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Abstract
Following a renaissance from the 1980s, electrochemistry has developed into
sophisticated interdisciplinary science integrating solid-state and surface sci-
ence and further, biological sciences. Most remarkably, even the single-molecule
can now be addressed. Single-molecule electrochemistry covers transition metal
complexes, organic redox molecules, fragile biomolecules, and molecular-scale
hybrids between metallic nanoparticles and complex molecules, supported by
new theoretical frames. We overview here selected areas of molecular scale elec-
trochemistry. After a theoretical minimum, we address complex molecules in
electron transfer, enzyme catalysis, and nanoparticle catalysis. Our focus is on
issues not somuch previously highlighted, such as competition between superex-
change and sequential conduction, and resonance features in the transition
between the two limits. Another aspect is coherent multi-electron transfer for
large bias voltages often needed to drive enough current through solute molecu-
lar junctions.Wenote finally some single-molecule perspectives relating toDNA-
based molecules and to spin transitions via chiral molecules.

1 INTRODUCTION

Following a renaissance in the 1980s and 1990s, elec-
trochemistry has moved to new levels reaching even
a single molecule.[1] Single-molecule electrochemistry
extends to transition metal complexes,[2] organic redox
molecules,[3] fragile biological macromolecules, such
as metalloproteins[4] and DNA-based molecules,[5] and
molecular-scale hybrids between nanoparticles (NPs) and
electron transfer (ET) metalloproteins.[6] Single-molecule

This is an open access article under the terms of the Creative Commons Attribution-NonCommercial License, which permits use, distribution and reproduction in any
medium, provided the original work is properly cited and is not used for commercial purposes.
© 2021 The Authors. Electrochemical Science Advances published by Wiley-VCH GmbH.

electrochemistry is paralleled by theoretical frames,
rooted in evolving understanding of the electrochemical
interface,[7] and the fundamental electrochemical elec-
tron, proton/hydrogen atom, and atom group transfer
process.[8] Single-molecule technology under the coveted
appellation molecular electronics are further-reaching
perspectives.[9] We overview here some areas underway
to a new understanding of molecular-scale electrochem-
istry of complex chemical and biological entities. We
address first a theoretical minimum relating to ET at
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the electrochemical interface and in the in-situ electro-
chemical scanning tunneling microscopy (STM). We then
discuss single-molecule entities that can be brought to do
something, from ET to NP and enzyme catalysis.

2 MOLECULAR SCALE
ELECTROCHEMICAL SCIENCE

Nanoscience objects display novel size-dependent prop-
erties. Quantum mechanical phenomena such as elec-
tron tunneling are at the core, and physical laws such
as the renowned Ohm’s law take new forms. Metal and
semiconductor nanostructures are also nanoscale elec-
trochemistry objects. 2D and 3D graphene materials are
other examples of non-traditional materials science[10] in
electrocatalysis, battery research, and (bio)fuel cells.[11]
Metalloenzymes and DNA are nanoscale bioelectrochem-
istry targets. Single-molecule electrochemistry is not as
firmly established as single-molecule optics, which mon-
itors truly single-molecule events, while single-molecule
electrochemical STM monitors successive ET events.[12]
Single-molecule electrochemical ET events are, however,
observed in collision electrochemistry,[13] and electro-
chemistry can be combinedwith opticalmethods in single-
event electrochemistry.[12]
In-situ electrochemical STM and AFM,[4a,14] offer

two correlations, tunneling current/overpotential and
current/bias voltage correlations. Ex-situ STM in air
or vacuum only offers the latter.[15] In-situ STM has
become a powerful tool to map organic and inorganic
molecules[1,3b,16] and biomolecules such as redox (met-
allo)proteins and DNA.[4b,5a,14,17] Conversion of in-situ
STM currents to molecular structure requires strong
theoretical support. In-situ STM has disclosed new ET
phenomena, possibly a rationale for often observed very
high current densities.[14,18] Single-ET charging of metallic
NPs,[19] represent other single-entity phenomena. New
electrodematerials, with graphene-based interfaces[10a,11a],
perovskites,[20] core-shell NPs,[21] carbon nanotube,[22]
mixed-valence materials,[23] and nanoporous
electrodes[24] have further become prominent.
Modified electrochemical surfaces, either the metal-

lic surface itself as in nanoporous gold,[24–25] or by self-
assembled molecular monolayers (SAMs) have developed
immensely.[26] Surface spectroscopies (X-ray photoelec-
tron spectroscopy (XPS), energy-dispersive spectroscopy
(EDS), infrared spectroscopy (IR), and Raman), trans-
mission and scanning electron microscopy, as well as
STM/AFM, have enabled unprecedented structural resolu-
tion of thiol SAMs on Au-surfaces. Comprehensive studies
have led to the adsorption process:

Au +HS-R→← Au-S∙-R + 1∕2H2 (1)

with sulfur bound as a thiyl radical, •S(0)[26b,c] in a strong
van der Waals unit. The R-residues can be hydrophobic,
hydrophilic, and electrostatically charged or neutral.
•S–R SAMs, are therefore building blocks in tailoring
surfaces for gentle binding of fragile biomolecules, and
for catalytic and other purposes.[14,27] Unless sterically
hindered, adsorption is via mining of a surface gold atom,
and sideway binding of two thiyl molecules, Figure 1. The
bulky tert-butanethiol, 2-methyl-2-propanethiol is the only
butanethiol binding solely on a flat surface.[28] Packing
is further determined by the Au-surface, illuminated
by widely different packing of the amino acid cysteine
on Au(111)-, Au(110)-, and Au(100)-surfaces, for which
adsorption energies, structure, and molecular origin
of STM contrasts have been mapped by ET theory and
density functional theory (DFT).[29]

3 SINGLE-MOLECULE
ELECTROCHEMISTRY AND IN-SITU STM
OF COMPLEXMOLECULES

3.1 Some core notions

Alkanethiol-based SAMs display prodigious binding
modes,[30] but are still simple molecules, although sharp
capacitive peaks indicative of phase transitions are
observed.[31] Redox molecules that undergo chemical
processes are what we denote as complex. The processes
are simple ET as tunneling probes, including organic and
inorganic redox molecules,[2–3] enzyme-substrate,[32] and
inter-protein and protein-DNA interactions.[4b,33] To this
add quantum interference,[34] statistical approaches,[35]
ionic liquid,[3a,16b,36] and ionic atmosphere effects.[14,37]
Figure 2 shows an in-situ STMdiagramof a redoxmolecule
in a polar (aqueous, ionic liquid) medium, specifically
reduction with negative bias (Vbias). The redox level is
vacant at equilibrium, well above both Fermi levels,
and superexchange prevails. As the overpotentials of the
working electrode and tip are both shifted negatively, ET
switches from superexchange to hopping, with the redox
level temporarily populated. If coupling to the second
electrode is weak, relaxation continues all the way across
both Fermi levels, with renewed activation for the second
step. If the coupling is strong, multiple ET continues until
full relaxation.[14,38]
Charge transport in solid metal-molecule-metal junc-

tions has evolved over several decades. The Landauer
approach, which rests on high order quantum mechan-
ical perturbation theory (Green’s function frames), has
been a primary frame for charge transmitting orbitals
off-resonance the Fermi levels. This approach faces
challenges, as a resonance between the three levels
is approached. Charge transport then switches from
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F IGURE 1 From top to bottom, binding of the four isomeric butanethiols on Au(111). Column to the left: high-resolution in-situ
scanning tunneling microscopy (STM) images, on which the self-assembled molecular monolayers (SAM) interpretation is based[27]

F IGURE 2 Tunneling current/overpotential correlation on the
parallel variation of the substrate and tip potential[2]

superexchange to electrochemical ET with a physical
population of the intermediate molecular state(s) and
strong electronic-vibrational coupling, crucial for solvated
junctions. Such views were introduced 30 years ago,[39]
related concepts in fact much earlier.[40]

