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Vinyl ether maleic acid block copolymers: a
versatile platform for tunable self-assembled lipid
nanodiscs and membrane protein characterization
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Vinyl ether-maleic anhydride (VEMAn) copolymers were chain extended with n-butyl acrylate (nBA) and

tert-butyl acrylate (tBA) blocks using reversible addition–fragmentation chain transfer (RAFT) copolymeri-

zation. Subsequently, the copolymers underwent hydrolysis to synthesize vinyl ether-maleic acid (VEMA)

copolymers with different tail structures. The nBA block yielded VEMA extended with an acrylic acid (AA)

block after hydrolysis. The tBA block gave VEMA extended with a mixture of tBA and AA blocks. This study

investigates the effect of VEMA hydrophilicity/hydrophobicity and monomer structure in the second block

on the formation and properties of self-assembled lipid nanodiscs. In particular, the size of the polymer–

lipid discs and their interaction with a model membrane protein, KCNE1. The findings indicate that both

AA and tBA/AA VEMA blocks yield lipid discs, however copolymers with tBA/AA blocks tend to form rela-

tively larger lipid nanodiscs potentially due to steric differences in the copolymer tail. The change in

hydrophobicity of VEMA block copolymers affects the resulting dimensions of lipid nanodiscs; similarly,

the type of lipid also influences the size of lipid discs. Electron Paramagnetic Resonance (EPR) studies

revealed that these block copolymers do not affect the structural dynamics of the KCNE1 protein, confi-

rming their suitability for membrane protein studies in native-like environments. This study demonstrates

the compatibility of VEMA-block copolymers with membrane protein systems by enabling control over

the size of lipid discs. Furthermore, it provides insight into the self-assembly understanding of these lipid

nanodiscs and their interactions with membrane proteins.

Introduction

Polymers are broadly used in numerous applications, since
they can be tailored towards emerging needs.1,2 Polymers are
not limited to organic molecules for material properties but
have also become essential towards biological applications.3,4

The properties and uses of polymers highly depend on their
internal structure and the nature of the monomers used to
synthesize them.5,6 Among these, copolymers are increasingly
used in biological systems.7,8 Copolymers, as their name
suggests, are usually made up of different monomers tailored
to provide the properties of each monomer used in them.9,10

These copolymers can be synthesized through block/sequen-
tial,11 random,12,13 or alternating incorporation of
monomers,14,15 depending on the nature of the monomers
incorporated, the technique used for synthesis, and the
desired properties for the application.12–16 The properties of

copolymers can be further enhanced or tailored by extending
the original chain with another polymer block.17,18 Block copo-
lymers, due to their unique ability to combine the properties
of distinct polymers, are widely used in drug delivery, material
science, and nanotechnology.19–21

Synthesis of block copolymers can be carried out using
living and living-like polymerization techniques, including
reversible addition–fragmentation chain transfer (RAFT)
polymerization.1,22,23 RAFT was first introduced in 1998, and is
an excellent method for polymer synthesis due to its ability to
synthesize low dispersity and controlled molecular weight
polymers.24 Moreover, due to the technique’s compatibility
with a variety of monomers, it is widely being adopted for the
synthesis of well defined functional polymers.5,25 The RAFT
copolymerization process is generally initiated using conven-
tional initiators that produce radicals which can add
monomer.24,26 After radical production, the chain transfer
agent (CTA) controls the homogeneity in size of chain lengths
through the RAFT equilibrium.24,27

Amphiphilic copolymers have been used to develop systems
that facilitate the study of membrane proteins in native
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environments.28–30 Membrane proteins are important for
modern drug development, as these proteins are the target of
more than 60% of FDA-approved drugs;29,31,32 however, study-
ing membrane proteins has been challenging due to their
complex structure and sensitivity to their environment.33,34

There are many membrane proteins which serve as stimu-
lus controlled gated channels.35 The KCNE family of proteins
is known to modulate the function of voltage-gated potassium
channels.36,37 Malfunction of this protein has been reported to
be associated with several diseases, including Long QT syn-
drome (LQTS), Jervell and Lange-Nielsen (JLN) syndrome,
sudden cardiac death or arrhythmia, syncope, and congenital
deafness.35,37,38 Incorrect modulation of these proteins can
also provoke diseases like acute lymphoblastic leukemia.39,40

KCNE1 is a 15 kDa single-pass transmembrane protein with
170 amino acids.40,41 It modulates the function of KCNQ1 and
forms a slow and delayed rectifier potassium channel.39,42,43

This potassium channel has a significantly important role in
regulating the cardiac action potential.37,39 The importance of
KCNE1 protein, and its well documented structure and func-
tionality, makes it a good model system for studying mem-
brane proteins.41,44

Traditional methods to study membrane proteins, includ-
ing the KCNE family, include non-bilayer (micelles and
amphipols)45,46 and bilayer systems (bicelles, membrane
scaffold protein based lipid discs).47–49 Micelles and amphi-
pols serve as poor analogues of native lipid membranes and
can suffer from stability challenges.50,51 Bicelles have a bilayer
structure surrounded by surfactant molecules, but their limit-
ations include instability and the fact that only a few combi-
nations of lipids can form them, hence they are not suitable
for a wide range of membrane protein studies.47,51 Membrane
scaffold protein (MSPs)-based nanodiscs are relatively stable
bilayer structures.52,53 However, they have a major limitation
in that the scaffolding protein can interfere with the analysis
of the membrane protein of interest, and the relatively high
cost of the MSPs can also present challenges to broader
implementation.52–54

Polymer based lipid discs closely mimic the native mem-
brane systems which are used to study membrane
proteins.33,55,56 Styrene Maleic Acid (SMA) copolymers can
form self-assembled lipid membrane particles called
SMALPs.57 The aromatic ring in the styrene of SMALPs,
however, can interfere with protein quantification.58,59

Aliphatic copolymers including α-olefin-maleic acid (αMAs)
and diisobutylene maleic acid (DIBMA) copolymers can also
form lipid nanodiscs while avoiding the limitations associated
with other available systems.59–65 Vinyl ether-maleic acid
(VEMA) copolymers, which generate lipid discs upon inter-
action with lipid molecules, have also been developed
recently.34 These VEMA-based lipid particles (VEMALPs) have
an advantage over traditionally used SMALPs due to the
absence of an aromatic ring, as styrene absorbs UV light in the
range of most proteins, which makes it difficult to analyze
protein concentration using UV light.34,59,62 Furthermore,
VEMALPs were found comparatively more stable than SMALPs

at lower pH and high divalent ion concentrations.34,59,64 In
comparison to diisobutylene maleic acid copolymer-based
lipid discs (DIBMALPs), vinyl ether-maleic anhydride lipid par-
ticles (VEMALPs) offer the advantage of tunable solubility and
nanodisc size by easily varying hydrophilic/hydrophobic
balance by choice of available vinyl ethers, allowing polymers
to be tuned to the protein and lipid of choice.34,64,65

The performance of polymer-based lipid discs is highly
dependent on their internal hydrophilic–hydrophobic
balance.66,67 Hydrophilic sites in SMA and VEMA copolymers
are generated through the hydrolysis of maleic
anhydride,34,64,68 resulting in the formation of hydrophilic
maleic acid units in near perfect alternation with hydrophobic
units of styrene or vinyl ether within the copolymer.62 This
hydrophilic–hydrophobic balance can be tailored to develop
the lipid discs of desired size and stability.61,69 The properties
of lipid discs are also highly dependent on the interaction
between lipid tails and the copolymer’s hydrophobic units.70,71

Beyond the choice of hydrophobic unit length, by choice of the
vinyl ethers, the hydrophobicity can be further tuned by the
addition of a hydrophobic tail. Certain studies have shown
that hydrophobic polystyrene tails in SMA can enhance
performance.69,72 However, the impact of tails on lipid nano-
disc properties in VEMA systems is unknown.

Here, VEMA copolymers would be extended by adding
blocks of acrylic acid, and mixture of tert-butyl acrylate and
acrylic acid. The incorporation of a new block at the tail of the
VEMA copolymer will be achieved using RAFT chain extension
polymerization. Previous studies indicate that the direct
polymerization of acrylic acid presents difficulties due to the
formation of Michael dimers,73 and potential exchange of the
free carboxylic acid from AA and the anhydrides.
Consequently, the n-butyl acrylate block will be used to achieve
the incorporation of the acrylic acid block, with subsequent
hydrolysis. In contrast, tert-butyl acrylate is more stable against
base hydrolysis, compared to primary alcohol esters such as
nBA,74 adding a larger number of hydrophobic ester units to
the tail. Literature has shown that most acrylates are compati-
ble with RAFT.34 Investigation of both mix of tert-butyl acrylate
and acrylic acid, and acrylic acid allows the investigation of
hydrophilic type effects on VEMA–lipid nanodisc properties.

Experimental section

All materials were purchased commercially and were stored at
appropriate temperatures as per vendor instructions unless
otherwise specified. All reagents except vinyl ethers, solvents,
and vinyl acrylates were obtained as solids. RAFT reagent 2-
(propionic acid)yl dodecyl trithiocarbonate (PADTC) was syn-
thesized in the lab using the procedure described in literature
(Fig. S1).75

Synthesis of vinyl ether-maleic anhydride (VEMAn) copolymer

VEMAn synthesis was performed using the method already
available in literature.34 The monomers butyl vinyl ether
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(BVE), dodecyl vinyl ether (DVE), and maleic anhydride (MAn)
with known ratios (described in Table 1) were mixed with the
initiator azobis-(isobutyronitrile) (AIBN) and chain transfer
agent (CTA) 2-(propionic acid)yl dodecyl trithiocarbonate
(PADTC) in 25 mL flask. The 1,4-dioxane was added to this
mixture (2 : 1 by mass). Monomer ratios used to synthesize the
copolymers are described in Table 1. The solution was stirred
to obtain homogeneous solution, and a small portion of
sample was collected for one-dimensional proton Nuclear
Magnetic Resonance (1D 1H NMR) to confirm the reactants
before synthesis. The round bottom flask was then sealed with
septa and nitrogen gas was purged through it for the next
30 minutes. After that, the nitrogen purge was stopped, and
the solution was polymerized by heating it in an oil bath for
4 hours at 65 °C on a hot plate with a stirring rate of 220 rpm.
After this process, a small portion of polymer was collected to
perform post polymerization 1H NMR and size exclusion
chromatography to confirm the polymerization. 1H NMR trace
of copolymer is shown in Fig. S2.

