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induced quantum interference in
single-molecule junctions of regioisomers†
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Xingzhou Yang,a Yu Ji,a Luchun Lin,c Guodong Xue,a Junyang Liu, c Xiaodong Liu,*a

Colin J. Lambert, *b Wenjing Hong *c and Yonghao Zheng *a

Solvents can play a significant role in tuning the electrical conductance of single-molecule junctions. In this

respect, protic solvents offer the potential to form hydrogen bonds with molecular backbones and induce

electrostatic gating via their dipole moments. Here we demonstrate that the effect of hydrogen bond

formation on conductance depends on whether transport through the junction is controlled by

destructive quantum interference (DQI) or constructive quantum interference (CQI). Furthermore, we

show that a protic solvent can be used to switch the conductance of single-molecule junctions between

the two forms of quantum interference. To explore this possibility, two regioisomers (BIT-Zwitterion and

BIT-Neutral) were synthesized and their single-molecule conductances in aprotic and protic solvents

were investigated using a scanning-tunneling-microscope-based break junction technique, combined

with density functional theory and quantum transport theory. We find that the protic solvent twists the

geometry of BIT-Zwitterion by introducing intermolecular hydrogen bonds between the solvent and

target molecule. Moreover, it increases the energy gap between the highest occupied molecular orbital

(HOMO) and the lowest unoccupied molecular orbital (LUMO) of the molecule by imposing different

electrostatic gating on the delocalized HOMO and localized LUMO, leading to a lower conductance

compared to that in aprotic solvent. In contrast, the conductance of BIT-Neutral increases due to

a transformation from DQI to CQI originating from a change from a planar to a folded conformation in

the protic solvent. In addition, the stacking between the two folded moieties produces an extra through-

space transport path, which further contributes to conductance. This study demonstrates that

combinations of protic solvents and regioisomers present a versatile route to controlling quantum

interference and therefore single-molecule conductance, by enabling control of hydrogen bond

formation, electrostatic gating and through-space transport.
Introduction

The eld of single-molecule electronics1 focuses on under-
standing and controlling charge transport through single
molecules that could act as functional components.2–4 To date,
signicant progress has been made in clarifying the correla-
tions between molecular structure and charge transport,5,6
ering, University of Electronic Science and

054, People's Republic of China. E-mail:

du.cn

ity, Lancaster LA1 4YB, UK. E-mail: c.

y of Solid Surfaces, College of Chemistry

ity, Xiamen 361005, People's Republic of

(ESI) available. CCDC 1963994 and
a in CIF or other electronic format see

is work.

59
asymmetric charge transport phenomena under applied bias,7

and the dependence of charge-transport properties on HOMO–
LUMO gaps.8 These studies provide important impetus for the
development of functional molecular devices, such as recti-
ers,9,10 transistors11 and switches.4,12,13 It is known that weak
non-covalent intramolecular hydrogen bonds can be broken in
protic solvents due to the formation of additional intermolec-
ular interactions14,15 and therefore it is natural to ask if such
solvent could be used to tune charge transport through a single-
molecule junction. From a fundamental viewpoint, it is also of
interest to determine if the effect of hydrogen bonds depends
on whether transport through the junction is controlled by
destructive quantum interference (DQI) or constructive
quantum interference (CQI) and if it is possible to use solvents
to switch between the two interference patterns.

To investigate this possibility, we functionalized [2,20-Bi-1H-
indene]-3,30-dihydroxy-1,1-dione (BIT-OH2)16 with 4-(Methyl-
thio)aniline under different conditions to form two regioisom-
ers (zwitterionic conguration BIT-Zwitterion17 and neutral
© 2022 The Author(s). Published by the Royal Society of Chemistry

http://crossmark.crossref.org/dialog/?doi=10.1039/d2sc03229e&domain=pdf&date_stamp=2022-08-20
http://orcid.org/0000-0002-7252-1900
http://orcid.org/0000-0003-2332-9610
http://orcid.org/0000-0003-4080-6175
http://orcid.org/0000-0003-1931-3536
https://doi.org/10.1039/d2sc03229e
http://creativecommons.org/licenses/by-nc/3.0/
http://creativecommons.org/licenses/by-nc/3.0/
https://doi.org/10.1039/d2sc03229e
https://pubs.rsc.org/en/journals/journal/SC
https://pubs.rsc.org/en/journals/journal/SC?issueid=SC013033