3.2 A theoretical minimum

Core notions of the rate constants, WLR(η), WML(η) and
WRM(η), and tunneling current, jLR(η) at given working

electrode overpotential (η) and tip/electrode bias voltage
(Vbias) in two-step electron/hole transfer in molecular in-
situ STM junctions can be summarized as[14,38]:

𝑊𝐿𝑅 ≈ 2
𝑊𝑀𝐿𝑊𝑅𝑀

𝑊𝑀𝐿 +𝑊𝑅𝑀

𝑗(𝜂) = 𝑒𝑛𝑒𝑙𝑊𝐿𝑅(𝜂) 𝑛𝑒𝑙 ≈
|𝑒𝑉𝑏𝑖𝑎𝑠|
𝛿𝜀∗

𝛿𝜀∗ ≈
1

𝜅𝐿𝜌𝐿
+

1

𝜅𝑅𝜌𝑅

(2)

e is the electronic charge. The subscripts refer to the left (L)
and right (R) electrodes, and to the molecule (M). ρL,R are
the densities of state and κL,R (κML or κRM) the electronic
transmission coefficients. By Equation (2), the stronger the
interaction between themolecule and the electrodes, or the
faster electronic relaxation, the smaller δε* and the larger
the number of electrons transferred, n. Assuming linear
response, and representing the Fermi distributions by step-
functions,[8,41]

𝑊𝑀𝐿 =
𝜔𝑒𝑓𝑓

2𝜋

0

∫
−∞

𝜅𝑀𝐿(𝜀)𝜌𝐿(𝜀) exp

[
−

(𝜆𝑅−𝜀−𝛾𝑒𝑉𝑏𝑖𝑒𝑠−𝜉𝑒𝜂)
2

4𝜆𝑘𝐵𝑇

]
𝑑𝜀

𝑊𝑅𝑀 =
𝜔𝑒𝑓𝑓

2𝜋

∞

∫
0

𝜅𝑅𝑀(𝜀)𝜌𝑅(𝜀) exp

[
−

(𝜆𝑅−𝜀−𝛾𝑒𝑉𝑏𝑖𝑒𝑠−𝜉𝑒𝜂)
2

4𝜆𝑘𝐵𝑇

]
𝑑𝜀

(3)

Equation (3) applies to metal, semiconductor, and
semimetal electrodes. λR is the nuclear reorganization
free energy, ωeff the effective frequency, kB Boltzmann’s
constant, and T the temperature. ξ and γ represent the
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F IGURE 3 (a) Energy diagram representing two-step in-situ scanning tunneling microscopy (STM). (b) Potential (free) energy surfaces
in two-step in-situ STM. (c) Optical analog in solute molecular resonance Raman scattering.[39a,46]

overpotential and bias voltage at the molecular site. A
difference from normal electrochemistry is thus that two
potentials, η and Vbias here control the current.
In the weak-coupling, diabatic limit Equation (3) can

be recast in terms of the Anderson-Newns chemisorption
parameter, ΔML(ε), of reactant level broadening[42]:

Δ𝑀𝐿(𝜀) = 𝜋
∑
𝑘

|𝑉𝑀𝐿(𝜀)|2𝛿(𝜀) → 𝜋|𝑉𝑀𝐿(𝜀)|2𝜌(𝜀) (4)

VML (ε) is the electronic coupling parameter, k numer-
ates the electronic energy levels, and δ(ε) is the delta-
function. For electrode overpotentials, |eη| < λR,

𝑊𝑀𝐿(𝜂) ≈ 4𝜋
Δ

ℏ
𝑘𝐵𝑇

√
𝜋

𝜆𝑅𝑘𝐵𝑇

exp

[
−
(𝜆𝑅 − 𝛾𝑒𝑉𝑏𝑖𝑎𝑠 − 𝜉𝑒𝜂)

2

4𝜆𝑅𝑘𝐵𝑇

]
;

4𝜋
Δ𝑘𝐵𝑇

ℏ

√
𝜋∕ (𝜆𝑅𝑘𝐵𝑇) ≪ 1 (5)

where Δ is the ΔML (ε) value near the Fermi level. The
diabatic ET rate, Equation (5), is thus independent of the
effective frequency. Equations (2) and (3) give symmetric
current/overpotential correlations for symmetric junctions
with a maximum at the equilibrium potential, η = 0. This
expectation hasmetwith some success, Section 4, but chal-
lenges remain:

∙ In-situ scanning tunneling spectroscopy (STS) of some
complex molecules do not display a spectroscopic, but
a sigmoidal correlation. A soft gating mode can account
for such behavior.[43] Equilibriumbetween oxidized and
reduced probe molecules is an alternative:

< 𝐺 >= 𝐺𝑟𝑒𝑑 +
1

1 + exp
[

𝑒𝜂

𝑘𝐵𝑇

] (𝐺𝑜𝑥 − 𝐺𝑟𝑒𝑑) (6)

whereGox,Gred, and <G> are the conductivities of the oxi-
dized and reduced form, and of the average conductivity.
Bridging spectroscopic and Nernstian behavior remains a
challenge.

∙ Transition between hopping and superexchange is
expected as the overpotential or bias voltage is scanned
over wide enough ranges. It was recognized early that
this transition involves entangled quantum features.[44]
Tao and associates provided experimental substance
to such dual patterns.[34a] Sowa and Marcus recently
offered a formal frame, aiming at bridging two-step hop-
ping with Landauer superexchange.[45] The particular
in-situ STM potential surface landscape, however, poses
challenges, Figure 3,[39a] notably with close relations to
other three-level processes such as resonance Raman
excitation profiles of solute molecules, Figure 3.[46]

∙ Spin and Coulomb effects are other challenges that we
note but do not presently discuss.

∙ The electrolyte itself imposes rectification,[14,37]
reflected in the correlated parameters ξ and γ, Equa-
tions (2) and (3).

∙ Large bias voltage is often needed to drive enough cur-
rent. When |𝑒𝑉𝑏𝑖𝑎𝑠| > 𝜆𝑅the reduced or oxidized molec-
ular level after the first ET step is trapped between the
electrode Fermi levels, rather than below (or above),
Figure 3. The redox level then continues transmitting
electrons, until further overpotential scanning takes the
level out of the bias voltage window. The correlation
then displays a plateau around the equilibrium poten-
tial, cf. Section 4

∙ Nuclear tunneling is incorporated straightforwardly.
Sumi and associates studied, how quantized nuclear
modes are reflected in STS.[47] Nuclear tunneling is
important when proton or hydrogen atom transfer is
involved, single-molecule perspectives of which are
discussed.[48] Along such lines, electrochemical dia-
mond plots have been introduced.[14]
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∙ A final challenge is the coupling between the molecule
and the electrodes. Most theoretical approaches rest on
the diabatic limit of the elementary ET steps.Weak inter-
actions, however, entail small currents, illuminated by
isomorphic Co- andOs-complexes[2,49]. The former con-
ducts poorly, the latter with striking amplification and
other high-conductivity behavior. Attempts to incorpo-
rate the adiabatic limit into the tunneling conductiv-
ity of complex molecules are reported, with Medvedev’s
work of particular importance.[50] A major challenge is
that adiabatic ET not only implies transmission coeffi-
cients approaching unity but a fundamental change of
the in-situ STM physics,[38,50–51] all the way fromweakly
conducting individual ET steps to increasing coherence
with only partial or no vibrational relaxation in the inter-
mediate molecular electronic state.