Precipitation of VEMAn and VEMAn-block-butyl acrylate
(VEMAn-block-BA) copolymers

A 100 mL beaker with 80 mL of ice cold hexanes was placed in
an ice bucket. A minimal amount of tetrahydrofuran (THF)
was added to the copolymer and then polymer was transferred
to hexanes beaker in dropwise manners. After visually confirm-
ing the precipitate, the excess solvent was poured out and the
beaker was shifted to vacuum desiccator for drying purpose.
The top of the beaker was first sealed with parafilm, and mul-
tiple holes were created with the help of a regular needle to
facilitate the drying process. The polymer was vacuum dried
for 24 hours. After 24 hours if the polymer was still not com-
pletely dry, the polymer was kept for another 24 hours. The
same precipitation method was repeated after adding the
second block.

Synthesis of VEMAn-block-BA copolymer

After drying the first block copolymer VEMA in vacuum, the
solid copolymer was added with 50 molar excess t-butyl acry-
late/n-butyl acrylate and 30% AIBN with respect to CTA. The
solution was purged for 30 min with nitrogen gas in a 25 mL
round bottom flask in identical volume of 1,4-dioxane used to
synthesize the first block. After that, the polymerization reac-
tion was run overnight at 65 °C using 220 rpm. After polymer-
ization of VEMA-block-tBA/VEMA-block-nBA copolymers, size

exclusion chromatography was performed, and comparison
was studied (Fig. 1).

Hydrolysis of copolymers

The copolymer was mixed with minimal THF and transferred
to 100 mL round-bottom flask, stirred at 220 rpm at room
temperature. 25 mL of water was then added per every gram of
copolymer. 4 molar excess of sodium hydroxide was then
added to the copolymer dropwise. The flask was then set in an
oil bath at 50 °C and 220 rpm for 24 hours.

Preparation of KCNE1

The KCNE1 mutant S74C was produced by overexpressing it in
BL21 DE3 Escherichia coli cells (Stratagene). These cells were
cultured in TB minimal medium supplemented with 50 μg
mL−1 chloramphenicol and 75 μg mL−1 ampicillin. The cells
were induced with 1 mM isopropyl-1-thio-D-galactopyranoside
after growing the cell culture until an OD600 of 0.4–0.8 was
reached. The protein was purified using the method published
in literature44 with the exception that 0.5% dodecylphospho-
choline (DPC) was used instead of 1-myristoyl-2-hydroxy-sn-
glycero-3-phospho-(1′-rac-glycerol) (LMPG). The protein sample
was concentrated using an Ultracel regenerated cellulose mem-
brane concentrator of 3 kDa molecular weight cutoff (Millipore
Sigma). Sodium dodecyl sulfate-polyacrylamide gel electro-
phoresis (SDS-PAGE) was then performed to verify the purity of
protein.

MTSL spin labeling

MTSL was purchased from Toronto Research Chemicals.
250 mM of MTSL in DMSO was added to the protein in pH 7.0
phosphate buffer (50 mM) and 0.05% DPC (MTSL : protein =
10 : 1). The solution was kept at room temperature for
30 minutes, followed by incubation at 37 °C while shaking for
3 hours, and finally, it was shaken at room temperature over-
night. The labeled protein was then buffer exchanged into
25 mM phosphate pH 7.0 and 0.05% DPC by three rounds of
centrifugation at 6000g in Amicon spin filter tubes (10 000 Da
molecular weight cutoff ). 7 mL of the resulting mixture was
incubated overnight at 4 °C with 3 mL of Ni(II)-NTA superflow
resin (pre-equilibrated). The resin was then washed with a
phosphate buffer (300 mL) at neutral pH and 0.05% DPC. The
protein was then eluted with 8 mL of 50 mM phosphate buffer
at neutral pH containing 250 mM imidazole, and 0.5% DPC.

Table 1 Monomer conversion and molecular weight for BVE/DVE/MAn copolymerization at 65 °C over a 4-hour duration

[BVE] : [DVE] : [MAn] : [PADTC] : [AIBN]

Monomer conversion

Mn Mnth Mw/MnMAn BVE + DVE

53 : 13 : 50 : 1 : 0.3 ∼93% >95% 10 000 13 000 1.5
48 : 18 : 50 : 1 : 0.3 ∼90% ∼90% 10 000 12 000 1.6
35 : 9 : 33 : 1 : 0.2 ∼95% >95% 7000 9000 1.3
212 : 52 : 200 : 1 : 1.2 ∼56% ∼68% 28 000 33 000 1.7
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Vesicle reconstitution

A pear-shaped flask was used to create the lipid thin film by
evaporation following the dissolving of solid lipids (1-palmi-
toyl-2-oleoyl-sn-glycero-3-phosphocholine (POPC) : 1-palmitoyl-
2-oleoyl-sn-glycero-3-phospho-(1′-rac-glycerol) (sodium salt)
(POPG) = 3 : 1) in chloroform. The mixture was then desiccated
for 12 hours. A 50 mM of phosphate buffer at neutral pH was
then added to the mixture to make 100 mM lipid solution. The
fixed mixing ratio (1 : 400 for protein : lipid) was used to gene-
rate protein containing vesicles. The mixture underwent five
freeze thaw cycles to generate proteoliposomes with protein
concentration of approximately 100 μM. Dialysis techniques
were used to remove any extra detergent for a period of
72 hours using 12–14 kDa tubes containing 100 mM imidazole
with 2 mM EDTA at neutral pH which was changed every
12 hours. After dialysis, the mixture was centrifuged at 300 000g
for half an hour. The resulting proteoliposome was reconsti-
tuted with a 50 mM phosphate buffer at neutral pH.

Preparation of POPC, POPG and DMPC vesicles

A protocol already published was repeated to synthesize POPC,
POPG, and (dimyristoylphosphatidylcholine) DMPC vesicles.
Corresponding powdered lipid was dissolved using chloroform
and a thin layer was created using evaporation technique in
heart shaped flask. The sample was then kept in a vacuum
desiccator for complete drying overnight. 20 mM N-(2-hydro-

xyethyl)piperazine-N′-ethanesulfonic acid (HEPES) buffer with
100 mM sodium chloride at neutral pH was used to dissolve
the lipid thin layer. The solution underwent a freeze thaw
process that was repeated five times. The solution was then
mixed by vortexing for 30 seconds in between every freeze thaw
cycle. Vesicles were then placed in cold storage at −20 °C.

Copolymer and vesicle mixing protocol

Following a previous protocol in literature,34 20 mM of HEPES
buffer with 100 mM of NaOH was used at neutral pH to dissolve
the copolymer to get approximately 5% (m/v) concentration. For
homogeneous mixing of copolymer, samples were sonicated for
half an hour. Copolymer solution was added dropwise to the
corresponding lipid vesicles to maintain polymer to lipid ratio
of 2 : 1. Samples were then subjected to three freeze thaw and
sonication cycles. This mixing protocol was different than pre-
viously made VEMA34 where the number of freeze thaw cycles
was five and sample were kept overnight for mixing and equili-
bration. Afterwards, samples were set up on the shaker and kept
in −4 °C overnight. The mixture was then centrifuged under
25 000 rpm for 30 min before DLS measurements.

Results and discussion

RAFT polymerization was used to synthesize all VEMA poly-
mers and block copolymers. Since RAFT homopolymerization

Fig. 1 GPC traces of copolymers and block extensions (A) poly(BVE53 : DVE13 : MAn50) (B) poly(BVE53 : DVE13 : MAn50-b-tBA50) (C) poly
(BVE48 : DVE18 : MAn50-b-tBA50) (D) poly(BVE53 : DVE13 : MAn50-b-nBA50) (E) poly(BVE35 : DVE9 : MAn33-b-nBA33) (F) poly(BVE212 : DVE52 : MAn200-b-
nBA200).
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of vinyl ethers is extremely challenging due to very low reactiv-
ity (∼zero),34 chain extension with hydrophobic acrylic mono-
mers was performed. All reactions were performed at 65 °C for
four hours. In all polymer synthesis reactions, the internal
ratio of combined vinyl ethers (butyl vinyl ether (BVE) and
dodecyl vinyl ether (DVE)) to maleic anhydride (MAn) was
maintained at 66 : 50 to achieve a monomer internal ratio
within the copolymer close to an alternating structure, while
allowing near full conversion of all monomers.34 PADTC was
employed as the CTA since it gives VEMAn polymers with rela-
tively narrow molecular weight distributions.34 Polymers are
denoted as poly(BVEx : DVEy : MAnz) for the initial VEMAn
block and after chain extension with either tert-butyl acrylate
(tBA) or n-butyl acrylate (nBA) polymers are denoted as poly
(BVEx : DVEy : MAnz-b-tBAw) and poly(BVEx : DVEy : MAnz-b-
nBAw) respectively, where x, y, z, and w represent the number
of monomer units (Scheme 1).