Edge Article Chemical Science

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 0

2 
A

ug
us

t 2
02

2.
 D

ow
nl

oa
de

d 
on

 1
1/

15
/2

02
5 

3:
04

:3
4 

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-

N
on

C
om

m
er

ci
al

 3
.0

 U
np

or
te

d 
L

ic
en

ce
.

View Article Online
conguration BIT-Neutral). These were chosen, because our
theoretical calculation predicts that in the absence of a solvent,
transport through the BIT-Zwitterion is controlled by CQI,
whereas for the BIT-Neutral, it is controlled by DQI (Scheme 1).
Although both molecules have similar types of hydrogen bonds,
BIT-Zwitterion possesses stronger intramolecular O–H bonds
compared to BIT-Neutral. Furthermore, the two isomers have
different charge distributions and distinct electrostatic poten-
tials. Our theoretical calculations show that BIT-Zwitterion
possesses a much larger dipole moment and a more localized
charge distribution than BIT-Neutral. Moreover, the intra-
molecular hydrogen bonds in both molecules can be broken in
protic solvents, as evidenced by UV-vis-NIR absorption and
single crystal structures. Hence, we used a scanning-tunnelling-
microscope-based break junction (STM-BJ) technique to
measure the conductance of BIT-Zwitterion and BIT-Neutral
under different solvent environments, in which the formation
of intermolecular hydrogen bonds and breaking of intra-
molecular hydrogen bonds can be controlled without changing
their chemical structures (Scheme 1). The different hydrogen
bonds in the two regioisomers lead to signicantly different
intermolecular interactions between dissolved molecules and
solvent. In the protic solvent, BIT-Zwitterion shows a lower
conductance compared with that in the aprotic solvent, while in
the case of BIT-Neutral, the conductance in the protic solvent is
signicantly higher than that in an aprotic solvent. More
specically, the protic solvent causes the conductance decrease
of BIT-Zwitterion compared to that in an aprotic solvent,
because it forms intermolecular hydrogen bonds which induces
a twist in the BIT-Zwitterion. Furthermore, the dipole moments
of these hydrogen bonds impose different electrostatic gating
on the delocalized HOMO and localized LUMO resulting in
increased HOMO–LUMO gap of BIT-Zwitterion, which further
contributes to a lower conductance. In contrast, the protic
solvent causes the conductance increase of BIT-Neutral
compared to that in an aprotic solvent, because it induces
a transformation fromDQI to CQI due to a change from a planar
to a folded conformation in the protic solvent. Furthermore, an
extra through-space transport path is created between the two
folded moieties, leading to an additional increase in the
Scheme 1 Schematic of STM-BJ setup and the two BIT isomers.

© 2022 The Author(s). Published by the Royal Society of Chemistry
conductance of BIT-Neutral. These distinct behaviors of BIT-
Zwitterion and BIT-Neutral demonstrate that their response to
a protic solvent indeed reects the control of their transport
properties by quantum interference.

Results and discussion
Material syntheses and characterizations

The target molecules were synthesized according to the
synthetic routes illustrated in Scheme S1,† and as described in
detail in Section S1 of ESI.† Both compounds can be obtained in
reasonable yields and were characterized by 1H and 13C nuclear
magnetic resonance (NMR) spectroscopies (see Fig. S1 and S2†).
These two molecules exhibit intramolecular hydrogen bonds
and thus have planar cores in aprotic solvents. Moreover, we
can easily control the formation and destruction of intra-
molecular hydrogen bonds by adding the protic solvents, as
indicated by UV-vis-NIR absorption spectroscopies and single-
crystal X-ray diffraction analyses.

