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Characteristics
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Abstract: A series of single-chain random heteropolymer (RHP)-derived artificial ion channels with both
high K + selectivity and controllable pH-gated behaviors
were fabricated by a facile “one-pot” polymerization
method. The benzo-18-crown-6 moieties appended on
lateral chains of RHPs can form ion-permeable nanopores and transport K + over Na + through the lipid
bilayers. The ion permeation selectivity was significantly
enhanced by incorporating a cholesterol group to serve
as a membrane anchor. Interestingly, similar to natural
gated protein channels, on–off switchable characteristics
were also realized by integrating an additional acidsensitive alkylamine group into the RHP-derived channel. The unique design strategies have endowed the
RHP-derived ion channels with facile synthetic procedures, desirable membrane compatibility, high K +
selectivity, and tunable pH-gated properties. This work
provides an entry point for future design of novel
functional nanochannels.

Introduction
In biological systems, protein channel-mediated transmembrane ion transport is one of the most fundamental biological processes,[1] and it is closely associated with diverse
physiological functions and pathological effects.[2] It is well
known that the abnormal expression of channel proteins can
cause a broad spectrum of symptoms, ranging from
hypertension[3] to endocrine disorders[4] and dysmorphic
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features.[5] Fabricating biomimetic synthetic nanopores can
not only help to investigate the detailed structure-function
relationship of natural protein channels[6] but also benefit
the exploitation of potential treatments for ion transportrelated disorders.[7] Over the past decades, many efforts
have been made to construct artificial ion channels by
employing macrocyclic molecules (e.g., crown ether,[8]
cyclodextrin,[9] calixarene,[10] cucurbituril,[11] cyclic peptide,[12]
pillararene[13] or aromatic ring[14]) as constructing motifs,[15]
which have displayed desirable conductive properties for the
transmembrane transport of ions, water or other entities.[16]
Nevertheless, traditional synthetic nanopores always require
laborious preparation procedures and lack ion selectivity or
tunable properties.[17] It is anticipated that the fabrication of
novel nanochannels concurrently equipped with simplified
molecular design, high ion selectivity, and controllable gated
characteristics would be one of the most interesting
attempts.[18]
Recently, some newly discovered polymeric nanochannels have received considerable attention owing to their
facile preparation and desirable transmembrane ion transport properties.[19] For instance, Zeng and co-workers
reported a polypyridine foldamer-based nanopore with a
luminal cavity of 2.8 Å via the “one-pot” polymerization
strategy. This unimolecular nanochannel only permitted the
translocation of water molecules, and the transmission of
other ions was efficiently excluded owing to the size
effect.[19b] Our group described the first example of artificial
helix-derived alkali metal ion channel, whose total length
reached 3.3 nm, by utilizing a prepolymerization strategy to
overcome
intramolecular
steric
hindrance
during
polymerization.[19a] Apart from rigid helical macromolecules,
functionalized flexible heteropolymers may serve as an
alternative for the fabrication of novel artificial ion channels.
For example, Jiang and co-workers recently reported a
heuristic design of one proton transport system by using
single-chain heteropolymers with oligo (ethylene glycol)
side chains to serve as “stepping stones” and further assist
protons selectively “hopping” across biomembranes at a rate
similar to those of natural proton channels.[19c] As is known,
crown ethers possess intrinsic binding affinity with various
alkali metal ions (i.e., 12-crown-4, 15-crown-5, 18-crown-6,
and 21-crown-7, favoring Li +, Na +, K +, and Rb + /Cs + ions,
respectively).[20] However, a preferable ion transport system
usually needs to reach an optimal balance of the ioncapturing and ion-releasing processes, suggesting that the
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ion transport selectivity of transmembrane ion channels
largely depends on the linked functional groups.[16b, 21]
Previously, Nolte and co-workers reported a cobalt ion
channel by using crown ether-decorated helical polymers.[22]
Voyer et al. also fabricated an alkali metal ion channel via
an α-helix peptide with seven 21-crown-7 functional
groups.[23] However, these rigid polymer-based ion channels
suffer from trivial preparation processes or lower ion
selectivity, which hinders the development of polymer-based
synthetic ion channels.
Herein, we report a single-chain random heteropolymer
(RHP)-derived artificial ion transport system by adopting
the facile “one-pot” polymerization of methyl methacrylate
and vinylbenzo-18-crown-6 monomers (Figure 1a). The results indicated that potassium ions could be selectively
recognized and transported through lateral crown ethers
owing to their intrinsic ion recognition abilities.[8] The
transport efficiency and K + selectivity can be efficiently
improved by incorporating cholesterol groups to serve as a
molecular membrane anchor and immobilize the RHP inside
the membrane, which further promotes the intramolecular
crown ethers to form regular transmembrane nanopores
(Figure 1b, d). Interestingly, this RHP-based artificial ion
channel also exhibited on–off switchable characteristics in
response to external pH stimuli after integrating an additional acid-sensitive alkylamine group into the side chain of
RHPs (Figure 1c, e). To the best of our knowledge, such
flexible heteropolymer-derived nanochannels simultaneously possess a simplified preparation procedure, satisfactory membrane compatibility, high ion selectivity, and
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tunable pH-gated behaviors and have not been reported
thus far.