4 IN-SITU STM AND STS OF COMPLEX
MOLECULES AND BIOMOLECULES

4.1 Organic and inorganic redox
molecules

Tao’s study of Fe-protoporphyrin IX was the first case of
single-molecule in-situ STS, showing a maximum around
the equilibrium potential.[16c] Other complex organic
and inorganic molecules, with large on-off current ratios
have followed.[2,3,16d] Mechanical properties,[52] solvent
effects,[16b,53] quantum interference,[34] and stochastic
effects,[35] have also been addressed. The comprehensive
studies of Nichols and associates on viologens, more
recently on metalloporphyrins and polymetalates illu-
minate prodigious perspectives and challenges of these
powerful approaches. Note that, 6V6 viologen between
an Au tip and Au(111)-electrode surface via two 6-carbon
thiyl linkers can here be compared with tetrathiaful-
valene (6PTTF6).[3b,c,31,54] STS of the rigid 6PTTF6 in
aqueous electrolyte displays a sharp maximum, but the
floppy 6V6 has a sigmoidal dependence. Gated ET via
a torsional mode could reproduce the latter[43] but as
noted, sigmoidal correlations can also reflect equilibrated
higher conductivity of oxidized than reduced 6V6, Equa-
tion (6). 6V6 in 1-butyl-3-methylimidazolium triflate
displays, however, intriguingly a maximum. To elucidate
this difference,[54] we have initiated studies of the 6V6
electrochemical junction using quantum mechanical
theory, classical molecular dynamics (MD) simulations,
and DFT.[55] Figure 4 reproduces qualitatively the solvent
effect observed. The physical reason is a conspicuous
difference in the solvent reorganization energy, 0.12 eV
(water) vs. 0.45 eV (room temperature ionic liquid
(RTIL)).

-0.5 0.0 0.5 1.0 1.5 2.0
0

100

200

300

I, 
nA

η , eV

 water
 RTIL

F IGURE 4 Computed current–voltage dependencies for
electrochemical 6V6 junctions (Vbias = 0.4 eV, C = 0.01 M)[55]

Presently we address two other aspects so far less in
focus. Robust transition metal complexes, particularly Os-
complexes of 2,2′-bipyridine and linking polypyridine have
emerged as powerful in-situ STM/STS targets,[2,49] Fig-
ure 5. The complexes show an STS maximum around the
equilibrium potentials, with on-off ratios up to two orders
of magnitude, following the bias voltage in accordance
with Equations (2)–(5). The core Os-complex in ionic liq-
uid illuminates another aspect. The broad central seg-
ment associated with the large bias voltage (0.7 V) reflects
coherent electron transport until the current decays at still
higher overpotentials, Section 3.2. Os-polypy complexes
also offer a direct comparison between electrochemical ET
and in-situ STS, concluding that several hundred electrons
are transferred in a single adiabatic two-step in-situ STM
event.

4.2 Single-molecule
bioelectrochemistry

Single-molecule in-situ STM was early brought to include
large biomolecules.[57] The now paradigmatic in-situ STM
metalloprotein, the blue copper protein azurin, was intro-
duced slightly later.[4c,58] Studies now include broad
mechanistic detail. (holo-, apo- and metal-substituted
azurin, coherent versus two-step hopping, temperature,
and kinetic isotope effects[59]).

4.2.1 Single-molecule in-situ STM of redox
metalloproteins and metalloenzymes

P. aeruginosa azurin (Mw ≈ 14,000 amu), introduced as
an in-situ STM probe more than two decades ago[58a–d] is
the most comprehensively studied single-molecule redox
metalloprotein. Strategies for this choice, Figure 6 are, first
that the redox potential is comfortably accessible in both
electrochemistry and in-situ STM. The β-sheet structure
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F IGURE 5 (a) Os-complexes on Au(111) and Pt(111). (b) Tunneling current/overpotential correlation in an ionic liquid. The broad peak is
indicative of coherent electron transfer (ET) in an intermediate 0.5 V overpotential range. (c) Single-molecule rectification of the Os-complex.
(d) Theoretical current/overpotential correlations at large bias voltages[49,56]

F IGURE 6 (a) P. aeruginosa azurin on Au(111), via the disulfide group, or via the hydrophobic patch around the Cu-centre, on
variable-length alkanethiol self-assembled molecular monolayers (SAMs). (c) Tunneling current/overpotential scanning tunneling
spectroscopy (STS) of azurin on octanethiol SAM. In-situ scanning tunneling microscopy (STM) of azurin on bare Au(111) (b) and octanethiol
SAMmodified Au(111) (d)[58b–d]
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F IGURE 7 (a) Voltammetry and in-situ scanning tunneling microscopy (STM) of laccase (Streptomyces coelicolor). (b) Tunneling
current/overpotential correlation of the Mo-enzyme hSO. Electrochemical AFM of CuNir in the active (c) and resting-state (d). (e) Scheme of
gated hSO electrocatalysis[32,61,62]

is robust in biologically challenging STM and even XPS
environments. Further, azurin holds two surface groups
for Au-surface linking. One is disulfide for direct link-
ing, the other one a hydrophobic patch around the Type 1
Cu-centre, suitable for gentle linking to hydrophobic thiol
SAMs.[58c] In-situ STS of azurin on variable-length thiol-
SAMs displays a 10:1 on-off peak. Rigorous bandshape
analysis requires attention to protein orientation, electro-
static potential distribution, ionic strength, and electronic
coupling to the enclosing electrodes. Azurin also illumi-
nates a recurrent issue. ET between the disulfide radicals
generated by pulse radiolysis and the Cu-centre points to
slow, millisecond intramolecular ET.[58e] In-situ STM cur-
rent densities, however, accord with much higher rates,
indicative of adiabatic interfacial ET and according with
strong in-situ STM contrasts, Figure 6.[58c] This core met-
alloprotein has thus opened new areas of single-molecule
bioelectrochemistry. As noted, ongoing activity relating
e.g. to temperature dependence and phase transitions have
disclosed other challenges.[59b,c]

4.2.2 Single-molecule metalloenzyme
electrochemistry

In-situ STM extends to multi-center redox proteins,
redox enzymes, and large protein and protein/DNA
complexes.[5a,17a,33,60] We focus here on two redox metal-

loenzyme classes. One is the blue copper enzymes, four-
Cu laccase (Lc), and two-Cu nitrite reductase (CuNir), Fig-
ure 7. A representative of the other class is the molybde-
num enzyme human sulfite oxidase (hSO).
Metalloenzymes often show no voltammetry of their

own, but strong electrocatalytic signals as the substrate is
added. In CuNiR and Lc electrons are let in at the type 1
center, and out towards dioxygen or nitrite reduction at
the Type 2/3 or Type 2 center, via direct links connecting
the Type 1 and Type 2 or type 2/3 centers. In-situ STM
offers single-molecule clues.[32,61] Single-molecule resolu-
tion of CuNiR is achieved only when NO2

− is present
as if NO2

− triggers conductivity. The same applies for
Lc, which shows high conductivity when O2-substrate is
reduced, but is completely transparent when no O2 reduc-
tion occurs, Figure 7. Electrochemical AFM discloses sub-
stantial CuNiR swelling from the resting to the active
state, Figure 7.[61] Such changes transmit to the Cu-centers
showing that even small conformational reorganization
triggers fast intramolecular and interfacial ET.
hSO on ω-amino octanethiol SAM modified Au(111)-

electrodes also gives single-molecule in-situ STM.[62] The
Moco center with high electronic density is potentially a
strong in-situ STM target. As for the blue copper enzymes,
the substrate is a small molecule, sulfite, not itself
detectable by STM, but which can trigger enzyme elec-
tronic changes. In-situ STM discloses 2%–5% coverage of
molecular scale contrasts with a clear transition from low
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F IGURE 8 (a,b) Interfacial electron transfer (ET) of horse heart cytochrome c via a 3 nm coated AuNP and directly at a self-assembled
molecular monolayer (SAM)-covered Au(111)-electrode. (c,d) Similar configurations for the blue copper protein azurin[6]

conduction at high potentials to high conduction at low
potentials. In-situ STS is sigmoidal, as noted indicative of
either Nernstian equilibration or gated tunneling.[62] The
closed/open mechanism could favor the latter. Another
challenge is that in-situ STM/STS in the absence and pres-
ence of sulfite is virtually indistinguishable. This suggests
that enzyme activity is not directly monitored as for the
blue Cu-enzymes, but a sulfite independent tunneling pro-
cess through the two enzyme domains.

