone π-complexes was
solely based on the differences in the 13C chemical shifts of
the enone observed before and after adding cuprate. The
coordination of a cuprate with the π-system induces large
upfield shifts of the resonances of carbons involved in the
C-C double bond, whereas an interaction of a lithium ion
of the cuprate cluster with an oxygen atom causes small
downfield shifts of the carbonyl resonances.224,226–228,231,233,248

These chemical shift differences are exemplarily shown on
a cuprate-enyne π-complex in Figure 16.225 In these NMR
studies 13C labeling on selected positions in the enones was
often used to verify the assignment after complexation.

Additional information about the bonding situation in these
π-complexes was gained by 13C-13C and 1H-13C coupling
constants.234 For example INADEQUATE249–256 experi-
ments were used to detect 1JC,C coupling constants before
and after complexation with cuprates, again with the aid of
13C labeling at selected positions of the enones or the ynoates
(see Figure 17). The exclusive reduction of the C-C coupling
constant within the former double bond shows that the triple
bond does not interact with the cuprate and the reduction of
this structurally important 1JC,C to 49-54 Hz reveals a
hybridization similar to a single bond connecting two carbon
atoms with sp2 hybridization.234

In addition, structural information about the cuprate part
in these π-complexes can be derived from scalar coupling
constants and NOEs between the cuprate moiety and the
substrate. In these π-complexes, the two cuprate substituents
are differently oriented in relation to the substrate and give
rise to separate signals with individual coupling constants
and NOEs at low temperatures. Thus, for example, 2JC,C

coupling constants of 12 Hz from one of the cuprate methyl
groups to one of the enyne carbons were detected225,234 (see
Figure 18a) as well as a reduction of the 2JC,C coupling
constants within the cuprate unit from 21 to 4 Hz.225 Both
experimental facts indicate a non linear arrangement of the
cuprate methyl groups within the π-complexes. At the same
time a nearly linear alignment of the two carbons can be
stated, which show the 12 Hz scalar coupling constant across
copper. The resulting structure and the orientation of the
cuprate unit within these π-complexes was confirmed by
NOESY and ROESY spectra. Recent π-complex investiga-
tions on substituted enones in diethyl ether also showed the
π-complex structure displayed in Figure 18b to be a general
feature.257
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Later on, the application of rapid-injection techniques207,208

also allowed the observation of π-complexes formed by the
prototypical Gilman reagents Me2CuLi•LiI and Me2CuLi•
LiCN and the sterically unhindered enone 2-cyclohexenone
as already described in section 3.2.3 (see Figure 12).121 All
of the NMR-studies discussed so far used THF as solvent at
temperatures of at least 173 K. This choice of the experi-
mental conditions has two great advantages. First, the
reaction rate of addition reactions is significantly lower in
THF (see section 3.2.2) and second, the structural investiga-
tions are not complicated by the formation of higher
aggregates in solution because SSIPs are preferred in THF.
A well directed substitution pattern of enones in combination
with selected solvent mixtures enabled structural investiga-
tions of the structural features of diastereomeric and su-
pramolecular π-complexes in diethyl ether, too.257 For
Me2CuLi or Me2CuLi•LiI and 10-methyl-∆1,9-2-octalone in

diethyl ether, the existence of two intermediate π-complexes
on both sides of the double bond is detected for the first
time. The formation of the major species, the �-face complex,
is supported by a conformational change of the enone
minimizing its steric hindrance with the cuprate moieties.257

These results give the first experimental insight into the
intermediate structures leading to the high diastereoselec-
tivities observed in 1,4 additions to chiral enones. Further-
more, the general patterns observed for π-complexes in
diethyl ether show an identical core structure as found in
THF. But similarly to the situation of the free reagents, the
π-complexes are incorporated into large supramolecular
structures mediated by the carbonyl complexing moiety,
which is composed of salt and cuprate units.257 These results
show that the supramolecular structures of the π-intermedi-
ates are most probably crucial for the diastereoselectivities
and the reactivities of organocuprates in 1,4 additions to
enones.