Results and Discussion
To construct the flexible single-chain RHP-based ion
channels, 4-vinylbenzo-18-crown-6 was selected to serve as a
dominant monomer and copolymerize with methyl methacrylate via reversible addition-fragmentation chain transfer
(RAFT) polymerization with a molecular ratio of 1 : 4. After
reacting at 60 °C for 48 h under vacuum, heteropolymer 1
(P1, Figure 1a, Scheme S1) was acquired through efficient
dialysis. The crown ether groups attached to the flexible
single-chain RHPs were supposed to form transmembrane
nanopores in lipid bilayers through intramolecular
stacking.[20] Cholesterol is a basic ingredient of the plasma
membranes in all cells, which is always utilized to improve
the liposolubility of transmembrane artificial ion channels.[24]
To further enhance the membrane compatibility of the
single-chain RHPs, cholesterol was employed as a molecular
anchor (with a molar ratio of 1 : 50) to obtain heteropolymer
2 (P2, Figure 1b, Scheme S1). Single-chain heteropolymer 3
(P3) was acquired by integrating an acid-sensitive alkylamine group into P2, which was supposed to exhibit pHgated behaviors (Figure 1c, e, Scheme S2). Additionally, the
single-chain heteropolymer 4 (P4) composed of methyl
methacrylate and methacrylic cholesteryl ester was also
fabricated as a negative control (Scheme S3).
Next, the pH-sensitive 8-hydroxypyrene-1,3,6-trisulfonic
acid trisodium salt (HPTS) assay was carried out to evaluate

Figure 1. Chemical structures and schematic representations of a) P1, b) P2, and c) acid-sensitive P3. d) Cartoon illustration of the artificial K + selective transmembrane nanochannel based on P2. e) Schematic representation of the K + -channel with tunable pH-gated characteristics based on
acid-sensitive P3.
Angew. Chem. Int. Ed. 2022, e202210214 (2 of 7)
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the ion transport abilities of the designed RHPs in liposome
models. A suspension of large unilamellar vesicles (LUVs,
pHinside = 7.0, HEPES 10 mM) composed of egg yolk L-αphosphatidylcholine (EYPC) entrapping HPTS (1 mM) was
prepared and then injected into salt solutions (MCl, M = Li,
Na, K, Rb, and Cs, pHoutside = 7.6, HEPES 10 mM) to
produce a pH gradient across the lipid bilayers. The
permeation of M + into the LUVs was assessed by continuously monitoring the fluorescence intensity variation of the
entrapped HPTS dye (Figure 2a, Figure S1). As shown in
Figure 2b and 2c, both P1 and P2 (c = 10 μg mL 1, 1.6 mol%)
showed preferential transport activities toward K + over
other alkali metal ions. Compared with P1, P2 displayed a
more retarded Na + transport tendency with the activity
order of K + > Rb + � Cs + > Na + > Li + following Eisenman
sequence IV.[25] The cholesterol moieties on P2 were
deemed to play a pivotal role in strengthening the
membrane-inserting stabilities of the flexible RHP-based
nanochannel. As a negative control, P4 (without lateral
crown ether groups) exhibited an almost undetectable ion
transport activity under the same conditions (Figure 2f),
which confirmed that the ion transport property of the
RHP-derived channel originated from the aligned crown
ether moieties (Figure 1d). Halide-sensitive SPQ (6-methoxy-N-(3-sulfopropyl)quinolinium) dye was also adopted to
measure the Cl transport possibility of the RHPs with an
intravesicular solution of SPQ (0.5 mM) and NaNO3
(200 mM) and an extravesicular solution of NaNO3
(200 mM) and NaCl (20 mM) (Figure 2d). As shown in
Figure 2e, the fluorescence intensity variation of the loaded
SPQ dye was negligible when P1 and P2 were added into
the system at the identical concentration of 10 μg mL 1
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compared with the blank control. In contrast, amphotericin B (AmB), a natural product that can form nonselective
monovalent ion channels,[7a, 26] resulted in a contiguous
fluorescence decay of SPQ by 20.1 % at 2 μg mL 1, indicating
that the extravesicular Cl has fluxed into LUVs and
quenched the SPQ dye. These results have ruled out the
chloride ion transport propensity of the RHP-based nanochannels. Therefore, it can be primarily concluded that the
single-chain RHPs are capable of inserting into lipid bilayers
and selectively transport alkali metal cations across the
phospholipid membranes via the aligned crown ethers.
Importantly, the lateral cholesterol group could serve as a
molecular anchor to immobilize the heteropolymer, which
further improves the membrane compatibility and ion transport selectivity of the RHP-based nanochannels.
The ion selectivity ratio (K + over Na +, termed as SK + /
+
Na ) of P1 and P2 was subsequently investigated by doseresponse curves with Hill analysis via the same HPTS assay.
The maximal SK + /Na + values were measured to be 4.3 and
11.3 for P1 and P2, respectively (Figure 3a–d, Figure S2).
Notably, the cholesterol-anchored P2 showed obviously
increased SK + /Na + at all concentrations, which confirmed
that the cholesterol moieties played significant roles in
reducing the mobility of polymer chains and further
improving the liposolubility and ion selectivity of the RHPbased nanochannels. The Hill coefficient is usually applied
to estimate the number of ligand molecules that are required
to bind to a receptor. Hence, the Hill equation Y = 1/(1 +
(EC50/[C])n)[27] was adopted to confirm the single-chain
transport mechanism of the RHPs-based ion channel,
providing the results of EC50 (the effective monomer
concentration needed to reach 50 % activity) and Hill