4.3 Molecular scale NP/molecular
hybrids

SAM-protected metallic NPs range from targets in
molecular electronics, to biomolecular marking and
electrocatalysis.[63] AuNPs are core targets, but other
metals, alloys, and core-shell NPs have attracted atten-
tion. AuNPs are targets in experimental and theoretical
studies.[53] Note that, 1–2 nm coated AuNPs display
single-ET charging[64] fading out above about 2.5 nm, that
is, the size of large transition metal complexes.
NP catalysis where small molecules strongly adsorb

has been framed by electronic structure computations.[65]
Electrocatalysis by protected AuNPs, as for transi-
tion metal complexes, quinones, metalloproteins, and
enzymes[53] are, however, quite different. In spite of
ET distance extension up to several nm, more than an
order of magnitude rate increase is observed. Similarly
extended molecular matter would entirely close ET. There
is presently no obvious single physical origin of the rate
enhancement. The complexity of the electrochemical
interface is presently beyond computational capacity.
In a recent study, we explored, whether a single gold
molecular scale nanocluster (AuC) could be a catalytic

center, with a focus on the ET reactivity of the AuC surface
structural elements towards a ferrocene probe, Fc. A
recurrent issue is further, whether ET via the NP would be
by superexchange, or sequential, fully relaxed ET.[53]
Figure 8 shows two electrode/AuNP/probe systems.[6]

Insertion of a 3 nm coated AuNP enhances the rate con-
stant more than an order of magnitude. Figure 9 shows
the model used, with electrode, AunC (n = 13–147), Fc
probe, and dielectric solvent. We combined notions of
electronic spillover, i.e. whether the AuC electronic den-
sity expands further than from a planar Au-surface, with
molecular ET theory.[53] In superexchange electronic AuC
levels couple purely electronically levels around the elec-
trode Fermi level to the redox level. Rate enhancement is
either by energy resonance between the electrode and the
AuC levels or by the enhanced electronic overlap between
molecule and AuC compared with molecule and elec-
trode. Enhancement by sequential ET is only by stronger
overlap with the AuC than with the planar electrode. We
notice[53]:

∙ Two-step hopping via electronically populated AuC pre-
vails over superexchange. Crudely, AuC-mediated two-
step ET reduces to a rate-determining short single-step
ET in the former, while superexchange involves about
twice as long ET distance.

∙ The AuC/molecule transmission coefficient is highly
sensitive to the AuC size (Au13-Au147) and to face, ridge,
and so forth surface structures. The Au(100) facet gives
by far the most facile ET and is the only structural ele-
ment that can exceed ET rates at planar Au(111). Notably,
ET selectivity is more conspicuous at longer distances.

∙ The AuC electronic densities of states display dis-
creteness up to the largest AuC addressed, Au147,
Figure 10, giving Lorentzian-like rather than sigmoidal
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F IGURE 9 (a) A redox molecule (purple sphere) linked to an electrode surface via a bifunctional alkanethiol linker. Linking groups are
represented by the small spheres. (b) The molecule is linked via an AuC. (c) Electronic transmission coefficient (𝜅𝑒) versus Au–Fe separation
for electron transfer (ET) between solute Fc+/Fc and the prevailing surface sites of five different-size AuCs, as well as the planar Au(111)
surface. Inset of (c): Space-filling model of Fc and a two-layer Au54(27 + 27) cluster to mimic the Au(111) surface[53]

F IGURE 10 (a) Density of states, Au147C. (b) Computed current/overpotential correlations for electron transfer (ET) between
variable-size AuCs and Fc.[53] (c) Recorded tunneling current/overpotential correlation for a coated Au145 C[19b]

current/overpotential correlations as for macroscopic
electrodes, with new experimental challenges.

∙ SAM coating was addressed by incorporating a single S-
(CH2)6 molecular linker between Au147C and Fc. Such a
superexchange channel was found to be fully competi-
tive.

The study offers insight into AuC catalysis of simple
electrochemical ET, but the conclusions are fraught with
limitations associated with AuC size and SAM coating.
Plasmon theory and focus on collective AuC array prop-
erties, might suggest other routes.[66]

5 SOME PERSPECTIVES

Molecular scale, single-entity electrochemistry has
evolved impressively over the last few years. We have
here overviewed selected areas focused on complex redox
molecules and metalloenzymes, and on AuNP/molecular
hybrids mapped to single-entity resolution. We noted
the powerful electrochemical in-situ STM potential, sup-
ported by first principle DFT, and by phenomenological

approaches, to which detailed modeling can be added as
warranted. We conclude by noting some challenges and
cautiously, how to meet them.

5.1 Computational challenges and the
electrochemical interface

The electrochemical interface and the fundamental elec-
trochemical ET process are understood in considerable
microscopic detail, but theoretical and computational
challenges remain. Particularly this applies to in-situ
STM with two surfaces and overlapping double layers.
The electrolyte itself then poses unresolved challenges,
for example, regarding the potential distribution in the
tunneling gap.[14,37] The spatial confinement can also
impose freezing of solvent configurational fluctuations,
operating as tunneling barrier indentations or sites for
electron hopping. Resolution of such issues is warranted
in new data interpretation.
Reliable estimation of transmission coefficients remains

a complex problem. A key quantity is the coupling param-
eter, Equation (4). The surface can be modeled either by
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a cluster,[42] or in solid-state physics terms. Marcus and
associates used a tight-binding approach.[67] Constrained
DFT[68] enables preparing different localized electronic
states. Behara and Dupuis[69] recently developed a scheme
for the coupling parameter for periodically extended redox
systems. Finally, for heterogeneous ET we have to deal
with complex reaction paths, which strictly speaking can-
not be described by normal Landau-Zener theory.[8] A
Monte Carlo approach to overcome this challenge was
used.[70]
Another challenge is reliable estimations of the sol-

vent reorganization free energy λR. Rough estimates based
on dielectric continuum theories are sometimes adequate
but frequently fail for spatially confined reaction layers.
MD instead offers reasonably accurate λR.[71] The micro-
scopic structure of the reaction layer is of special interest,
by affecting significantly reactant molecular conformation
and orientation, as well as the distance of closest approach.
Molecular-level insight is presently largely by classical
MD[72], but progress was attained recently by ab initio MD
of metal/water interfaces.[73] This method is very promis-
ing and free from classical force field drawbacks, but still
restricted to small ensembles and short simulation times.
Another computational challenge was addressed by

Nørskov and associates, who developedmodeling ofmulti-
step electrocatalytic processes.[74] Their approach rests on
calculating Gibbs’ free energies for each reaction step, with
the overpotential introduced formally as a "computational
hydrogen electrode". The approach has met with qualita-
tive success, but hardly describes fully the real mechanism
of complex electrocatalytic processes, which call for esti-
mations of the energy barriers of ET and chemical steps.
Reliable calculations of the activation barriers are signifi-
cantly more complex than Gibbs’ free energy estimations
and remain as major challenges.