3.3.3. Cu(III)-Intermediates

Recently, a true highlight of structure elucidation of copper
complexes in solution was published: The observation of the
first Cu(III) complexes stabilized in solution.236–238,258 In the
proposed reaction pathways of organocopper reagents, the
reductive elimination of Cu(III) intermediates has long been
postulated to be the decisive step in typical reactions such as
conjugate addition reactions to enones, carbocupration, and SN2-
like reactions of organic halides.3,167,206,259,260 While these
Cu(III) intermediates have been reproduced many times virtually
in computational investigations,22,239,243–246,261–263 it has not
been possible to detect them experimentally for more than three
decades. Then, within half a year and completely independent
from each other the group of Bertz and Ogle and our own group
detected several Cu(III) intermediates. Interestingly, the two
groups used unequal experimental conditions to stabilize the
Cu(III) intermediates, for example, different solvents, enones,
alkylhalides and NMR equipments (rapid-injection NMR and
conventional low temperature NMR). Despite the theoretically
expected instability of Cu(III) complexes,264 in both cases some

Figure 16. 13C NMR spectra of the 2-en-4ynoate 4 and its cuprate-enyne π-complex 5 show typical 13C chemical shift changes upon
carbonyl complexation and π-complex formation. Reprinted with permission from ref 225. Copyright 2001 Wiley VCH.

Figure 17. Comparison of the 1JC,C coupling constants of the
ynoate before and after formation of the π-complex show the
exclusive coordination of the cuprate to the former double bond.
Reprinted with permission from ref 234. Copyright 1994 American
Chemical Society.

Figure 18. Typical C-C coupling constants within a cuprate enone
π-complex indicating a kink in the cuprate unit attached to the
double bond. The orientation of the cuprate unit is validated by
NOESY cross peaks. Reprinted with permission from ref. 225
Copyright 2001 Wiley VCH.
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of the Cu(III) intermediates were found to be stable for days
under the experimental conditions applied. This enabled
detailed NMR analyses of the structures of these synthetically
very important Cu(III) species and hopefully it will soon be
possible to explain the high stereoselectivities of organo-
copper reactions based on the structural behavior of these
Cu(III) complexes.

The first Cu(III) intermediate was stabilized in a conjugate
addition reaction by the group around Bertz and Ogle236 as
a further development of their rapid-injection NMR technique
of the cuprate enone π-complexes described above.121 By
adding trimethylsilyl cyanide (TMSCN) or trimethylsilyl
chloride (TMSCl) to 2-cyclohexenone as substrate and
Me2CuLi•LiI or Me2CuLi•LiCN as Gilman cuprate, a Cu(III)
intermediate was stabilized for the first time (see Scheme
1). The chemical shifts observed for this Cu(III) complex
differ significantly from those observed in cuprates or cuprate
π-complexes (see Table 2). Especially the 13C chemical shifts
of the methyl groups directly bound to copper shown down
field shifts ∆δ of up to 27.5 ppm (see Table 2). With the
aid of 13C labeled methyl groups and cyanide, 2JC,C scalar
coupling constants across Cu(III) were detected to be 35.4
and 38.1 Hz for the trans arrangement and 2.9 and 5.4 Hz
for the cis arrangement. These scalar coupling patterns and
the observed chemical shifts were consistent with a con-
comitant theoretical investigation of a square planar Cu(III)
complex.261

Later on, we stabilized the first Cu(III) intermediate of a
substitution reaction of Gilman cuprates with alkyl halides
in diethyl ether.238 This was done even without the use of a
rapid-injection unit by conventional low temperature NMR.
Interestingly, our study started similar to that of Bertz and
Ogle, with the stabilization of intermediate π-complexes in

the conjugate addition reactions of Gilman cuprates to
enones. However, the different solvents employed in these
two independent studies produce significant differences. As
discussed above, the SSIPs as main species in THF slow
down the reaction rates in conjugate addition reactions. To
detect intermediate species in diethyl ether, the reaction rate
has to be slowed down by other methods. Therefore, we used
an alkyl substituted enone,265 4,4-dimethylcyclohexenone,
and prepared Me2CuLi•LiCN with isotopically labeled
Cu13CN to enhance sensitivity (see Scheme 2 Route 1).

Surprisingly, in addition to the expected π-complex, very
small traces of a copper species with two chemically
inequivalent methyl groups and one cyanide attached were

Scheme 1. Two Routes to the First Cu(III) Intermediate, Which Was Observed in the Reaction Pathway of a Conjugate
Addition Reactiona

a Reprinted with permission from ref 236. Copyright 2007 American Chemical Society.