Figure 2. a) Cartoon illustration of the pH-sensitive HPTS (λex = 460 nm, λem = 510 nm) assay measured by EYPC-based LUVs (pHinside = 7.0, NaCl
100 mM, HEPES 10 mM; pHoutside = 7.6, MCl 100 mM, HEPES 10 mM, clipid = 80 μM). Normalized alkali metal ion transport activities of b) P1 and
c) P2 at the same concentration of 10 μg mL 1. d) Schematic representation of halide-sensitive SPQ (λex = 360 nm, λem = 430 nm) assay.
e) Normalized chloride ion transport activities of P1 (10 μg mL 1), P2 (10 μg mL 1), and AmB (2 μg mL 1). f) The control HPTS assay experiment of
P4 at a concentration of 10 μg mL 1.
Angew. Chem. Int. Ed. 2022, e202210214 (3 of 7)
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Figure 3. Hill analysis of the a, b) Na + and c, d) K + transport of P2 by measuring the HPTS fluorescence variations at gradient concentrations.
e) Schematic representation of membrane polarization measured by safranin O (70 nM, λex = 522 nm, λem = 581 nm). f, g) Fluorescent intensity
variations of safranin O in Mes buffer (pH = 6.4) after injecting P1 and P2 (10 μg mL 1 in DMSO) into LUVs with intravesicular KCl (100 mM) and
extravesicular NaCl/KCl (100 mM) solution.