5.2 Newmolecular scale single-entity
materials science

We noted Au-, Pt- and core-shell NPs as molecular-
scale single-entity targets, used biomedically, in cataly-
sis, electrochemical sensing, and in fuel cells.[63] PdNPs,
PtNPs, and AuNPs also catalyze (bio)electrochemical
ET processes.[53] Nanoporous metals are in focus as
new electrode materials with interesting properties[24]
and offer reactive molecular-scale surface sites for bio-
electrochemical enzyme binding, Molecular scale single-
entities of other materials than gold (and other electron-
ically soft metals) are reaching comparably established
levels.[10a,b,11a,75] With a better understanding of the elec-
tronic structural differences between metal, semiconduc-
tor, and semimetal electrode materials,[76] new theoret-

ical efforts at ET processes on these electrode materials
are warranted, relating to bulk surfaces, low-dimensional
forms, and molecular-scale structures. Even pristine
graphene is attractive due to its unique electronic prop-
erties (the Dirac point, and near linearly ascending and
descending densities of states around the Fermi level).[77]
The atomic thickness of graphene can modulate the

reactivity of electrochemical interfaces. Single-layer
graphene was explored as a semitransparent barrier
for the hydrogen evolution reaction on copper.[10c] A
Cu/graphene interface showed intermediate activity
compared to Cu (more active) and graphene separately
(less active), suggesting electronic semi-transparency, in
which Cu participates partially in the reaction despite
residing underneath the graphene layer. A gold under-
layer also significantly facilitates ET on graphene[78]
according most straightforwardly with hybridization of
the graphene orbitals with wave functions of the metal
support. Other ET mechanisms based on superexchange
via graphene could be forwarded. Layered perovskites,[79]
metal-organic-frameworks.[80] and molecular magnetic
materials[81] smarter than graphene offer novel probes for
spintronics notions and magnetic STM/AFM.
Nanopores constitute other spatially confined ET envi-

ronment. Electrolytes in conducting single-wall carbon
nanotubes (CNT) are valuable models for ultrathin cylin-
drical pores in metal electrodes. The strong dielectric
anisotropy in such systems is frequently treated in terms of
radial (rad) and axial (ax) dielectric constants, 𝜀𝑟𝑎𝑑 and 𝜀𝑎𝑥.
Based on classical MD simulations these quantities show
intriguing behavior: 𝜀𝑟𝑎𝑑 decreases with decreasing CNT
diameter, whereas 𝜀𝑎𝑥 increases,[82] leading to highly non-
trivial electrostatics. ET across a conducting CNT for the
Fe3+/2+ couple inside the tubes is also reported.[82b] MD
simulations show that the smaller the nanotube diame-
ter, dCNT the faster ET, mainly due to decreasing solvent
reorganization free energy, λR attributed to frustrated sol-
vation, especially for Fe2+. A lower λR is most conspicuous
in the region 0.8 nm < dCNT < 2 nm, where the Fe2+ coor-
dination number is reduced from 6 to 4. The dipole reori-
entation 𝜏𝐿 time decreases notably when dCNT < 2 nm but
remains nearly constant (≈ 6 ps) for wider nanotubes. As
1/τL is a crude estimate of the effective frequency, this is an
additional factor favoring accelerated adiabatic ET in nar-
row CNTs.
Considerable progress in experimental studies of

molecular diffusion in ultra-narrow carbon nanotubes has
finally been reported.[83] Most experiments are based on
nanofluidic devices where a 1.5–1.6 nm SWCNT (length ca,
20 μm) spans a barrier separating electrolyte reservoirs.
Note that 1–2 orders of magnitude ion transport rate
enhancement compared with solution bulk was observed.
Redox species confined within carbon nanotubes (or other
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ultra-narrow channels) can in fact be expected soon to be
probed by cyclic voltammetry in mixed diffusion/kinetic
regimes, and nanofluidics to become new hard-core
concepts in forthcoming prototype electrochemical cells.

5.3 From single molecules to
macroscopic assemblies

The core of nanoscience is the transition between the
single molecular-scale entity and macroscopic, thermo-
dynamic assemblies. As in other single-entity science,
single-molecule electrochemical properties fluctuate in
space and time. Each entity adsorbs slightly differently
from its neighbors, transfers electrons slightly differently,
and so forth, reflected in distributions of in-situ STM
peak conductances and imaging contrasts of individual
molecules (as opposed to crystalline lattices). As the tran-
sition from the single entity proceeds towardsmacroscopic
assemblies or over long times, single-molecule dynamics
are averaged out, and macroscopic behavior takes over.
Molecular scale stochastics is encountered in a variety
of electrochemical phenomena overviewed recently,[84]
for example collision electrochemistry, electrodeposition,
ionic conductivity through nanopores, ion intercalation
into battery materials, and fundamentals of electrochem-
ical and photoelectrochemical redox processes. The I(t)
in-situ STM mode introduced by Haiss et al.[85] supported
by stochastic models[86] is an early such example.
Current fluctuations rooted in random electronic popu-

lation and depopulation (telegraphic noise) were reported
early for solid-state junctions[87] and electrochemical
polyaniline oxidation and reduction.[88] Sub-ms current
fluctuations become apparent as the transition potential
is approached. In a recent study, Li et al. introduced
a novel approach to stochastic versus bulk molecular
conductivity, using a better-defined target system, fer-
rocene in acetonitrile solution bound to Au(111) and an
Au-tip by variable-length alkanethiol linkers.[35] The data
report average sigmoidal in-situ STS as for viologen in
aqueous solution and polyoxometallates in ionic liquid.
Subtle single-molecule overpotential dependent tunneling
current fluctuations are, however, apparent close to the
equilibrium potential. The study illuminates strikingly
transition from single-molecule to macroscopic patterns,
which is exactly the heart of nanoscience.

6 CONCLUSION

We note finally, first that outstanding, but in due time
tractable challenges, are correlations between electron
density transfer and electron spin transfer (spintronics).
This is long recognized in nuclear magnetic resonance

spectroscopy of paramagnetic redox metalloproteins,[89]
but now on the way to new prominence for example
from conductivity studies of DNA probes with chiral
centers.[90] STMwithmagnetic enclosing substrate and tip
could add to the evolution of this new single-entity elec-
trochemical science. Secondly, pure and redox-modified
DNA-based molecules offer other single-molecule in-situ
STM challenges. Conductivity by electron or hole hop-
ping accords well with photoinduced charge transfer, but
not immediately with much lower energy thermal charge
transfer.[91] However, thermal fluctuations both in the
energetics of potential hopping centers and in superex-
change (tunneling) barriers are long known to induce pro-
nounced conductivity enhancement.[92] Such views are
now being rediscovered under appellations such as flicker-
ing resonance in molecular conductivity of DNA duplexes
and quadruplexes[93] and how these differ from redox
metalloproteins.[94]

ACKNOWLEDGMENTS
Xinxin Xiao acknowledges the Villum Experiment (grant
no. 35844). Renat R. Nazmutdinov, Tamara T. Zinkicheva,
and Shokirbek Shermukhamedov thank the Russian
Foundation for Basic Research (grant № 20-03-00772).

CONFL ICT OF INTEREST
The authors declare no conflict of interest.

DATA AVAILAB IL ITY STATEMENT
Not Applicable

REFERENCES
1. D. M. Kolb, Angew. Chem. Int. Ed. 2001, 40, 1162.
2. T. Albrecht, A. Guckian, J. Ulstrup, J. G. Vos,Nano Lett. 2005, 5,

1451.
3. a) R. J. Nichols, S. J. Higgins, Acc. Chem. Res. 2016, 49, 2640. b)

R. J. Nichols, Curr. Opin. Electrochem. 2021, 25, 100650. c) M.
Hromadová, F. Vavrek, Curr. Opin. Electrochem. 2020, 19, 63.

4. a) J. Ulstrup, in Bioinorganic Electrochemistry (Eds: J. Zhang,
T. Albrecht, Q. Chi, A. M. Kuznetsov), Springer, Dordrecht, NL
2008, p. 249. b) M. López-Martínez, J. M. Artés, V. Sarasso, M.
Carminati, I. Díez-Pérez, F. Sanz, P. Gorostiza, Small 2017, 13,
1700958. c) I. Bâldea, inMolecular Electronics: An Experimental
and Theoretical Approach (Eds: A. Alessandrini, P. Facci), Jenny
Stanford Publishing, Singapore 2016, p. 325.

5. a) P. Salvatore, D. Zeng, K. K. Karlsen, Q. Chi, J. Wengel, J.
Ulstrup, Chem. Phys. Chem. 2013, 14, 2101. b) D. N. Beratan, R.
Naaman, D. H. Waldeck, Curr. Opin. Electrochem. 2017, 4, 175.