Table 2. Comparison of 13C NMR (1H NMR) Chemical Shifts for Cuprates, Cu(I) π-Complexes, and Cu(III) Intermediatesa

group 6 7a 7b 8 8-LiI 8-LiCN 9

CH3 (CH3
t)b -9.12 (-1.40) -9.04 (-1.35) -5.02 (-1.12) -5.56 (-1.16) -5.76 (-1.15) 12.43 (0.05)

CH3 (CH3
c)b -9.12 (-1.40) -9.04 (-1.35) -0.57 (-0.10) -1.85 (-0.24) -2.14 (-0.21) 25.31 (0.53)

CN 158.89 159.20 153.78
C1 (C3)b 198.65 194.75 193.34 193c 144.73
C2-H (C2-H)b 130.12 (5.90) 77.45 (3.77) 75.82 (3.68) 75.27 (3.71) 116.28 (5.02)
C3-H (C1-H)b 151.65 (7.08) 61.50 (3.26) 61.50 (3.19) 61.51 (3.17) 39.68 (2.74)

a Parts per million from TMS. Values for C atoms attached to Cu are in boldface. Reprinted with permission from ref 236. Copyright 2007
American Chemical Society. b Labeling for 9. Note that C1 of 6 becomes C3 of 9 and C3 of 6 becomes C1 of 9. c Shift could not be measured
accurately, owing to broadening.

Scheme 2. Two Routes to Obtain Cu(III) Intermediates of
Substitution Reactions in Diethyl Ethera

a Addition of 4,4-dimethylcyclohexenone to Me2CuLi•LiCN yields the
π-complex as main product. MeX represents traces of methyl halides in
commercially available MeLi solutions (see text). Reprinted with permission
from ref 238. Copyright 2007 American Chemical Society.
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observed in a 1H,13C HMBC spectrum (see Figure 19). The
amount of this new copper species was so small that no signal
was detected in the one-dimensional 1H spectrum due to
limitations in the dynamic range of the receiver (see Figure
19). Only the tremendous enhancement of the methyl group
signals, connected via 3JH,C scalar couplings to the 13C
labeled cyanide group, allowed its observation in the HMBC
spectrum. Later on, it became evident that the observed
intermediate originated from traces of methyl halide in
commercially available MeLi solutions and that reduced
amounts of Cu(III) intermediate of this SN2 like substitution
reaction can also be obtained directly without enone (see
Route 2 in Scheme 2).238

By changing the experimental conditions (Scheme 2 Route
2a) the π-complex was completely suppressed and the
amount of the new copper species considerably increased.
This allowed the in-depth investigation of this new Cu(III)
intermediate with 1H, 13C HMBC experiments. As shown
in Figure 20, all cross signals expected for a square planar
Me3Cu(III)CN complex with two chemically inequivalent
kinds of methyl groups were observed in the 1H,13C HMBC
spectrum (for details see the caption of Figure 20 and ref
238).

In the Cu(III) intermediate of the conjugate addition
reaction (see above) the postulation of square planar coor-
dination sphere on copper was based on precedent266,267 and
on high level theoretical calculations.261 In contrast, if
exclusively methyl groups are used as alkyl substituents, the
square planar coordination of the Cu(III) intermediate is
directly evident from the proton spectrum and the HMBC
spectrum discussed above. In addition, the square planar
coordination is in perfect agreement with crystal field theory,
because square planar d8 Cu(III) complexes are expected to
be diamagnetic resulting in sharp NMR signals and chemical
shifts close to those of organic compounds. This is also in
agreement with the finding that most of the known crystal
structures of Cu(III) compounds show a square planar
environment with different degrees of distortion around
Cu(III).268 In contrast, tetrahedral d8 Cu(III) complexes are
expected to be paramagnetic, due to two unpaired electrons
within the three t2g orbitals resulting in very broad signals
and extreme low field shifts of the protons close to the
paramagnetic center.

Simultaneously to the detection of Cu(III) intermediates
in substitution reactions in our laboratory, Bertz and Ogle
used organic halides to detect Cu(III) species with rapid-
injection NMR (see Figure 21).258 Interestingly, the Cu(III)

intermediate with three methyl groups as alkyl substituents
on copper could not be detected in THF, not even with the
aid of rapid-injection NMR. However, by the use of
larger alkyl halides for the substitution reaction, five different
Me2EtCuX species were observed.258 In these experiments
the first tetraalkyl Cu(III) complex, Me3EtCu, was unam-
biguously assigned and found to be even more stable than
Me2EtCuX. Furthermore, several neutral RR′2Cu(III)L
complexes were detected, which had been prepared

Figure 19. One-dimensional 1H-spectrum of a cuprate enone
mixture according to Route 1 in Scheme 2 shows only the two
methyl groups of the Cu(I) π-complex (Me1, Me2) and the cuprate
reagent. The green circles indicated the positions of the methyl
groups in the Cu(III) complex. Only in the cyanide section of a
1H, 13C HMBC spectrum is the new Cu(III) intermediate detected.