coefficient (n): EC50(Na +) = 5.26 μg mL 1, EC50(K +) =
1.40 μg mL 1, nNa + = 0.89, nK + = 1.10 for P1 and EC50(Na +) =
9.64 μg mL 1, EC50(K +) = 2.53 μg mL 1, nNa + = 1.18, nK + =
1.01 for P2 (Figure S3). All Hill coefficients were measured
to be � 1 when transporting Na + or K +, indicating an
independent ion binding behavior of the RHPs. Therefore,
it can be confirmed that the ion channel was formed by
single-chain RHP rather than supramolecular oligomeric
assemblies or aggregates.
It is envisioned that selective ion permeation holds
promise for biasing the membrane potential across
phospholipid bilayers. Therefore, safranin O, a voltagesensitive dye for analyzing polarized membrane,[28] was
employed to examine K + -selective transport-induced membrane polarization by EYPC-based LUVs (intravesicular
solution: 100 mM KCl, extravesicular solution: 100 mM
NaCl/KCl, and 200 nM safranin O) (Figure 3e). As shown in
Figure 3f and 3g, a long-lasting fluorescence intensity
increase in safranin O was clearly recorded within 10 min
when P1 or P2 was injected into the K + -loaded LUVs,
which firmly demonstrated that membrane polarization was
generated by selective K + efflux. In contrast, the
fluorescence intensity induced by P2 was 50 % higher than
that of P1 under the same test conditions. Collectively, these
findings provide further evidence of the exceptional SK + /
Na + of cholesterol-anchored P2.
Additionally, the membrane integrity and stability of the
EYPC-based LUVs were further investigated by 5(6)carboxyfluorescein (5(6)-CF, λex = 492 nm, λem = 517 nm)
leakage experiments. As shown in Figure S4, no discernable
5(6)-CF leakage was recorded after the addition of P1 or P2
(10 μg mL 1) compared with the blank control according to
the liposomal model assay. In contrast, the membranes of
LUVs were easily lysed by melittin at considerably low
concentrations, which is a basic amphiphilic peptide and is
able to generate a nanopore (> 1 nm) in lipid bilayers.[29]
The fluorescence intensity significantly increased up to
Angew. Chem. Int. Ed. 2022, e202210214 (4 of 7)

46.5 % when the 5(6)-CF-loaded LUVs were treated with
melittin at a concentration of 200 nM. These results verified
the stable membrane integrity of the EYPC-based LUVs
and excluded the membrane-lysing possibilities of the singlechain RHP-derived nanochannels.
To gain a deeper understanding of the K + conductivity
of this RHP-based ion transport system, patch clamp experiments were subsequently performed on a planar lipid bilayer
composed of diphytanoylphosphatidylcholine (diPhyPC) in
symmetric baths (cis chamber = trans chamber = 1 M KCl,
Figure S5). When a small amount of P2 solution
(0.2 μg mL 1 in DMSO) was quickly injected into the trans
compartment, square-like ion channel signals were immediately detected after gentle stirring for 30 s, which undoubtedly elucidated that P2 worked as an ion channel rather
than a transporter in the lipid bilayers.[30] The potassium
conductance (γk +) was calculated to be 160 � 5.9 pS according to the obtained current-voltage (I–V) curves recorded
under ramp potentials from 200 mV to + 200 mV in KCl
(1 M) solution (Figure 4a, b). Compared with previously
reported crown ether-derived artificial ion channels,[16b] the
RHP-based P2 exhibited a much higher conductance toward
potassium ions, which was mainly due to the formation of
multiple nanochannels rather than single channels in the
bilayer membranes (Figure 1d). In contrast, the cholesterolfree P1 exhibited transient and ill-defined current traces
instead of ideal square-like current signals under the same
test conditions (Figure S6a), implying that no regular transmembrane nanopores were generated by P1 owing to its
intrinsic dynamic membrane-inserting properties.
Furthermore, the ion permeability ratio (PK + /Na +) of
P2 was measured by the modified Goldman–Hodgkin–Katz
equation[31] by recording the I–V plots in asymmetric baths
(cis chamber = 1 M KCl, trans chamber = 1 M NaCl), which
was calculated to be 10.3 � 1.5 according to the acquired
reverse potential (ɛrev) of 59.6 � 3.8 mV (Figure 4c, d). In
contrast, the negative control heteropolymer of P4 failed to
© 2022 Wiley-VCH GmbH
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Figure 4. a) The current traces and b) I–V plots of P2 recorded in
symmetric baths (cis chamber = trans chamber = 1 M KCl) for determining the potassium ion conductance (γK +). c) The current traces and
d) I–V curves of P2 recorded in asymmetric baths (cis chamber = 1 M
KCl, trans chamber = 1 M NaCl) for measuring ɛrev and further
calculating the selectivity ratio of PK + /PNa + via the simplified Goldman–Hodgkin–Katz equation: ɛrev = RT/Fln(PK + /PNa +). R = universal
gas constant (8.314 J K 1 mol 1), T = 298 K, F = Faraday’s constant
(96 485 C mol 1).

