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The global warming crisis has sparked a series of environmentally cautious trends in chemistry, allowing us

to rethink the way we conduct our synthesis, and to incorporate more earth-abundant materials in our

catalyst design. ‘‘Single-atom catalysis’’ has recently appeared on the catalytic spectrum, and has truly

merged the benefits that homogeneous and heterogeneous analogues have to offer. Further still, the

possibility to activate these catalysts by means of a suitable electric potential could pave the way for a true

integration of diverse synthetic methodologies and renewable electricity. Despite their esteemed benefits,

single-atom electrocatalysts are still limited to the energy sector (hydrogen evolution reaction, oxygen

reduction, etc.) and numerous examples in the literature still invoke the use of precious metals (Pd, Pt, Ir,

etc.). Additionally, batch electroreactors are employed, which limit the intensification of such processes. It

is of paramount importance that the field continues to grow in a more sustainable direction, seeking new

ventures into the space of organic electrosynthesis and flow electroreactor technologies. In this piece, we

discuss some of the progress being made with earth abundant homogeneous and heterogeneous

electrocatalysts and flow electrochemistry, within the context of organic electrosynthesis, and highlight

the prospects of alternatively utilizing single-atom catalysts for such applications.
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c Department of Materials Science, Università di Milano Bicocca, via R. Cozzi 55, 20125 Milano, Italy

Mark A. Bajada

Mark A. Bajada holds a BSc (with
honours) in chemistry and
physics from the University of
Malta and a MPhil in energy
engineering from the University
of Cambridge. He received his
PhD from the University of
Cambridge with a thesis on fuel-
generating electrolysers and
continuous-flow photoreactors,
conducted under the supervision
of Prof. Erwin Reisner, and
funded through the Endeavour
Scholarship. In 2021, he was

awarded a Marie Skłodowska-Curie individual fellowship to join
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Pérez-Temprano, studying cobalt-
catalyzed C–H transformations. He
has received the 2019 CAS Future
Leaders award and the Josep Cas-
tells award. After a short postdoc-
toral stay in the Martin group (at
ICIQ), he joined the Noël Research
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1. The quest for greener and more
sustainable catalysts

One of the greatest challenges we are facing as a society is the
development and wider implementation of alternative synthetic
technologies, coupled with more sustainable and ‘‘energy smart’’
chemical manufacturing processes. Within this framework, cat-
alysis engineering is recognized as the key enabling technology
that has a substantial impact on the manufacturing sector. It can
contribute to the Green Deal agenda, by driving reactions along
selective molecular pathways to reduce waste, unlock clean
energy sources, and preventing pollution. Hence, the nanoscale
design of better catalytic methods is an essential step in our
communal challenge of greening chemical manufacturing.

In 1913, the development of iron-based catalysts in the
Haber–Bosch process represented an industrial landmark inno-

vation that enabled the synthesis of ammonia from N2 and H2.
This laid the foundation for the development of industrial
chemistry, which in turn has enabled the production of a wide
variety of bulk and fine chemicals. Catalysts are used today in
almost 90% of all chemical processes, and are essential for the
production of bulk and fine chemicals. In particular, bulk, or
so-called commodity, chemicals are manufactured on a large
scale in order to satisfy global demand, while fine chemicals are
produced in more limited quantities (o1000 tonnes per year).1

Fine chemicals are inherently more expensive than bulk chemicals,
and their cost typically reflects the number of synthetic steps
involved in their manufacture along with their commercial perfor-
mance. These useful building blocks affect everyday life through
combinations with other chemicals or substrates, to generate, for
example, biofuels, plastics, fertilizers, active pharmaceutical ingre-
dients (APIs), or food additives.
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Gianvito Vilé is a tenure-track
assistant professor of Chemical
Engineering at Politecnico di
Milano. He received his PhD from
ETH Zurich and, from 2016 to
2019, was Lab Head in Chemistry
Technologies at Idorsia Pharma-
ceuticals. His research focuses on
understanding the structure and
reactivity of single-atom catalysts,
and designing sustainable chemical
processes. He has received the ETH
medal, the Dimistris N. Chorafas
Award, and the Felder Award for

his research. In addition, he has been selected among the emerging
early-career researchers by several journals of the American Chemical
Society, Royal Society of Chemistry, and Institute of Physics.

Review Article Chem Soc Rev

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 2

8 
A

pr
il 

20
22

. D
ow

nl
oa

de
d 

on
 7

/2
6/

20
25

 1
2:

29
:3

5 
A

M
. 

 T
hi

s 
ar

tic
le

 is
 li

ce
ns

ed
 u

nd
er

 a
 C

re
at

iv
e 

C
om

m
on

s 
A

ttr
ib

ut
io

n 
3.

0 
U

np
or

te
d 

L
ic

en
ce

.
View Article Online

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d2cs00100d


3900 |  Chem. Soc. Rev., 2022, 51, 3898–3925 This journal is © The Royal Society of Chemistry 2022

It is undeniable however that the traditional chemical
industry is accompanied by a serious waste of resources and
heavy pollution of water, air, and soil. Chemical manufacturing
remains today energy intensive and requires a large amount of
fossil fuel-supplied heat (responsible for around 26% of the
world energy demand) to drive thermochemical processes.2 It is
essential, but hugely challenging, that we transform the
chemical industry, making it capable of producing various
products to meet our daily needs while avoiding any possible
negative impact on the environment. These challenges have led
to an explosion in catalyst innovation, to engineer the action of
solid catalysts at the atomic scale. In this context, single-atom
catalysts (SACs) have recently emerged as an exciting new
approach to catalyst design (Fig. 1). Due to the high surface
free energy of single atoms, individual metal atoms are generally
stabilised or confined by means of a heterogeneous support
system with high surface area and abundant anchoring sites to
prevent aggregation during synthesis and catalytic processes.3

The term ‘‘confining’’ means that the single metal atoms can be
stabilised by the lattice or the coordination environment of the
2D materials, via strong covalent bonds. However, the SACs
exhibits unsaturated coordination features, which is what gives
rise to their active sites and what effectively allows the binding of
reaction intermediates and facilitates the catalytic reaction
pathway.4 Because of their atomic-scale design, these materials
thus represent the ideal paradigm of site isolation,5 and have
been hailed as the limit of heterogeneous catalysis in terms of
economy and optimal use of the metal phase.6

One of the earliest SACs was reported in 1999, featuring
atomically dispersed Pt species on MgO.7 Tested in propane
combustion, the material was as active as the reference catalyst
made of MgO-stabilized Pt nanoparticles. The new catalyst,
however, was not stable and the difficulty to precisely charac-
terize the metal atoms, together with the obvious catalyst
restructuring under reaction conditions, left open questions on
the true nature of the ‘‘active site’’. A breakthrough came in 2003
with a report from Flytzani-Stephanopoulos and co-workers.8

Using a model catalyst, the group provided evidence that cationic
Au3+ or Pt2+ species (and not the metal nanoparticles) on CeO2

were responsible for the activity observed in the water-gas shift
reaction.

They assumed, in particular, that Au3+ ions substituted Ce4+

ions, triggering the concomitant formation of oxygen vacancies to
balance charge. The correctness of this assumption was demon-
strated a few years later, when the role of oxygen vacancies on
CeO2 was deciphered.9 Wilson, Lee, and co-workers reported
atomically dispersed Pd species on the surface of mesoporous
Al2O3 for the selective oxidation of allylic alcohols to produce
intermediates of pharmaceutical relevance.10 In this work, strong
evidence for the presence of single atom came from extended
X-ray absorption fine structure (EXAFS) spectroscopy, which gave
bond lengths consistent with Pd–O and not with Pd–Pd. In 2011,
Zhang and co-workers reported that single Pt atoms deposited on
FeOx were active for CO oxidation.11 The group also combined, for
the first time, the use of high-angle annular dark-field scanning
transmission electron microscopy, EXAFS, and computational
techniques to elucidate both the bonding between the single Pt
atoms and FeOx carrier along with the catalytic mechanism
involved. Finally, they also suggested the term ‘‘single-atom
catalysis’’, modifying the initial definition (‘‘single-site catalysis’’)
given by Sir John Meurig Thomas,12 and further defining these
materials as ‘‘supported heterogeneous metal catalyst exclusively
containing isolated monometallic active sites on a surface, possi-
bly entrapped in the cavities of porous structures’’.

Since the definition of SACs in 2011,13 this class of materials
have been applied within a broad range of reactions, including
energy-related electrochemical processes, exhibiting superior
performance to their cluster or nanoparticle analogues.14–17

Their ability to achieve 100% efficiency of atomic utilisation is
particularly advantageous in the field of large-scale renewable
energy conversion18–20 from a resource and atom economic
perspective, for lowering the consumption of (precious) metals
during material preparation, and for effectively minimising
wasted bulk catalytic material. A strong metal support inter-
action was thought to be critical to preventing aggregation of
single atoms on the surface. Remarkable has been the effort of
Diebold and Parkinson in understanding the surface chemistry
of a single-atom catalyst using a model Fe3O4(001) surface.21

Fig. 1 SACs incorporate numerous beneficial features of homogeneous and heterogeneous catalysts, as exemplified in the figure.
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Surface science techniques have revealed that CO adsorption
strength at single metal sites differs from the respective metal
surfaces and supported clusters. The authors proved in this
manner that, under surface science conditions, charge transfer
into the support modifies the d states of the metal and the
strength of the metal–CO bond.21 Such an endeavour, which
has been recently validated experimentally,22–26 has led to the
hypothesis that charge transfer occurs in single-atom catalysis,
making these materials heterogenized forms of homogeneous
catalysts and bridging the two fundamental pillars of catalysis
science.5,27 Indeed, as illustrated in Fig. 2A, there has been an
exponential increase in the number of publications that utilize
SACs since 2014, giving rise to a highly active and diverse
research field that continues at the present time. Landmark
publications and milestones reached within the SAC commu-
nity are summarised in Fig. 2B.

