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ABSTRACT: The superior antifouling performance of zwitterionic materials is ]

Bulk-like surface dynamics

commonly linked to their hydration structure, in which tight surface binding of water @ ® ) D

molecules inhibits solute adsorption. However, there is comparatively little direct @ & Q .
experimental data on the hydration water structure and dynamics around zwitterionic
moieties, including the longer-range behavior of the hydration shell that modulates ®)

] Q

the approach of solutes to the polymer surface. This work experimentally probes the 4 e
dynamics of the diffusing hydration water molecules around a series of zwitterion
chemistries using Overhauser dynamic nuclear polarization relaxometry. Surprisingly, & €

water dynamics measured within ~1 nm of the zwitterions were minimally inhibited

compared to those near uncharged hydrophilic or cationic side chains. Specific dissolved ions further enhance the water diffusivity
near the zwitterions, rendering the hydration shell bulk water-like. These results that the hydration of a zwitterion surface is nearly
indistinguishable from bulk water suggest that these surfaces are “invisible” to biological constituents in a manner tunable by the
ionic environment and the chemical design of the zwitterionic surface.

olymeric zwitterions are a promising class of new materials

defined by a stoichiometrically balanced set of positive
and negative charges, tethered to a polymer backbone. The
unique combination of high hydrophilicity and overall charge
neutrality provides exceptional and nonspecific fouling
resistance across a wide range of length scales appropriate
for a diverse range of applications.' ™ Ultralow protein binding
makes these materials undetectable by the immune system,
offering enhanced biocompatibility for implants and long-
lasting drug formulations.”” Sustained hydration, even in the
presence of high salt concentrations, enables the design of
environmentally benign marine antifouling coatings for ocean
vessels.”” Demonstrated high water permeability and metal ion
selectivity in zwitterion functionalized membranes suggest
potential for processing of industrial produced water
streams.” " The performance and design of zwitterionic
materials for each of these applications is directly related to the
modulation of ion-dipole interactions between the zwitterion
and surface water molecules, which act as a thermodynamic
barrier to foulant surface adsorption. Thus, understanding of
the structure and dynamics of water molecules at the
zwitterion surface is critical to the development of zwitterionic
materials for targeted applications.

A growing body of literature attempts to understand the
hydration behaviors of zwitterions but primarily probes only
the structure of the closely bound surface water. Molecular
dynamics simulations of zwitterions offer insights into the role
of molecular design on water coordination number, water
orientation, solvation correlation times, and hydrogen bonding
character.'' ~'® Experimental sum frequency generation (SFG)
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vibrational spectroscopy experiments'’ > support these

simulations, where enhanced SFG signal from zwitterionic
surfaces indicates a net increase in the number of oriented
water molecules at the interface, suggesting stronger hydration.
Differential scanning calorimetry”’ and low-field nuclear
magnetic resonance”” further reveal that these surface waters
are more tightly bound to zwitterionic polymers than
uncharged hydrophilic polymers.

However, the current literature provides limited analysis of
the role of the thermodynamic properties of water (ie.,
enthalpic and entropic contributions) that would modulate the
binding free energy of foulants."' To understand such solvation
contributions to fouling susceptibility, local, but still collective
properties of water near the zwitterionic sites must be
examined to glean information about solvation thermodynamic
properties. In fact, a series of experimental and computational
studies of water near the surface of proteins and polymers have
shown that water diffusion dynamics is an excellent proxy for
the solvation thermodynamic properties of the same water
population.”*~>* Furthermore, these studies have also shown
that hydration dynamics are intimately related to the structural
parameters of the hydrogen bond network and thus offer
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complementary insights into molecular ordering and inter-
action strength near a surface. How the ion-dipole interactions
influence the local diffusion dynamics and structure of the
network of water molecules near zwitterionic surfaces,
however, has not been examined to date.