Figure 20. Selected high field sections of a 1D 1H spectrum (a)
and a 1H,13C HMBC spectrum (b, c) show all cross-peaks expected
for the square planar Cu(III) intermediate (d) with 13C (red) and
1H (blue) chemical shifts. The proton spectrum (a) shows a 1:2
ratio of Metrans and Mecis as well as signals of methane and a species
Mesym; the methyl section (b) and the cyanide section (c) of the
HMBC spectrum show that two chemically equivalent methyl
groups together with a third methyl group and a cyanide group are
attached to copper. Reprinted with permission from ref 238.
Copyright 2007 American Chemical Society.

Figure 21. Formation of Cu(III) intermediates in substitution
reactions using rapid-injection NMR and 1H NMR spectra obtained
from the rapid-injection treatment of Me2CuLi•LiCN (11) with EtI.
Signals of Cu-bound methylene groups are labeled 12 for
Me2EtCuCN and 13 for Me3EtCu. Reprinted with permission from
ref 258. Copyright 2007 Wiley VCH.
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from Me2CuLi•LiI and alkyl halides in the presence of
strongly electron donating ligands (e.g., PBu3, P(OMe)3,
pyridine).237

An interesting aspect of these four Cu(III) studies are the
different methods for the stabilization of the Cu(III) inter-
mediates. The study on the conjugate addition intermediate
was carried out in THF, which is known to reduce the
reaction rates by supporting the formation of solvent
separated ion pairs. Even so, the conjugate addition Cu(III)
intermediate had to be trapped with trimethylsilyl cyanide
or trimethylsilyl chloride (see Scheme 1). In contrast, the
substitution reactions are known to proceed faster in THF
than in diethyl ether. But in THF, only ethyliodide, i.e. an
alkyl substituent slightly larger than methyl, was sufficient
to obtain stable Cu(III) intermediates. The fact, that
Me3CuCN intermediates were detected in diethyl ether but
not in THF, is in good agreement with the proposed solvents
reactivity correlation of substitution reactions. These obser-
vations raise the question, whether the Cu(III) intermediates
appearing in substitution reactions are in general more stable
than those in conjugate additions.

In summary, the described structural investigations of
cuprate reagents and intermediates in solution show impres-
sively that it is possible to investigate even highly sym-
metrical aggregate structures of organocopper reagents or
instable intermediate complexes in detail by means of
advanced NMR methods. Combined information from scalar
coupling constants and sophisticated NOE-, HOE-, and
diffusion experiments are advantageous for the structure
determination of aggregates. Rapid-injection NMR and/or
elaborate preparative stabilization methods combined with
low temperature NMR allow the detection of decisive
intermediate structures.

3.3.4. Kinetic Isotope Effects

Interestingly, NMR spectroscopy in combination with
theoretical calculations was also used to identify the rate
determining step of copper promoted reactions.269–272 Single-
ton and co-workers introduced a powerful NMR spectro-
scopic technique for measuring 2H and 13C kinetic isotope
effects at natural isotopic abundance, which is based on the
determination of the relative proportion of the isotope in
question within the product (low conversion) or the substrate
(high conversion) under carefully controlled conditions.273

With the aid of this method, the formation of the C-C bond,
that is, the reductive elimination, was found to be rate-
determining in 1,4- as well as in 1,6-addition reactions.242,270

On the other hand, in the case of substitution reactions with
alkenyl bromides the C-Br bond cleavage was found to be
rate determining.272 Furthermore, with kinetic isotope effects,
mechanistic differences were revealed between the cuprate
chemistry described here and Cu catalyzed 1,4-addition
reactions with dialkylzinc.271

3.4. Heteroleptic Lithium Amidocuprates
Lithium organo-amidocuprates differ from homocuprates,

[R2CuLi], by replacement of one of the reactive organo
groups with a nontransferable amido group. This structural
modification changes essentially the parameters accessible
to NMR spectroscopy. First, the exchange rate of structurally
inequivalent lithium ions is significantly reduced to the slow
exchange limit on the NMR time scale. This does not only
allow the observation of several separated 7Li NMR signals,

but also the quantitative detection of nJLi,N scalar coupling
constants in 15N labeled samples (see Figure 22a-d). As
already mentioned in section 3.1 the detection of these scalar
couplings to lithium allows for a structure elucidation process
comparable to that of organolithium compounds or lithium
complexes with chiral amine ligands, in which scalar

Figure 22. 6Li NMR spectra of 14 at 223 K in (a) diethyl ether-
d10, (b) diethyl ether-d10 with 0.75 equiv of THF-d8, (c) diethyl-
ether-d10 with 1.5 equiv of THF-d8; (d and e) schematic represen-
tation of the dimer in diethylether and its dissociation upon addition
of increasing amounts of THF. Reprinted with permission from
ref 144. Copyright 2000 American Chemical Society.