6. a) P. S. Jensen, Q. Chi, F. B. Grumsen, J. M. Abad, A. Horsewell,
D. J. Schiffrin, J. Ulstrup, J. Phys. Chem. C 2007, 111, 6124. b) P. S.
Jensen, Q. Chi, J. Zhang, J. Ulstrup, J. Phys. Chem. C 2009, 113,
13993.

7. a) R. R. Nazmutdinov, J. Ulstrup, in Atomic-Scale Modelling of
Electrochemical Systems (Eds: M. M. Melander, T. T. Laurila, K.
Laasonen), JohnWiley & Sons, Chichester, UK 2021, p. 27. b) V.
A. Nikitina, S. Y. Vassiliev, K. J. Stevenson, Adv. Energy Mater.
2020, 10, 1903933.

 26985977, 2022, 5, D
ow

nloaded from
 https://chem

istry-europe.onlinelibrary.w
iley.com

/doi/10.1002/elsa.202100157 by D
anish T

echnical K
now

ledge, W
iley O

nline L
ibrary on [14/12/2022]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense



12 of 13 Electrochemical Science Advances
Mini review
doi.org/10.1002/elsa.202100157

8. A. M. Kuznetsov, J. Ulstrup, Electron Transfer in Chemistry and
Biology – An Introduction to the Theory, 1st ed., John Wiley &
Sons Ltd, Chichester, UK 1999.

9. K. Moth-Poulsen, Handbook of Single-Molecule Electronics, 1st
ed., Jenny Stanford Publishing, Singapore 2016.

10. a) R. L. McCreery, Chem. Rev. 2008, 108, 2646. b) A. Ambrosi, C.
K. Chua, A. Bonanni, M. Pumera, Chem. Rev. 2014, 114, 7150. c)
A. Xie, N. Xuan, K. Ba, Z. Sun, ACS Appl. Mater. Interfaces 2017,
9, 4643.

11. a) J. Tang, X. Yan, C. Engelbrekt, J. Ulstrup, E. Magner, X. Xiao,
J. Zhang, Bioelectrochemistry 2020, 134, 107537. b) X. Xiao, H.-q.
Xia, R. Wu, L. Bai, L. Yan, E. Magner, S. Cosnier, E. Lojou, Z.
Zhu, A. Liu, Chem. Rev. 2019, 119, 9509.

12. K. Mathwig, T. J. Aartsma, G. W. Canters, S. G. Lemay, Annu.
Rev. Anal. Chem. 2014, 7, 383.

13. S. V. Sokolov, S. Eloul, E. Kätelhön, C. Batchelor-McAuley, R. G.
Compton, Phys. Chem. Chem. Phys. 2017, 19, 28.

14. J. Zhang, A. M. Kuznetsov, I. G. Medvedev, Q. Chi, T. Albrecht,
P. S. Jensen, J. Ulstrup, Chem. Rev. 2008, 108, 2737.

15. J. Chen, Introduction to Scanning TunnelingMicroscopy, 3rd ed.,
Oxford University Press, New York, NY 2021.

16. a) S. Yoshimoto, K. Itaya,Annu. Rev. Anal. Chem. 2013, 6, 213. b)
R. J. Nichols, S. J. Higgins, Curr. Opin. Electrochemistry 2017, 4,
98. c) N. J. Tao, Phys. Rev. Lett. 1996, 76, 4066. d) P. Petrangolini,
A. Alessandrini, L. Berti, P. Facci, J. Am. Chem. Soc. 2010, 132,
7445.

17. a) J. Zhang, Q. Chi, A. G. Hansen, P. S. Jensen, P. Salvatore, J.
Ulstrup, FEBS Lett. 2012, 586, 526. b) P. Salvatore, K. K. Karlsen,
A. G. Hansen, J. Zhang, R. J. Nichols, J. Ulstrup, J. Am. Chem.
Soc. 2012, 134, 19092.

18. E. A. Della Pia, Q. Chi, J. E. Macdonald, J. Ulstrup, D. D. Jones,
M. Elliott, Nanoscale 2012, 4, 7106.

19. a) S. Chen, R. W. Murray, S. W. Feldberg, J. Phys. Chem. B 1998,
102, 9898. b) T.Albrecht, S. F. L.Mertens, J. Ulstrup, J. Am.Chem.
Soc. 2007, 129, 9162.

20. J. S. Manser, J. A. Christians, P. V. Kamat, Chem. Rev. 2016, 116,
12956.

21. N. Seselj, C. Engelbrekt, Y. Ding, H. A. Hjuler, J. Ulstrup, J.
Zhang, Adv. Energy Mater. 2018, 8, 1702609.

22. a) P. R. Unwin, A. G. Güell, G. Zhang, Acc. Chem. Res. 2016, 49,
2041. b) H. Hodson, X. Li, C. Batchelor-McAuley, L. Shao, R. G.
Compton, J. Phys. Chem. C 2016, 120, 6281.

23. a) N. Zhu, X. Hao, J. Ulstrup, Q. Chi, ACS Catal. 2016, 6, 2728.
b) N. Zhu, J. Ulstrup, Q. Chi, Russ. J. Electrochem. 2017, 53, 1204.

24. X. Xiao, P. Si, E. Magner, Bioelectrochemistry 2016, 109, 117.
25. X. Yan, S. Ma, J. Tang, D. Tanner, J. Ulstrup, X. Xiao, J. Zhang,

Electrochim. Acta 2021, 392, 138946.
26. a) X. Yan, J. Tang, D. Tanner, J. Ulstrup, X. Xiao, Catalysts 2020,

10, 1458. b) J. R. Reimers, M. J. Ford, A. Halder, J. Ulstrup, N. S.
Hush, Proc. Nat. Acad. Sci. 2016, 113, E1424. c) J. R. Reimers, M.
J. Ford, S. M. Marcuccio, J. Ulstrup, N. S. Hush, Nat. Rev. Chem.
2017, 1, 0017.

27. Q. Chi, M. J. Ford, A. Halder, N. S. Hush, J. R. Reimers, J.
Ulstrup, Curr. Opin. Electrochem. 2017, 1, 7.

28. a) Y.Wang, Q. Chi, J. Zhang, N. S. Hush, J. R. Reimers, J. Ulstrup,
J. Am. Chem. Soc. 2011, 133, 14856. b) Y. Wang, N. S. Hush, J. R.
Reimers, J. Phys. Chem. C 2007, 111, 10878.

29. a) R. R.Nazmutdinov, J. Zhang, T. T. Zinkicheva, I. R.Manyurov,
J. Ulstrup, Langmuir 2006, 22, 7556. b) J. Zhang, Q. Chi, R. R.
Nazmutdinov, T. T. Zinkicheva, M. D. Bronshtein, Langmuir

2009, 25, 2232. c) C. Engelbrekt, R. R. Nazmutdinov, T. T. Zin-
kicheva, D. V. Glukhov, J. Yan, B. Mao, J. Ulstrup, J. Zhang,
Nanoscale 2019, 11, 17235.

30. R. Ouyang, J. Yan, P. S. Jensen, E. Ascic, S. Gan, D. Tanner, B.
Mao, L. Niu, J. Zhang, C. Tang, N. S. Hush, J. R. Reimers, J.
Ulstrup, Chem. Phys. Chem. 2015, 16, 928.

31. J. Zhang, A. Demetriou, A. C. Welinder, T. Albrecht, R. J.
Nichols, J. Ulstrup, Chem. Phys. 2005, 319, 210.

32. V. Climent, J. Zhang, E. P. Friis, L. H. Østergaard, J. Ulstrup, J.
Phys. Chem. C 2012, 116, 1232.

33. J.M. A. Vivancos, J. Hihath, I. Diez-Perez, inMolecular Electron-
ics (Ed: I. Baldea), Jenny Stanford Publishing, Singapore 2016,
p. 281.