Changes in the ratio of BVE to DVE monomers controlled
the hydrophobicity of the copolymer, since DVE is substan-
tially more hydrophobic than BVE. In addition, altering the
ratio of total monomers to CTA changed the primary chain
length. The theoretical and experimentally determined mole-
cular weights of the VEMAn blocks are given in Table 1. In
general, good agreement between the experimentally deter-
mined number average molecular weight (Mn) from gel per-
meation chromatography (GPC) and the theoretical value was
seen, with dispersity values (Mw/Mn) in the range of 1.3–1.6. As
expected, the ratio of CTA to total monomers inversely affected
the average molecular weight results from GPC. In most cases
monomer conversion of each monomer was over 90%,
suggesting high reaction efficiency, with the majority of the
monomer being transformed into the polymer under these

conditions. The higher dispersity in the order of Mw/Mn ∼ 1.5
is potentially indicative of less efficient RAFT exchange,76 plau-
sibly due to the significant difference in monomer reactivity of
the VE and MAn monomers, since prior work indicated that
similar polymers showed excellent chain extension efficiency
and livingness.34

After the synthesis of poly(BVE : DVE :MAn) copolymers
with distinct molecular weights, they were chain extended
using either tBA or n-BA (Scheme 1). Two types of acrylate
extensions, utilizing tBA and nBA, were chosen. nBA undergoes
hydrolysis more readily than tBA due to reduced steric hin-
drance during base-catalyzed hydrolysis.77 This characteristic
is helpful for obtaining the desired copolymer, VEMAn-acrylic
acid, which will be subsequently denoted as
(BVEx : DVEy : MAnz-b-AAw). All reactions involved the addition
of 50 molar excess of tBA or nBA to CTA and they were con-
ducted overnight at 65 °C. In all cases, the GPC traces show a
shift in the molecular weight distribution towards higher
molecular weight, indicating successful chain extension
(Fig. 1).

In general, the relatively more compact tert-butyl groups
give a relatively similar apparent chain length (Fig. 1B) to nBA
(Fig. 1D). Increased hydrophobicity, achieved by incorporating
a relatively higher ratio of DVE into the polymer (Fig. 1C) as
compared to similar t-butyl acrylate extension (Fig. 1B),
resulted in similar lower molecular weight increase upon
chain extension.

After the synthesis of the five VEMAn block copolymers,
they were subjected to hydrolysis to incorporate hydrophilicity
into the copolymer through the opening of the anhydride ring
(Scheme 1). Hydrolysis creates nearly perfectly alternating
hydrophobic and hydrophilic sites in the VEMA segments, due

Scheme 1 (A) Synthesis of VEMAn copolymers using RAFT copolymerization of vinyl ether and maleic anhydride monomers (B) addition of n-butyl
acrylate block in VEMAn and hydrolysis to synthesize VEMA-block-AA polymers (C) addition of tert-butyl acrylate block in VEMAn and hydrolysis to
synthesize the mixture of VEMA-block-tBA and VEMA-block-AA polymers.
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to the strong tendency for alternation of vinyl ethers and
maleic anhydride monomers along the backbone.78–81 To
hydrolyze the anhydride ring, the polymers were reacted with
NaOH in an aqueous solution at 50 °C for 12 hours. All syn-
thesized block copolymers dissolved completely in aqueous
solution (pH = 13) after overnight reaction, and they were sub-
sequently dialyzed. Dialysis ultimately helped to neutralize the
polymer (pH = 7) and remove impurities. The resulting hydro-
lyzed block copolymers were confirmed using IR spectroscopy
(Fig. S4). It was also confirmed through NMR that t-BA under-
went partial hydrolysis (∼50%) while nBA underwent essen-
tially complete hydrolysis (Fig. S3).

Subsequently, these copolymers were lyophilized and then
mixed with lipids (Fig. 2) to form various types of self
assembled lipid discs.

The self-assembly of polymers with lipids to give lipid discs
was investigated using dynamic light scattering. Fig. 2A illus-
trates the size distribution of VEMA poly(BVE53 : DVE13 : MA50)
copolymer and its block extensions with tBA poly
(BVE53 : DVE13 : MA50-b-tBA25/AA25), and AA poly
(BVE53 : DVE13 : MA50-b-AA50) chain based lipid discs in POPC
lipids, compared to the size distribution of POPC vesicles.

The poly(BVE53 : DVE13 : MA50) copolymer interacts with
lipids due to its amphiphilic nature, resulting in self-assembly
into disc-shaped structures. POPC vesicles had an approximate
size of 1500 nm, while the polymers clearly interact with the
lipids to give nanodiscs in the range of 3–30 nm. Change in
hydrophobic–hydrophilic balance and electrosteric stabiliz-
ation82 through the incorporation of either tBA/AA or AA
blocks at the end of VEMA copolymer resulted in a narrow size
distribution. Furthermore, the incorporation of a hydrophobic
blocks of tBA or hydrophilic block of AA at the tail of the
VEMA copolymer leads to a reduction in the size of the result-
ing lipid discs to ∼10 nm for tBA/AA and ∼3 nm for AA, com-

pared to VEMA-based lipid discs without block attachments
size ∼30 nm. This study clarifies that the nature of tails at the
end of the copolymer plays an important role in determining
the size of the resulting nanodiscs. These results suggest that
the tBA/AA or AA copolymer tails interact favorably with POPC
lipids, possibly even enhancing disc stability, leading to the
narrow size distribution observed in the resulting lipid discs,
and smaller particle sizes. Due to lower steric constraints, the
hydrophylic AA tail stabilizes the lipid disc, possibly by elec-
trosteric stabilization, leading to smaller particle size.82 In the
tBA/AA polymer, the tertiary butyl group that is in the ester is
expected to be too bulky to effectively intercalate with lipids,
therefore we also expect the tBA/AA block to act as an electros-
teric stabilizer. However, due to the higher anionic charge
density, the AA block is expected to be a more effective elec-
trosteric stabilizer than tBA/AA, plausibly explaining the more
uniform and smaller particle size in the AA system compared
to the tBA/AA system. To further explore this phenomenon,
transmission electron (TEM) microscopy was employed to
confirm the structure and size of the discs, (Fig. 2B–E,
Fig. S10–11). Transmission electron microscopy data confirms
that in all three types of copolymers and POPC lipid vesicles
interactions, self-assembled nanodiscs were formed in the
∼10 nm diameter range.

The impact of hydrophobicity of the VEMA block was also
investigated. In addition to the previously studied VEMA
polymer, poly(BVE53 : DVE13 : MA50-b-tBA25/AA25), was com-
pared against a copolymer with similar molecular weight, but
more hydrophobic units of DVE relative to BVE, poly
(BVE48 : DVE18 : MA50-b-tBA25/AA25). GPC confirmed that the
first blocks of both the VEMA copolymers, poly
(BVE53 : DVE13 : MAn50) and poly(BVE48 : DVE18 : MA50), had
similar Mn values of ∼10 000, and as seen in Fig. 1 chain exten-
sion in both systems was successful. These VEMA-block-tBA/AA

Fig. 2 (A) DLS size distribution comparison of POPC vesicles and polymer lipid discs based on poly(BVE53 : DVE13 : MA50-b-tBA25/AA25), poly
(BVE53 : DVE13 : MA50-b-AA50) and poly(BVE53 : DVE13 : MA50) in POPC lipids. TEM images of (B) POPC vesicles (C) poly(BVE53 : DVE13 : MA50) based
lipid discs (D) poly(BVE53 : DVE13 : MA50-b-AA50) based lipid discs (E) poly(BVE53 : DVE13 : MA50-b-tBA25/AA25) based lipid discs.
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copolymers were then self-assembled with POPC lipids for a
comparative analysis of the size distribution of self-assembled
lipid discs (Fig. 3A). Fig. 3A demonstrated that the increasing
hydrophobicity in first block of VEMA copolymer by incorpor-
ating higher DVE ratio caused a shift in particle size from
∼30 nm for poly(BVE53 : DVE13 : MA50-b-tBA25/AA25) to ∼3 nm
for poly(BVE48 : DVE18 : MA50-b-tBA25/AA25). This is consistent

with the superior anchoring of the more hydrophobic DVE
units; however, as seen in earlier studies, using even higher
ratios of DVE leads to polymers that are challenging to
suspend in water, reducing the efficiency of VEMALPs for-
mation.83 Overall, the results from Fig. 2 and 3A indicate that
modifications to either the hydrophobicity of the VEMA block,
or the AA containing second block significantly influence lipid
disc size, with discs in the order of 3 nm possible from various
approaches. The use of a more hydrophobic VEMA block, con-
taining more DVE, with the less efficient tBA/AA hydrophobic
tail suggests an alternative strategy for controlling lipid disc
nature, providing multiple pathways to control the size of the
self assembled disc.

