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Nickel-catalyzed enantioselective electroreductive
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Ni-Catalyzed reductive cross-coupling of two electrophiles has recently evolved into a powerful means

for building diverse carbon—carbon bonds in an enantioselective manner. However, this strategy usually
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Nickel-catalyzed reductive cross-coupling reactions have
recently experienced a surge of development and represent a
powerful means for the construction of diverse carbon-carbon
bonds. This method allows the reaction to be carried out
under very mild conditions without the need to prepare sensi-
tive organometallic reagents, therefore showing better func-
tional group compatibility compared with many traditional
cross-coupling reactions.” A very attractive aspect of this trans-
formation is that alkyl electrophiles are effective coupling part-
ners, and enantioselective control of these reactions can be
realized by using appropriate chiral ligands.>

Generally, a superstoichiometric amount of metal powder
such as Zn or Mn is essential as a reductant for regenerating
an active Ni catalyst. However, the use of excess metal reduc-
tant has hindered the development of reductive cross-coupling
reactions (Fig. 1): (1) the metal powder requires surface
pre-activation, or inorganic salt such as MgCl,, TMSCI or Nal
as an activator; (2) capricious stirring often occurs in the
process of reaction due to the heterogeneous metal reducing
agent; (3) reactions with metal powder from different brands,
batches and storage conditions suffer from reproducibility
issue; (4) the use of a superstoichiometric metal leads
to excess waste generation and complicated post-processing;
(5) it is difficult to extend the reaction scale to industrial
settings.

Despite being known for many decades, it is not until very
recently that organic electrosynthesis has received tremendous
attention from organic synthetic chemists.? In electrochemical
processes, the active catalyst can be easily regenerated by pre-
cisely modulating the applied potential/current density in the
electrolytic cell. The electrochemical continuous flow reaction
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requires the use of excessive metal powder as a reducing agent, which poses severe challenges with
respect to reproducibility and sustainability. Electrochemical cathode reduction provides new opportu-
nities for reductive cross-coupling reaction in an environmentally benign manner. In this highlight, we
summarize the recent progress in Ni-catalyzed enantioselective electroreductive coupling reactions.

provides a suitable method for rapid scale-up.® Therefore,
using electrons as green reducing agents instead of metal
powder also enables the generation of highly reactive catalytic
species. Such a strategy avoids the aforementioned problems
associated with the use of superstoichiometric metal reducing
agents and represents a green and sustainable synthetic strat-
egy. However, most electrochemically driven nickel-catalyzed
cross-coupling reactions are in racemic form and their enantio-
selective variants remain challenging and underdeveloped.’
The goal of this manuscript is to highlight recent elegant con-
tributions to Ni-catalyzed enantioselective electroreductive
coupling reactions.

In 1997, Durandetti, Périchon and Nédélec pioneered the
study of enantioselective Ni-catalyzed electroreductive cross-
coupling reaction of aryl iodides and activated alkyl electro-
philes (Fig. 2).° The asymmetric induction is achieved through
pre-installation of chiral auxiliaries into the alkyl electrophiles.
In the experimental setting, the carrier of the chiral auxiliary
a-chloropropionic acid derivative 1 must be added constantly
to the reaction mixture via a syringe pump to avoid homo-
coupling.
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Fig. 1 Ni-Catalyzed reductive cross-coupling reaction.
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Fig. 2 Ni-Catalyzed enantioselective electroreductive cross-coupling
between a-chloropropionic acids bearing chiral auxiliaries and aryl
halides.

In 2014, Reisman’s group developed the nickel-catalyzed
enantioselective reductive coupling of alkenyl bromides with
secondary benzylic chlorides. A variety of alkenyl products
bearing allylic stereogenic centers are obtained in good yields
and excellent enantioselectivities employing a combination of
10 mol% of NiCl,(dme), 11 mol% of chiral indanyl substituted
bis(oxazoline) ligand L1 and 3 equivalents of Mn° powder as
the stoichiometric reductant (Scheme 1).” Using the same cata-
lytic system (nickel catalyst and chiral ligand), the same group
has recently successfully realized the electrochemical version
of this asymmetric transformation. This strategy does not
require excessive Mn® powder as the reducing agent. Instead,
reticulated vitreous carbon foam (RVC) is used as the cathode
and Zn as a sacrificial anode in an undivided cell.?
Interestingly, both the yields and enantioselectivities obtained
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from these two different strategies are very similar (Scheme 1).
Remarkably, an equimolar ratio of coupling partners was used
in the electroreductive cross-coupling process.