In this work, we quantify the translational diffusion of water
molecules near hydrophilic and zwitterionic functional groups
to better understand the fundamental differences in surface
hydration of zwitterionic materials. Using a modular, sequence-
defined polymer system, we directly compare the commonly
studied sulfobetaine chemistry to hydrophilic ether and
charged quaternary ammonium functionalities. The effect of
molecular design on zwitterion hydration dynamics is probed
through a series of zwitterionic side chain chemistries with
varied cation charge delocalization. Water dynamics are
measured over a range of salt concentrations and salt types
to quantify the effects of free ion interactions in common
application-relevant environments (Figure 1A).
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Figure 1. (A) Common applications of zwitterionic materials span a
wide range of ion environments, requiring study of their interactions
across this spectrum. (B) ODNP enhances the '"H NMR signal of
water molecules within 2—S hydration shells of a free radical spin
probe, enabling measurement of local water dynamics.

We employ Overhauser dynamic nuclear polarization
(ODNP) relaxometry to measure water dynamics and
interactions near the polymeric zwitterion surface. ODNP is
a combined electron paramagnetic/nuclear magnetic reso-
nance (EPR/NMR) technique that is unique in its ability to
experimentally measure translational water diffusion within 5—
15 A (2—S5 hydration shells) of a nitroxide-radical spin probe.*®
Studies have shown that ODNP captures the water dynamics
determined by the local surface chemistry and curvature,”>””**
which are minimally affected by the presence of the nitroxide
spin label. This is because the local diffusion dynamics are
dictated by the cooperative effect of the local network of water,
i, of water beyond the very first hydration shell. This
technique has found notable use in the field of biophysics as a
method to quantify heterogeneities in the surface hydration
environment of proteins and nucleic acids, demonstrating the
relationship of surface hydration to biomacromolecule
function.””*”*° More recent application of ODNP to synthetic
polymer systems provides important insights into the design of
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novel membrane materials with tunable catalytic activity and
chemical surface patterning.”'~**

In brief, ODNP utilizes magnetic dipolar cross-polarization
between the saturated electron spin of a nitroxide label and the
proton nuclear spins of nearby water molecules to quantify
water motions on the time scale of the applied microwave
radiation. At 9.8 GHz, ODNP measures the 10—100 ps time
scale typical of bulk water’s translational diffusion. These fast,
bulk water motions (orange molecules in Figure 1B) are
quantified through the relaxivity parameter k, with larger
values corresponding to faster dynamics and higher local water
diffusivity relative to the spin probe. Combining ODNP
measurements with separate T relaxation measurements of the
spin labeled and unlabeled polymer solutions provides a more
comprehensive quantification of both the fast unbound (10—
100 ps) and slower exchanging (1—10 ns) hydration dynamics
through calculation of the coupling factor, & which is
commonly divided into specific regimes corresponding to
different hydration environments.””

Solid phase synthesis of sequence-defined polypeptoids
enables site-specific measurement of hydration dynamics
local to the zwitterion side chains. This work utilizes 6-mer
polypeptoids comprised of a centrally located TEMPO spin
label (Scheme 1, yellow circle). The neighboring residues on

Scheme 1. Sequence-Specific Polypeptoids Chemistry
Allows for Precise Placement of Functional Groups in
Proximity of the Spin Probe, Enabling Study of Local
Hydration Dynamics®
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“Testing of different side chain chemistries provides insights into the
unique behaviors of zwitterions and the role of charge size on
zwitterionic water dynamics.

either side of the spin label (Scheme 1, blue circles) are
functionalized with a pair of uncharged ether, cationic, or
zwitterionic side chains. Placement of these functional groups
directly adjacent to the TEMPO maximizes their effect on the
local hydration environment measured by the spin probe. This
design allows for direct comparison of the zwitterionic side
chains to other common hydrophilic groups (uncharged ether
and cationic Am+) as well as comparison of different
zwitterion chemistries on hydration dynamics. The sulfobe-
taine (AmSO;) zwitterion is chosen as a starting point due its
widespread use in existing theoretical and experimental studies
of zwitterionic materials.”'*'”****7*® The quaternary ammo-
nium (Am+) chemistry closely mimics the structure of the
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sulfobetaine, minus the sulfonate anion, and is similarly
popular among the antifouling and membrane literature.””*’
The relatively short length of these polypeptoids minimizes
larger conformational changes, allowing us to focus solely on
the behavior of lone zwitterionic functionalities on the local
water network. Recall that the ODNP technique captures the
collective dynamics of the extended hydration shell around the
spin label, as indicated in Figure 1B. Additional methoxyethyl
glycine residues (labeled “ether” in Scheme 1) induce slower
tumbling of the molecule, which simplifies the interpretation of
ODNP water diffusion rates.*>*"**