Beyond the effect of hydrophobicity, the effect of the
average molecular weight and chain length of the first block in
VEMA-block-AA lipid discs were studied after creating polymers
with variable sizes of the first VEMA block of 7000, 10 000, and
28 000, followed by chain extension with units of nBA. Same
molar excess of n-butyl acrylates was ensured for the block
copolymer reaction as the initial maleic anhydride units rela-
tive to CTA in the first block. These acrylates were sub-
sequently converted to AA during hydrolysis. As seen in
Fig. 3B, the shortest VEMA block copolymer, poly
(BVE35 : DVE9 : MA33-b-AA33), after self assembly with POPC
resulted in lipid nanodiscs exhibiting the largest size and
broad size variance compared to those with higher molecular
weight VEMA blocks; however, there was only a minimal differ-
ence in the sizes and breadth of the distribution between the
two higher molecular weight block copolymers, poly
(BVE53 : DVE13 : MA50-b-AA50) and poly(BVE212 : DVE52 : MA200-b-
AA200). In general, VEMALPs derived from higher molecular
weight VEMA block copolymers were smaller and more nar-
rowly distributed. These results indicate that a change in the
molecular weight of the initial VEMA block within VEMA-
block-AA copolymers can serve as a tool to engineer lipid discs
of varying sizes, thereby providing a potential way for tailoring
lipid disc stability. The lower molecular weight VEMA block
has fewer VE anchoring units per chain, perhaps resulting in
weaker interactions with hydrophobic lipid tails and less
efficient binding to the lipids. The increase in size and mole-
cular weight of the initial block in VEMA-block-AA copolymers
are directly correlated with an increase in the number of
anchoring sites, which can facilitate initial intercalation of the
VEMA segments into the lipids. This has been seen in SMA,
where very low molecular weight polymers are less efficient at
forming SMALPs.84 However, very large VEMA blocks will have
more steric hinderance and conformational restrictions, as
well as less efficient diffusion and possibly even lower solubi-
lity in the aqueous phase, thereby decreasing the efficiency of
intercalation into the lipids.

The ability of poly(BVE53 : DVE13 : MA50-b-AA50) copolymers
to form lipid discs was studied for a range of lipids (Fig. 3C).
Specifically, the influence of overall chain length of the lipid
hydrophobic tails and saturation was studied by comparing
longer-chain unsaturated POPC lipids with shorter-chain satu-
rated DMPC lipids. Furthermore, the effect of headgroup

Fig. 3 DLS size distribution (A) comparing effect of hydrophobicity in
VEMA block copolymers (B) comparing effect of chain length in VEMA
block copolymers (C) DLS size distribution comparing effect of lipids
type in VEMA block copolymers.

Paper Polymer Chemistry

200 | Polym. Chem., 2026, 17, 194–206 This journal is © The Royal Society of Chemistry 2026

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 0

1 
 2

02
5.

 D
ow

nl
oa

de
d 

on
 1

1/
6/

20
26

 2
0:

44
:5

3.
 

 T
hi

s 
ar

tic
le

 is
 li

ce
ns

ed
 u

nd
er

 a
 C

re
at

iv
e 

C
om

m
on

s 
A

ttr
ib

ut
io

n 
3.

0 
U

np
or

te
d 

L
ic

en
ce

.
View Article Online

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d5py00767d


charge was studied through a comparison of zwitterionic
POPC and DMPC lipids with negatively charged POPG lipids.
Interestingly, self-assembling zwitterionic lipids POPC and
DMPC with VEMA-block-AA copolymers yielded smaller size
lipid nanodiscs (<10 nm) compared to lipid structures formed
in POPG lipids (>30 nm) (Fig. 3C). The larger nanodisc size
observed with POPG compared to POPC and DMPC can be
attributed to the headgroup charge of the lipids. The anionic
headgroup of negatively charged POPG may induce electro-
static repulsion, potentially hindering the interaction of hydro-
lyzed VEMA block copolymers, therefore resulting in larger
nanodisc sizes compared to those formed with zwitterionic
lipids. The potentially smallest size of nanodiscs formed
between poly(BVE53 : DVE13 : MA50-b-AA50) and POPC lipids,
compared to DMPC lipids, can be attributed to the presence of
a cis unsaturated bond in the POPC lipid’s tail. The unsatu-
rated groups within POPC could cause looser packing of the
lipids,85,86 thereby facilitating copolymer access for lipid disc
formation. Although there was variation in disc size, based on
the lipid used, the polymers were broadly applicable across a
range of lipids, indicating that it is feasible to make nanodiscs
using VEMA block copolymers, for a range of lipids.

The effect of synthesized VEMA block copolymers on mem-
brane protein structure was studied using Continuous Wave
Electron Paramagnetic Resonance (CW-EPR). KCNE1 protein-
S74C was spin-labeled and used as a model protein in this
study (Fig. 4A). CW-EPR line spectra of KCNE1 have been well
studied in vesicles and styrene maleic acid-based lipid copoly-
mers based lipid discs.87,88 The lipid nanodiscs incorporating
the KCNE1 protein, formed using the three copolymers (poly
(BVE53 : DVE13 : MA50), poly(BVE53 : DVE13 : MA50-b-tBA25/AA25),
and poly(BVE53 : DVE13 : MA50-b-AA50)) were subjected to
CW-EPR analysis. All 3 systems yielded very similar line shape
spectra to the vesicle lineshape (Fig. 4B). These results show
that all studied copolymer systems, including VEMA lipid
discs, VEMA-block-AA-based lipid discs and VEMA-block-tBA/
AA-based lipid discs, had no significant effect on the structural

dynamics of the KCNE1 protein, facilitating its use in appli-
cations for a range of model proteins.

Conclusion

In this study, vinyl ether-maleic acid (VEMA) copolymers were
successfully synthesized via reversible addition–fragmentation
chain transfer (RAFT) polymerization and subsequently modi-
fied through the attachment of hydrophilic acrylic acid (AA)
and hydrophobic tert-butyl acrylate (tBA) blocks. All syn-
thesized copolymers formed self-assembled lipid nano-discs
upon interaction with lipids. The block type at the copolymer
termini affected the size of the assemblies. Specifically, AA
blocks resulted in smaller lipid discs than tBA/AA blocks.
Alterations in hydrophobicity, chain length, or the type of
lipids influenced the size of self-assembled lipid nanodiscs.
These amphiphilic block copolymers were compatible with the
membrane protein, KCNE1, preserving the structural integrity
of this membrane protein. This investigation yields insights
into the creation of lipid nanodiscs with tailored size and
helps in understanding the factors influencing the self-assem-
bly of these block copolymers.
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Fig. 4 (A) Structures of KCNE1 protein with the location of attached spin labels.83 (B) CW-EPR spectra of the KCNE1 S74C spin-labeled system
using VEMA copolymer block copolymers with either AA or mixture of tBA/AA, as well as VEMA copolymer and vesicles.

Polymer Chemistry Paper

This journal is © The Royal Society of Chemistry 2026 Polym. Chem., 2026, 17, 194–206 | 201

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 0

1 
 2

02
5.

 D
ow

nl
oa

de
d 

on
 1

1/
6/

20
26

 2
0:

44
:5

3.
 

 T
hi

s 
ar

tic
le

 is
 li

ce
ns

ed
 u

nd
er

 a
 C

re
at

iv
e 

C
om

m
on

s 
A

ttr
ib

ut
io

n 
3.

0 
U

np
or

te
d 

L
ic

en
ce

.
View Article Online

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d5py00767d


Conflicts of interest

There are no conflicts to declare.

Data availability

Data for this article are available from the Miami University
Scholarly Commons at: https://hdl.handle.net/2374.MIA/7041.

Supplementary information is available. Supplementary
information includes additional experimental protocols, polymer
NMR data, polymer IR data, supplemental DLS data and
correlation plots, block copolymer DOSY NMR data, lipid
structures, supplemental TEM data. See DOI: https://doi.org/
10.1039/d5py00767d.

Acknowledgements

We are grateful to Audrey Woodruff for experimental assistance
in the revision stages. Research reported in this publication
was supported by the National Institute of General Medical
Sciences of the National Institutes of Health under award
numbers R15GM144907, R35GM126935, and R35GM128595.
The content is solely the responsibility of the authors and does
not necessarily represent the official views of the National
Institutes of Health. Polymer Chemistry was supported under
R15GM144907. EPR and membrane protein biophysics were
supported under R35GM126935. Analyses and interpretation
of nanodisc size and structure were supported under
R35GM128595. The authors thank Miami University’s Central
Advanced Microscopic Instrumentation (CAMI) facility and
Advanced Materials Characterization Center at University of
Cincinnati for the use of the Transmission Electron
Microscope (TEM).

References

1 A.-V. Ruzette and L. Leibler, Block Copolymers in
Tomorrow’s Plastics, Nat. Mater., 2005, 4(1), 19–31, DOI:
10.1038/nmat1295.

2 J. Lee, Y. Kwon, C. Yu, D. Konkolewicz and M. S. Kwon, The
Livingness of Poly(Methyl Acrylate) under Visible Light
Photoiniferter-RAFT Polymerization Mediated by
Trithiocarbonates, Polym. Chem., 2025, 16(16), 1798–1806,
DOI: 10.1039/D5PY00151J.

3 A. K. Bajpai, J. Bajpai, R. Saini and R. Gupta, Responsive
Polymers in Biology and Technology, Polym. Rev., 2011,
51(1), 53–97, DOI: 10.1080/15583724.2010.537798.

4 Y. Yu, S. Tao, Q. Zeng, Z. Ma, K. Zhang and B. Yang,
Sulfur–Doped Carbonized Polymer Dots: A Biocompatible
Photocatalyst for Rapid Aqueous PET–RAFT
Polymerization, Carbon Energy, 2025, 7(3), e686, DOI:
10.1002/cey2.686.

5 X. Sun, Y. Luo, R. Wang, B.-G. Li, B. Liu and S. Zhu,
Programmed Synthesis of Copolymer with Controlled

Chain Composition Distribution via Semibatch RAFT
Copolymerization, Macromolecules, 2007, 40(4), 849–859,
DOI: 10.1021/ma061677v.

6 E. V. Chernikova, S. D. Zaitsev, A. V. Plutalova,
K. O. Mineeva, O. S. Zotova and D. V. Vishnevetsky, Control
over the Relative Reactivities of Monomers in RAFT
Copolymerization of Styrene and Acrylic Acid, RSC Adv.,
2018, 8(26), 14300–14310, DOI: 10.1039/C8RA00048D.