Figure 23. 1H, 7Li HOESY NMR spectrum of [Cu2Li2Mes2-
(N(CH2Ph)2)2] in toluene-d8 shows several separated lithium signals
and various HOE cross-peaks allowing for a more classical NMR
approach in the structure elucidation of amidocuprates. Reprinted
with permission from ref 280. Copyright 2007 Wiley VCH.
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couplings and nuclear Overhauser effects are widely used
to determine their aggregation and structure in solution.146–154

The previously proposed274–276 dimer structure of ami-
docuprates in diethyl ether was verified144 by using a
sophisticated interpretation of the JLi,N scalar coupling
constants and multiplicity patterns277–279 combined with 1D
and 2D experiments based on 1H, 6Li, 15N, and 13C NMR
heterocorrelation spectroscopies. In addition, a decomposition
of the amidocuprate 14 into 15, and finally into 16 and even
into non complexed n-BuCu was structurally proven with
the same spectroscopic techniques (see Figure 22e).

For [Cu2Li2Mes2(N(CH2Ph)2)2], the detection of several
separated Li signals in this amidocuprate allowed the
identification of a mixture of structural isomers that is present
in toluene solution due to a Schlenk-like equilibrium (see
Scheme 3)280 This was achieved with the aid of indirectly
detected 1H, 7Li HOESY experiments281,282 (see Figure 23)
and the interpretation of lithium chemical shift data.280,283,284

The separated lithium signals and the well distributed proton
signals of the amidocuprate allow the detection of a number
of HOE cross-peaks for each structural isomer and in the
absence of significant exchange contributions. This enables
a more classical structure elucidation approach, which is not
applicable to homocuprates (see section 3.2).

4. Catalytic and Precatalytic Copper Complexes
with Chiral Ligands

4.1. Introduction
In the wide field of catalytic copper complexes (comprised

of copper salts and chiral ligands), very little was known
about the structures of the precatalytic copper complexes or
the catalytically active species in solution for a long time,
especially in case of several metal centers being present.3

Only a few recent publications provide the first insight into
the structural arrangements of such copper complexes in
solution, which are described in detail in this section.

In the majority of copper complexes with chiral ligands,
the structural parameters accessible to NMR are even more
limited than in the case of organocuprates. Especially, in
complexes with P-, N-, or S-donor ligands and symmetries
deviating from a rigorous tetrahedral coordination on copper,
no scalar coupling constants across copper are usually
detectable. For the structure elucidation process this means
that the number of ligands attached to copper can not be
determined by scalar coupling patterns, and the monomer
structure has to be defined by other means. In the following,
possible structure elucidation pathways for such copper

complexes will be explained on the basis of selected
examples. However, this list is not exhaustive.

4.2. Thiolate Copper Complexes
One intriguing example of tetranuclear copper thiolate

complexes was published by the groups of Seebach and
Pregosin.285 In enantioselective 1,4-addition reactions of
Grignard reagents to enones, an unexpected selectivity
inversion was observed using CuCl and the thiols 17 - 19
(see Scheme 4).286 Modest positive nonlinear effects sug-
gested that more than one ligand (and perhaps several metals)
might be involved in the catalysis.287–289

Because higher molecular weight copper thiolates used in
catalysis are isolable in the solid state,290 the possible
aggregation levels of these complexes in solution were
considered. The crystal structure of 22 shows a tetranuclear
Cu complex, in which the TADDOL-derived291 thiol surpris-
ingly acts as a monodentate and not as a bidentate ligand
for CuI (see Figure 24). In an attempt to prepare models
related to the copper chemistry in the copper catalyzed 1,4-
addition reactions of Grignard reagents (see Scheme 4), the
complexes 22-24 (Figure 24) were allowed to react with
an excess of tert-butylisocyanide in THF-d8 which was
supposed to model an additional donor ligand. Though the

Scheme 3. Predicted Schlenk-Like Equilibrium for the
Lithium Heterocuprate [Cu2Li2Mes2(N(R)2)2] in Toluene (R
) CH2Ph)a

a Reprinted with permission from ref 280. Copyright 2007 Wiley VCH.