trigger any observable current trace in patch clamp experiments, which confirmed that the ion transport process
resulted from the lateral crown ether groups of RHPs.
(Figure S6b). In addition, we also found that RHPs with
larger molecular weights showed a negative impact on the
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ion transport activities, which was probably due to the
intramolecular entanglement or agglomeration of long-chain
heteropolymers. Conclusively, all these results have provided unambiguous evidence for the transmembrane ion
transport behaviors of cholesterol-anchored heteropolymers
with both desirable membrane compatibility and high K +
permeation selectivity.
As is well known, 18-crown-6 can recognize ammonium
ions to form supramolecular host-guest complexes in both
the solution and gas phases, whose driving force primarily
results from the hydrogen bond interaction between + N H
groups and lone pairs of the oxygen atoms on crown
ethers.[32] However, deprotonated amino groups would
disassociate with crown ethers owing to the weak intermolecular interactions. Therefore, we wondered whether the
on–off states of this RHP-derived nanochannel could be
modulated by regulating the dynamic intramolecular complexation and decomplexation between NH2/ NH3 + groups
and crown ethers (Figure 1c, e). In consideration of that, a
new monomer with a hexylamine group was integrated into
the above prepared RHPs to acquire P3 (Figure 1c,
Scheme S2). Before investigating the pH-gated ion transport
behaviors of P3, the dynamic host-guest complexation and
decomplexation processes of benzo-18-crown-6 (H) and
protonated hexylamine (G) monomers were first studied by
1
H NMR spectroscopy. As shown in Figure 5a, the resonance triple peak of Ha of G experienced an obvious
downfield shift from 2.44 ppm to 2.73 ppm when mixed with
H, and the proton peaks (from Hb to Hf) simultaneously
revealed an observable downfield shift tendency, implying
the occurrence of host-guest recognition between H and G.

Figure 5. a) 1H NMR spectra of the mixture of benzo-18-crown-6 (H) and hexylamine or protonated hexylamine (G) in the mixed solution of
DMSO-d6 and D2O (1/1, vol/vol). b) UV-vis spectra titrations of H with different proportions of G in water. c) Double reciprocal plot of H and G
acquired from UV-vis titrations. d) The pH-sensitive HPTS assay for assessing the potassium ion transport activities of P3 (c = 10 μg mL 1), which
was previously incubated with solutions of different pH values. e) The reversible variation of the relative fluorescence acquired from the HPTS
assay. f) The patch clamp experiments of P3 in symmetric baths (cis chamber = trans chamber = 1 M KCl) by switching the pH values between 4
and 12 under the applied voltage of + 100 mV.
Angew. Chem. Int. Ed. 2022, e202210214 (5 of 7)
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In contrast, the deprotonated NH2 groups on hexylamine
reversibly dissociated when treated with alkaline solution.
To determine the stoichiometry of this system, Job’s plots
from UV-vis titration were carried out to confirm the
binding ratio of host-guest complexation, which suggested a
1 : 1 inclusion ratio according to the continuous variation
method (Figure S7).[33] The binding constant (Ka) between H
and G was correspondingly calculated to be 340.6 � 26.9 M 1
in aqueous solution by using the double reciprocal plot via
the modified Benesi–Hildebrand equation.[34]
1=DA ¼ 1=Ka De½H�½G� þ 1=De½H�
ΔA denotes the absorbance difference before and after
G was added. Δɛ denotes the difference in the molar
extinction coefficient between the H and H�G complexes at
the same wavelength of 273 nm (Figure 5b, c).
Liposome models were subsequently adopted to determine the on–off switchable transport characteristics of the
P3-based ion channel. The pH-sensitive HPTS assay (intravesicular solution: 100 mM NaCl, pHinside = 7.0, extravesicular solution: 100 mM KCl, pHoutside = 7.6) was carried out
after P3 had been previously incubated with buffer solutions
with different pH values. As shown in Figure 5d, when
treated with alkaline (pH = 12) solutions, P3 exhibited
significant K + transport activities, and the relative
fluorescence of HPTS dyes reached approximately 76 %
within 300 s. The ion transport efficiency of P3 gradually
decayed as the pH value of the incubation solution
decreased from 12 to 4. In contrast, under acidic conditions
(pH = 4), the ion transport activity was hugely inhibited at
considerably lower levels. According to a previous report,[35]
the pKa value of hexylamine was calculated to be � 10.56,
indicating that the proportion of deprotonated amino groups
reached approximately 97.4 % at pH = 12. The amino groups
of P3 were almost totally in the protonated state at pH = 4.
By virtue of the alternate incubation of P3 with acidic (pH =
4) or alkaline (pH = 12) solutions, the dynamic ion transport
properties of the P3-based nanochannel could be recycled
more than three times and then gradually exhibited a fatigue
effect according to the HPTS assay (Figure 5e).
The reversible pH-gated ion transport performance of
P3 was further estimated by patch clamp experiments on
planar lipid bilayers in symmetric baths (cis chamber = trans
chamber = 1 M KCl). The planar phospholipid membranes
were composed of glyceryl monooleate and cholesterol,
which could tolerate superior stability in harsh (acidic or
alkaline) conditions.[19b] As shown in Figure 5f, square-like
conductance signals were clearly detected when a small
amount of P3 solution was gently injected into the cis
chamber (KCl 1 M, pH = 12) after stirring for 1 min. The
regular electrophysiological currents indicated that steady
transmembrane nanopores were generated in the bilayer
membrane when the hexylamine segments of P3 were
deprotonated in alkaline conditions. Conversely, when the
pH value of the chamber solution was neutralized and
reduced to 4 by adding diluted HCl solution, the electrophysiological signals gradually disappeared, implying that
the ion channels were blocked by the host-guest complex of
Angew. Chem. Int. Ed. 2022, e202210214 (6 of 7)
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NH3 + and crown ethers. The ion transporting current
traces could also be reversibly detected by regulating the pH
values of the chamber solutions. In addition, the ion
conductance and ion permeability ratio of P3 were also
evaluated by patch clamp experiments by recording the I–V
curves under different conditions (Figure S8–S11). The PK +
/Na + value of P3 was measured to be 8.0 � 0.9, which is
slightly lower than that of P2. The alkylamine groups were
deemed to have a slight side effect on the membraneinserting stability of the P3 ion channel. Taken together, all
these results are precisely consistent with our initial design
expectations, and tunable pH-gated characteristics have
been successfully achieved via the incorporation of an acidsensitive hexylamine into the RHP-based nanochannels.