Work on energy-related single-atom electrocatalysts has
been pivotal to the advancement of this class of materials.
Pt-based materials remain the most active catalysts toward the
oxygen evolution reaction (OER) and hydrogen evolution reaction
(HER), but their scarcity and high-cost call for alternative catalysts
based on non-precious transition metals. Tour and co-workers
first reported the use of non-precious metal-based SACs for
electrocatalytic HER,35 in which they demonstrated that atomic
cobalt on N-doped graphene was highly active towards this
transformation in both acidic and alkaline media. The electro-
catalytic CO2 reduction reaction (CO2RR) enables the conversion
of CO2 into value-added chemicals and fuels.36 Recently, first-row
transition metals (e.g., Mn, Fe, Co, Ni, Cu) atomically dispersed in
graphene layers have been explored as CO2RR electrocatalysts in

aqueous solution with CO as the dominant product, and Ni-based
ones are the most widely studied among different atomic metal
catalysts.37

2. Beyond small molecule activation:
SAC-driven organic electrosynthesis

To-date, most SACs have been studied for electrochemical
energy-related reactions or traditional thermochemical organic
chemistry, but rarely within the context of forefront organic
synthesis of APIs and other fine chemicals featuring more than
one carbon atom. However, the transfer of green chemistry
technologies into industry also requires their wide, effective,
and economically viable implementation in less explored
industrial areas. Over the past years, the field of preparative
organic methods has experienced increased attention to the
adoption of new and viable technologies. Indeed, as demon-
strated in Fig. 2A, there has been an exponential increase in the
number of publications that utilize electrosynthetic methods
since 2012, giving rise to a diverse and highly active field of
research that continues at the present time. This development
has been also encouraged by the uptake of green chemistry
concepts by the organic synthesis community and by the
definition of new ‘‘metrics’’, such as the E(nvironmental)-
factor, which is defined as the ratio between the mass of waste
generated and the mass of product synthesized, and which assess
how environmentally friendly or harmful a chemical process is.38

By showing that the synthesis of organic compounds generate
10 times higher waste than the energy and oil-and-gas industry

Fig. 2 (A) Bar chart of the papers published per year for ‘‘single-atom catalysts’’ (applications and fundamental studies), and for ‘‘organic electrosynth-
esis’’ (electrosynthetic and electrochemical studies) generated using the Web of Science database. (B) Timeline showing key milestones in the
development and application of SACs.8,11,25,28–34
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(due to solvent losses and the large amounts of downstream waste
generated from the use of toxic reductants and oxidants during
pharmaceutical synthesis),39 these metrics have led to the re-
evaluation of many practices in the fine chemical and pharma-
ceutical industries, and encouraged a reduced use of hazardous
substances in the synthesis and production of various chemical
goods.40 In this context, the renaissance of electrosynthesis has
offered a viable alternative to traditional thermochemical
approaches, and has shown the potential to improve the sustain-
ability of chemical manufacturing. The range of examples
exploiting electrocatalytic steps in organic synthesis is signifi-
cantly smaller in volume than thermochemical analogues.41–44

However, it has been demonstrated that there is substantial
market potential to implement electrosynthetic routes as an
alternative to traditional thermochemical approaches, for the
sustainable production of organic chemicals, such as is the case
with the Simons fluorination process,45 the Monsanto adiponitrile
process,46 and electrochemical deuteration methods.47

On a more fundamental level, electrochemistry uses an
electrical current to drive, otherwise endergonic, chemical
reactions. This electricity is supplied to an electrochemical cell,
which consists of two complementary electrodes and a suitable
electrolyte.48 The two electrodes, anode and cathode, are
responsible for the oxidation and reduction processes, respectively.
The electrode material is crucial, and a judicious choice is required
to steer and maximize the chemical outcome of the process (see
Section 7).49,50 The electrolyte is usually a highly-charged solution
that acts as a link between the two redox events that take place at
the electrode surfaces. The selection of a proper solvent/electrolyte
combination will be very important for closing the overall circuit in
a productive manner, and consequently will have an impact in the
overall efficiency (see Section 6).51 In other words, the presence of
an electrolyte minimizes the Ohmic drop of the electrochemical cell
and is thus important to increase the energy efficiency of the cell.
Overall, electrosynthesis can replace the need for oxidising or
reducing chemical agents used in conventional thermochemical
processes, which typically lead to the generation of wasteful and
toxic by-products. The use of an electric current as a renewable,
affordable, and safe source of electrons to develop chemical
transformations can be considered ideal from the vantage point
of green chemistry.52

Progress has also been made to expand the list of existing
organic electrosynthetic reactions for large-scale applications.
An electrochemical allylic C–H oxidation has been recently

developed by Bristol Myers Squibb and the Baran group.53

The elimination of toxic reagents (such as chromium or
selenium) and precious metals, and the use of carbon graphite
rods and vitreous carbon electrodes, implied that the process
was suitable for scale-up. Industrial applicability was demon-
strated in a 100 g scale batch electroreactor, with the conver-
sion of a-pinene (1) to verbenone (2, Scheme 1A), and the
synthesis of sterol 5 and its acetate 6 (Scheme 1B). Additionally,
a process greenness score (PGS) of 56% was obtained, 450%
improvement in the PGS compared with the CrO3-mediated
oxidation of acetate 6 (32%). In 2019, a desirable building block
for the preparation of drug compounds like citiolone and
ersteine was prepared by BASF AG, using a large-scale electro-
chemical reduction protocol to convert DL-homocysteine to
thiolactone 8 (Scheme 2).54 Their alternative electrochemical
procedure was developed and conducted on a 200 kg scale,
through the use of a carbon cathode coated in a lead/bismuth
alloy, to produce compound 8 with 45% yield. Smaller scale
protocols, with the potential of large-scale operation, are also
being devised within the area of electrochemical reductive
coupling using Ni catalysts. Recently, Pfizer, in collaboration
with the Weix group at the University of Wisconsin-Madison,
reported such a system, featuring a homogeneous Ni-catalysed
coupling reaction between aryl bromides and alkyl bromides in
a divided electrochemical cell. These mechanisms alleviate the
production of stoichiometric metal waste,55 but further work is
required to move beyond the use of elements such as nickel
and lead, which have environmental consequences in their
own right.

As shown from these examples, organic electrosynthesis can
offer several advantages: conventional chemical oxidizing or redu-
cing agents can be replaced by electric current in which electrons
are used as ‘‘green’’ reagents for redox-based chemistry.56 This

Scheme 1 Electrochemical allylic oxidation on a 100 g scale, using inexpensive graphite plate electrodes in an open-air beaker, and LiBF4 as supporting
electrolyte: (A) a-pinene to verbenone conversion, (B) sterol product and its acetate (CCE: constant current electrolysis).

Scheme 2 A large-scale electrochemical reduction protocol to synthe-
size DL-homocysteine thiolactone hydrochloride from DL-homocysteine.
This product is a useful pharmaceutical building block required for the
preparation of drug compounds such as citiolone and Ersteine.
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makes this method an environmentally friendly synthetic tool
that is well aligned with the principles outlined in the Green
Agenda for organic synthesis.38,57–59 The other contributing factor
to the broader adoption of electrosynthetic methods is the drastic
rise in the deployment of wind turbines and photovoltaics (Fig. 3),
which have allowed us to tap into renewable sources of energy, and

corresponding drop in the price of renewable electricity.60 Integrat-
ing the energy and chemical sectors would also be beneficial for
continually promoting the dispatchability and penetration of
renewables on an even broader scale, as excess renewable power
could be directed to and stored in the form of a stable, chemical
bond, such as in the electrolysis of water to generate H2 fuel.61–64

The use of SACs for the great potential of electrifying chemistry
has been emphasised in the literature, with special importance on
designing, developing, and optimizing suitable single-atom
electrocatalysts for clean energy conversion reactions.37,65–67

However, little consideration has been given with regards to the
application of those design principles to drive targeted organic
transformations in a strategically planned electrocatalytic
manner. As illustrated in Fig. 2A both the field of ‘‘SAC’’ and
the field of ‘‘organic electrosynthesis’’ are substantially growing,
but a review merging these complementary fields has, to-date, not
been formulated. Promoting the integration of these two sectors
would allow to encompass a more comprehensive portfolio of
applicable, green chemistries, including both those for bulk and
fine chemical production pathways.

3. Targeting five classes of reactions
for SAC-based organic
electrosynthesis

Five dominant reaction types are typically invoked in organic
and pharmaceutical synthesis, and represent more than 60% of

Fig. 3 Schematic showing the electrocatalytic conversion of simpler
building block molecules into value-added active pharmaceutical ingre-
dients (in this case, hydroxychloroquine), using a single-atom catalyst
incorporated within a microflow device and powered through renewable
electricity.

Fig. 4 The percentages of the most frequently used reaction types (amide formation, cross-coupling reactions, amine Boc-deprotection and
electrophilic reactions with amines) which dominate contemporary practice to produce compounds in fine chemistry. These present a clear reaction
space that can be targeted with single-atom electrocatalysis. Data sourced from ref. 30, 83 and 84.
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the reactions used in these fields.68 These include amide for-
mation, cross-coupling reaction, amine tert-butyloxycarbonyl
(Boc)-deprotection, electrophilic reactions with amines, and
enantioselective hydrogenation (Fig. 4). These reactions are widely
used in synthesis, and predominately require redox conditions via
the addition of terminal reductants or oxidants, and are already
catalysed over transition metals. The development of sustainable
organic electrosynthetic processes and the implementation of
single-atom catalysts in the aforementioned reactions could thus
have a transformative impact due to the dominant or recurring
nature of certain key reactive steps.