Figure 24. Schematic representation (a) and structure of the
tetranuclear Cu complex 22 based on X-ray diffraction data (b).
The H atoms have been omitted for clarity; O atoms are indicated
in red, S atoms in yellow, and Cu atoms in blue. Reprinted with
permission from ref 285. Copyright 2000 Wiley VCH.
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resulting isocyanide complexes 25-27 (see Scheme 5) show
exchange of the isocyanide ligands in solution, they are
suitable for NMR investigations. With the aid of NMR
diffusion data for the ligands 17 and 18, which exist as
hydrogen-bonded dimers or monomers in solution, the
hydrodynamic radii of the monomer units were defined. The
subsequent 1H NMR diffusion measurements on 25-27
revealed that these complexes are tetranuclear species in
solution, too and that 22-24 do not degrade into mono-
nuclear species in the presence of additional donor ligands.
Despite the exchange behavior of the isocyanide ligands in
25-27, in 1H, 1H NOESY experiments, a variety of contacts
between the complexed thiolate ligands and the tert-butyl
group of the isocyanide were detected. These cross-peaks
suggest a different structure for 25 relative to 26 and 27 (see
Scheme 5). The observed structural deviations create different
chiral environments around the copper atom and may be the
source of the observed stereochemical inversion noted above.
Thus, the accordance of results obtained from solid state
structure analysis and from NMR diffusion data as well as
chemical shift analyses made it possible to build up a
structural model of this tetranuclear Cu complex in solution.
In addition to that, NOESY data from interactions between
the extensive ligand structure and an additional dummy
ligand as structural sensor allowed a structure selectivity
correlation of these precatalytic copper complexes.

4.3. Phosphoramidite Copper Complexes
Another recent example for NMR structure elucidation292

of precatalytic copper complexes is the breakthrough system
for enantioselective 1,4-addition reactions to enones, using
phosphoramidite ligands for copper catalyzed dialkylzinc
additions (see Scheme 6).1,293–295 Two published crystal
structures of copper complexes with phosphoramidite ligands
yielding only moderate enantioselectivities296,297 offered
potential structural models with tetrahedral coordination on
copper (see Figure 25). However, these arrangements are
quite implausible for ligand accelerated catalyzes.298 Fur-
thermore, the 31P spectra of these phosphoramidite copper
complexes show complicated and broad signals caused by a
mixture of several complex species in toluene and THF (see
Figure 26a). Thus, the first key step for structure elucidation
in solution was to find experimental conditions, which are
highly successful in synthetic applications and simultaneously
stabilize only one kind of complex in solution. For phos-
phoramidite copper complexes, the solution to this problem
was CD2Cl2 or CDCl3 as solvent. In these two solvents two
key complexes (named C1 and C2) can be identified by using
different copper salt to ligand ratios (see Figure 26a and b).
By systematical variation of the ratios of copper salt to ligand
in CDCl3, the stoichiometric composition of the crucial
precatalytic complex C2 was identified in 31P spectra to be
1.5 ligand per copper (see Figure 26c).

The subsequent determination of the aggregate size is the
second challenge in this system. Scalar couplings across
copper are not detectable and the transversal relaxation time
of the 31P signals is too short to allow diffusion experiments
by 31P NMR spectroscopy, not even with special equipment
applying stronger gradients. In addition, the 1H signals of
the free ligand and the complexes C2 and C1 overlap so

Scheme 4. (a) Thiol-TADDOL ligands 17-19 and (b)
Copper-Catalyzed Conjugate Addition: e.r. 92:8 (with 17),
e.r. 8:92 (with 18 or 19)a

a Reprinted with permission from ref 285. Copyright 2000 Wiley VCH.

Scheme 5. Fragment Showing the Composition of the
Isocyanide Complexes 25-27a

a 1H, 1H-NOESY spectra of 25-27 reveal that 25 adopts a different
conformation in the tetranuclear copper complex compared to 26 and 27.
This conformational change is indicated by the arrow showing the possible
rotation around the C-S bond. Reprinted with permission from ref 285.
Copyright 2000 Wiley VCH.

Scheme 6. Copper Catalyzed Enantioselective 1,4-Addition
Reaction of Et2Zn to Enones with Selected Phosphoramidite
Ligands As Representatives for the Binaphthol and Biphenol
Ligands Developed in the Groups of Feringa295 and Alexa-
kis294a

a Reprinted with permission from ref 292. Copyright 2000 Wiley VCH.

Figure 25. Known crystal structures of phosphoramidite copper
complexes; (a) [CuBr(O,O′-(R)-(1,1′-Spirobiindane-7,7′-diyl)-N,N-
dimethylphosphoramidite)2]2,297 (b) CuI(O,O′-(S)-(1,1′-Dinaphthyl-
2,2′-diyl) -N,N-dimethylphosphoramidite)3.296 Reprinted with per-
mission from ref 292. Copyright 2000 Wiley VCH.
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severely that routine 1H diffusion measurements would lead
to unreliable diffusion coefficients of C2 due to nonestimable
exchange contributions of the free ligand or C1. The solution
for this second problem was to take advantage of the effects
of dynamic NMR at 220 K, a temperature close to synthetic
applications. The activation barriers for internal dynamic
processes within the free ligand and the complexes, especially
C2, differ sufficiently to cause different line widths of the
methine signals (see Figure 27). As a result, the quite longish
convection compensating pulse sequence of Müller and
Jerschow acts as immanent T2-filter for the very broad
methine signals of the free ligand and C1, which allows the
exclusive detection of contributions from C2.