Conclusion
In conclusion, we described a de novo design strategy for
fabricating single-chain random heteropolymer (RHP)based artificial ion channels via a facile “one-pot” polymerization method. Potassium ions could be preferably recognized and transported through lipid bilayer membranes by
the aligned crown ether moieties of RHPs. By incorporating
cholesterol groups to serve as a molecular membrane
anchor, the liposolubility and ion permeability ratio (K +
over Na +) of the nanochannels were simultaneously augmented. Interestingly, the integration of an alkylamine
group also imparted the RHP-based nanochannel with
tunable pH-gated characteristics, which have been elaborately demonstrated by liposomal models and patch-clamp
experiments. The most advantageous feature of the RHPderived ion channel originates from the facile modularity of
the appended groups, which conversely affect the structure
and functionality of the whole polymer chain. Ultimately,
complicated predesign and trivial synthetic processes were
simplified in this RHP-based ion transport system. It should
also be aware of the results may be limited due to lacking
other complementary characterization of the RHPs, because, unlike small-molecule-based nanopores, the nanochannels were randomly polymerized. This work could still
provide beneficial inspiration for the fabrication of novel
functionalized nanochannels and may also contribute to
exploiting their potential applications in the fields of ion
separation, biomedicine, etc.

Acknowledgements
This work was supported by National Natural Science
Foundation of China (Nos. 22161142015 and 22105056), the
National Key R&D Program of China (Nos.
2020YFA0907003 and 2020YFA0908501), Scientific Research Start-up Foundation of Hangzhou Normal University
(No. 2019QDL026).

© 2022 Wiley-VCH GmbH

Research Articles
Conflict of Interest
The authors declare no conflict of interest.

Data Availability Statement
Research data are not shared.

[17]
[18]

[19]

Keywords: Heteropolymer · Ion Channel · K + Selectivity ·
Membrane Anchor · pH-Gated