The optical properties of BIT-Zwitterion and BIT-Neutral in
dichloromethane (DCM) and ethanol (EtOH) were investigated
by UV-vis-NIR spectroscopy at room temperature, and their
absorption spectra are shown in Fig. S3c.† In aprotic solvents
like DCM and 1,2,4-trichlorobenzene (TCB), BIT-Neutral
displays two intense absorption bands in the UV region with the
absorption peaks (lmax) at 286 and 367 nm, along with weak
absorption in the visible region (Table S1†). The less
pronounced absorption from 448 to 740 nm may be attributed
to intramolecular charge transfer interactions. In contrast, BIT-
Zwitterion shows a broader absorption with a similar prole,
and the absorption is extended into the NIR region with a lmax

at 717 nm compared to the BIT-Neutral (570 nm) due to the
stronger intramolecular charge transfer interactions of the
zwitterionic state. Interestingly, both isomers dissolved in
protic solvents present obvious changes in the absorption
spectra. For BIT-Zwitterion, the absorption intensity in the NIR
region deceases aer adding the protic solvent, which suggests
that in protic solvents, such as ethanol and mixed solvent of
ethanol and propylene carbonate (PC), BIT-Zwitterion prefers
a twisted conformation (Fig. S3a†), which agrees with our
previous studies.17 Notably, similar solvent-dependent changes
are also observed for BIT-Neutral (Fig. S3b†), which can be
ascribed to the competition between intramolecular and inter-
molecular hydrogen bonds resulting in the destruction of the
planar molecular structure, in agreement with the single crystal
results (Fig. 1c and S5†). As shown in Fig. 1b, BIT-Zwitterion and
BIT-Neutral were dissolved in the solvents used for single-
molecule testing and characterized by UV-vis-NIR absorption
spectroscopy (Fig. 1a), which suggests that both BIT-Zwitterion
and BIT-Neutral prefer twisted congurations. Furthermore,
cyclic voltammetry (CV) measurements were performed to
investigate the electrochemical properties of these two
regioisomers in dry DCM (see Table 1 and Fig. S4†). Both BIT-
Zwitterion and BIT-Neutral display two reversible one-electron
oxidation waves. The highest occupied molecular orbital
(HOMO) and the lowest unoccupied molecular orbital (LUMO)
values of BIT-Zwitterion are calculated to be �4.82 and
Chem. Sci., 2022, 13, 9552–9559 | 9553
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Fig. 1 The optical and crystallographic properties of BIT-Zwitterion
and BIT-Neutral. (a) Normalized UV-vis-NIR absorption spectra and (b)
photographs of BIT-Zwitterion and BIT-Neutral in PC:EtOH and TCB
solutions. (c) The single crystal structures of BIT-Neutral with twisted
and coplanar configurations.

Fig. 2 Results of BIT-Zwitterion without any data selection. (a)
Conductance-displacement traces, and (b) 1D conductance histo-
grams of BIT-Zwitterion in TCB and PC:EtOH solutions. (c and d) 2D
conductance-displacement histograms, and relative displacement
distributions (inset) of BIT-Zwitterion in (c) TCB and (d) PC:EtOH
solutions.
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�3.52 eV, respectively, and those for BIT-Neutral are �4.89 and
�3.19 eV, respectively.

Single-molecule conductance measurements

The electrical properties of single-molecule junctions were
measured by the STM-BJ technique. The solutions of target
molecules (0.1 mM) were separately prepared in TCB or a mixed
solvent of PC and ethanol (PC:EtOH, 1 : 2, v/v) to investigate
their charge transport properties when placed in a molecular
junction. To avoid the noise caused by the polarity of the
solvent, the gold tips were etched and encapsulated with Apie-
zon wax. As shown in Fig. 2c and d, both the two-dimensional
(2D) conductance versus relative displacement histograms of
BIT-Zwitterion under different solvents exhibit a clear peak at
G0 (quantum conductance, G0 ¼ 2e2/h), associated with the gold
contact.18 The evident conductance intensity clouds of the
molecules indicate that the molecular junctions are well
established during the break–junction cycles. Compared with
the experiment under TCB solvent (Fig. 2c), PC:EtOH shows two
conductance intensity clouds around 10�2 G0, which is
considered to be the conductance of mercaptoaminobenzene
(Fig. S8†), and around 10�4 G0, which presents a more obvious
low conductance distribution (Fig. 2d). Fig. 2a compares the
typical individual conductance traces from BIT-Zwitterion in
TCB and PC:EtOH solutions. These traces show that the
conductance of BIT-Zwitterion in PC:EtOH is lower than that in
Table 1 Physical and single-molecule conductance properties of BIT-Z