As shown in Figure 2, comparison between the different
hydrophile types indicates that water near zwitterions exhibit
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Figure 2. k, water dynamics near the cationic Am+ (black filled) and
zwitterionic AmSO; (yellow) side chains are accelerated at high
sodium chloride concentration, while the neutral ether (white) side
chains are unaffected.

faster hydration dynamics. ODNP measurements of water near
polypeptoids with uncharged hydrophilic (ether), cationic
(Am+) and charge neutral zwitterionic (AmSO;) functional
groups were taken over a range of aqueous sodium chloride
solutions from 0 to 1.5 M. At the low screening limit (I = 0
M), the strong ion-dipole interaction of the cationic sample
slows the water diffusion dynamics of the local hydration shell,
resulting in lower k, values relative to the ether control. In
contrast, the zwitterionic sample shows significantly greater k,
values (faster water dynamics) than the cationic sample and
similar or even slightly faster dynamics than the ether control.

Differences in dynamics between the cationic Am+ and
zwitterionic AmSOy; likely originate from the different ordering
of water near these moieties and interaction strengths between
the side chains and water. Ether moieties are known to strongly
interact with water (e.g,, in poly(ethylene oxide)) with the
water hydrogen facing toward the polymer surface, while water
tend to be oriented with its oxygen toward the tertiary
ammonium surface moieties. In contrast, water in the
hydration shell of the zwitterionic groups would resist a simple
unidirectional ordering given that it must adopt different
orientations of water near the spatially proximal oppositely
charged groups of the zwitterion that are embedded within a
system subject to dynamic conformational changes. The
proximity of the oppositely charged cation and anion in the
zwitterion may further lead to self-screening of each charge’s
respective electric field. This effect creates a fundamentally
sharper, r~> decay (dipole—dipole interaction) in the pair
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potential with nearby water molecules compared to the r2

decay of a purely ionic interaction with water, as experienced
near the cationic Am+.”> The longer-range interactions of the
cationic Am+ hence slow water diffusion within the hydration
shell more effectively relative to near the zwitterion.

The nearly indistinguishable dynamics of the AmSO; and
ether functionalities in pure water (I = 0 M) are more
interesting, as the large dipole moment of the zwitterion yields
stronger interactions with nearby water molecules than the
ether sample. Comparable, and slightly faster k, values for
AmSOj; counter expectations based on binding strength alone
as rationalized by differences in the side chains’ expected
dipole moments. This may therefore suggest differences in
hydration structure around the zwitterionic versus ether side
chains which facilitate water diffusion. Indeed, recent
molecular dynamics simulations provide additional nuances
to zwitterion-water interactions, indicating an increase in
icosahedral hydration structure relative to bulk water that is
counter to changes in local water structure around uncharged,
polar solutes.'® Such increases in icosahedral structure (and
reduction in tetrahedral water structure) are linked to
increased water diffusivity caused by disruption of the
hydrogen bond network relative to the uncharged functional
groups.”* Agreement with this ODNP result thus supports the
theory that zwitterions alter the hydrogen bond structure of
water at the surface at all ionic strengths.

At the high ionic strength limit (I = 1.5 M), interactions with
salt ions compete with those between the charged polymer side
chains (AmSO; and Am+) and surrounding water molecules,
leading to increased translational mobility. For the AmSO;
sample specifically, k, dynamics closely approach those of bulk
water, which is rare in ODNP studies, and has only been
observed near DNA surfaces.”” In contrast, the dynamics of the
uncharged ether sample minimally changes with ionic strength
(adopting values that are largely within error). The interactions
between free Na" and Cl” ions and the tethered charges are
significantly stronger than the interactions with water
molecules, suggesting the formation of transient ion contact
pairs with charged side chains which may weaken their impact
on water motion. Indeed, chloride ions are known to
selectively pair with chemically similar protein surfaces due
to their low water affinity, aiding protein assembly and
crystallization.** 1.5 M NaCl also exceeds the overla
concentration of the individual ions’ first hydration shells.”
At such high salt concentrations, it is likely that overlapping
and transient electric fields of the free ions will disrupt the
structure of the charged polypeptoids” hydration layers, further
contributing to the increased dynamics observed in Figure 2
for both AmSO; and Am+ functionalities.