[1] a) D. Urry, Proc. Natl. Acad. Sci. USA 1971, 68, 672–676; b) K.
Takata, T. Matsuzaki, Y. Tajika, Prog. Histochem. Cytochem.
2004, 39, 1–83.
[2] F. M. Ashcroft, Ion Channels and Disease, Academic Press,
San Diego, 1999.
[3] J. H. Hansson, C. Nelson-Williams, H. Suzuki, L. Schild, R.
Shimkets, Y. Lu, C. Canessa, T. Iwasaki, B. Rossier, R. P.
Lifton, Nat. Genet. 1995, 11, 76–82.
[4] P. M. Thomas, G. J. Cote, N. Wohllk, B. Haddad, P. Mathew,
W. Rabl, L. Aguilar-Bryan, R. F. Gagel, J. Bryan, Science 1995,
268, 426–429.
[5] U. Kornak, D. Kasper, M. R. Bösl, E. Kaiser, M. Schweizer, A.
Schulz, W. Friedrich, G. Delling, T. J. Jentsch, Cell 2001, 104,
205–215.
[6] a) M. Barboiu, Acc. Chem. Res. 2018, 51, 2711–2718; b) S. P.
Zheng, L. B. Huang, Z. Sun, M. Barboiu, Angew. Chem. Int.
Ed. 2021, 60, 566–597; Angew. Chem. 2021, 133, 574–606.
[7] a) K. A. Muraglia, R. S. Chorghade, B. R. Kim, X. X. Tang,
V. S. Shah, A. S. Grillo, P. N. Daniels, A. G. Cioffi, P. H. Karp,
L. Zhu, Nature 2019, 567, 405–408; b) C. A. Hübner, T. J.
Jentsch, Hum. Mol. Genet. 2002, 11, 2435–2445.
[8] G. W. Gokel, W. M. Leevy, M. E. Weber, Chem. Rev. 2004,
104, 2723–2750.
[9] M. J. Pregel, L. Jullien, J. Canceill, L. Lacombe, J.-M. Lehn, J.
Chem. Soc. Perkin Trans. 2 1995, 417–426.
[10] V. Sidorov, F. W. Kotch, G. Abdrakhmanova, R. Mizani, J. C.
Fettinger, J. T. Davis, J. Am. Chem. Soc. 2002, 124, 2267–2278.
[11] Y. J. Jeon, H. Kim, S. Jon, N. Selvapalam, D. H. Oh, I. Seo, C.S. Park, S. R. Jung, D.-S. Koh, K. Kim, J. Am. Chem. Soc.
2004, 126, 15944–15945.
[12] J. Montenegro, M. R. Ghadiri, J. R. Granja, Acc. Chem. Res.
2013, 46, 2955–2965.
[13] W. Si, X.-B. Hu, X.-H. Liu, R. Fan, Z. Chen, L. Weng, J.-L.
Hou, Tetrahedron Lett. 2011, 52, 2484–2487.
[14] X. Zhou, G. Liu, K. Yamato, Y. Shen, R. Cheng, X. Wei, W.
Bai, Y. Gao, H. Li, Y. Liu, Nat. Commun. 2012, 3, 949.
[15] T. Yan, S. Liu, Y. Luo, Y. Zou, J. Liu, Acta Chim. Sin. 2021,
79, 999–1007.
[16] a) A. Roy, J. Shen, H. Joshi, W. Song, Y.-M. Tu, R.
Chowdhury, R. Ye, N. Li, C. Ren, M. Kumar, Nat. Nanotechnol. 2021, 16, 911–917; b) C. Ren, J. Shen, H. Zeng, J. Am.
Chem. Soc. 2017, 139, 12338–12341; c) T. Yan, S. Liu, J. Xu, H.
Sun, S. Yu, J. Liu, Nano Lett. 2021, 21, 10462–10468; d) C.
Zhang, X. Deng, C. Wang, C. Bao, B. Yang, H. Zhang, S. Qi,

Angew. Chem. Int. Ed. 2022, e202210214 (7 of 7)

[20]

[21]

[22]
[23]
[24]

[25]
[26]
[27]
[28]

[29]
[30]
[31]
[32]

[33]

[34]
[35]