Compound BIT-Zwitterion B

Solvent systems Aprotic P
lonset (nm)a 952 6
Eg (eV) 1.30 1
Conductance (log(G/G0)) �3.67 �
a The onset for the solution absorption spectra (aprotic: DCM, protic: EtO

9554 | Chem. Sci., 2022, 13, 9552–9559
TCB. Fig. 2b presents 1D conductance histograms generated
from over 2000 independent traces. Through Gaussian tting,
Fig. S9a and b† reveal that the conductance of BIT-Zwitterion in
TCB is located at 10�3.67 G0. In contrast, when the solvent is
changed to the mixture of PC and EtOH, BIT-Zwitterion yields
a lower conductance peak at 10�3.96 G0. From the 2D conduc-
tance versus relative displacement histograms of BIT-Zwitterion
in TCB and PC:EtOH (inset of Fig. 2c and d), the peaks of the
length displacement distributions of junctions are located at
about 0.9 nm. With 0.5 nm distance caused by the gold–gold
snap-back effect, the molecular junctions are determined to be
about 1.4 nm, which is consistent with the length of molecules,
indicating that the characteristics of conductance feature
mainly come from the fully-extended molecule.19 In other
words, the formation or elimination of hydrogen bonds has an
obvious effect on conductance, which demonstrates that the
solvent gating effect is signicant for BIT-Zwitterion in single-
molecule junctions.

The response of BIT-Neutral to the different solvents is in
marked contrast with the above behaviour. As shown in Fig. 3b
and S9c and d,† aer changing the aprotic solvent (TCB) with
witterion and BIT-Neutral

IT-Zwitterion BIT-Neutral BIT-Neutral

rotic Aprotic Protic
90 731 583
.80 1.70 2.13
3.96 �4.39 �3.96

H).

© 2022 The Author(s). Published by the Royal Society of Chemistry
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Fig. 3 Results of BIT-Neutral without any data selection. (a)
Conductance-displacement traces, and (b) 1D conductance histo-
grams of BIT-Neutral in TCB and PC:EtOH solutions. (c and d) 2D
conductance-displacement histograms, and relative displacement
distributions (inset) of BIT-Neutral in (c) TCB and (d) PC:EtOH
solutions.
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protic solvent (PC:EtOH), the statistical electrical signal analysis
of BIT-Neutral molecular junction shows that the conductance
increases from 10�4.39 G0 to 10�3.96 G0, which is inconsistent
with the conductance change compared to BIT-Zwitterion.
Fig. 3c and d display the 2D conductance versus relative
displacement histograms of BIT-Neutral constructed from over
2000 single-molecule conductance-displacement traces
(Fig. 3a). The BIT-Neutral molecule becomes difficult to be
connected to the metallic electrodes in a polar solvent envi-
ronment, which arises from the twisted core between two
terminal groups, compared to zwitterionic conguration with
well planarity. Therefore, we chose the data with distinct
plateau which means good connection to gold electrodes.
Moreover, the length of BIT-Neutral junction under the polar
solvent condition is reduced to be �0.5 nm (inset of Fig. 3d),
while that of BIT-Zwitterion remains unchanged. The difference
in the junction length suggests the destruction of molecular
planarity due to the cleavage of the intramolecular hydrogen
bond, which has a greater impact on BIT-Neutral (conrmed by
single ctrystals from 1.71 to 1.04 nm). More interestingly, from
the results of single crystal structures, the twisted form of BIT-
Neutral appears to be folded, so the conductance variation
originates from the length changes and the existence of p–p
stacking to compensate for the conductance (Fig. 1c). These
results demonstrate that the solvent gating effect is not signif-
icant for BIT-Neutral in single-molecule junctions.
DFT calculations