The recent study by Mei et al. constitutes significant pro-
gress in the field of Ni-catalyzed enantioselective electroreduc-
tive coupling.” Their work provides an efficient approach to
synthesize enantioenriched axially chiral biaryls in good yields
with high enantioselectivities through homocoupling of
naphthyl bromides using chiral pyridineoxazoline as a ligand
in an undivided cell (Scheme 2). In contrast, the use of Mn
powder as a reducing agent generally results in low yields,
indicating that the electrochemically driven coupling process
has superior catalytic efficiency. Attractively, this electroreduc-
tive coupling reaction offers a valuable way for the rapid syn-
thesis of 3,3’ bis-arylated BINOL derivatives, which have been
widely used in asymmetric organocatalysis.

The author proposed a possible mechanism for Ni-cata-
lyzed electroreductive coupling (Scheme 3). Naphthyl-Ni(u)
species B, afforded through oxidation addition of naphthyl
bromide 4 to Ni(0), is reduced to naphthyl-Ni(i) intermediate C
upon cathodic reduction. Further oxidation addition with
another molecule of naphthyl bromide 4 and subsequent
reductive elimination would deliver the biaryl 5 and Ni(1)
species E, which can be reduced to Ni(0) species A by cathodic
reduction. A mechanistic study by cyclic voltammetry found
that during the electrochemical reduction coupling process,
Ni(0) undergoes facile oxidative addition with an aryl halide
and Ni(u) catalyst is preferentially reduced.

j R Et L2
= °Hexyl, L3
Br L2 or L3 (12 mol%) Iy O

OBn NiCly(glyme) (10 mol%) OBn
R R . OBn
A Nal (0.24 equiv), Fe/Ni foam, 12 mA R—/
DMF, 15 °C
4 5

OBn OBn

Mn as reductant
3a (91% yield, 93% ee)
electrochemistry
3a (84% vyield, 94% ee)

vie

Mn as reductant
3d (72% yield, 94% ee)
electrochemistry
3d (72% yield, 95% ee)

MP/\/\©

Mn as reductant
39 (82% vyield, 93% ee)
electrochemistry
39 (80% vyield, 92% ee)

Mn as reductant
3b (59% yield, 94% ee)
electrochemistry
3b (62% yield, 91% ee)

PMP/\/\@\
cl

Mn as reductant
3e (75% yield, 88% ee)
electrochemistry
3e (74% yield, 91% ee)

PMP/\/i@

Mn as reductant
3h (77% yield, 94% ee)
electrochemistry
3h (79% yield, 92% ee)

This journal is © the Partner Organisations 2020

Mn as reductant

3c (56% yield, 94% ee)

electrochemistry

3c (56% yield, 93% ee)
Me

PMP/\/\©\
OCF,

Mn as reductant
3f (84% yield, 88% ee)
electrochemistry
3f (79% yield, 86% ee)

Mn as reductant
3i (40% yield, 90% ee)
electrochemistry
3i (63% yield, 90% ee)

Scheme 1 Ni-Catalyzed enantioselective electroreductive cross-coup-
ling between alkenyl bromides and benzyl chlorides.
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Scheme 3 Proposed reaction mechanism.

In conclusion, due to its sustainability, greenness and
inherent safety, the direct use of “electrons” as a reducing
agent in Ni-catalyzed reductive cross-coupling is on the verge
of rising. However, the establishment of enantioselective “elec-
trical” to replace traditional “chemical” organic transform-
ations seems trivial, but it is actually very challenging and still
in its infancy. So far, although the electrochemical activation
and turnover of the nickel catalyst eliminate the need for a
stoichiometric metal powder reducing agent, it still requires
the use of active metal electrodes as sacrificial anodes.
Therefore, the development of more economical and ecological
electrode materials is essential, especially to meet the criteria
of future industrial application. We hope that with the reaction
development and in-depth mechanistic understanding, more
and more successful enantioselective electrochemical reduc-
tive coupling reactions will be developed in the near future.
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