Angewandte
Chemie

Z. Dong, Chem. Sci. 2019, 10, 8648–8653; e) L. Chen, W. Si, L.
Zhang, G. Tang, Z.-T. Li, J.-L. Hou, J. Am. Chem. Soc. 2013,
135, 2152–2155.
T. Yan, F. Yang, S. Qi, X. Fan, S. Liu, N. Ma, Q. Luo, Z.
Dong, J. Liu, Chem. Commun. 2019, 55, 2509–2512.
a) N. Sakai, S. Matile, Langmuir 2013, 29, 9031–9040; b) J.-Y.
Chen, J.-L. Hou, Org. Chem. Front. 2018, 5, 1728–1736;
c) T. M. Fyles, Chem. Soc. Rev. 2007, 36, 335–347.
a) C. Lang, W. Li, Z. Dong, X. Zhang, F. Yang, B. Yang, X.
Deng, C. Zhang, J. Xu, J. Liu, Angew. Chem. Int. Ed. 2016, 55,
9723–9727; Angew. Chem. 2016, 128, 9875–9879; b) J. Shen, J.
Fan, R. Ye, N. Li, Y. Mu, H. Zeng, Angew. Chem. Int. Ed.
2020, 59, 13328–13334; Angew. Chem. 2020, 132, 13430–13436;
c) T. Jiang, A. Hall, M. Eres, Z. Hemmatian, B. Qiao, Y.
Zhou, Z. Ruan, A. D. Couse, W. T. Heller, H. Huang, Nature
2020, 577, 216–220.
N. Li, F. Chen, J. Shen, H. Zhang, T. Wang, R. Ye, T. Li, T. P.
Loh, Y. Y. Yang, H. Zeng, J. Am. Chem. Soc. 2020, 142,
21082–21090.
a) M. Barboiu, G. Vaughan, A. van der Lee, Org. Lett. 2003, 5,
3073–3076; b) A. Cazacu, Y.-M. Legrand, A. Pasc, G. Nasr, A.
Van der Lee, E. Mahon, M. Barboiu, Proc. Natl. Acad. Sci.
USA 2009, 106, 8117–8122.
M. F. Roks, R. J. Nolte, Macromolecules 1992, 25, 5398–5407.
N. Voyer, M. Robitaille, J. Am. Chem. Soc. 1995, 117, 6599–
6600.
Z. Sun, M. Barboiu, Y. M. Legrand, E. Petit, A. Rotaru,
Angew. Chem. Int. Ed. 2015, 54, 14473–14477; Angew. Chem.
2015, 127, 14681–14685.
G. Eisenman, R. Horn, J. Membr. Biol. 1983, 76, 197–225.
N. Matsumori, N. Yamaji, S. Matsuoka, T. Oishi, M. Murata, J.
Am. Chem. Soc. 2002, 124, 4180–4181.
A. Gilles, M. Barboiu, J. Am. Chem. Soc. 2016, 138, 426–432.
G. Su, M. Zhang, W. Si, Z. T. Li, J. L. Hou, Angew. Chem. Int.
Ed. 2016, 55, 14678–14682; Angew. Chem. 2016, 128, 14898–
14902.
K. Matsuzaki, S. Yoneyama, K. Miyajima, Biophys. J. 1997, 73,
831–838.
C. A. Schalley, Analytical Methods in Supramolecular
Chemistry, Wiley, Hoboken, 2012.
J. K. Chui, T. M. Fyles, Chem. Soc. Rev. 2012, 41, 148–175.
a) V. Rüdiger, H. J. Schneider, V. P. Solov’ev, V. P. Kazachenko, O. A. Raevsky, Eur. J. Org. Chem. 1999, 1847–1856; b) S.
Maleknia, J. Brodbelt, J. Am. Chem. Soc. 1993, 115, 2837–2843;
c) S. Bessam, F. H. Reguig, A. Krallafa, B. Martínez-Haya,
Phys. Chem. Chem. Phys. 2021, 23, 8633–8640.
J. S. Renny, L. L. Tomasevich, E. H. Tallmadge, D. B. Collum,
Angew. Chem. Int. Ed. 2013, 52, 11998–12013; Angew. Chem.
2013, 125, 12218–12234.
H. A. Benesi, J. Hildebrand, J. Am. Chem. Soc. 1949, 71, 2703–
2707.
K. Muraleedharan, Int. J. Greenhouse Gas Control 2017, 58,
62–70.

Manuscript received: July 16, 2022
Accepted manuscript online: August 29, 2022
Version of record online: ■■■, ■■■■

© 2022 Wiley-VCH GmbH

Research Articles

Angewandte
Chemie

Research Articles
Synthetic Ion Channels
T. Yan, S. Liu, C. Li, J. Xu, S. Yu, T. Wang,*
H. Sun,* J. Liu*
e202210214
Flexible Single-Chain-Heteropolymer-Derived Transmembrane Ion Channels with
High K + Selectivity and Tunable pH-Gated
Characteristics

A series of single-chain random heteropolymer (RHP)-based artificial transmembrane ion channels were prepared
via facile “one-pot” polymerization. K +
could be preferably recognized and
transported through the nanopores

formed by the aligned crown ethers on
RHPs. Through simple modification, the
RHP-derived potassium channels manifested satisfactory membrane compatibility, high K + selectivity, and controllable pH-gated behaviors.
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