To clarify the mechanisms for the effect of the protic solvent on
regioisomers, the electronic structures and transmission func-
tions T(E) of the isomers are calculated by combining density
© 2022 The Author(s). Published by the Royal Society of Chemistry
functional theory (DFT)20 with quantum transport theory21 (see
Methods for further details in Section S7 of ESI†). The cores of
both BIT molecules possess planar groups formed from fused 5-
and 6-membered rings. First, the BIT-Zwitterion molecule is
fully relaxed in the gas phase, where it is found that the pendant
groups are coplanar forming a well conjugated structure. Then
the inuence of protic solvent (ethanol) on BIT-Zwitterion is
investigated by employing a SMD solvation model.22,23 Aer
relaxation, this results in a twisted geometry, with an angle of
�30� between the planes of the planar groups. Since the
HOMO–LUMO (HL) gap creates an effective energy barrier to
electron transport through a molecular junction, we studied the
change in the HL gap due to this twist, both with and without
protic solvent molecules. As shown in Fig. 4a, the HL gap of gas
phase BIT-Zwitterion is 0.88 eV and reduces to 0.48 eV when the
planar groups are articially twisted to an angle of 30�, in the
absence of the solvent. Fig. S10† shows that this is a reection of
the fact that as the angle increases, the coupling between these
two pendant moieties decreases and the HL gap gradually
shrinks. When BIT-Zwitterion is surrounded by solvent mole-
cules, the HL gap is further impacted by the gating effect of the
surrounded protic solvent.

To distinguish this from the effect of twisting, it is conve-
nient to start from an articially twisted BIT-Zwitterion, and
then compute the change in the HL gap, when a succession of 1,
2 and 4 ethanol molecules are placed close to the pendant
group. The proton of the hydroxyl group initially points to the
oxygen of the pendant group (Fig. 4b). This leads to the
formation of hydrogen bonds aer the geometrical relaxation.
As shown in Fig. 4c, the binding energy between BIT-Zwitterion
and the two ethanol molecules increases from �0.28 eV to
�0.69 eV as the twist angle increases from 0� to 30�. This
indicates a robust gating effect from the protic solvent origi-
nating from stronger coulomb interaction due to the increasing
negative charge located on pendant group (Fig. 4c). The proton
of protic solvent ethanol imposes a positive electrostatic
potential on the molecular orbitals, whose effect on a given
energy level depends on the spatial distribution of the corre-
sponding molecular orbital. In the case of BIT-Zwitterion, the
HOMO is delocalized nearly evenly on both the backbone and
the pendant group, while the LUMO is localized mainly on the
backbone (Fig. 4d). For BIT-Zwitterion, since the proton is close
to pendant group in Fig. 4d, the HOMO shis downwards in
energy, while the LUMO energy is almost unchanged. This
gating effect causes the HL gap to increase from 0.48 eV to
0.6 eV and 0.76 eV for one and two ethanol respectively and
further to 0.95 eV in the presence of four ethanols; the latter is
higher than the HL gap of planar BIT-Zwitterion (Fig. 4a). This
behavior is rationalized with the framework of perturbation
theory.15,24 The BIT-Zwitterion contains two parts (a pendant
group and the backbone) which could be regarded as a two-level
system (Fig. S11†). Based on the DFT-calculated orbitals, the
HOMO and LUMO amplitudes on each moiety are of the form