34. a) Y. Li, M. Buerkle, G. Li, A. Rostamian, H. Wang, Z. Wang, D.
R. Bowler, T. Miyazaki, L. Xiang, Y. Asai, G. Zhou, N. Tao, Nat.
Mater. 2019, 18, 357. b) S. Naghibi, A. K. Ismael, A. Vezzoli, M.
K. Al-Khaykanee, X. Zheng, I. M. Grace, D. Bethell, S. J. Hig-
gins, C. J. Lambert, R. J. Nichols, J. Phys. Chem. Lett. 2019, 10,
6419.

35. Y. Li, H.Wang, Z.Wang, Y. Qiao, J. Ulstrup,H.-Y. Chen, G. Zhou,
N. Tao, Proc. Nat. Acad. Sci. 2019, 116, 3407.

36. a) C. Wu, X. Qiao, C. M. Robertson, S. J. Higgins, C. Cai, R. J.
Nichols, A. Vezzoli, Angew. Chem. Int. Ed. 2020, 59, 12029. b) J.-
W. Yan, Z.-Q. Tian, B.-W. Mao, Curr. Opin. Electrochem. 2017, 4,
105.

37. A. A. Kornyshev, A. M. Kuznetsov, J. Ulstrup, Proc. Natl. Acad.
Sci. 2006, 103, 6799.

38. A. M. Kuznetsov, J. Ulstrup, J. Phys. Chem. A 2000, 104, 11531.
39. a) A. M. Kuznetsov, J. Ulstrup, Chem. Phys. 1991, 157, 25. b) A.

M. Kuznetsov, P. Sommer-Larsen, J. Ulstrup, Surf. Sci. 1992, 275,
52.

40. R. R. Dogonadze, J. Ulstrup, Y. I. Kharkats, J. Theor. Biol. 1973,
40, 279.

41. A.M.Kuznetsov,Charge Transfer in Physics, Chemistry andBiol-
ogy: Physical Mechanisms of Elementary Processes and an Intro-
duction to the Theory, 1st ed., CRC Press, London 1995.

42. R. R. Nazmutdinov, M. D. Bronshtein, T. T. Zinkicheva, D. V.
Glukhov, Int. J. Quantum Chem. 2016, 116, 189.

43. W. Haiss, T. Albrecht, H. van Zalinge, S. J. Higgins, D. Bethell,
H. Höbenreich, D. J. Schiffrin, R. J. Nichols, A. M. Kuznetsov, J.
Zhang, Q. Chi, J. Ulstrup, J. Phys. Chem. B 2007, 111, 6703.

44. a) Y. I. Kharkats, A. K. Madumarov, M. A. Vorotyntsev, J. Chem.
Soc. Faraday Trans. 1974, 70, 1578. b) Y. I. Kharkats, J. Ulstrup,
Chem. Phys. Lett. 1991, 182, 81.

45. J. K. Sowa, R. A. Marcus, J. Chem. Phys. 2021, 154, 034110.
46. M. G. Zakaraya, J. Ulstrup, Chem. Phys. 1989, 135, 49.
47. H. Sumi, J. Phys. Chem. B 1998, 102, 1833.
48. A. M. Kuznetsov, I. G. Medvedev, J. Ulstrup, Electrochem.

Comm. 2009, 11, 1170.
49. T. Albrecht, K. Moth-Poulsen, J. B. Christensen, J. Hjelm, T.

Bjørnholm, J. Ulstrup, J. Am. Chem. Soc. 2006, 128, 6574.
50. I. G. Medvedev, J. Chem. Phys. 2017, 147, 194108.
51. A. M. Kuznetsov, J. Ulstrup, Russ. J. Electrochem. 1995, 31, 221.
52. H. Wang, Z. Wang, Y. Wang, J. Hihath, H.-Y. Chen, Y. Li, N. Tao,

J. Am. Chem. Soc. 2018, 140, 18074.
53. S. A. Shermukhamedov, R. R. Nazmutdinov, T. T. Zinkicheva,

M. D. Bronshtein, J. Zhang, B. Mao, Z. Tian, J. Yan, D.-Y. Wu, J.
Ulstrup, J. Am. Chem. Soc. 2020, 142, 10646.

54. H. M. Osorio, S. Catarelli, P. Cea, J. B. G. Gluyas, F. Hartl, S.
J. Higgins, E. Leary, P. J. Low, S. Martín, R. J. Nichols, J. Tory,

 26985977, 2022, 5, D
ow

nloaded from
 https://chem

istry-europe.onlinelibrary.w
iley.com

/doi/10.1002/elsa.202100157 by D
anish T

echnical K
now

ledge, W
iley O

nline L
ibrary on [14/12/2022]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense



13 of 13 Electrochemical Science Advances
Mini review
doi.org/10.1002/elsa.202100157

J. Ulstrup, A. Vezzoli, D. C. Milan, Q. Zeng, J. Am. Chem. Soc.
2015, 137, 14319.

55. R. R. Nazmutdinov, S. A. Shermukhamedov, T. T. Zinkicheva, &
J. Ulstrup, work in progress.

56. J. Zhang, A. M. Kuznetsov, J. Ulstrup, J. Electroanal. Chem.
2003, 541, 133.

57. a) J. E. T. Andersen, P. Møller, M. V. Pedersen, J. Ulstrup, Surf.
Sci. 1995, 325, 193. b) J. Zhang, Q. Chi, S. Dong, E. Wang, Bio-
electrochem. Bioenerg. 1996, 39, 267.

58. a) E. P. Friis, J. E. T.Andersen, L. L.Madsen, P.Møller, J. Ulstrup,
J. Electroanal. Chem. 1997, 431, 35. b) Q. Chi, J. Zhang, J. U.
Nielsen, E. P. Friis, I. Chorkendorff, G.W.Canters, J. E. T. Ander-
sen, J. Ulstrup, J. Am. Chem. Soc. 2000, 122, 4047. c) Q. Chi, J.
Zhang, J. E. T. Andersen, J. Ulstrup, J. Phys. Chem. B 2001, 105,
4669. d) Q. Chi, O. Farver, J. Ulstrup, Proc. Nat. Acad. Sci. 2005,
102, 16203. e) O. Farver, I. Pecht, Coord. Chem. Rev. 2011, 255,
757.

59. a) C. Romero-Muñiz, M. Ortega, J. G. Vilhena, R. Pérez, J. C.
Cuevas, L.A. Zotti,Appl. Sci. 2021, 11, 3732. b) B.Kayser, J. A. Fer-
eiro, R. Bhattacharyya, S. R. Cohen,A. Vilan, I. Pecht,M. Sheves,
D. Cahen, J. Phys. Chem. Lett. 2020, 11, 144. c) N. Amdursky, I.
Pecht, M. Sheves, D. Cahen, Proc. Nat. Acad. Sci. 2013, 110, 507.

60. S. Lindsay, Life 2020, 10, 72.
61. X. Hao, J. Zhang, H. E. M. Christensen, H. Wang, J. Ulstrup,

Chem. Phys. Chem. 2012, 13, 2919.
62. J. Yan, E. E. Frøkjær, C. Engelbrekt, S. Leimkühler, J. Ulstrup,

U. Wollenberger, X. Xiao, J. Zhang, ChemElectroChem. 2021, 8,
164.

63. C. Louis, O. Pluchery,Gold Nanoparticles for Physics, Chemistry,
and Biology, Imperial College Press, London, 2012.

64. a) T. Laaksonen, V. Ruiz, P. Liljeroth, B. M. Quinn, Chem. Soc.
Rev. 2008, 37, 1836. b) M. Kizling, M. Dzwonek, A. Więckowska,
R. Bilewicz, ChemCatChem 2018, 10, 1988.

65. S. H. Brodersen, U. Grønbjerg, B. Hvolbæk, J. Schiøtz, J. Catal.
2011, 284, 34.

66. J. -N. Chazalviel, P. Allongue, J. Am. Chem. Soc. 2011, 133, 762.
67. a) C. -P. Hsu, R. A. Marcus, J. Chem. Phys. 1997, 106, 584. b) S.