The resulting diffusion coefficients of C2 in combination
with the determined stoichiometry of the complex and known
stereochemistries of typical Cu(I) complexes,21,299,300 al-
lowed the identification of a binuclear copper complex with

a mixed trigonal/tetrahedral stereochemistry (see Figure 28a).
This new structural motive for catalytically active copper
complexes allows a structural explanation of the known
synthetic optimization procedures and offers the basis for
the design of new improved catalysts.292 Later on, a screening
with four Cu(I) salts and three phosphoramidite ligands
revealed that the binuclear complex shown in Figure 28a is
a basic structural motif of precatalytic Cu(I) complexes with
phosphoramidite ligands affording highly stereoselective
reactions.301 Higher coordination numbers and higher ag-
gregation levels were observed for ligands with smaller
amine moieties leading to reduced ee values. Interestingly,
the fragments observed in ESI mass spectra show a striking
correlation with the structures observed in solution, by
revealing the maximum number of ligands attached to
copper.301 The existence of the binuclear copper complex
with the mixed coordination on the two copper atoms was
additionally confirmed by low temperature NMR measure-
ments, because the expected 2:1 pattern was found in the
31P spectra. As additional low temperature species small
contributions of a binuclear complex with four ligands were
observed, which is tetrahedral coordinated on both copper
atoms (see Figure 28b).302 Furthermore, with the aid of
diffusion experiments and 31P integrals it was for the first
time possible to follow the formation of different complex
species even in mixtures of copper complexes, whose 31P
signals are spectroscopically unresolved due to ligand
exchange processes.302 This temperature dependent inter-
conversion show that in case of structurally flexible and/or
coordinatively unsaturated chiral copper complexes one has
to act with great caution to infer the complex structures in
solution at ambient temperatures from known X-ray struc-
tures, because the aggregation tendencies are even more
pronounced in the solid state than at low temperatures in
solution.

4.4. Ferrocene-Derived Diphosphine Copper
Complexes

To date only a few mechanistic studies have been reported
on enantioselective copper catalyzed conjugate addition
reactions of organozinc reagents271,292,301–305 or Grignard
reagents285,306 and they have not, as yet, led to a general
agreement regarding the rate determining step. Despite that,
the current mechanistic view proposes as first step a
transmetalation of the organic substituent from the organo-
metallic compound to the copper. For that, experimental
evidence from NMR chemical shifts exists in two cases.306,307

The recent extensive spectroscopic and mechanistic studies
on copper catalyzed conjugate addition reactions of Grignard
reagents are an excellent example of a combination of
spectroscopic studies, kinetic analyses, and variation of
reaction parameters to provide a mechanistic scheme of this
reaction.306,308,2 From ESI-MS, IR spectroscopy, X-ray
crystallography, and electrochemistry studies, the investigated
copper complexes with chiral ferrocene-derived diphosphines
were found to exist as bromide bridged dinuclear complexes
in the solvents used in the conjugate additions (see Scheme
7).306,308 Based on NMR information from scalar coupling
patterns, 1H and 31P chemical shifts, integrals and their
changes upon variation of reaction parameters, a dissociation
of this binuclear complex as well as a transmetalation upon
addition of Grignard reagents was proposed (see Scheme 7).

Figure 26. 31P NMR spectra of the complexes formed by 29 and
CuCl at a ratio of 2:1 (a) and 1:1 (b) in different solvents show
two key complexes (C1 and C2); (c) 31P NMR spectra of 29 and
mixtures of 29 and CuCl at varying ratios in CDCl3 reveal the
stoichiometric composition of C2. Reprinted with permission from
ref 292. Copyright 2000 Wiley VCH.
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4.5. Diimine Copper Complexes
In a further noteworthy study, the precatalytic complex

in copper mediated Ullmann and Goldberg reactions309–311

is shown to exhibit an equilibrium between monomers and
dimers in solution with the aid of a combined NMR,
electrochemistry, and X-ray crystallography study312 The
configurational stability of copper (I) diimine complexes was
studied in one case with EXSY spectra313 and in another
one with the aid of TRISPHAT anions (tris(tetrachloroben-
zenediolato)phosphate(V)).314 Naphthalene was found to bind

to Cu(I) with a free energy around 12-13 kcal/mol for the
barrier of the coordination/decoordination process in solu-
tion.315