Amide formation protocols are either mediated by a stoi-
chiometric reagent or a catalyst. In the case of the former,
typical methods for amide bond formation employ stoichio-
metric quantities of activating reagents such as 1-ethyl-3-(3-
dimethylaminopropyl)carbodiimide (EDC), thionyl chloride or
n-propylphosphonic acid anhydride (T3P),69 which lead to the
production of large quantities of waste. Vis-à-vis the catalytic
route, the most successful catalysts to date include group(IV)
metal salts70–73 and boron based systems.74–81 Cp2ZrCl2 and
ZrCl4 are reported to be more effective catalysts in relation to
Ti(OiPr)4, and have been applied to a wider range of substrates,
albeit the fact that the titanium catalyst is an inexpensive bulk
chemical.71 The reactions have also been tested on a 20 mmol
scale, demonstrating improved efficiency. Boron compounds
constitute the other important class of amidation catalysts. One
of the main concerns however is the potential reproductive
toxicity of boric acid,82 which will inevitably result from boron-
based catalyst breakdown. Commercially available borate esters
offer significant improvements in reactivity and scope over
boric acid,78 and many pharmaceutically relevant amides can
be prepared such as those derived from poorly nucleophilic
anilines, heterocyclic compounds, and amino acids.81 These
reactions can be scaled up to access multigram quantities of
amide with high efficiency. The most reported amidation
catalysts within this class are in fact boronic acids, and range
from simple examples (phenyl, n-butyl) to more complex func-
tionalized systems.76,77,80

Cross-couplings are a set of different reactions where two
fragments are joined together with the aid of a metal catalyst
(e.g., Pd). These reactions (i.e., Heck, Kumada, Stille, Negishi,
Suzuki–Miyaura, Hiyama, to name a few) use organohalides
and other surrogates as starting materials, and are essential
tools in synthetic chemistry for the construction of many
organic and pharmaceutical compounds. Over the past two
decades, the Suzuki–Miyaura coupling reaction, catalysed
through the Pd0/PdII cycle, has become arguably one of the
most efficient methods for the construction of biaryl or sub-
stituted aromatic moieties.85 Most early work for this coupling
reaction was conducted using triarylphosphines as supporting
ligand for the homogeneous palladium phase. However, more
recently, the application of new ligands has dramatically
improved the efficiency and selectivity attainable in such
cross-coupling reactions. From the available list of ligands for
such cross-coupling reactions, bulky dialkylbiaryl86,87 and
trialkylphosphines88 remain the most widely used, followed

by N-heterocyclic carbenes (NHCs).89 The range of substrates
for Suzuki–Miyaura coupling reactions based on these ligands
include aryl bromides, aryl triflates, unactivated aryl chlorides,
aryl tosylates, a variety of heteroaryl systems as well as very
hindered substrate combinations.85

Many biologically active substructures and APIs incorporate
nitrogen atoms, hence C–N bond formation is an important
area within the pharmaceutical arena. The Buchwald–Hartwig
amination, featuring the transition-metal-catalysed cross-coupling
of electrophilic aryl halides with amines,90 has become an elegant
and resourceful method for creating such bonds. These reactions
typically involve palladium, copper, or nickel centres, decorated
with sophisticated and expensive ligands. In addition, they usually
require the use of a stoichiometric base and high reaction
temperatures.91 These ligands were first described by Buchwald
for Pd-catalyzed cross-coupling in 1998.92 Since then, additional
research has led to the development of a versatile group of
structurally related ligands that have been shown to yield highly
active catalysts for a range of reactions.93–101 For the case of the
Pd-catalyzed amination, the ligand BrettPhos (9, Fig. 5A) for
example was shown to be the most active dialkylbiaryl-based
phosphine system for the selective arylation of primary
amines.102,103 Another breakthrough was made with the ligand
RuPhos (10, Fig. 5B), which was found to be useful for the
arylation of secondary amines.104,105 Tertiary amines on the other
hand, can be synthesised via the Cu-catalysed electrophilic ami-
nation of diorganozinc reagents with O-acyl hydroxylamine.106

The Boc group is one of the most widely used amino
protecting groups, and the most common procedures for its
removal require an excess of an organic acid such as TFA,107 or
mineral acids such as sulfuric,108 hydrochloric,109 and phosphoric
acid110 on large scale. However, catalytic methods are also known,
and they include the use of bismuth(III) bromide,111 copper(II)
triflate,112 iron(III) salts,113 and zinc-hydroxyapatite.114 The list is
non-exhaustive but sheds some light on the versatility of the
applicability of metal systems for catalytic Boc-deprotection.

Finally, enantioselective hydrogenations of enamines and
imines represent another highly important reaction pathway
for the synthesis of a variety of biologically active molecules,
and are often incorporated within the industrial production of
chiral drugs and agrochemicals.115 The chiral catalyst used for
the hydrogenation of imines and enamines is the primary

Fig. 5 Chemical structures for two homogenous ligands: (A) BrettPhos,
and (B) RuPhos.
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determinant vis-à-vis the reactivity and enantioselectivity of the
reaction. To-date, a broad range of these catalysts have been
developed for such purposes, providing the desired chiral
amines or their derivatives with good to excellent enantio-
selectivities. Chiral catalysts for imine hydrogenation are in
fact predominantly based on iridium, although examples incor-
porating rhodium or ruthenium do exist.116 The most notable
example is the chiral Ir-Xyliphos catalyst, featuring a chiral
ferrocenyl-based diphosphine Josiphos-type ligand, which has
been used in the enantioselective synthesis of the herbicide
(S)-Metolachlor (Scheme 3).117 Numerous studies on chiral
rhodium catalysts based on either diphosphine ligands or
monophosphorus ligands have been published in the past
couple of decades. In 1996, Burk et al.118 made a breakthrough
in enantioselective hydrogenation of enamides via Rh-based
catalysts featuring the diphosphine ligands DuPhos and BPE,
and a wide range of these substrates were hydrogenated to
N-acetyl amines with high enantioselectivities, up to 98%
enantioselective excess (ee).

4. Why SACs can be applied for
organic synthesis

Focusing on the class of reactions identified above, in this
section we will delve into some key examples which predomi-
nately highlight metal-based electrocatalytic applications for
organic synthesis, critically discussing limitations of both the
homogeneous and heterogeneous perspectives. In this context,
we shed light on how single-atom catalysts emerge from the
ashes of these two pillars, and can provide unprecedented
opportunities for the development of green organic synthesis
protocols.

Early pioneering reports from Kolbe119 and Shono120

amongst others focused on direct electrolysis methods, where
the electro-reaction is predominantly governed by bond cleavage
of the weakest link. However, over the past decade, there has
been a strong push from the academic organic community to
further explore the realm of preparative electrosynthetic

methods.121–123 The merger of transition metal catalysis with
electrocatalysis – coined metallaelectrocatalysis – has given a
unique opportunity to move from substrate engineering to
catalyst design, thus extending the electro-reaction past the
domain of simple dissociation energy control.124–126 In most
cases, homogeneous catalysts comprising of organometallic
complexes, metal salts, enzymes, inorganic, and organic species
that are solubilized in the same phase as the reactants, are
employed.127 Nonetheless, separating homogeneous catalysts
from the reaction mixture requires expensive and tedious pur-
ification steps. Heterogeneous catalysts have been proposed as
future materials for all of the reactions described above. These
involve distinct phases for the catalyst (a solid) and the reactants
(which are liquid or gaseous) and are preferred since they are
stable and easy to separate from the reaction mixture.

Until recently, electrochemical synthesis was conducted over
atomically-precise molecular systems, but was limited to the
use of costly platinum group metal (PGM) electrocatalysts, and
the application of earth-abundant 3d metal catalysts for such
purposes had been elusive.128 Earth-abundant 3d metals, being
more cost-effective and generally less toxic in comparison with
their noble 4d and 5d homologues,129 provide an invaluable
platform for resource economical, metallaelectrocatalysed
organic synthesis, and 3d transition metals such as Mn,130

Fe,131 Co,132 and Ni,133 present an attractive alternative for
intensified applications. For example, anodic C–H activation has
been catalysed by Ni and Co, while Mn and Fe are increasingly
being employed. Ni complexes are most frequently applied within
an electroreductive reaction pathway, although a variety of 3d
block metals, such as Co and Zn, are also being implemented as
efficient electrocatalysts.134

Co-catalysed metallaelectrochemical C–H activation studies
were initiated by the Ackermann group in 2018,135 where they
reported a Co(OAc)2 electrocatalytic system featuring the

Scheme 3 Enantioselective synthesis of (S)-metolachlor, using an
Iridium-based chiral catalyst. Note: Xyl = 3,5-xylene.

Scheme 4 Proposed cobalt-catalytic cycle for C–H/N–H activation.
Note: RVC = reticulated vitreous carbon.
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C–H/N–H annulation of alkynes at ambient temperature
(Scheme 4). Other metal salts attempted (Mn, Cu, Au, Ir and Pd
amongst others) proved to be ineffective, thus highlighting the
importance of Co for this electrocatalytic application. Their mecha-
nistic understanding of the system involves the initial formation of
the catalytically active CoIII carboxylate species by anodic oxidation
of CoI or CoII carboxylate. Carboxylate-assisted C–H activation of
benzamides, migratory insertion of the alkyne compound, and a
reductive elimination step, affords both the desired product and the
CoI species. The latter is converted back to the catalytically active
CoIII carboxylate complex through anodic oxidation.

The same group also proposed a Fe electrocatalysed route for
the regioselective ortho C–H arylation of amides (Scheme 5).136

Typically, the Fe-catalysed oxidative C–H transformation requires
superstoichiometric amounts of expensive 1,2-dichloroisobutane
as the sacrificial reagent, which in their case was replaced with
electricity as an environmentally-benign oxidant. An electro-
oxidative Fe(II/III/I) catalytic scheme was described for the system,
based on experimental, spectroscopic, and DFT mechanistic
studies. The Fe-electrocatalytic cycle is thus believed to com-
mence via an organometallic C–H cleavage, followed by anodic
single-electron-transfer oxidation and transmetallation of the
FeII intermediate to generate a five-membered FeIII species.

The latter furnishes the arylated product and the key FeI inter-
mediate via reductive elimination. The catalytically active FeII

complex is finally regenerated at the anode-electrolyte interface.
Their metallaelectrocatalysis strategy also proved to be versatile
vis-à-vis the central metal redox centre whereby the authors
substituted Fe for Mn in the C–H arylation scheme, thus
demonstrating the use of electricity and first-row, earth-
abundant transition metal catalysis for targeting such organic
transformations.

Sevov et al.137 reported the Heck coupling with aryl halides and
alkenes, replacing the precious-metal Pd with an earth-abundant
Ni electrocatalyst for this electroreductive transformation
(Scheme 6). Despite parallels in reactivity between Ni and Pd
complexes,138 Ni-catalyzed Heck reactions of aryl halides are
uncommon, but this seminal report by Sevov highlights the
utilisation of electrochemistry to accomplish this rare,
Ni-catalysed, transformation. For their catalyst design, an additive
(cyclohexanone) was required to convert the redox inert NiII aryl
complex to a redox active NiII species. The latter could then
subsequently undergo single-electron reduction at the cathode
to form a low-valent NiI complex that reacts rapidly with
unactivated alkenes, via a migratory insertion and b-H elimination
pathway, to yield the Heck coupled product. Their data suggested

Scheme 5 Fe-electrocatalyzed C–H arylation.