7 M. Li, H. Li, P. De and B. S. Sumerlin, Thermoresponsive
Block Copolymer–Protein Conjugates Prepared by
Grafting–from via RAFT Polymerization, Macromol. Rapid
Commun., 2011, 32(4), 354–359, DOI: 10.1002/
marc.201000619.

8 H. Li, M. Li, X. Yu, A. P. Bapat and B. S. Sumerlin, Block
Copolymer Conjugates Prepared by Sequentially Grafting
from Proteins via RAFT, Polym. Chem., 2011, 2(7), 1531,
DOI: 10.1039/c1py00031d.

9 T. Alfrey and G. Goldfinger, The Mechanism of
Copolymerization, J. Chem. Phys., 1944, 12(6), 205–209,
DOI: 10.1063/1.1723934.

10 T. Fukuda, K. Kubo and Y.-D. Ma, Kinetics of Free Radical
Copolymerization, Prog. Polym. Sci., 1992, 17(5), 875–916,
DOI: 10.1016/0079-6700(92)90012-N.

11 T. P. Lodge, Block Copolymers: Past Successes and Future
Challenges, Macromol. Chem. Phys., 2003, 204(2), 265–273,
DOI: 10.1002/macp.200290073.

12 L. Li, K. Raghupathi, C. Song, P. Prasad and
S. Thayumanavan, Self-Assembly of Random Copolymers,
Chem. Commun., 2014, 50(88), 13417–13432, DOI: 10.1039/
C4CC03688C.

13 N. Nomura, A. Akita, R. Ishii and M. Mizuno, Random
Copolymerization of ε-Caprolactone with Lactide Using a
Homosalen−Al Complex, J. Am. Chem. Soc., 2010, 132(6),
1750–1751, DOI: 10.1021/ja9089395.

14 Z. M. O. Rzaev, Complex-Radical Alternating
Copolymerization, Prog. Polym. Sci., 2000, 25(2), 163–217,
DOI: 10.1016/S0079-6700(99)00027-1.

15 E. Drent and P. H. M. Budzelaar, Palladium-Catalyzed
Alternating Copolymerization of Alkenes and Carbon
Monoxide, Chem. Rev., 1996, 96(2), 663–682, DOI: 10.1021/
cr940282j.

16 A. Akram, W. Hadasha, G. C. Kuyler, M.-P. Smith, S. Bailey-
Dallaway, A. Preedy, C. Browne, L. Broadbent, A. Hill,
T. Javaid, H. Nazar, N. Samra, A. Naveed, H. Tregunna,
H. Joshi, N. Akhtar, A. Javed, J. Bowater, J. Ravenhill,
P. Hajdu, Y. Ali, Y. Tailor, S. Mumtaz, M. Hamza, K. Gill,
J. Gillett, F. Patton, H. Arshid, M. Zaheer, H. Qureshi,
I. Edwards, S. Patel, A. Azadi, N. Pollock, P. Kitchen,
B. Klumperman and A. J. Rothnie, Solubilisation &
Purification of Membrane Proteins Using Benzylamine-
Modified SMA Polymers, Biophys. Chem., 2025, 316,
107343, DOI: 10.1016/j.bpc.2024.107343.

17 S. Coca and K. Matyjaszewski, Block Copolymers by
Transformation of “Living” Carbocationic into “Living”
Radical Polymerization, Macromolecules, 1997, 30(9), 2808–
2810, DOI: 10.1021/ma970073b.

Paper Polymer Chemistry

202 | Polym. Chem., 2026, 17, 194–206 This journal is © The Royal Society of Chemistry 2026

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 0

1 
 2

02
5.

 D
ow

nl
oa

de
d 

on
 1

1/
6/

20
26

 2
0:

44
:5

3.
 

 T
hi

s 
ar

tic
le

 is
 li

ce
ns

ed
 u

nd
er

 a
 C

re
at

iv
e 

C
om

m
on

s 
A

ttr
ib

ut
io

n 
3.

0 
U

np
or

te
d 

L
ic

en
ce

.
View Article Online

https://hdl.handle.net/2374.MIA/7041
https://hdl.handle.net/2374.MIA/7041
https://doi.org/10.1039/d5py00767d
https://doi.org/10.1039/d5py00767d
https://doi.org/10.1039/d5py00767d
https://doi.org/10.1038/nmat1295
https://doi.org/10.1039/D5PY00151J
https://doi.org/10.1080/15583724.2010.537798
https://doi.org/10.1002/cey2.686
https://doi.org/10.1021/ma061677v
https://doi.org/10.1039/C8RA00048D
https://doi.org/10.1002/marc.201000619
https://doi.org/10.1002/marc.201000619
https://doi.org/10.1039/c1py00031d
https://doi.org/10.1063/1.1723934
https://doi.org/10.1016/0079-6700(92)90012-N
https://doi.org/10.1002/macp.200290073
https://doi.org/10.1039/C4CC03688C
https://doi.org/10.1039/C4CC03688C
https://doi.org/10.1021/ja9089395
https://doi.org/10.1016/S0079-6700(99)00027-1
https://doi.org/10.1021/cr940282j
https://doi.org/10.1021/cr940282j
https://doi.org/10.1016/j.bpc.2024.107343
https://doi.org/10.1021/ma970073b
http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d5py00767d


18 G. Riess and C. Labbe, Block Copolymers in Emulsion and
Dispersion Polymerization, Macromol. Rapid Commun.,
2004, 25(2), 401–435, DOI: 10.1002/marc.200300048.

19 J.-T. Sun, C.-Y. Hong and C.-Y. Pan, Recent Advances in
RAFT Dispersion Polymerization for Preparation of Block
Copolymer Aggregates, Polym. Chem., 2013, 4(4), 873–881,
DOI: 10.1039/C2PY20612A.

20 W. Zhang, C. Hong and C. Pan, Polymerization–Induced
Self–Assembly of Functionalized Block Copolymer
Nanoparticles and Their Application in Drug Delivery,
Macromol. Rapid Commun., 2019, 40(2), 1800279, DOI:
10.1002/marc.201800279.

21 H.-C. Kim, S.-M. Park and W. D. Hinsberg, Block
Copolymer Based Nanostructures: Materials, Processes,
and Applications to Electronics, Chem. Rev., 2010, 110(1),
146–177, DOI: 10.1021/cr900159v.

22 S. Wang, H. Zhang, W. He, H. Zhou and Y. Tao, Sequence-
Controlled Proline-Based Polyacrylamides via RAFT
Polymerization: Influence of Sequence Structure on
Polymers Performances, Eur. Polym. J., 2020, 122, 109357,
DOI: 10.1016/j.eurpolymj.2019.109357.

23 A. Matsuo, T. Watanabe and A. Hirao, Synthesis of Well-
Defined Dendrimer-like Branched Polymers and Block
Copolymer by the Iterative Approach Involving Coupling
Reaction of Living Anionic Polymer and Functionalization,
Macromolecules, 2004, 37(17), 6283–6290, DOI: 10.1021/
ma0496549.

24 J. Chiefari, Y. K. Chong, F. Ercole, J. Krstina, J. Jeffery,
T. P. T. Le, R. T. A. Mayadunne, G. F. Meijs, C. L. Moad,
G. Moad, E. Rizzardo and S. H. Thang, Living Free-Radical
Polymerization by Reversible Addition−Fragmentation
Chain Transfer: The RAFT Process, Macromolecules, 1998,
31(16), 5559–5562, DOI: 10.1021/ma9804951.

25 Y. Luo and X. Liu, Reversible Addition–Fragmentation
Transfer (RAFT) Copolymerization of Methyl Methacrylate
and Styrene in Miniemulsion, J. Polym. Sci., Part A:Polym.
Chem., 2004, 42(24), 6248–6258, DOI: 10.1002/pola.20478.

26 Y. Lee, C. Boyer and M. S. Kwon, Photocontrolled RAFT
Polymerization: Past, Present, and Future, Chem. Soc. Rev.,
2023, 52(9), 3035–3097, DOI: 10.1039/D1CS00069A.

27 C. Boyer, V. Bulmus, T. P. Davis, V. Ladmiral, J. Liu and
S. Perrier, Bioapplications of RAFT Polymerization,
Chem. Rev., 2009, 109(11), 5402–5436, DOI: 10.1021/
cr9001403.

28 M. Tanaka, A. Hosotani, Y. Tachibana, M. Nakano,
K. Iwasaki, T. Kawakami and T. Mukai, Preparation and
Characterization of Reconstituted Lipid–Synthetic Polymer
Discoidal Particles, Langmuir, 2015, 31(46), 12719–12726,
DOI: 10.1021/acs.langmuir.5b03438.

29 T. Ravula, N. Z. Hardin and A. Ramamoorthy, Polymer
Nanodiscs: Advantages and Limitations, Chem. Phys.
Lipids, 2019, 219, 45–49, DOI: 10.1016/j.
chemphyslip.2019.01.010.

30 K. A. E. Amorim, V. C. A. Martins and B. S. Lima-Neto,
Norbornene Functionalized with Fatty Acids: Observing the
Effect of Pendant Chains on Copolymers Obtained by

Metathesis Polymerization, Polymer, 2025, 317, 127942,
DOI: 10.1016/j.polymer.2024.127942.

31 H. Yin and A. D. Flynn, Drugging Membrane Protein
Interactions, Annu. Rev. Biomed. Eng., 2016, 18(1), 51–76,
DOI: 10.1146/annurev-bioeng-092115-025322.