Simulations and experimental antifouling assays of polymeric
zwitterions show that molecular design can further influence
application-specific performance.''™'#'72%347%% Most nota-
bly, Jiang et al. identified that shorter distances between the
cation and anion maximize protein fouling resistance and salt
resistance, which has been hypothesized to be related to a
balance between water binding and salt ion interactions with
the zwitterions.'"** Similarly, zwitterion char%e volume has
been linked to water coordination number,'”* which is an
important factor in marine antifouling performance.'®

The ODNP-derived water dynamics around a series of
zwitterions with increasing cation charge delocalization
(AmSO;, ImSO;, and PyrSO;) indicate that more diffusely
charged cations dampen the influence of sodium chloride salt

https://doi.org/10.1021/acsmacrolett.4c00347
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screening on water diffusion (Figure 3). Indeed, while the
smallest alkylammonium zwitterion (AmSO;) approaches bulk
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Figure 3. Larger, more diffuse zwitterions exhibit smaller changes in
local water dynamics with increasing sodium chloride concentration.

water dynamics at high ionic strength, the bulkier pyridinium
zwitterion (PyrSO;) shows a relatively modest increase and
more closely resembles the uncharged ether control.

We hypothesize that differences between the zwitterion
types are a result of varied strength in ion pairing between
dissolved salt ions and the tethered zwitterions, which in turn
modulate water-zwitterion interactions. Dissolved ions are
known to selectively interact and pair with counterions of
similar hydration enthalpies to form stronger ion pairs, as
evidenced by their reduced solubility in water.** Selective ion
pairing between the charges of the zwitterion and dissolved
ions may hence further reduce the effective charges of the
zwitterion, shrinking the zwitterion dipole moment and water
binding strength.

Water dynamics near these different zwitterions are strongly
sensitive to dissolved ion identity but notably do not follow the
Hofmeister or lyotropic series.”’ Additional ODNP measure-
ments were made on the AmSO; and PyrSO; zwitterions,
replacing either the Na® or Cl” ions with the more weakly
hydrated ClO,~ or more strongly hydrated SO,*~ and Mg**
ions, maintaining a constant ionic strength of 0.7 M. As
shown in Figure 4, the ordering of the zwitterion types is
highly salt dependent, although there is no trend matching the
solvation properties of the ions. In both NaClO, and Na,SO,,
the more diffuse PyrSO; zwitterion shows faster k, dynamics
than AmSO;, a reversal from the behavior in aqueous NaCl.
The faster dynamics are potentially related to increased
zwitterion-salt pairing, which may weaken water-zwitterion
interactions, resulting in more bulk-like water dynamics. The
exact mechanism of this effect is unclear, but it is remarkable
that the choice of dissolved ion species, in this case NaClO, or
Na,SO, salt, renders the dynamics, structure, and presumably
thermodynamic property of hydration water around the diffuse
PyrSO; zwitterion side chains indistinguishable from or very
close to bulk-like water dynamics.

Zwitterion selectivity toward specific ion types has
previously been reported in simulations and experiments.'**°
Further study of salt interaction effects on water dynamics is
necessary to potentially use zwitterionic groups as powerful
tools to mitigate salt screening and provide improved ion
selectivity in separation processes.
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Figure 4. Zwitterions with different cation sizes show opposing trends
in water dynamics in different aqueous salt solutions. Changes in
water dynamics are not linked to expectations from the Hofmeister
series. The salts are ordered by anion (left) and cation (right)
hydration enthalpies.*®

Another NMR parameter, the coupling factor &, for the
hydration shell of the different peptoid chemistries studied
here (Figure S) can further quantify the weakening interactions
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Figure S. At all salt conditions, both the zwitterionic and uncharged
peptoids exhibit near-bulk water dynamics. Increasing ionic strength
accelerates dynamics of the charged polymers through screening of
ion—dipole interactions.