Scheme 6 Nickel-catalyzed electrochemical Mizoroki–Heck coupling reaction, where cyclohexenone was employed as an additive to transform the
redox inert NiII aryl complex to a redox active NiII species.
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the occurrence of a stabilising interaction between the electron-
deficient additive and the reduced NiI intermediate, allowing the
reaction to procced at a mild potential, thereby preventing degrada-
tion of the aryl bromide.

These are but a few examples to demonstrate the electro-
catalytic versatility of homogeneous metal catalysts. As
mentioned, the metal can take the form of a salt or a neutral
complex within the reaction mixture, and these studies depict the
variation in catalyst design for various targeted transformation.
They also shed light on the ability to utilise earth-abundant 3d
metals for green applications. The homogeneous catalysts pre-
sented herein exhibit unparalleled catalytic activity and selectivity
at mild conditions, well-defined active sites and tunable coordina-
tion environments,127 which allows for the rational design and
synthesis of high-performance catalysts based on the established
structure–property correlations, and the possibility to describe
their reactivity with atomic precision. In a practical sense however,
homogeneous catalysts are limited by low stability and a typically

complex separation and recovery process, thereby impeding their
application within an industrial context.139 Furthermore, Pt is
typically used as one of the electrode materials, increasing the
overall cost of the process, or a sacrificial anode is employed,
further complicating the reaction process and leading to the
additional generation of wasteful by-products. In several cases,
the actual role of the additives employed is not always clear, and
their exact function vis-à-vis the net reaction is ambiguous. In an
analogous manner to the homogeneous catalyst itself, their
presence tends to complicate the process and lead to additional
steps in the purification stage.

For most of the reactions explored within the realm of
electrochemical organic synthesis, non-targeted, commercial
first-generation electrodes (such as carbon rod, platinum, and
reticulated vitreous carbon) are applied as the current collectors.
The advancements made using well-designed reaction-specified
electrodes in improving the catalytic activity for energy conver-
sion heterogeneously catalysed reactions, such as water splitting,

Fig. 6 (A) Coupled alcohol oxidation and CO2 reduction electrolyzer, featuring a mesoporous indium tin oxide scaffold modified with a silatrane-
anchored TEMPO electrocatalyst to yield a hybrid anode for selective alcohol oxidation (right-hand compartment), and a polymeric cobalt
phthalocyanine CO2 reduction electrocatalyst, deposited onto porous carbon paper to yield the cathode (left-hand compartment) (reprinted with
permission from ref. 146). (B) Scheme to show the relative performance for electrochemical HMF oxidation to the targeted product on spinel oxides,
whereby tetrahedral and octahedral sites in Co3O4 were substituted by Zn2+ and Al3+ to form ZnCo2O4 and CoAl2O4, respectively (reprinted with
permission from ref. 147). (C) Time-dependent conversion plots for the cobalt phosphide electrocatalysed formation of azobenzene, which can be
efficiently synthesized through a one-pot two-step procedure, involving first the formation of azoxy products at a less negative bias (�0.8 V vs. Ag/AgCl)
and the subsequent reduction to azo at more negative potentials (�1.1 V vs. Ag/AgCl) (figure adapted from ref. 149). D. Schematic illustration of the
coupled electrolyzer, including a highly coupled W2C/N3.0C dyad as the anode for the electrocatalytic alkoxylation of ethylbenzene with methanol, and a
Ti cathode for H2 production (top); conversions of ethylbenzene on the W2C/N3.0C anode and control anodes, featuring the same amount of a bare NC
sample, W2C catalyst, or a mechanical mixture of the two components (figure adapted from ref. 155).
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nitrogen reduction reactions, and CO2RR,140–142 is further testa-
ment to the importance of electrode design for improving the
rate of catalysis. This sheds light on the huge gap between the
design of electrode materials and the requirements for efficient
and sustainable organic electrosynthesis. Examples involving the
use of modified electrodes for heterogeneous catalysis are
indeed quite scarce in the literature, but we envision that this
particular area of research will gain traction soon. Some key
designs have indeed been envisioned, albeit for organic
transformations which lie within or outside the five dominant
reactions listed earlier. Nonetheless, they are included herein in
order to present the latest advancements made within this sector.

Zhang adopted a bi-functional Ni2P nanosheet electrode, but
extended the anode reaction to include the selective semi-
dehydrogenation of tetrahydro- to dihydroisoquinolines,143

while Grätzel and Hu used a robust photoanode, haematite,
to conduct C–H/N–H coupling of anisole with pyrazole in a
photoelectrochemical setting.144 Manthiram and co-workers
developed an electrochemical method to epoxidize alkene
substrates at room temperature and ambient pressure.145 The
catalytic system incorporated a carbon electrode coated with
monodisperse manganese oxide nanoparticles, while water was
the sole oxygen atom source.

Reisner et al. modified an indium tin oxide electrode with a
silatrane-functionalised TEMPO electrocatalyst to yield a hybrid
anode, for the selective oxidation of glycerol to glyceraldehyde,
which was concomitantly coupled with CO2RR in the cathodic
compartment (Fig. 6A).146 Wang and co-workers successfully
identified the optimal geometrical sites in Co3O4 spinel oxide
for the electrochemical oxidation of hydroxymethylfurfural
(HMF),147 and showed that CoII tetrahedral sites were capable
of chemical adsorption for acidic organic molecules while CoIII

octahedral sites play a key role in the oxidation pathway of HMF
(Fig. 6B). Based on these findings, the rational design of a
specifically tailored mixed spinel oxide (CuCo2O4) was accom-
plished, to yield an anodic system with an enhanced electro-
catalytic activity for HMF electrooxidation relative to Co3O4.

To support green research efforts to explore the synthesis of
deuterated pharmaceuticals, the Zhang group also pioneered
an electrocatalytic strategy for the one-pot halogenation–
deuterodehalogenation of C–H to C–D bonds, without isolating
the halide precursors.148 Here, they employed noble-metal-free
Cu nanowire arrays as a low-cost cathode to electrocatalyse the
reductive deuteration of halides, using D2O as the deuterium
source under ambient conditions. The same group engineered
a CoP nanosheet cathode for the electrocatalytic reduction of
nitro substrates to yield azoxy-, azo- and amino-aromatics,149

highlighting a more sustainable route to generate compounds
used in, for example, dyestuff production.150 The authors
describe how the selectivity can be tuned by varying the applied
potential/s, in order to modulate which nitro reduction product
is generated at the cathode (Fig. 6C). A two-electrode electro-
lyser featuring the CoP cathode and a Ni2P anode was then
assembled, to couple two synthetically useful half-reactions –
the anodic oxidation of aliphatic amines to nitriles, and nitro-
benzene reduction to azoxybenzene.

Sun and co-workers reported a heterogeneous electrocatalytic
system comprised of monodisperse CuPd nanoparticles, for the
selective cross-coupling of alkyl halides and allylic halides to
form C–C hydrocarbons in aqueous solution and at room
temperature.151 Yu et al. report an electrolyser featuring a
nanostructured NiFe oxide anode and a NiFe nitride cathode,
synthesized from NiFe layered double hydroxide nanosheet
arrays on three-dimensional Ni foams, for the purposes of
conducting glucose oxidation and HER, respectively.152 The
coupled system demonstrated a high yield for glucaric acid in
the anodic compartment, a ‘‘top value added compound’’
derived from biomass, owing to the fact that it is a key inter-
mediate for the production of synthetic, biodegradable
polymers.153,154 Electron-deficient W2C nanocrystal-based
electrodes for the highly efficient electrochemical alkoxylation
of C–H bonds were developed by Li et al.155 They highlighted
the importance of the modified physicochemical properties of
electrode materials in boosting additive-free C–H activation
reactions, and focused on the alkoxylation of ethylbenzene with
methanol on the electron-deficient W2C nanocrystal-based
anode (Fig. 6D). The authors were thus able to tune the electron
density of W2C nanocrystals by constructing Schottky hetero-
junctions with nitrogen-doped carbons, so as to promote
preferred adsorption of benzylic C–H bonds of ethylbenzene
on the electrode surface. This greatly facilitated subsequent C–H
activation, which is the rate-limiting step in the overall transfor-
mation. The efficient oxidative reaction was simultaneously
coupled with HER at the cathodic side.

These heterogeneous catalysts are highly appealing owing
to their high stability, easy separation and recyclability, and
facile immobilisation for continuous flow (electro)catalytic
applications. However, their broad distribution of particle sizes
and surface characteristics leads to ambiguity vis-à-vis the role
of catalysis and the exact nature of the active crystal facets,
edges, and corners which give rise to such effects. This makes it
difficult to deduce accurate structure–function relationships
which facilitate the fundamental mechanistic understanding
and rational design of active sites with tailored activity and
selectivity.17 The combination of varying size and surface
features also implies that overall atom efficiency with regards
to metal utilisation is low, and certain atoms present on the
surface may actually be inert or trigger undesired side
reactions.139 These disadvantages push for a foundational
rethink in the type of catalytic systems for organic electro-
chemistry, and make SACs an ideal candidate for such
applications.