Gosavi, R. A. Marcus, J. Phys. Chem. B 2000, 104, 2067.
68. H. Oberhofer, K. Reuter, J. Blumberger, Chem. Rev. 2017, 117,

10319.
69. P. K. Behara, M. Dupuis, Phys. Chem. Chem. Phys. 2020, 22,

10609.
70. A. S. Berezin, R. R. Nazmutdinov, Russ. J. Electrochem. 2017, 53,

1232.
71. D. A. Rose, I. Benjamin, J. Chem. Phys. 1994, 100, 3545.
72. a) V. A. Nikitina, S. A. Kislenko, R. R. Nazmutdinov, J. Phys.

Chem. C 2019, 123, 14370. b) E. Colombo, G. D. Belletti, S. Fon-
seca, L. M. C. Pinto, M. F. Juarez, R. Nazmutdinov, E. Santos, W.
Schmickler, P. Quaino, J. Phys. Chem. C 2021, 125, 1811.

73. a) S. Schnur, A. Groß,New. J. Phys. 2009, 11, 125003. b) S. Sakong,
A. Groß, J. Chem. Phys. 2018, 149, 084705; c) S. Sakong, A. Groß,
Phys. Chem. Chem. Phys. 2020, 22, 10431.

74. A. Kulkarni, S. Siahrostami, A. Patel, J. K. Nørskov, Chem. Rev.
2018, 118, 2302.

75. S. E. F. Kleijn, S. C. S. Lai, M. T. M. Koper, P. R. Unwin, Angew.
Chem. Int. Ed. 2014, 53, 3558.

76. E. Santos, R. Nazmutdinov, W. Schmickler, Curr. Opin. Elec-
trochem. 2020, 19, 106.

77. R. R. Nazmutdinov, T. T. Zinkicheva, S. A. Shermukhamedov, J.
Zhang, J. Ulstrup, Curr. Opin. Electrochem. 2018, 7, 179.

78. J. Hui, X. Zhou, R. Bhargava, A. Chinderle, J. Zhang, J.
Rodríguez-López, Electrochim. Acta 2016, 211, 1016.

79. P. V. Kamat, N. Pradhan, K. Schanze, P. S. Weiss, J. Buriak,
P. Stang, T. W. Odom, G. Hartland, ACS Energy Lett. 2020, 5,
2253.

80. W. Huang, J. Tang, F. Diao, C. Engelbrekt, J. Ulstrup, X. Xiao, K.
Mølhave, Chem.Electrochem. 2020, 7, 4695.

81. J. Dreiser, C.Wäckerlin,M. Buzzi, K. S. Pedersen, J. Bendix,RSC
Adv. 2021, 11, 9421.

82. a) P. Loche, C. Ayaz, A. Schlaich, Y. Uematsu, R. R. Netz, J. Phys.
Chem. B 2019, 123, 10850. b) S. A. Shermukhamedov, R. R. Naz-
mutdinov,M.D. Bronshtein,M. Probst,ChemElectroChem 2021,
8, 563.

83. a) P. Pang, J. He, J. H. Park, P. S. Krstić, S. Lindsay, ACS Nano
2011, 5, 7277. b) W. Choi, Z. W. Ulissi, S. F. E. Shimizu, D. O.
Bellisario, M. D. Ellison, M. S. Strano,Nat. Comm. 2013, 4, 2397.
c) H. Amiri, K. L. Shepard, C. Nuckolls, R. Hernández Sánchez,
NanoLett. 2017, 17, 1204. d) J. Sheng, Q. Zhu, X. Zeng, Z. Yang, X.
Zhang, ACS Appl. Mater. Interfaces 2017, 9, 11009. e) S. Faucher,
N. Aluru, M. Z. Bazant, D. Blankschtein, A. H. Brozena, J. Cum-
ings, J. Pedro de Souza, M. Elimelech, R. Epsztein, J. T. Fourkas,
A. G. Rajan, H. J. Kulik, A. Levy, A. Majumdar, C. Martin, M.
McEldrew, R. P. Misra, A. Noy, T. A. Pham, M. Reed, E. Schwe-
gler, Z. Siwy, Y. Wang, M. Strano, J. Phys. Chem. C 2019, 123,
21309.

84. H. Ren, M. A. Edwards, Curr. Opin. Electrochem. 2021, 25,
100632.

85. W. Haiss, R. J. Nichols, H. van Zalinge, S. J. Higgins, D.
Bethell, D. J. Schiffrin, Phys. Chem. Chem. Phys. 2004, 6,
4330.

86. J. A. O. Asar, M. M. Mariscal, E. P. M. Leiva, Electrochim. Acta
2009, 54, 2977.

87. K. R. Farmer, C. T. Rogers, R. A. Buhrman, Phys. Rev. Lett. 1987,
58, 2255.

88. H. He, J. Zhu, N. J. Tao, L. A. Nagahara, I. Amlani, R. Tsui, J.
Am. Chem. Soc. 2001, 123, 7730.

89. L. Ma, A.-M. M. Jørgensen, G. O. Sørensen, J. Ulstrup, J. J. Led,
J. Am. Chem. Soc. 2000, 122, 9473.

90. R. Naaman, C. Fontanesi, D. H. Waldeck, Curr. Opin. Elec-
trochem. 2019, 14, 138.

91. A.G.Hansen, P. Salvatore, K.K.Karlsen, R. J.Nichols, J.Wengel,
J. Ulstrup, Phys. Chem. Chem. Phys. 2013, 15, 776.

92. a) Y. Y. Gurevich, A.M.Kuznetsov,Fiz. Tverd. Tela 1975, 17, 3140.
b) A. A. Voityuk, K. Siriwong, N. Rösch, Angew. Chem. Int. Ed.
2004, 43, 624.

93. D. N. Beratan, C. Liu, A. Migliore, N. F. Polizzi, S. S. Skourtis, P.
Zhang, Y. Zhang, Acc. Chem. Res. 2015, 48, 474.

94. D. N. Beratan, Ann. Rev. Phys. Chem. 2019, 70, 71.

How to cite this article: C. Engelbrekt, R. R.
Nazmutdinov, S. Shermukhamedov, J. Ulstrup, T.
T. Zinkicheva, X. Xiao. Complex single-molecule
and molecular scale entities in electrochemical
environments: Mechanisms and challenges.
Electrochem Sci Adv. 2022, 2, e2100157.
https://doi.org/10.1002/elsa.202100157

 26985977, 2022, 5, D
ow

nloaded from
 https://chem

istry-europe.onlinelibrary.w
iley.com

/doi/10.1002/elsa.202100157 by D
anish T

echnical K
now

ledge, W
iley O

nline L
ibrary on [14/12/2022]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense

https://doi.org/10.1002/elsa.202100157

	Complex single-molecule and molecular scale entities in electrochemical environments: Mechanisms and challenges
	Abstract
	1 | INTRODUCTION
	2 | MOLECULAR SCALE ELECTROCHEMICAL SCIENCE
	3 | SINGLE-MOLECULE ELECTROCHEMISTRY AND IN-SITU STM OF COMPLEX MOLECULES
	3.1 | Some core notions
	3.2 | A theoretical minimum

	4 | IN-SITU STM AND STS OF COMPLEX MOLECULES AND BIOMOLECULES
	4.1 | Organic and inorganic redox molecules
	4.2 | Single-molecule bioelectrochemistry
	4.2.1 | Single-molecule in-situ STM of redox metalloproteins and metalloenzymes
	4.2.2 | Single-molecule metalloenzyme electrochemistry

	4.3 | Molecular scale NP/molecular hybrids

	5 | SOME PERSPECTIVES
	5.1 | Computational challenges and the electrochemical interface
	5.2 | New molecular scale single-entity materials science
	5.3 | From single molecules to macroscopic assemblies

	6 | CONCLUSION
	ACKNOWLEDGMENTS
	CONFLICT OF INTEREST
	DATA AVAILABILITY STATEMENT

	REFERENCES