and fast dynamics of water near salt screened polypeptoids.
The k, derived water dynamics capture only the fast,
picosecond time scale of freely diffusing water molecules
near a surface. The ODNP coupling factor on the other hand
offers a more comprehensive view of hydration dynamics by
accounting for both the freely diffusing water and slower,
exchanging, waters at the surface. For all four charged side
chains, the addition of aqueous sodium chloride leads to an
increase in the coupling factor toward more bulk-like hydration
behavior, consistent with the faster k, dynamics observed (see
Figures 2 and 3). Meanwhile, the uncharged ether sample
remains unaffected by salt concentration, but still shows highly
dynamic hydration water that is slower than water near other

https://doi.org/10.1021/acsmacrolett.4c00347
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zwitterionic groups within the bulk-like regime. Deeper
interpretation of coupling factor values and differentiation
between charged chemistries is complicated by the fast
rotational dynamics of these relatively short polymers (see SI
for discussion of the ODNP parameter, ki, for these
samples).

To conclude, the application of Overhauser dynamic nuclear
polarization spectroscopy allowed us to characterize the
diffusion dynamics of water hydrating short zwitterionic
polypeptoids over a range of relevant saline environments.
This led to our discovery of fast, bulk-like, water diffusion that
is accentuated at high salt concentration owing to charge
screening effects, in a highly ion-specific manner. At low ionic
strengths (closer to physiological conditions), zwitterions
possess similar dynamics to uncharged side chains, indicative
of moderate interactions with nearby water molecules
compared to cationic side chains. At the high salt limit
(marine and industrial brine conditions), significant charge
screening accelerates water diffusion, resulting in bulk-like
water dynamics near the polymer surface decorated with
zwitterionic groups. The increase in dynamics is demonstrated
both by near-bulk k, values and an increase in the overall
coupling factor for all charged polypeptoid samples considered
here. The water dynamics near different zwitterions show
strong sensitivity for the size and/or charge density of the
zwitterion groups, as well as toward dissolved ion identity,
providing a practical and sensitive handle to tune water’s
dynamical and thermodynamic property at zwitterion-water
interfaces. While one can speculate that a surface that gives rise
to bulk-like water dynamics will be the least immunogenic,
what kind of surface water property is ideal for antifouling is
not clear and requires further studies. However, the ability to
tune water dynamics over a wide range offers the opportunity
to optimize zwitterionic materials for the specific ionic
environment and performance metrics of a given application.

B ASSOCIATED CONTENT

© Supporting Information

The Supporting Information is available free of charge at
https://pubs.acs.org/doi/10.1021/acsmacrolett.4c00347.

Experimental methods for small molecule and poly-
peptoid synthesis/characterization, ODNP sample prep-
aration, ODNP data collection, and further ODNP
analysis (PDF)

B AUTHOR INFORMATION

Corresponding Author
Rachel A. Segalman — Department of Chemical Engineering,
University of California, Santa Barbara, California 93106,
United States; Department of Materials and Department of
Chemistry & Biochemistry, University of California, Santa
Barbara, California 93106, United States; © orcid.org/
0000-0002-4292-5103; Email: segalman@ucsb.edu

Authors
Shawn D. Mengel — Department of Chemical Engineering,
University of California, Santa Barbara, California 93106,
United States; ® orcid.org/0000-0003-3821-818X
Audra J. DeStefano — Department of Chemical Engineering,
University of California, Santa Barbara, California 93106,
United States; ©® orcid.org/0000-0003-1047-2637

932

Thomas Webber — Department of Chemical Engineering,
University of California, Santa Barbara, California 93106,
United States; ® orcid.org/0000-0001-5812-9438

Anton Semerdjiev — Department of Chemical Engineering,
University of California, Santa Barbara, California 93106,
United States

Songi Han — Department of Chemistry, Northwestern
University, Evanston, Illinois 60208, United States;

orcid.org/0000-0001-6489-6246

Complete contact information is available at:
https://pubs.acs.org/10.1021/acsmacrolett.4c00347

Author Contributions

CRediT: Shawn Mengel conceptualization, data curation,
formal analysis, investigation, methodology, visualization,
writing-original draft, writing-review & editing; Audra J
DeStefano conceptualization, formal analysis, methodology,
supervision, writing-review & editing; Thomas R. Webber
methodology, resources, software, validation, writing-review &
editing; Anton Semerdjiev investigation; Songi Han method-
ology, resources, software, supervision, writing-review &
editing; Rachel A. Segalman conceptualization, funding
acquisition, project administration, resources, supervision,
writing-review & editing.