5. Engineering SACs for organic
electrosynthesis

SACs can offer unprecedented opportunities for rational cata-
lysis engineering (Fig. 1). The aspect of resource economy
intrinsic in SACs is an encompassing term to consider,156 as
it deals not only with the energy source used to synthesize the
desired chemical feedstocks, but also delves into aspects
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related to the sustainability of the catalysts employed. There is
thus a high incentive to replace precious metal with earth-
abundant catalysts, and to atomically tailor the material so as
to maximise both the reactivity of the active sites and the
utilisation of metallic components.157 SA-based electrocatalysts
can be tailored to selectively conduct targeted organic transfor-
mations. At a suitable electric potential, these materials can
become activated and will oxidize or reduce reactants to gen-
erate reactive intermediates that can then undergo subsequent
reaction(s), with no permanent chemical changes to the mate-
rial itself.158,159

The properties of the support materials (e.g., composition
and nanostructure) can impact the coordination environment
and hence, the mechanism of the electrocatalytic reaction
under observation.67 The presence of foreign atoms, such as
N or B, at certain sites of the support, may tune the electronic
properties of the composite material, and enhance catalysis in
that way. In effect, noble metal-free nanocarbon materials
featuring M–N–C moieties show an electrocatalytic activity
comparable with (and often exceeding that of) Pt-based materials
for ORR.160

Carbon-based materials have widely been adopted as metal-
free supports in the fabrication of SACs for electrocatalytic
applications. This is principally due to electrical conductivity,
high specific surface area, tunable porous structure, and versa-
tility for chemical functionalisation.37,65,161,162 An array of

supports featuring carbon nanotubes, graphene, graphdiyne,
graphitic carbon nitride (g-CNx), and porous carbon substrates derived
from metal organic frameworks (MOFs) or polymers,3,163–173 have
been developed using a variety of synthetic methodologies.
Generally, pyrolysis and wet chemistry techniques have been
most commonly employed for the preparation of SACs based on
such carbon substrates. Wet chemistry methods do not require
any special equipment and are typically easy to operate, hence
their potential for the large-scale production of SACs. The
impregnation approach is one such example of this synthetic
route, and relies on the chelation between metal centres and N,
O, or S coordination sites in carbon-based materials. For
instance, Vilé et al.29 synthesized Pd SACs supported on meso-
porous graphitic carbon nitride (mpg-CNx) by mixing PdCl2 and
NaCl in a mpg-CNx dispersion under magnetic stirring and
sonication, followed by NaBH4 reduction (Fig. 7A). This was
primarily ascribed to the strong coordination between the
metal centres and the N coordination sites of mpg-CNx. The
procedure has also been used to prepare other catalysts, such as
Pt-g-CNx, Ru-g-CNx, and Ni-g-CNx SACs.26,174,175

Pyrolysis has been used rather extensively in the preparation
of SACs by thermal decomposition of select precursors, such as
carbon matrices and MOFs, at elevated temperatures under
a controlled atmosphere (e.g., N2, NH3, Ar or H2). Fig. 7B
illustrates the synthesis of SACs from a carbon matrix and
features single metal atoms embedded in a nitrogen-doped

Fig. 7 Examples of metal SACs supported on carbon materials, prepared through various means: (A) impregnation; strongly anchored and isolated Pd
species in the host cavities of the mpg-CNx framework, resulting from stirring, sonication, and NaBH4 reduction of the corresponding metal salt in the
presence of mpg-CNx (adapted from ref. 187). (B) Pyrolysis; preparation of single metal atoms embedded in nitrogen-doped holey graphene frameworks
with MN4C4 moieties, in which the precursors are metal ions adsorbed on a 3D graphene hydrogel and the pyrolytic step is performed under an NH3

atmosphere (reprinted with permission from ref. 176). (C) Copolymerisation method; Ag-CNx derived from silver tricynomethanide and cyanamide
(reprinted with permission from ref. 178). (D) ALD; schematic illustration of the Pt ALD mechanism on nitrogen-doped graphene nanosheets, in which the
Pt precursor (MeCpPtMe3) first reacts with the N-dopant sites (process (i)). This is followed by O2 exposure, in which the Pt precursor on the nanosheets is
completely oxidized, creating a Pt containing monolayer (process (ii)). The new adsorbed oxygen layer that forms on the Pt surface provides functional
groups for the next ALD cycle (process (iii)) (reprinted with permission from ref. 184).
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holey graphene framework (M-NHGF, M = Ni, Co and Fe).176

The two-step process involves the initial creation of a metal
ion-containing porous hydrogel, obtained by hydrothermal
treatment of a graphene oxide (GO) solution with metal salts
and H2O2, followed by pyrolysis at elevated temperatures under
an NH3/Ar atmosphere. The NH3 gas acts as the reducing agent
and nitrogen dopant source, thus serving a dual function in the
procedure. In the final products, MN4 moieties are formed and
embedded within the graphene lattice. MOFs are another
interesting SAC precursor, on account of their well-defined
porous structure and highly ordered arrangement of organic
linkers and metal nodes. Li and coworkers for instance showed
that during pyrolysis of a Co-, Zn-containing bimetallic MOF
(BMOF), the organic linkers were converted into N-doped
porous carbon while single Co atoms were formed after pyr-
olysis and embedded in the N-doped carbon matrix.177

The copolymerisation method and atomic layer deposition
(ALD) have also been utilized, albeit to a lesser extent, for the
preparation of SAC materials. In the copolymerisation method,
metal single atoms are introduced into the g-CNx network
during the synthesis of the carbon nitride material itself (in a
one-step reaction), rather than post-synthetically as in the case
of the impregnation method. For instance, Chen et al. created a
single-atom material featuring silver atoms dispersed within a
carbon nitride polymer (Fig. 7C).178 Silver tricyanomethanide
was used as a reactive co-monomer during templated carbon
nitride synthesis to introduce both negative charges and silver
atoms to the system. ALD is a deposition technique based on

the sequential use of a gas phase chemical reaction. Due to the
ability to control the amount of material that is deposited, it
has been used for the synthesis of nanoparticles, nanoclusters,
and even single atoms.179–186 For example, the Sun and Botton
groups were able to tailor the ALD cycle numbers, in order to
fabricate Pt SACs, Pt nanoclusters, and Pt nanoparticles on
supported graphene surfaces, using (methylcyclopentadienyl)-
trimethylplatinum as the Pt source (Fig. 7D).179,181,184

An in-depth understanding of the phenomena occurring at
the catalyst surface with atomic resolution and their micro-
kinetic consequences at the reactor scale is also of paramount
relevance for the rational design of SACs. This comprehension
remains however complex in the presence of SACs. For example,
four types of supports are typically used for single-atom catalytic
applications, and include: (i) bulk metals and alloys, (ii) nano-
particles, (iii) metal-nonmetal compounds (e.g., doped/defective
oxides and chalcogenides), and (iv) carbon-based materials.188

Among these, carbonaceous supports, such as carbon-nitride
structures (e.g., Cu–CNx)189 or metal-organic frameworks built on
metal-porphyrin structural motifs,190 are particularly interesting
candidates for modelling applications. The local coordination of
a supported metal single atom determines the reactivity, and
hence the activity of the catalyst. For instance, as shown in Fig. 8,
the local coordination of N-dopants and SACs determine
(along with the chemical nature of the single-atom species) the
activity of SAC/N-doped graphene systems for HER.191 Therefore,
the identification of the active site and the rationalization of
the electronic properties is a critical aspect to be addressed.

Fig. 8 Hydrogen adsorption free energy on different metal single atoms supported on N-doped graphene. Panel A shows possible metal binding sites in
nitrogen doped graphene. Panel B reports the calculated Gibbs free energy of H adsorption on the different sites. Panel C shows a metal atom
coordinated by four nitrogen dopant atoms, and panel D reports the corresponding calculated Gibbs free energy for the adsorption of a hydrogen atom
on top of different metals. Figure adapted from ref. 191.
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Single atoms supported on such materials are less computationally
demanding than conventional oxides, given their smaller size and
corresponding number of possible conformations, which makes it
affordable to screen various metal atoms on a single support, or a
specific metal atom supported on different scaffolds. For instance,
a computational screening over several metal–porphyrin adducts
showed how cobalt could in principle fulfil CO2 electroreduction at
a rather small overpotential (0.2–0.3 V).190 Even more promising
results were reported for a non-noble SAC, namely Fe, anchored to
a graphdiyne support,192 where the reaction free energy profile for
the CO2 electroreduction to CH4 and CO2 carbonylation to
CH3CH2OH envisages a small DG, and thus, the need for only a
moderate applied potential.

In most of the examples discussed in the literature, theore-
tical modelling focuses on the coordination, activation, and
eventually the reaction of small molecules, such as hydrogen,
methane, ethane, CO2, and so on. However, nowadays, DFT can
treat much more complex molecular substrates, up to some
hundredths of atoms, such as organic moieties. Nevertheless,
when modelling a heterogeneous catalytic process, one must
consider that the overall computational burden does not only
scale with the physical size of the system (namely, N3, where N
is the number of atoms included in the structure) but also with
the number of possible configurations that a reactant molecule
may assume on the catalyst’s surface. The latter factor grows
steadily with the increasing structural complexity of a more or
less bulky organic molecule, where rotation around the axis of
s bonds and any other form of structural isomerism contribute
to the complexity of the problem. It is thus appealing to adopt
a reductionist approach, relating the properties of complex sys-
tems to their simpler components: hydrogen/oxygen evolution as
a key to redox chemistry, CH4 activation as model system for C–H
bond cleavage and so on.

In spite of a remarkable, and steadily growing, number of
publications featuring computational studies of SAC applications

in thermal and (to a smaller extent) electrocatalysis, more work is
necessary toward a full understanding of the complex structure–
activity relationships of SACs, involving both the chemical reac-
tivity of the single atoms, their (often not univocally defined)
coordination to the support, and the role of the environment. This
poses severe challenges from the point of view of the level of
theory, the adequacy of the structural models and the number of
variables at stake. Nevertheless, we foresee that theoretical
research will be performed in this area. It is thus an exciting
moment to conduct studies aiming to find novel and efficient
catalysts, along with catalytic conditions, for greening synthetic
chemistry.

6. Emerging trends in continuous-flow
organic electrosynthesis

In stark contrast with classical chemical reactors which have been
employed for several decades, where the setup characteristics (i.e.,
round-bottom flask or similar glass vessels) has a minor impact
on the outcome of the transformation, organic electrosynthetic
transformations are very sensitive towards the design of the
reactor (Fig. 9).193 Consequently, understanding the effect that
every component of the setup has in the electrochemical reaction
is of paramount importance towards developing an efficient and
reproducible chemical process. The main features that must be
taken into account during the design of electrochemical reactors
are not only the catalyst type, but also the cell and separator,
transport phenomena (including fluid dynamic regime), support-
ing electrolyte, and choice of electrode. Once these parameters
have been studied and defined, electrochemistry is, undoubtfully,
in a privileged position to develop new environmentally benign
chemical transformations, using electricity as the greenest source
of electrons imaginable, replacing toxic, expensive, and dangerous
reducing/oxidizing agents.194

Fig. 9 Synthetic chemistry has largely remained unchanged in the past centuries, dominated by the use of batch reactors. This has also been a standard
in electrochemistry.
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An electrochemical reaction is composed of two half-
reactions (reduction and oxidation), and in the basic (batch-type)
setup, the anode and cathode share the same compartment/
chamber, i.e., an undivided cell. However, a divided cell must be
employed when high energy intermediates can prematurely react at
the other electrode, giving rise to deleterious reaction pathways.
In this case, the anodic and cathodic chambers have to be
separated using for example, a salt bridge, a glass frit, a porous
ceramic, a porous polymer sheet, or an ion-selective (cation or
anion) exchange membrane.195 Hence, the selection of either a
divided or undivided microreactor is one of the most important
decisions to be made, influenced by the targeted reaction and
catalyst type.