32 E. A. Okorafor, E. A. Gordon, I. D. Sahu, M. Z. Shah,
D. Konkolewicz and G. Lorigan, Influence of Lipid
Saturation on the Structural Properties of Styrene Maleic
Acid Lipid Nanoparticles (SMALPs), Biochim. Biophys. Acta,
Biomembr., 2025, 184424, DOI: 10.1016/j.
bbamem.2025.184424.

33 E. A. Gordon, Y. B. Richardson, M. Z. Shah, K. M. Burridge,
D. Konkolewicz and G. A. Lorigan, Formation of Styrene
Maleic Acid Lipid Nanoparticles (SMALPs) Using SMA Thin
Film on a Substrate, Anal. Biochem., 2022, 647, 114692,
DOI: 10.1016/j.ab.2022.114692.

34 M. Z. Shah, N. C. Rotich, E. A. Okorafor, Z. Oestreicher,
G. Demidovich, J. Eapen, Q. Henoch, J. Kilbey, G. Prempeh,
A. Bates, R. C. Page, G. A. Lorigan and D. Konkolewicz,
Vinyl Ether Maleic Acid Polymers: Tunable Polymers for
Self-Assembled Lipid Nanodiscs and Environments for
Membrane Proteins, Biomacromolecules, 2024, 25(10),
6611–6623, DOI: 10.1021/acs.biomac.4c00772.

35 R. H. Khan, N. C. Rotich, A. Morris, T. Ahammad, B. Baral,
I. D. Sahu and G. A. Lorigan, Probing the Structural
Topology and Dynamic Properties of Gp28 Using
Continuous Wave Electron Paramagnetic Resonance
Spectroscopy, J. Phys. Chem. B, 2023, 127(43), 9236–9247,
DOI: 10.1021/acs.jpcb.3c03679.

36 S. R. Roig, L. Solé, S. Cassinelli, M. Colomer-Molera,
D. Sastre, C. Serrano-Novillo, A. Serrano-Albarrás,
M. P. Lillo, M. M. Tamkun and A. Felipe, Calmodulin-
Dependent KCNE4 Dimerization Controls Membrane
Targeting, Sci. Rep., 2021, 11(1), 14046, DOI: 10.1038/
s41598-021-93562-5.

37 KCNE4 – Potassium Voltage-Gated Channel Subfamily E
Member 4 - Homo Sapiens (Human) – KCNE4 Gene &
Protein. https://www.uniprot.org/uniprot/Q8WWG9
(accessed 2021-07-15).

38 C. U. Ukachukwu, E. N. Jimenez-Vazquez, S. Salwi,
M. Goodrich, F. G. Sanchez-Conde, K. M. Orland, A. Jain,
L. L. Eckhardt, T. J. Kamp and D. K. Jones, A PAS-Targeting
hERG1 Activator Reduces Arrhythmic Events in Jervell and
Lange-Nielsen Syndrome Patient-Derived hiPSC-CMs, JCI
Insight, 2025, 10(4), e183444, DOI: 10.1172/jci.
insight.183444.

39 G. Kuenze, C. G. Vanoye, R. R. Desai, S. Adusumilli,
K. R. Brewer, H. Woods, E. F. McDonald, C. R. Sanders,
A. L. George and J. Meiler, Allosteric Mechanism for
KCNE1 Modulation of KCNQ1 Potassium Channel
Activation, eLife, 2020, 9, e57680, DOI: 10.7554/eLife.57680.

40 S. Teng, L. Ma, Y. Zhen, C. Lin, R. Bähring, V. Vardanyan,
O. Pongs and R. Hui, Novel Gene hKCNE4 Slows the
Activation of the KCNQ1 Channel, Biochem. Biophys. Res.
Commun., 2003, 303(3), 808–813, DOI: 10.1016/S0006-291X
(03)00433-9.

Polymer Chemistry Paper

This journal is © The Royal Society of Chemistry 2026 Polym. Chem., 2026, 17, 194–206 | 203

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 0

1 
 2

02
5.

 D
ow

nl
oa

de
d 

on
 1

1/
6/

20
26

 2
0:

44
:5

3.
 

 T
hi

s 
ar

tic
le

 is
 li

ce
ns

ed
 u

nd
er

 a
 C

re
at

iv
e 

C
om

m
on

s 
A

ttr
ib

ut
io

n 
3.

0 
U

np
or

te
d 

L
ic

en
ce

.
View Article Online

https://doi.org/10.1002/marc.200300048
https://doi.org/10.1039/C2PY20612A
https://doi.org/10.1002/marc.201800279
https://doi.org/10.1021/cr900159v
https://doi.org/10.1016/j.eurpolymj.2019.109357
https://doi.org/10.1021/ma0496549
https://doi.org/10.1021/ma0496549
https://doi.org/10.1021/ma9804951
https://doi.org/10.1002/pola.20478
https://doi.org/10.1039/D1CS00069A
https://doi.org/10.1021/cr9001403
https://doi.org/10.1021/cr9001403
https://doi.org/10.1021/acs.langmuir.5b03438
https://doi.org/10.1016/j.chemphyslip.2019.01.010
https://doi.org/10.1016/j.chemphyslip.2019.01.010
https://doi.org/10.1016/j.polymer.2024.127942
https://doi.org/10.1146/annurev-bioeng-092115-025322
https://doi.org/10.1016/j.bbamem.2025.184424
https://doi.org/10.1016/j.bbamem.2025.184424
https://doi.org/10.1016/j.ab.2022.114692
https://doi.org/10.1021/acs.biomac.4c00772
https://doi.org/10.1021/acs.jpcb.3c03679
https://doi.org/10.1038/s41598-021-93562-5
https://doi.org/10.1038/s41598-021-93562-5
https://www.uniprot.org/uniprot/Q8WWG9
https://www.uniprot.org/uniprot/Q8WWG9
https://doi.org/10.1172/jci.insight.183444
https://doi.org/10.1172/jci.insight.183444
https://doi.org/10.7554/eLife.57680
https://doi.org/10.1016/S0006-291X(03)00433-9
https://doi.org/10.1016/S0006-291X(03)00433-9
http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d5py00767d


41 Y. Gofman, S. Shats, B. Attali, T. Haliloglu and N. Ben-Tal,
How Does KCNE1 Regulate the Kv7.1 Potassium Channel?
Model-Structure, Mutations, and Dynamics of the Kv7.1-
KCNE1 Complex, Structure, 2012, 20(8), 1343–1352, DOI:
10.1016/j.str.2012.05.016.

42 C. Kang, C. Tian, F. D. Sönnichsen, J. A. Smith, J. Meiler,
A. L. George, C. G. Vanoye, H. J. Kim and C. R. Sanders,
Structure of KCNE1 and Implications for How It Modulates
the KCNQ1 Potassium Channel, Biochemistry, 2008, 47(31),
7999–8006, DOI: 10.1021/bi800875q.

43 Y. Wang, J. Eldstrom and D. Fedida, Gating and Regulation
of KCNQ1 and KCNQ1 + KCNE1 Channel Complexes,
Front. Physiol., 2020, 11, 504, DOI: 10.3389/
fphys.2020.00504.

44 A. T. Coey, I. D. Sahu, T. S. Gunasekera, K. R. Troxel,
J. M. Hawn, M. S. Swartz, M. R. Wickenheiser, R. Reid,
R. C. Welch, C. G. Vanoye, C. Kang, C. R. Sanders and
G. A. Lorigan, Reconstitution of KCNE1 into Lipid Bilayers:
Comparing the Structural, Dynamic, and Activity
Differences in Micelle and Vesicle Environments,
Biochemistry, 2011, 50(50), 10851–10859, DOI: 10.1021/
bi2009294.

45 N. Österlund, J. Luo, S. K. T. S. Wärmländer and
A. Gräslund, Membrane-Mimetic Systems for Biophysical
Studies of the Amyloid-β Peptide, Biochim. Biophys. Acta,
Proteins Proteomics, 2019, 1867(5), 492–501, DOI: 10.1016/j.
bbapap.2018.11.005.

46 R. J. Brea, C. M. Cole, B. R. Lyda, L. Ye, R. S. Prosser,
R. K. Sunahara and N. K. Devaraj, In Situ Reconstitution of
the Adenosine A2A Receptor in Spontaneously Formed
Synthetic Liposomes, J. Am. Chem. Soc., 2017, 139(10),
3607–3610, DOI: 10.1021/jacs.6b12830.

47 U. H. N. Dürr, M. Gildenberg and A. Ramamoorthy, The
Magic of Bicelles Lights Up Membrane Protein Structure,
Chem. Rev., 2012, 112(11), 6054–6074, DOI: 10.1021/
cr300061w.

48 Y. V. Grinkova, I. G. Denisov and S. G. Sligar,
Engineering Extended Membrane Scaffold Proteins for Self-
Assembly of Soluble Nanoscale Lipid Bilayers, Protein Eng.,
Des. Sel., 2010, 23(11), 843–848, DOI: 10.1093/protein/
gzq060.

49 T. H. Bayburt, Y. V. Grinkova and S. G. Sligar, Self-Assembly
of Discoidal Phospholipid Bilayer Nanoparticles with
Membrane Scaffold Proteins, Nano Lett., 2002, 2(8), 853–
856, DOI: 10.1021/nl025623k.

50 B. De Kruijff, P. R. Cullis and A. J. Verkleij, Non-Bilayer
Lipid Structures in Model and Biological Membranes,
Trends Biochem. Sci., 1980, 5(3), 79–81, DOI: 10.1016/0968-
0004(80)90074-2.

51 A. G. Lee, Lipid–Protein Interactions in Biological
Membranes: A Structural Perspective, Biochim. Biophys.
Acta, Biomembr., 2003, 1612(1), 1–40, DOI: 10.1016/S0005-
2736(03)00056-7.