In addition, a recent HRMAS NMR study on silica-
immobilized Pd/Cu catalysts is notable, allowing an insight
into the catalytically active species in Sonogashira
reactions.31631P CP/MAS and HRMAS spectra show that the
Sonogashira reaction does indeed take place on the surface
with an intermediate Cu/Pd aggregate as active species,
which is not persistent. The previously immobilized Pd
complex acts as homogeneous component in the catalysis
as it leaches during subsequent recycling steps.316

5. Conclusion
The reactivity and the high synthetic potential of copper

complexes or metal organocuprate clusters is supposed to
be based on their ability to form supramolecular structures.
In an appropriate size, cooperative interactions within the
polymetallic clusters are possible, which are able to tap the
full potential of the Cu(I)/Cu(III) redox system. For a long
time, the complexity in determining the structures of these
aggregated species in solution, the existence of dynamic
equilibria between several species, and the NMR spectro-
scopically unfavorable properties of the stable isotopes 63Cu
and 65Cu hampered the structure elucidation of copper
complexes in solution. One of the reasons is that in high
resolution NMR it has not been possible until now to deal
with the large quadrupole moments of 63Cu and 65Cu in a
satisfactory manner. Therefore, 63Cu and 65Cu NMR spec-
troscopy is mainly applicable to complexes with rigorous
tetrahedral coordination of copper. In such complexes with
detectable and sharp 63Cu and 65Cu signals, for example,
information about the π-acceptor properties of the copper
bound ligands or ligand exchange contributions can be
obtained. However, the synthetically important copper
reagents, catalytic complexes, and intermediates exhibit in
general no undisturbed tetrahedral coordination around the
copper ion. Therefore, the NMR structural investigations of
most of the copper compounds in solution are limited to the
NMR active nuclei of ligands or substituents. Despite the

Figure 27. Different line broadening effects of the 1H methine signal in (a) the free ligand 29, (b) C1, and (c) C2 resulting from temperature
shifted dynamic processes allow the exclusive detection of diffusion contribution from C2. Reprinted with permission from ref 292. Copyright
2000 Wiley VCH.

Figure 28. (a) Schematic representation of the precatalytic
binuclear complex with mixed trigonal/tetrahedral coordination of
copper. (Reprinted with permission from ref 292. Copyright 2000
Wiley VCH.) (b) Low temperature 31P spectra of CuI and ligand
29 confirm the existence of these complex species at 172 K. In
addition, small contributions of a binuclear complex with tetrahedral
coordination on both copper atoms are detected.302

Scheme 7. Proposed Dissociation of the Binuclear Precatalytic Copper Complex with Ferrocene Derived Diphosphine Ligands
upon Addition of Grignard Reagentsa

a Reprinted with permission from ref 306. Copyright 2006 American Chemical Society.
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continually improving NMR methodology, the structure
elucidation of such aggregated copper complexes in solution
still remains a real challenge. This is mainly due to the fact
that especially in highly symmetric aggregates with small
ligands or substituents it is often not possible to apply the
classical NMR spectroscopic approach for structure elucida-
tion. But the application of diffusion NMR experiments
allows the determination of the hydrodynamic radii of the
aggregates and from sophisticated NOESY and HOESY
experiments it is possible to gain insight into the structural
details of these aggregates. Rapid-injection NMR and/or
elaborated preparative stabilization methods combined with
low temperature NMR enable the detection of decisive
intermediate structures and often valuable scalar coupling
information can be obtained with the aid of specific isotope
labeling. In the past decade, specific combinations of these
methods were especially used to elucidate the structure of
dialkylcuprates and their intermediates in ethereal solutions.
In diethyl ether, the oligomeric structure consists of ho-
modimeric core units connected by salt- and solvent mol-
ecules with the supramolecular structure being decisive for
the reactivity in 1,4-addition reactions to enones. Structural
details about organocuprate π-complexes were obtained and
even the elusive Cu(III) intermediates were stabilized for
days and shown to be square planar. For amidocuprates, the
dimer structure, its decomposition, and in one case structural
isomers of amidocuprate dimers were reported. Also, the
structure elucidation of precatalytic and catalytic copper
complexes with chiral ligands made substantial progress.
Especially in the case of copper complexes with TADDOL-
like thiol ligands and with phosphoramidite ligands, detailed
NMR spectroscopic studies revealed tetranuclear and bi-
nuclear copper complexes as precatalytic species. Thus, the
recent progress in NMR structure elucidation of copper
complexes allows a first glance on the fascinating supramo-
lecular structures of copper compounds in solution, which
are supposed to be crucial for the valuable reactivities and
selectivities of copper reagents and catalysts.
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