In both the divided and undivided cases, batch electro-
chemical cells tend to suffer from a lack of design specificity; for
instance, scaling up the volume would lead to an increase in the
relative distance between the two electrodes (the interelectrode gap,
d), giving rise to a higher ohmic drop (iRu). This drop is a result of
the resistance encountered by the flow of charge (i) through the
solution, and can be represented by:

iRu ¼ i
d

kA
(1)

where Ru is the uncompensated resistance, A the electrode area,
and k the solution conductivity. Hence, in batch electrolytic cells,
large amounts of supporting electrolyte are added to increase the
solution conductivity. The addition of these supporting electrolytes

to the reaction mixture generates electrochemically stable ions,
which provide enough current transport to pass the electrical
current between the electrodes immersed in the solution, and at
the same time avoids the undesired migration of electroactive
species in the electric field. Typical supporting electrolytes are
quaternary ammonium salts or alkali metals for the cation part,
and ClO4

�, BF4
�, PF6

� or halide anions for the anionic part.
However, the requirement of super-stoichiometric amounts of
supporting electrolyte complicates the overall process as the elec-
trolyte needs to be separated from the product, thereby affecting
the process greenness score of the synthetic step,196 and can lead to
high costs if not recycled.197

One of the most effective techniques to circumvent these
issues is through the implementation of continuous-flow
microreactors (Fig. 10A), as supported through comparative
techno-economic analysis (TEA) studies performed on batch
and flow processes.198–200 Such devices provide a high surface-
to-volume (S-to-V) ratio for the catalytic layer; this also implies a
narrow d value (below 1 mm) and thus, lower ohmic drop.201

Consequently, such short distances allow to reduce the solution
conductivity, and therefore minimise the amount of supporting
electrolyte, rendering a greener overall methodology. The
undivided setup can be used as a quintessential example to
highlight the construction of a flow electrochemical microreactor
with a ‘‘parallel plate’’ geometry (Fig. 10B). Such a reactor can be
made with either a metal body (e.g., stainless steel),202 or from
polymer resins by using additive manufacturing technology

Fig. 10 (A) Advantages of electrochemical flow cells over traditional batch cells. (B) Exploded schematic of a divided-cell parallel plate flow
microreactor. (C) Selected examples of electrochemical flow microreactor applications versus analogous batch reactions: (i) electrochemical synthesis
of sulfonamides; (ii) iodofluorination of alkynes with electrochemically generated (difluoroiodo)arenes; (iii) two-step biphasic hydroamination of in situ
generated aziridines. (D) Image of an assembled flow electroreactor.
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(e.g., 3D printing).203 The latter route offers the possibility for
rapid reactor prototyping at lower costs, and enables the user to
easily customise the dimensions and features of the reactor body
in accordance with the specifications of the reaction. The large
electrode area (ranging from 15 to 50 cm2 each) allows to develop
fast and reliable electrochemistry and enables scalability. The two
electrodes are separated by a thin elastomer polymer (e.g., PTFE or
FEP) gasket, in which a reaction channel is carved. The distance
between the electrodes is governed by the thickness of the film
(typically 100–500 mm), and the internal volume of the micro-
reactor. The polymer spacer also serves as a sealant between the
two electrodes. In addition to this, solid polymer electrolytes
(SPE, also known as a membrane-electrode assembly or MEA)
provide an alternative to these systems, where the supporting
electrolyte can also be avoided, due to the fact that the separator
also functions as an ion exchange membrane, thus avoiding
the wasteful processing steps of having to separate and
recycle the supporting electrolyte of typical electrosynthetic
methodologies.204,205

Flow cells based on the ‘‘parallel plate’’ geometry can be
operated in two ways: (i) by recirculating the reactant solution
between the cell and a reservoir, or (ii) in a single pass of
reactant, through the electrochemical cell. A single pass of the
reagents has the advantage that the chemicals are only briefly
exposed to the electrochemical conditions resulting in less
by-product formation.195 In the past few years, several research
groups have taken advantage of all the benefits that micro-
fluidic systems can provide in electrochemistry to develop more
efficient transformations, such as lower amounts of supporting
electrolyte, faster reaction times and chemoselective processes,
even in complex multiphasic systems. For instance, Noël et al.
applied this technology for the electrosynthesis of sulfona-
mides via oxidative coupling of thiols and amines.206 They
could reduce the amount of supporting electrolyte Me4NBF4

from 1 equivalent in batch (d = 1 cm) to 0.1 equivalents in flow
(d = 250 mm), and also the reaction time could be shortened,
from 24 h in batch to only 5 min in flow (Fig. 10C(i)). In another
example by Yoshida et al., the anodic methoxylation of several
organic compounds was carried out in an electrochemical
reactor with an even narrower interelectrode gap (d =
75 mm).207 This allowed the researchers to avoid completely
the addition of supporting electrolyte while still obtaining high
conversions and yields. Wirth and co-workers surmounted the
batch limitations associated with the synthesis of unstable,
toxic (difluoroiodo)arenes. Exploiting an in situ generated
hypervalent iodine via anodic oxidation in flow, they could
develop a range of different chemical transformations, such as
fluorocyclisations, di- and monofluorinations, ring contractions
and iodofluorination of alkynes. Microfluidic technologies
allowed to develop electrochemical transformations that were
unsuccessful in batch due to the instability of the difluoroiodo
arenes (Fig. 10C(ii)).208

Another prevailing scenario when developing electrochemical
reactions is the involvement of multiphasic mixtures. Among the
different immiscible phases combinations, one of the most
common systems in electrochemistry are gas-liquid reactions,

where reduction of H+ takes place at the cathode, giving rise to
H2 gas as a by-product. This gas evolution can result into
complex scenarios such as non-uniform local current densities
alongside the reactor or formation of gas layers which can lead to
a substantial rise in ohmic resistance.209 On the other hand, the
formation of these gas bubbles can increase dramatically the
mass transport phenomena, taking advantage of the toroidal
vortices generated between two liquid segments.210 In sharp
contrast with batch setups, where this area is poorly defined,
microfluidic setups present an exceptional S-to-V ratio. Therefore,
continuous-flow technologies present an excellent opportunity
to optimize multiphasic reactions. Noël and collaborators
used this for the hydrogenation of electrochemically generated
aziridines.211 Anodic oxidation of alkenes and amines in a micro-
flow electrocell gave rise to a wide variety of aziridines, with
concomitant formation of hydrogen gas bubbles. By connecting
in-line a packed-bed reactor filled with Pd/C to the electrochemi-
cal flow reactor, they were able to consume all the gas generated
in the first step to ultimately obtain the corresponding hydro-
aminated products, without using additional hydrogen gas
(Fig. 10C(iii)).

Compatibility with scale-up is an important concept for any
given chemical transformation that is to be adapted from
laboratory scale to pilot and production scale. In this regard,
electrocatalytic transformations are surface dependant, so
classical strategies, such as enlarging the dimensions of the
reactor, fall short due to the concomitant increase in the
interelectrode gap. Therefore, industrial electrochemical
reactors consist almost exclusively of flow cells and numbering-
up approaches.212,213 In these systems, a narrow interelectrode
gap can be preserved, and by using stacked modular units a high
specific area with a low cell voltage can be achieved.

Thanks to the benefits of flow microreactors in electro-
chemistry and the unique qualities offered by this technology,
significant progress has been made in the field of large-scale
organic synthesis.214 In 2019, Baran, Minter, Neurock and
collaborators targeted the challenge of performing a reductive
electroreduction of aromatic rings in a chemoselective, safe
and scalable fashion, hence updating the classical Birch
reduction conditions (Scheme 7A).215 Initial investigations
allowed them to find proper reaction conditions in batch,
avoiding strongly reductive alkali metals and using a cheap,
nontoxic proton source. The 0.1 mmol scale developed in batch
could be increased in a safe and sustainable manner to a 100 g
scale, making use of a cheap and robust modular flow setup.
Also, Weber et al. in collaboration with GlaxoSmithKline
reported the hydrogenation of nitroarenes, nitriles and unsa-
turated aldehydes using a continuous-flow electrocatalytic
system (Scheme 7B).216 Inspired by redox flow batteries, they
successfully developed three sizes of reactors with rectangular
catalyst cavities from 5 cm2 to 100 cm3 and a turbulent flow
regime. Using two 27 mL reactors in parallel, they could
produce a combined stream of 2.4 g h�1 of the reduced
nitroarene into the corresponding aniline. Given that the reac-
tion kinetics were close to first order, a linear extrapolation of
those results indicated that a 20 kg y�1 productivity could be
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obtained, and up to 500 kg y�1 if an assembly of 50 reactors in
parallel would be used.

7. Combining SACs with continuous-
flow reactor technologies

One of the most critical components in an electrochemical cell
are the electrodes. Hence, particular attention is needed when
selecting the type of electrode material, the morphology of
the electrode, in addition to the incorporation of either an
immobilised or a homogeneous electrocatalyst. Most electrodes
consist of a single conductive material, although electrocatalytic
coatings can also be used for the case of heterogeneous or hybrid
electrocatalysts.49 For heterogeneous electrocatalysts, substrates
need to be transported from the bulk to the active surface;
hence, the high S-to-V ratio afforded by continuous-flow micro-
reactors over batch systems is beneficial from a mass transport
and kinetic perspective too.217 Immobilisation of electrocatalytic
species in the flow reactor assists with downstream processing
(catalyst separation, as required when using homogeneous elec-
trocatalysts, is avoided), and hence facilitates reusability and
easier integration within a multistep synthetic process.218

As an example, Atobe et al. found out that selecting the
appropriate material for the working electrode was crucial in the
electrocatalytic hydrocarboxylation of imines in flow.219 They
observed a clear relationship between the over potential of the
material of the cathode with the yield of the reaction, with glassy
carbon being the more efficient material, followed by graphite,
platinum, and silver. Wirth and collaborators discovered that the
material of the counter electrode was also very important for the
outcome of an intramolecular cyclisation of N-centered radicals
when translated to a flow set up.203 In their report, they observed
that when using a graphite cathode, no reaction was taking
place. Interestingly, when switching to nickel, an increase of the
yield to 60% was detected, which could be further improved by
using a platinum cathode, with a yield of over 90%. In this
example, the anode material did not have any impact, so it could
be chosen for other reasons apart from its reactivity.