52 A. M. G. C. Dias and A. C. A. Roque, The Future of Protein
Scaffolds as Affinity Reagents for Purification, Biotechnol.
Bioeng., 2017, 114(3), 481–491, DOI: 10.1002/bit.26090.

53 J. B. Y. H. Behrendorff, G. Borràs-Gas and M. Pribil,
Synthetic Protein Scaffolding at Biological Membranes,
Trends Biotechnol., 2020, 38(4), 432–446, DOI: 10.1016/j.
tibtech.2019.10.009.

54 L. Buday and P. Tompa, Functional Classification of
Scaffold Proteins and Related Molecules, FEBS J., 2010,
277(21), 4348–4355, DOI: 10.1111/j.1742-4658.2010.07864.
x.

55 K. M. Burridge, M. S. Rahman, N. De Alwis
Watuthanthrige, E. Gordon, M. Z. Shah,
B. M. Chandrarathne, G. A. Lorigan, R. C. Page and
D. Konkolewicz, Network Polymers Incorporating Lipid-
Bilayer Disrupting Polymers: Towards Antiviral
Functionality, Polym. Chem., 2022, 13(31), 4547–4556, DOI:
10.1039/D2PY00602B.

56 G. Hiotis, R. Q. Notti, H. Bao and T. Walz, Nanodiscs
Remain Indispensable for Cryo-EM Studies of Membrane
Proteins, Curr. Opin. Struct. Biol., 2025, 92, 103042, DOI:
10.1016/j.sbi.2025.103042.

57 L. E. Ball, M.-P. Smith, B. Motloung, R. Pfukwa and
B. Klumperman, Aqueous Solution Behavior of Poly
(Styrene- Alt -Maleic Acid)- b -Poly(N -Acryloylmorpholine)
Double Hydrophilic Block Copolymers in the Absence and
Presence of Divalent Cations and Phospholipids,
Macromolecules, 2025, 58(13), 6804–6819, DOI: 10.1021/acs.
macromol.5c01099.

58 A. K. Morris, R. M. McCarrick and G. A. Lorigan,
Comparison of Lipid Dynamics and Permeability in
Styrene-Maleic Acid and Diisobutylene-Maleic Acid
Copolymer Lipid Nanodiscs by Electron Paramagnetic
Resonance Spectroscopy, JBIC, J. Biol. Inorg. Chem., 2025,
30(2), 103–110, DOI: 10.1007/s00775-024-02091-9.

59 A. O. Oluwole, J. Klingler, B. Danielczak, J. O. Babalola,
C. Vargas, G. Pabst and S. Keller, Formation of Lipid-
Bilayer Nanodiscs by Diisobutylene/Maleic Acid (DIBMA)
Copolymer, Langmuir, 2017, 33(50), 14378–14388, DOI:
10.1021/acs.langmuir.7b03742.

60 L. E. Ball, L. J. Riley, W. Hadasha, R. Pfukwa, C. J. I. Smith,
T. R. Dafforn and B. Klumperman, Influence of DIBMA
Polymer Length on Lipid Nanodisc Formation and
Membrane Protein Extraction, Biomacromolecules, 2021,
22(2), 763–772, DOI: 10.1021/acs.biomac.0c01538.

61 A. O. Oluwole, B. Danielczak, A. Meister, J. O. Babalola,
C. Vargas and S. Keller, Solubilization of Membrane
Proteins into Functional Lipid-Bilayer Nanodiscs Using a
Diisobutylene/Maleic Acid Copolymer, Angew. Chem., Int.
Ed., 2017, 56(7), 1919–1924, DOI: 10.1002/anie.201610778.

62 C. E. Workman, P. Bag, B. Cawthon, F. H. Ali, N. G. Brady,
B. D. Bruce and B. K. Long, Alternatives to Styrene– and
Diisobutylene–Based Copolymers for Membrane Protein
Solubilization via Nanodisc Formation, Angew. Chem., Int.
Ed., 2023, 62(43), e202306572, DOI: 10.1002/
anie.202306572.

63 M. Barniol-Xicota and S. H. L. Verhelst, Stable and
Functional Rhomboid Proteases in Lipid Nanodiscs by
Using Diisobutylene/Maleic Acid Copolymers, J. Am. Chem.

Paper Polymer Chemistry

204 | Polym. Chem., 2026, 17, 194–206 This journal is © The Royal Society of Chemistry 2026

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 0

1 
 2

02
5.

 D
ow

nl
oa

de
d 

on
 1

1/
6/

20
26

 2
0:

44
:5

3.
 

 T
hi

s 
ar

tic
le

 is
 li

ce
ns

ed
 u

nd
er

 a
 C

re
at

iv
e 

C
om

m
on

s 
A

ttr
ib

ut
io

n 
3.

0 
U

np
or

te
d 

L
ic

en
ce

.
View Article Online

https://doi.org/10.1016/j.str.2012.05.016
https://doi.org/10.1021/bi800875q
https://doi.org/10.3389/fphys.2020.00504
https://doi.org/10.3389/fphys.2020.00504
https://doi.org/10.1021/bi2009294
https://doi.org/10.1021/bi2009294
https://doi.org/10.1016/j.bbapap.2018.11.005
https://doi.org/10.1016/j.bbapap.2018.11.005
https://doi.org/10.1021/jacs.6b12830
https://doi.org/10.1021/cr300061w
https://doi.org/10.1021/cr300061w
https://doi.org/10.1093/protein/gzq060
https://doi.org/10.1093/protein/gzq060
https://doi.org/10.1021/nl025623k
https://doi.org/10.1016/0968-0004(80)90074-2
https://doi.org/10.1016/0968-0004(80)90074-2
https://doi.org/10.1016/S0005-2736(03)00056-7
https://doi.org/10.1016/S0005-2736(03)00056-7
https://doi.org/10.1002/bit.26090
https://doi.org/10.1016/j.tibtech.2019.10.009
https://doi.org/10.1016/j.tibtech.2019.10.009
https://doi.org/10.1111/j.1742-4658.2010.07864.x
https://doi.org/10.1111/j.1742-4658.2010.07864.x
https://doi.org/10.1039/D2PY00602B
https://doi.org/10.1016/j.sbi.2025.103042
https://doi.org/10.1021/acs.macromol.5c01099
https://doi.org/10.1021/acs.macromol.5c01099
https://doi.org/10.1007/s00775-024-02091-9
https://doi.org/10.1021/acs.langmuir.7b03742
https://doi.org/10.1021/acs.biomac.0c01538
https://doi.org/10.1002/anie.201610778
https://doi.org/10.1002/anie.202306572
https://doi.org/10.1002/anie.202306572
http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d5py00767d


Soc., 2018, 140(44), 14557–14561, DOI: 10.1021/
jacs.8b08441.

64 A. A. Gulamhussein, R. Uddin, B. J. Tighe,
D. R. Poyner and A. J. Rothnie, A Comparison of SMA
(Styrene Maleic Acid) and DIBMA (Di-Isobutylene Maleic
Acid) for Membrane Protein Purification, Biochim. Biophys.
Acta, Biomembr., 2020, 1862(7), 183281, DOI: 10.1016/j.
bbamem.2020.183281.

65 N. Voskoboynikova, P. Orekhov, M. Bozdaganyan, F. Kodde,
M. Rademacher, M. Schowe, A. Budke-Gieseking,
B. Brickwedde, O.-E. Psathaki, A. Y. Mulkidjanian,
K. Cosentino, K. V. Shaitan and H.-J. Steinhoff, Lipid
Dynamics in Diisobutylene-Maleic Acid (DIBMA) Lipid
Particles in Presence of Sensory Rhodopsin II, Int. J. Mol.
Sci., 2021, 22(5), 2548, DOI: 10.3390/ijms22052548.

66 A. F. Craig, E. E. Clark, I. D. Sahu, R. Zhang, N. D. Frantz,
M. S. Al-Abdul-Wahid, C. Dabney-Smith, D. Konkolewicz
and G. A. Lorigan, Tuning the Size of Styrene-Maleic Acid
Copolymer-Lipid Nanoparticles (SMALPs) Using RAFT
Polymerization for Biophysical Studies, Biochim. Biophys.
Acta, Biomembr., 2016, 1858(11), 2931–2939, DOI: 10.1016/j.
bbamem.2016.08.004.

67 S. A. Nestorow, T. R. Dafforn and V. Frasca, Biophysical
Characterisation of SMALPs, Biochem. Soc. Trans., 2021,
49(5), 2037–2050, DOI: 10.1042/BST20201088.

68 J. F. Bada Juarez, A. J. Harper, P. J. Judge, S. R. Tonge and
A. Watts, From Polymer Chemistry to Structural Biology:
The Development of SMA and Related Amphipathic
Polymers for Membrane Protein Extraction and
Solubilisation, Chem. Phys. Lipids, 2019, 221, 167–175, DOI:
10.1016/j.chemphyslip.2019.03.008.

69 A. F. Craig, E. E. Clark, I. D. Sahu, R. Zhang, N. D. Frantz,
M. S. Al-Abdul-Wahid, C. Dabney-Smith, D. Konkolewicz
and G. A. Lorigan, Tuning the Size of Styrene-Maleic Acid
Copolymer-Lipid Nanoparticles (SMALPs) Using RAFT
Polymerization for Biophysical Studies, Biochim. Biophys.
Acta, Biomembr., 2016, 1858(11), 2931–2939, DOI: 10.1016/j.
bbamem.2016.08.004.

70 G. Rossi and L. Monticelli, Modeling the Effect of Nano-
Sized Polymer Particles on the Properties of Lipid
Membranes, J. Phys.: Condens. Matter, 2014, 26(50), 503101,
DOI: 10.1088/0953-8984/26/50/503101.