Notes

The authors declare no competing financial interest.

B ACKNOWLEDGMENTS

This research was primarily supported by the Office of Naval
Research awards N00014-20-1-2152 and N00014-23-1-2140.
Polymer synthesis and purification leveraged shared exper-
imental facilities supported by the BioPACIFIC Materials
Innovation Platform of the National Science Foundation under
Award No. DMR-1933487. Magnetic resonance experiments
leveraged shared experimental facilities supported by the NSF
MRSEC program under Award No. DMR 1720256. S.D.M.
acknowledges support from the National Science Foundation
Graduate Research Fellowship (DGE 2139319). Support for
ODNP method development was provided by the Deutsche
Forschungsgemeinschaft (DFG, German Research Founda-
tion) under Germany’s Excellence Strategy EXC2033
390677874 RESOLV. Support for surface hydration structure
and dynamics measurements was supported by the NIH MIRA
grant R35GM136411 awarded to S.H.

B REFERENCES

(1) Zheng, L. C.; Sundaram, H. S.; Wei, Z. Y.; Li, C. C.; Yuan, Z. F.
Applications of zwitterionic polymers. React. Funct Polym. 2017, 118,
51-61.

(2) Zhang, Y. X,; Liu, Y. L,; Ren, B. P.; Zhang, D.; Xie, S. W.; Chang,
Y; Yang, J. T; Wu, J; Xu, L. J; Zheng, J. Fundamentals and
applications of zwitterionic antifouling polymers. J. Phys. D Appl. Phys.
2019, 52 (40), 403001.

(3) Li, Q. S;; Wen, C.Y,; Yang, J.; Zhou, X. C.; Zhu, Y. N.; Zheng, J.;
Cheng, G,; Bai, J.; Xu, T.; Ji, J; Jiang, S. Y,; Zhang, L.; Zhang, P.
Zwitterionic Biomaterials. Chem. Rev. 2022, 122 (23), 17073—17154.

(4) Sin, M. C; Chen, S. H; Chang, Y. Hemocompatibility of
zwitterionic interfaces and membranes. Polym. . 2014, 46 (8), 436—
443.

(5) Jin, Q; Chen, Y. J; Wang, Y; Ji, J. Zwitterionic drug
nanocarriers: A biomimetic strategy for drug delivery. Colloid Surface
B 2014, 124, 80—86.

(6) Ventura, C.; Guerin, A. J.; El-Zubir, O.; Ruiz-Sanchez, A. J.;
Dixon, L. L; Reynolds, K. J.; Dale, M. L.; Ferguson, J.; Houlton, A,;

https://doi.org/10.1021/acsmacrolett.4c00347
ACS Macro Lett. 2024, 13, 928—-934


https://pubs.acs.org/doi/suppl/10.1021/acsmacrolett.4c00347/suppl_file/mz4c00347_si_001.pdf
https://pubs.acs.org/doi/10.1021/acsmacrolett.4c00347?goto=supporting-info
https://pubs.acs.org/doi/suppl/10.1021/acsmacrolett.4c00347/suppl_file/mz4c00347_si_001.pdf
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Rachel+A.+Segalman"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0002-4292-5103
https://orcid.org/0000-0002-4292-5103
mailto:segalman@ucsb.edu
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Shawn+D.+Mengel"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0003-3821-818X
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Audra+J.+DeStefano"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0003-1047-2637
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Thomas+Webber"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0001-5812-9438
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Anton+Semerdjiev"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Songi+Han"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0001-6489-6246
https://orcid.org/0000-0001-6489-6246
https://pubs.acs.org/doi/10.1021/acsmacrolett.4c00347?ref=pdf
https://doi.org/10.1016/j.reactfunctpolym.2017.07.006
https://doi.org/10.1088/1361-6463/ab2cbc
https://doi.org/10.1088/1361-6463/ab2cbc
https://doi.org/10.1021/acs.chemrev.2c00344?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1038/pj.2014.46
https://doi.org/10.1038/pj.2014.46
https://doi.org/10.1016/j.colsurfb.2014.07.013
https://doi.org/10.1016/j.colsurfb.2014.07.013
pubs.acs.org/macroletters?ref=pdf
https://doi.org/10.1021/acsmacrolett.4c00347?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as

ACS Macro Letters

pubs.acs.org/macroletters

Horrocks, B. R,; Clare, A. S,; Fulton, D. A. Marine antifouling
performance of polymer coatings incorporating zwitterions. Biofouling
2017, 33 (10), 892—903.