Ideally, the electrode material should be inexpensive, non-
toxic, highly stable under the effect of different voltages,
current densities, temperatures, solvents, and pressures. Lower
resistivities are also highly desired, in order to reduce the
ohmic drop, which would require higher cell potentials, giving
rise to undesired heating of the system due to the excess energy
input. Although this might not have a large impact at the
laboratory scale, it might limit the choice of materials for
industrial applications.49

In terms of electron transfer processes, the electrode can
either be simply inert, acting only as a source/sink of electrons,
or it can be modified with an electrocatalyst to yield a hetero-
geneous electrocatalytic material. Hybrid electrodes, featuring
an immobilised molecular electrocatalyst, or single-atom
electrocatalysts present two classes of ‘electrode materials’.
Both these classes are examples of ‘supported electrocatalysis’,
in which the electrons flow from the electrode to the active site
to drive the catalysis, through the application of an applied
potential that is more positive or negative (anodic or cathodic
process respectively) than the onset potential of the catalyst.

The immobilization of molecular catalysts onto surfaces
provides a variety of advantages over homogeneous systems.
A large portion of the homogeneous catalyst is present in the
bulk solution, and thus, since the catalyst is only active while in
the diffusion layer close to the electrode surface, is inactive at
any given time. Having solubilized catalysts also complicates
downstream processing of the post-reaction mixture, since
additional treatment is required to recover the catalytic
components, and the issue is all the more relevant as we shift
towards electrosynthetic organic transformations which
typically occur in the liquid phase. Having the catalyst localized
on the electrode surface is also beneficial for maintaining
direct electronic communication and efficient connectivity
between the electrode and the catalyst, implying that the latter
is constantly undergoing catalytic turnover under the applica-
tion of a suitable bias, and is not impeded by mass transfer
limitations.220 Metrics used to assess catalyst performance, in
terms of system stability and rate of product generation,
include the turnover number (TON) and turnover frequency

Scheme 7 Selected examples of scalable electrochemical reactors in flow: (A) modular scale-up of Birch-type reduction, (B) electrochemical reduction
of relevant nitroarenes.
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(TOF).221 These quantities become more meaningful for bench-
marking purposes vis-à-vis immobilized catalysts, since as
mentioned, for the majority of an experiment, catalyst mole-
cules in a homogeneous system are inactive within the bulk
solution.222 In contrast to homogeneous systems, product
isolation and catalyst recyclability are greatly facilitated
through the immobilization procedure, which in turn promotes
the integration of such systems within continuous flow electro-
chemical devices and more industrially relevant processes.
Another benefit provided by immobilization is that it has
allowed water-insoluble catalysts to be used under aqueous
conditions. More generally, this implies that catalyst solubility
in any reaction medium is no longer a requirement. Reports
have indeed emerged where the catalyst was not operable in
homogeneous aqueous conditions but was able to demonstrate
catalytic activity within the same aqueous medium once
immobilized on the electrode surface.223,224 In light of these
aforementioned advantages, SACs, which combine the single
active site properties of homogenous molecular catalysts with
the immobilized properties of heterogeneous systems, also
provide a highly suitable platform for electrocatalytic studies.

The choice of electrode material can help minimize undesir-
able effects such as electron transfer impedance towards the
catalyst, high capacitive currents, side-reactions, and instability
under catalysis conditions. Carbon-based electrodes, which

include a large variety of carbon allotropes such as glassy
carbon and carbon nanotubes (CNTs),225 are commonly used
for the fabrication of molecular catalyst-modified electrodes.
CNTs for instance, have a high active surface area and con-
ductivity, good mechanical stability, and wide operational
electrochemical window, making them a suitable candidate
for such applications.

Covalent and non-covalent strategies could be applied in
order to modify the electrode surface and anchor a molecular
catalyst. For the former technique, derivatization of the sp2

carbon surface through strongly oxidizing conditions,
succeeded by a chemical reaction between the modified surface
and the specific function on the molecular catalyst, allows for
the formation of a covalent linker between the electrode
material and catalytic species. Examples of chemically or elec-
trochemically generated derivations on the sp2 surface include
ketones, quinones, or carboxylic acid groups (Fig. 11A).226–229

For example, carboxylic acid sites allow for grafting of com-
pounds onto the carbon surface through formation of ester or
amide bonds.230,231 However, the defects in the carbon
structure induced through oxidizing the surface may lead to
the degradation of electrode material, in terms of its conduc-
tivity or mechanical stability. The reduction of aryl diazonium
compounds on sp2 carbon (Fig. 11B) and the 1,3-dipolar
cycloaddition of azomethine ylides (Fig. 11C) provide more

Fig. 11 Key examples of frequently used methods to covalently introduce functional groups onto sp2 carbon surfaces, that subsequently enable
functionalization with a catalyst: (A) chemical or electrochemical surface oxidation, (B) chemical or electrochemical reduction of in situ generated
diazonium salts, and (C) 1,3-dipolar cycloaddition of azomethine ylides. (D) Schematic highlighting the noncovalent modification of a p-conjugated
carbon surface with a polyaromatic moiety, enabling p-stacking. Surface binding motifs of some of the various anchors used for grafting catalysts onto
metal oxide (MOx) surfaces: (E) carboxylate moieties through a chelating, unidentate, or bridging binding mode; (F) phosphonate anchors through mono-, bi-,
and tridentate motifs; (G) silatrane anchor and corresponding silane functions through a mono-, bi-, or tridentate binding mode. Note: carboxylate and
phosphonate groups are believed to undergo a condensation reaction with the hydroxy groups at the surface of the MOx, forming an ester-type linkage with
the metal; the reaction of the silatrane following a nucleophilic attack from the hydroxy group of the MOx surface leads to the formation of a strong silyl ether-
type surface bonding.247 Figure adapted from ref. 159.
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benign means to modify carbon-based electrodes, and have
been applied to glassy carbon, carbon fibers, or highly oriented
pyrolytic graphite,232,233 and CNTs or ordered mesoporous
carbon surfaces,234–236 respectively. Noncovalent strategies
have also been utilized to modify carbon electrodes without
altering their intrinsic properties via grafting procedures. Deri-
vatization of p-conjugated carbon materials with polyaromatic
compounds via supramolecular p–p interactions (p-stacking)
has been frequently adopted, with the pyrene moiety being one
of the most popular functionalities used to anchor catalysts to
CNTs and graphene (Fig. 11D).237–241

Distinct to carbon-based electrodes are the metal and metal
oxide-based substrates. Many metallic electrodes exhibit cata-
lytic activity in the absence of any additional molecular catalyst,
and in many cases have been incorporated in flow devices for
applications in, for instance, CO2 electroreduction (e.g., Cu and
Ag).242 Metal electrodes however often present flat surfaces that
prevent high loading of the molecular catalyst, and for this
reason, metal oxides present an interesting alternative. These
materials can be nanostructured to introduce a higher surface
area-to-volume ratio which consequently allows for an
increased loading of catalytic species.243–246 Additional benefits
include their facile synthesis, using low-cost solution processing
techniques, and their ability to exhibit different electronic
properties, as demonstrated by the metallic behaviour of indium
tin oxide (ITO) and the semiconducting properties of TiO2.

A number of chemical functionalities have been employed
for anchoring and grafting molecular catalysts to metal oxide
surfaces, via the formation of chemical bonds to the metal of
the metal oxide surface (Fig. 11E–G),248,249 including carboxylic
acids,250,251 phosphonic acids,252–254 silatranes,247,255–258

hydroxamic acids,259–261 acetylacetonate anchors,262 and catechol
anchors.263 As per the case of metal electrodes, metal oxide and
non-oxide materials can also display active catalytic surfaces. For
example, well-known catalysts for the OER (to oxidize water to O2)
include the formation of an electrodeposited cobalt–phosphate
film,264 and the synthesis of NiO nanoparticles using a solvo-
thermal approach followed by spin-coating or dropcasting on
fluorine-doped tin oxide glass to form thin films.265

The list of covalent and noncovalent strategies provided
herein, for anchoring catalysts on carbon and non-carbon
substrates, along with fabrication techniques for metal oxide
and nonoxide electrodes is inexhaustive, and interested readers
are referred to other reviews more closely focused on this
subject matter.159,266,267

Single-atom electrocatalysts represent the other class of
‘supported electrocatalysts’, which differ from their thermal
analogues in that the isolated and anchored metal atoms need
to be confined on highly conductive scaffolds, such as
heteroatom-doped carbonaceous supports.5 Members of the
M–N–C class of materials (where, for example, M = Co, Fe, Ni
or Cu) are considered some of the most promising candidates
to replace Pt in electrochemical reactions such as the ORR.268

Electrode fabrication techniques for single-atom electro-
catalysts (both precious and non-precious SACs) involve the
direct formation of the active centers on the aforementioned

conductive substrate. This could be through, for example,
pyrolysis,130 electrodeposition (potential cycling),269 or impreg-
nation methods,270 as previously highlighted.

8. Identifying the cell potential for
SAC-based organic electrosynthesis

DFT may provide an estimate of the redox potential for a
continuous-flow electrocatalytic reaction employing SACs. The
characterization of a chemical reaction by means of computa-
tional tools starts by investigating whether the reaction is
endergonic or exergonic. This is done by comparing the Gibbs
free energies, DG, of the initial state of the chemical process,
defined as the sum of the Gibbs free energies of all reactants,
and that of the final state, analogously defined as the sum of
the Gibbs free energies of all products (eqn (2)):

Reactant1 + Reactant2 + . . . + ReactantN - Product1 + Product2

+ . . . + ProductN

DG0
reaction ¼

XN
i¼1
ni � DG0 Productið Þ �

XN
i¼1
ni

� DG0ðReactantiÞ (2)

where ni is the stoichiometric coefficient of the reactant or product i.
Within this formalism, negative values of DG correspond to exergo-
nic reactions, and positive values to endergonic ones.