71 T. Nakaya, Phospholipid Polymers, Prog. Polym.
Sci., 1999, 24(1), 143–181, DOI: 10.1016/S0079-6700(98)
00015-X.

72 K. M. Burridge, B. D. Harding, I. D. Sahu, M. M. Kearns,
R. B. Stowe, M. T. Dolan, R. E. Edelmann, C. Dabney-
Smith, R. C. Page, D. Konkolewicz and G. A. Lorigan,
Simple Derivatization of RAFT-Synthesized Styrene–Maleic
Anhydride Copolymers for Lipid Disk Formulations,
Biomacromolecules, 2020, 21(3), 1274–1284, DOI: 10.1021/
acs.biomac.0c00041.

73 A. D. Filippov, I. A. Van Hees, R. Fokkink, I. K. Voets and
M. Kamperman, Rapid and Quantitative De- Tert
-Butylation for Poly(Acrylic Acid) Block Copolymers and
Influence on Relaxation of Thermoassociated Transient

Networks, Macromolecules, 2018, 51(20), 8316–8323, DOI:
10.1021/acs.macromol.8b01440.

74 S. Sarel, L. Tsai and M. S. Newman, Rates of Alkaline
Hydrolysis of a Series of Primary and Secondary Alkyl
Acetates, J. Am. Chem. Soc., 1956, 78(20), 5420–5423, DOI:
10.1021/ja01601a069.

75 K. G. E. Bradford, L. M. Petit, R. Whitfield, A. Anastasaki,
C. Barner-Kowollik and D. Konkolewicz, Ubiquitous Nature
of Rate Retardation in Reversible Addition–Fragmentation
Chain Transfer Polymerization, J. Am. Chem. Soc., 2021,
143(42), 17769–17777, DOI: 10.1021/jacs.1c08654.

76 M. M. Kearns, C. N. Morley, K. Parkatzidis, R. Whitfield,
A. D. Sponza, P. Chakma, N. De Alwis Watuthanthrige,
M. Chiu, A. Anastasaki and D. Konkolewicz, A General
Model for the Ideal Chain Length Distributions of
Polymers Made with Reversible Deactivation, Polym. Chem.,
2022, 13(7), 898–913, DOI: 10.1039/D1PY01331A.

77 T. Kitano, T. Fujimoto and M. Nagasawa, Anionic
Polymerization of Tert-Butyl Acrylate, Polym. J., 1977, 9(2),
153–159, DOI: 10.1295/polymj.9.153.

78 J.-L. Hsu and U. P. Strauss, Intramolecular Micelles in a
Copolymer of Maleic Anhydride and Hexyl Vinyl Ether:
Determination of Aggregation Number by Luminescence
Quenching, J. Phys. Chem., 1987, 91, 6238–6241, DOI:
10.1021/j100308a033.

79 R. B. Seymour, F. F. Harris and I. Branum, Copolymers of
Vinyl Compounds and Maleic Anhydride, Ind. Eng. Chem.,
1949, 41(7), 1509–1513.

80 K. Plochocka, X. Liu, M. A. Tallon and O. M. Musa, The
Quintessential Alternating Copolymer Family: Alkyl Vinyl
Ether Co-Maleic Anhydride Copolymers, in Handbook of
Maleic Anhydride Based Materials, ed. O. M. Musa, Springer
International Publishing, Cham, 2016, pp. 211–250. DOI:
10.1007/978-3-319-29454-4_4.

81 M. Ueda, A. Hashidzume and T. Sato, Unicore−Multicore
Transition of the Micelle Formed by an Amphiphilic
Alternating Copolymer in Aqueous Media by Changing
Molecular Weight, Macromolecules, 2011, 44(8), 2970–2977,
DOI: 10.1021/ma102635y.

82 G. Fritz, V. Schädler, N. Willenbacher and
N. J. Wagner, Electrosteric Stabilization of Colloidal
Dispersions, Langmuir, 2002, 18(16), 6381–6390, DOI:
10.1021/la015734j.

83 M. Z. Shah, N. C. Rotich, E. A. Okorafor, Z. Oestreicher,
G. Demidovich, J. Eapen, Q. Henoch, J. Kilbey, G. Prempeh,
A. Bates, R. C. Page, G. A. Lorigan and D. Konkolewicz,
Vinyl Ether Maleic Acid Polymers: Tunable Polymers for
Self-Assembled Lipid Nanodiscs and Environments for
Membrane Proteins, Biomacromolecules, 2024, 25, 6611–
6623, DOI: 10.1021/acs.biomac.4c00772.

84 J. J. Domínguez Pardo, M. C. Koorengevel, N. Uwugiaren,
J. Weijers, A. H. Kopf, H. Jahn, C. A. Van Walree, M. J. Van
Steenbergen and J. A. Killian, Membrane Solubilization by
Styrene-Maleic Acid Copolymers: Delineating the Role of
Polymer Length, Biophys. J., 2018, 115(1), 129–138, DOI:
10.1016/j.bpj.2018.05.032.

Polymer Chemistry Paper

This journal is © The Royal Society of Chemistry 2026 Polym. Chem., 2026, 17, 194–206 | 205

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 0

1 
 2

02
5.

 D
ow

nl
oa

de
d 

on
 1

1/
6/

20
26

 2
0:

44
:5

3.
 

 T
hi

s 
ar

tic
le

 is
 li

ce
ns

ed
 u

nd
er

 a
 C

re
at

iv
e 

C
om

m
on

s 
A

ttr
ib

ut
io

n 
3.

0 
U

np
or

te
d 

L
ic

en
ce

.
View Article Online

https://doi.org/10.1021/jacs.8b08441
https://doi.org/10.1021/jacs.8b08441
https://doi.org/10.1016/j.bbamem.2020.183281
https://doi.org/10.1016/j.bbamem.2020.183281
https://doi.org/10.3390/ijms22052548
https://doi.org/10.1016/j.bbamem.2016.08.004
https://doi.org/10.1016/j.bbamem.2016.08.004
https://doi.org/10.1042/BST20201088
https://doi.org/10.1016/j.chemphyslip.2019.03.008
https://doi.org/10.1016/j.bbamem.2016.08.004
https://doi.org/10.1016/j.bbamem.2016.08.004
https://doi.org/10.1088/0953-8984/26/50/503101
https://doi.org/10.1016/S0079-6700(98)00015-X
https://doi.org/10.1016/S0079-6700(98)00015-X
https://doi.org/10.1021/acs.biomac.0c00041
https://doi.org/10.1021/acs.biomac.0c00041
https://doi.org/10.1021/acs.macromol.8b01440
https://doi.org/10.1021/ja01601a069
https://doi.org/10.1021/jacs.1c08654
https://doi.org/10.1039/D1PY01331A
https://doi.org/10.1295/polymj.9.153
https://doi.org/10.1021/j100308a033
https://doi.org/10.1007/978-3-319-29454-4_4
https://doi.org/10.1021/ma102635y
https://doi.org/10.1021/la015734j
https://doi.org/10.1021/acs.biomac.4c00772
https://doi.org/10.1016/j.bpj.2018.05.032
http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d5py00767d


85 S. Leekumjorn, H. J. Cho, Y. Wu, N. T. Wright, A. K. Sum and
C. Chan, The Role of Fatty Acid Unsaturation in Minimizing
Biophysical Changes on the Structure and Local Effects of
Bilayer Membranes, Biochim. Biophys. Acta, Biomembr., 2009,
1788(7), 1508–1516, DOI: 10.1016/j.bbamem.2009.04.002.

86 C.-C. Yu, T. Seki, K.-Y. Chiang, Y. Wang, M. Bonn and
Y. Nagata, Depth-Profiling Alkyl Chain Order in
Unsaturated Lipid Monolayers on Water, J. Chem. Phys.,
2024, 160(11), 114902, DOI: 10.1063/5.0190519.

87 I. D. Sahu, A. F. Craig, M. M. Dunagan, K. R. Troxel,
R. Zhang, A. G. Meiberg, C. N. Harmon, R. M. McCarrick,

B. M. Kroncke, C. R. Sanders and G. A. Lorigan, Probing
Structural Dynamics and Topology of the KCNE1
Membrane Protein in Lipid Bilayers via Site-Directed Spin
Labeling and Electron Paramagnetic Resonance
Spectroscopy, Biochemistry, 2015, 54(41), 6402–6412, DOI:
10.1021/acs.biochem.5b00505.

88 I. D. Sahu, R. Zhang, M. M. Dunagan, A. F. Craig and
G. A. Lorigan, Characterization of KCNE1 inside Lipodisq
Nanoparticles for EPR Spectroscopic Studies of Membrane
Proteins, J. Phys. Chem. B, 2017, 121(21), 5312–5321, DOI:
10.1021/acs.jpcb.7b01705.

Paper Polymer Chemistry

206 | Polym. Chem., 2026, 17, 194–206 This journal is © The Royal Society of Chemistry 2026

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 0

1 
 2

02
5.

 D
ow

nl
oa

de
d 

on
 1

1/
6/

20
26

 2
0:

44
:5

3.
 

 T
hi

s 
ar

tic
le

 is
 li

ce
ns

ed
 u

nd
er

 a
 C

re
at

iv
e 

C
om

m
on

s 
A

ttr
ib

ut
io

n 
3.

0 
U

np
or

te
d 

L
ic

en
ce

.
View Article Online

https://doi.org/10.1016/j.bbamem.2009.04.002
https://doi.org/10.1063/5.0190519
https://doi.org/10.1021/acs.biochem.5b00505
https://doi.org/10.1021/acs.jpcb.7b01705
http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d5py00767d

	Button 1: 