jHOMOi ¼ 1ffiffiffi
2

p
 
1
1

!
and jLUMOi ¼

 
0
1

!
respectively. A

positive-gating perturbation acting on the upper level is
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Fig. 4 Electronic properties of BIT-Zwitterion and BIT- Neutral. (a) The dependence of HOMO and LUMO energy levels on twist angle and on
the presence of 1, 2 and 4 ethanol molecules. The evolution of the HL gap is indicated by red triangles. (b) The relaxed conformations with one,
two and four ethanol molecules binding to the pendant group. (c) The charge located on the pendant group and the binding energy between
BIT-Zwitterion and two ethanol molecules as a function of rotation angle. (d) The HOMO and LUMO for BIT-Zwitterion and BIT-Neutral. (e) The
transmission functions for planar and twisted BIT-Zwitterion without solvent, and in the presence of two ethanol and four ethanol molecules as
shown in (b). ‘planar’ BIT-Zwitterion indicates results obtained in aprotic solvent. (f) The transmission functions for planar and folded BIT-Neutral.
The range of possible Fermi energies yielding agreement with experimental trends is indicated by the shaded grey area. ‘planar’ BIT-Neutral
indicates results obtained in aprotic solvent and ‘folded’ BIT-Neutral indicates results obtained in protic solvent.
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described by a Hamiltonian H 0 ¼
 
�r 0
0 0

!
, where r is a small

positive value. Then the energy level shis are given by

dEHOMO ¼ hHOMOjH 0jHOMOi ¼ �r
2
, and dELUMO ¼ hLUMOjH 0j

LUMOi ¼ 0. Consequently, we predict an increase in the HL gap

of
r
2
. The second type of hydrogen bond is also considered in

this two-level model and DFT calculation where the oxygen of
the hydroxyl points towards the nitrogen of the backbone.
Similar increase in the HL gap is observed (see Section S8 of ESI
and Table S2† where the second type and the mixture of two
types of hydrogen bonds are both calculated). In contrast, in the
case of BIT-Neutral, both the HOMO and LUMO are distributed
evenly across the whole molecule resulting in almost no change
in the HL gap in the presence of protic solvent (Fig. 4d).

The transmission functions of BIT-Zwitterion and BIT-
Neutral and the corresponding junctions are shown in Fig. 4e
9556 | Chem. Sci., 2022, 13, 9552–9559
and f, with the latter showing a clear DQI transmission dip at an
energy of 0.75 eV (relative to the DFT-predicted Fermi energy).
The two resonances of each curve correspond to the HOMO and
LUMO of the gas-phase molecule. For the twisted BIT-Zwit-
terion without protic solvent, the decreased HL gap leads to an
increased transmission over a large energy range in the HL gap
(red curve in Fig. 4e) compared to the planar geometry (blue
curve). However, when the gating effect of the protic solvent is
considered, the increased HL gap ends up with a decreased
conductance for two ethanol molecules (yellow curve) and
decreases further with four ethanol molecules (purple curve)
agreeing well with the experiment, where a decrease in
conductance is observed aer changing the aprotic solvent with
protic solvent (Table 1). In the case of planar BIT-Neutral,
a transmission dip (blue curve in Fig. 4f) appears in the vicinity
of LUMO resonance. This arises in part from DQI between the
HOMO and LUMO, as indicated by an orbital product rule,
which notes that DQI occurs when the terminal amplitudes of
© 2022 The Author(s). Published by the Royal Society of Chemistry
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Fig. 5 Symmetries of molecular orbitals HOMO and LUMO for
coplanar and folded BIT-Neutral. (a) Schematic and DFT-based
HOMO before and after folding. (b) Schematic and DFT-based LUMO
before and after folding. (c) Structures of coplanar and folded BIT-
Neutral. The part in the blue dashed circle is denoted as ‘backbone’,
the left linker and anchor –S are marked as ‘branch1’ and the right
linker and anchor –S are marked as ‘branch2’.
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the HOMO and LUMO at opposite ends of the molecule possess
the same symmetry.25–30 Indeed, as shown in the right panel of
Fig. 4d and the le panel of Fig. S12,† for both the HOMO and
LUMO, the amplitude on the le end of themolecule is opposite
relative to that on the right. When BIT-Neutral becomes folded
in protic solvent, the terminal amplitudes of the HOMO and
LUMO now have opposite symmetries (right panel of Fig. S12†)
and the DQI dip is removed, as shown by the red curve in Fig. 4f.
This CQI increases the conductance, even though the gap
between the HL resonances is increased by around 0.5 eV.
Transport is also facilitated by the stacking between the two
folded moieties, which promotes through-space tunnelling.
These features combine to increase the transmission coefficient
over a large energy range (indicated by the shaded grey region in
Fig. 4f) in the HL gap. Past comparisons between theory and
experiments suggest that the Fermi energy lies in the vicinity of
the middle of the HOMO–LUMO gap. It should be noted that
determining the precise alignment of molecular orbitals with
the Fermi energy of gold electrodes is challenging from both
experimental and theoretical points of view, due to several
factors such as the charge transfer between the electrodes and
the molecule, and the screening charges in the electrodes
shiing molecular energy levels, which depend on the unknown
atomic-scale shapes of the electrodes and the environmental
effects. In practice, it seems that the only solution is to compare
transmission curves with transport measurements and identify
ranges of possible Fermi energies, such as the shaded regions in
Fig. 4, which agree with the measured trends. In this sense, DFT
is not predictive, but can be useful in post-rationalising exper-
iments. Regarding the interference effects of BIT-Neutral,
numerical evidence shows a change in the relative phase in the
LUMO at the S attachment points due to twisting of the BIT-
Neutral (Fig. S12†). Here we provide further physical explana-
tion as follows.