We discuss the practical case of H2 adsorption on a catalytic
surface, given its importance in many reactions, including
hydrogenations29 and reductive aminations.271 The catalytic
active site (*) may be either a metal site, a cation or anion site
at an oxide surface, a supported metal nanocluster, or a
supported metal single-atom. In this case, the energy of the
initial state of the process is calculated as shown in eqn (3):

1

2
H2 þ � ! H�

DE ¼ EH� � E� þ
1

2
EH2

� � (3)

where EH*, E*, and EH2
are the computed total energies of

adsorbed hydrogen, free catalysts, and isolated hydrogen,
respectively. Here, we briefly recall the most relevant approach
arising from seminal works of Nørskov and co-workers, that
allows one to evaluate a reaction free energy profile, and to
calculate reactions potentials.272,273 In this approach, the eva-
luation of the Gibbs free energy variation for the formation of
chemical intermediates is the key descriptor of a reaction. The
main approximation is that reaction barriers that differ from
those arising from thermochemistry are neglected;273 put
simply, the only reaction barriers considered are those arising
from free energy differences between the chemical intermediates.
This approach, although approximate, was demonstrated to be
valid and applicable to many reactions, since it requires only the
knowledge of the reaction steps and the calculation of the
energetics of the chemical species involved.
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Hence, DG can be obtained from DE by including two
additional and relevant terms, the zero point-energy correction
DEZPE, and the entropy variation DS (eqn (4)):

DG = DE + DEZPE � TDS (4)

The first term, DEZPE, is a nuclear quantum effect and is
present at any temperature, even at T = 0 K. It is associated to
the ground vibrational state, whose energy is defined as the
zero-point energy.274–276 The zero-point energy of a system can
be calculated formally by solving the equation for the quantum
motion of nuclei. Usually, the solution of such a problem can
only be exactly obtained for a few tens of atoms,277,278 while for
extended systems such as heterogeneous catalysts, approxima-
tions are needed.279–282 Usually, DEZPE is of the order of few
tenths of an eV, and therefore the harmonic approximation can
be considered acceptable in this respect.

Then, the entropy contribution must be considered, which is
very relevant when gaseous species are involved in the chemical
reaction, such as hydrogenation, reductive amination, and CO2

carbonylation, to name a few. At 0 K, the entropy contribution
is vibrational, while at higher temperatures one should account
for translational and rotational contributions too.283,284 In
accordance with eqn (3), one can approximate the entropy of
the reaction to be (eqn (5)):

DS0
H ¼ S0

H� � S0
� þ

1

2
S0
H2

� �
B� 1

2
S0
H2
¼ �0:20 eV (5)

As described above, in order to conduct an organic transformation,
the surface of the electrocatalyst must be immersed in a solvent,
and the interaction between the solvent and the chemical inter-
mediates should be accounted for.285 This term is called ‘solvation
energy’ and can calculated either by including the solvent
explicitly286 (i.e., adding some solvent molecules to the simulation
environment) or implicitly (typically treating the solvent as a
continuum polarizable environment),287,288 as well as by adopting
static289 or dynamic methods.290 The solvation energy DG0

solv

modifies the Gibbs free energies to give: fDG0
x ¼ DG0

x þ DG0
solv.

It is important to note that all the aforementioned contributions
are related to the thermodynamic aspects of a reaction, i.e., the
energy balance between reactants and products. In reality, the
kinetic aspects should be also considered. Any chemical reac-
tion involves an initial induction state where some chemical
bonds within the reactants are broken. This leads the system
from a thermodynamic minimum state (the reactants) to a
transient non-equilibrium state (transition state). The reaction
then evolves to a new equilibrium state (the products) through
the formation of new chemical bonds. While the free energy
difference between reactant and products tells if the reaction is
exergonic or endergonic, the energy difference between the
transition state and the reactant provides the activation energy,
a measure of the barrier to overcome for the reaction to
proceed. The picture becomes complicated for multistep pro-
cesses, where several intermediate stages and possible reaction
paths should be considered. However, given a reaction mecha-
nism, one can evaluate the free energy of each reaction step,

and hence provide estimates of the required thermal or electrical
energy. For instance, the hydrogen adsorption on a catalyst is
just the first stage of the reductive amination of benzonitrile
(PhCN), which occurs via adsorption of two H2 molecules,
causing the reduction of a –CN group to –CH2NH2.271 The
calculated Gibbs free energy landscape for this reaction is
reported in Fig. 12. The reaction PhCN + 2H2 - PhCH2NH2 is
clearly a complex multistep process, where one can identify the
molecular H2 adsorption on the catalyst, followed by its transfer
to PhCN. Then, a second hydrogen atom is adsorbed on the
catalyst and transferred to PhCHNH*, forming and releasing the
product, PhCH2NH2, and regenerating the catalyst.

Based on the energy profile, one can estimate the Gibbs free
energy of the whole catalytic process (in eV or the equivalent
kJ mol�1). To determine the equivalent electrochemical condi-
tions, DG0

reaction can be associated to a required thermodynamic
potential under experimental conditions, E0, by means of
eqn (6):

DG0
reaction = �n � F � E0 (6)

where n is the number of electrons involved and F is Faraday’s
constant.272,291 The overpotential (Z) is obtained by the difference
between the applied potential (Eappl) and E0, and represents the
driving force required to start the reduction or oxidation reaction
or achieve a particular rate with the catalyst of interest, and hence,
relates to the overall kinetics of the reaction (eqn (7)):

Z = |Eappl � E0| (7)

It is clear that under working conditions, the catalyst should
bind neither too strongly nor too weakly to the reaction inter-
mediate, leading to an overpotential close to 0 eV. In practice,
when modelling a particular electrocatalyst, it is essential to
understand both E0 and Z, as both parameters will dictate
the applied potential needed to sustain the electrochemical
reaction of interest. This assists in designing catalysts with
sustainable performances over the whole electrocatalytic cycle,
and also in unraveling the rationale behind the potentials
observed in electrosynthetic experiments. Current DFT
methods provide estimates of redox potentials with an error of
around 200 mV,292 tacitly considered the limit for a reasonable

Fig. 12 Calculated Gibbs free energy diagram for the reductive amination
of benzonitrile to benzylic amine. Figure adapted from ref. 271.
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estimation. It is important to highlight that the computational
tools described above, even though developed on classical
catalytic systems such as metals or metal oxide surfaces, allow
one to study catalytic and electrocatalytic processes on any type
of heterogeneous catalysts, including those based on SACs.

9. Concluding remarks and learning
outcomes

Ever growing concerns regarding the degradation of our
environment and the negative impacts associated with
increased levels of CO2 in our atmosphere has fuelled the need
for a new generation of greener and more sustainable chemical
manufacturing technologies. The field of homogeneous metalla-
electrocatalysis has grown significantly in recent years, and the
case studies presented herein shed light on the versatility
and uniqueness that this field of research has to offer within
the context of catalytic systems based on earth-abundant
components. However, the downside of homogeneous metalla-
electrocatalysts lies in their multi-component characteristics,
as they tend to have a number of solubilised catalysts and
additives which complicates downstream processing, increases
running costs, and hampers scalability. Analogously for hetero-
geneous electrocatalysts, research efforts are being placed on
using well-designed reaction-specified electrodes for improving
the catalytic activity of organic redox transformations, and in
deducing structure–function properties of the novel materials
for such applications. Here, the disadvantages lie in the limited
extent of the organic electrosynthetic reactions which have
been probed via such techniques (as traditionally, such electro-
catalysts have been adopted for energy-related reactions), and
the large amount of electrosynthetic reactions which still rely
on non-targeted, commercial first-generation electrodes.

We have discussed five key reaction types (amide formation,
cross-coupling reaction, amine tert-butyloxycarbonyl (Boc)-
deprotection, electrophilic reactions with amines, and enantio-
selective hydrogenation) which dominate contemporary
practice to produce compounds in fine chemistry (more than
60% of the reactions). These present a clear reaction space that
can be targeted with single-atom electrocatalysis. There are
therefore many opportunities to develop catalysts to conduct
organic transformations and generate pharmaceutically relevant
compounds. SACs combine the merits of the two aforementioned
catalysis pillars, and possess well-defined active centres, leading
to unique opportunities for the rational design of new catalysts
with high activities, selectivities, and stabilities. Their atomically
dispersed nature also allows for complete metal utilisation, facil-
itating the resource economics associated with catalyst develop-
ment and fabrication. Nonetheless, SAC applications within the
electrocatalytic sphere have mostly been reserved for energy-
related applications, and studies have precluded the use of such
materials within the organic electrosynthetic field.

One of the key technologies that is coupled with the growth of
electrosynthetic methods are continuous-flow micro- and electro-
reactors. Such progressions are enabling diverse chemical

transformations by solving the main problems related with
batch electrochemical systems, including mass transfer
limitations, ohmic drop, scalability, and selectivity. In that
sense, understanding the impact that the different parameters
of a flow cell can have on the overall reaction outcome is of
important to develop efficient electrochemical transformations.
Doing so, several research groups have found many useful
applications of electrochemical cells in flow, such as fast,
chemoselective reactions, in situ generation of highly active
reaction catalysts or multiphase reaction conditions, all scenar-
ios that proved to be difficult to work under batch conditions.
On top of that, and given the modularity of these systems, large-
scale reactions are also within reach, as numbering-approaches
allow to increase the scale in a cheap, robust, safe, and
sustainable fashion. In addition to that, computational fluid
dynamic293 and machine learning-assisted models294 are also
being applied to further understand the different physical
processes occurring in the electrochemical cells, such as hydro-
dynamics, mass transport, heat transfer and current distribution,
in an effort to streamline the choice of suitable reaction
conditions. DFT and computational modelling can be utilised to
predict the overpotential requirements of SAC-based electro-
synthetic transformations, providing a mechanistic understanding
and facilitating the deduction of structure–function correlations,
from which more efficient and optimal single-atom electrocatalysts
can be rationally designed and fabricated.

In the coming years, we envision that earth-abundant metal
SACs will find new applications within the context of organic
electrosynthesis, as researchers shift their focus to explore a
vast array of applicable chemistries with these novel and
unique catalysts. In order to ensure that this vision becomes
a reality, computational techniques will complement experi-
mental planning to allow for a deep understanding of the
mechanistic aspects of a catalytic reaction at the subatomic
level, as provided by accurate quantum chemical simulations.
This will provide added value toward the design of reaction-
specific, single-atom electrocatalysts and boost interest toward
the implementation of machine-learning approaches to the
problems related to catalysis.295–301 Continuous-flow electro-
reactors will also play a pivotal role in this transition, due to
the numerous advantages offered over their batch counterparts,
providing further industrial relevance and scale-up possibilities.
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29 G. Vilé, D. Albani, M. Nachtegaal, Z. Chen, D. Dontsova,
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