The two branches are connected to the upper and lower parts
of backbone respectively as indicated by the black circle in
Fig. 5a and b. Since the backbone part of the HOMO (blue
dashed circle in Fig. 5a) is symmetric along the black dashed
line shown in Fig. 5a, the phase of the two –S anchors does not
change before and aer folding, as demonstrated in Fig. 5a.
However, since the backbone part of the LUMO (blue dashed
circle in Fig. 5b) is asymmetric along the dashed black line
shown in Fig. 5b, the phase of the two –S anchors change from
opposite to the same, before and aer folding, as revealed by
Fig. 5b. The key point for the above results is that the spatial
distribution of molecular states on the backbone does not
follow the geometrical rotation of the upper part of themolecule
(see the unchanged colors in blue dashed circles in Fig. 5a and
b). More specically, as shown in Fig. 5a and b, for both the
HOMO and LUMO, the phase of backbone persists, which
means the colors do not change. However, the branch 1 rotates
to the right part from the le geometrically. Therefore, the
phase on the –S anchor of the HOMO persists while that of
LUMO changes. According to the orbital product rule (see
details in ref. 25), the quantum interference (QI) of BIT-Neutral
will change from DQI to CQI aer folding. In contrast, in the
case of BIT-Zwitterion, the two branches are both connected to
© 2022 The Author(s). Published by the Royal Society of Chemistry
the lower parts of the backbone shown in Fig. 4d. Therefore, the
rotation of the upper part will not affect the phase of the lower
part of the two branches, which means the QI pattern will not
change before and aer the twist.

Conclusions

To conclude, two regioisomers were synthesized and their
single-molecule conductance properties were characterized.
Both molecules possess hydrogen bonds, but the effects of
hydrogen bonds are completely different, because in the
absence of a solvent, transport through BIT-Zwitterion is
controlled by CQI, whereas in BIT-Neutral, it is controlled by
DQI. We nd that the protic solvent twists the geometry of BIT-
Zwitterion by introducing an intermolecular hydrogen bond
Chem. Sci., 2022, 13, 9552–9559 | 9557
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between the solvent and target molecule, leading to a decrease
in the HL gap. On the other hand, it increases the HL gap of the
molecule by imposing a different electrostatic gating on the
delocalized HOMO and localized LUMO. These competing
effects lead to a lower conductance compared to that in aprotic
solvent. In contrast, the conductance of BIT-Neutral increases
due to a transformation from DQI to CQI originating from
a change from a planar to a folded conformation in the protic
solvent. In addition, the stacking between the two folded
moieties produces an extra through-space transport path, which
further contributes to conductance. This study demonstrates
that combinations of protic solvents and regioisomers present
a versatile route to controlling single-molecule conductance
and quantum interference, by enabling control of hydrogen
bond formation, electrostatic gating and through-space
transport.
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