(7) Zhang, Z.; Finlay, J. A; Wang, L. F; Gao, Y,; Callow, J. A;
Callow, M. E,; Jiang, S. Y. Polysulfobetaine-Grafted Surfaces as
Environmentally Benign Ultralow Fouling Marine Coatings. Langmuir
2009, 25 (23), 13516—13521.

(8) Aguiar, A. O; Yi, H. Y. M,; Asatekin, A. Fouling-resistant
membranes with zwitterion-containing ultra-thin hydrogel selective
layers. J. Membr. Sci. 2023, 669, 121253.

(9) Lay, S. K; Yong, W. F. Recent Progress of Zwitterionic Materials
as Antifouling Membranes for Ultrafiltration, Nanofiltration, and
Reverse Osmosis. Acs Appl. Polym. Mater. 2021, 3 (9), 4390—4412.

(10) Mazzaferro, L.; Lounder, S. J; Asatekin, A. Amphiphilic
Polyampholytes for Fouling-Resistant and Easily Tunable Mem-
branes. Acs Appl. Mater. Inter 2023, 15 (36), 42557—42567.

(11) Sarker, P; Lu, T. Y.; Liu, D.; Wy, G.; Chen, H.; Sajib, M. S. J.;
Jiang, S. Y; Chen, Z.; Wei, T. Hydration Behaviors of Nonfouling
Zwitterionic Materials. Chem. Sci. 2023, 14 (27), 7500—7511.

(12) Shao, Q; He, Y.; White, A. D.; Jiang, S. Y. Difference in
Hydration between Carboxybetaine and Sulfobetaine. J. Phys. Chem. B
2010, 114 (49), 16625—16631.

(13) White, A,; Jiang, S. Y. Local and Bulk Hydration of Zwitterionic
Glycine and its Analogues through Molecular Simulations. J. Phys.
Chem. B 2011, 115 (4), 660—667.

(14) Shao, Q.; Jiang, S. Y. Effect of Carbon Spacer Length on
Zwitterionic Carboxybetaines. J. Phys. Chem. B 2013, 117 (S), 1357—
1366.

(15) He, Y.; Hower, J; Chen, S. F,; Bernards, M. T.; Chang, Y,;
Jiang, S. Y. Molecular simulation studies of protein interactions with
zwitterionic phosphorylcholine self-assembled monolayers in the
presence of water. Langmuir 2008, 24 (18), 10358—10364.

(16) Jiao, S.; Robinson-Brown, D.; Shell, M. S. Relationships
between Water’s Structure and Solute Affinity at Polypeptoid Brush
Surfaces. Langmuir 2024, 40 (1), 761—-771.

(17) Leng, C.; Hung, H. C,; Sun, S. W.,; Wang, D. Y; Li, Y. T,; Jiang,
S. Y; Chen, Z. Probing the Surface Hydration of Nonfouling
Zwitterionic and PEG Materials in Contact with Proteins. Acs Appl.
Mater. Inter 2018, 7 (30), 16881—16888.

(18) Chen, Z. Surface Hydration and Antifouling Activity of
Zwitterionic Polymers. Langmuir 2022, 38 (16), 4483—4489.

(19) Zhang, C. C.; Parada, G. A;; Zhao, X. H.; Chen, Z. Probing
Surface Hydration and Molecular Structure of Zwitterionic and
Polyacrylamide Hydrogels. Langmuir 2019, 35 (41), 13292—13300.

(20) Huang, H; Zhang, C. C; Crisci, R;; Lu, T. Y,; Hung, H. C;
Sajib, M. S. J.; Sarker, P.; Ma, J. R;; Wei, T,; Jiang, S. Y.; Chen, Z.
Strong Surface Hydration and Salt Resistant Mechanism of a New
Nonfouling Zwitterionic Polymer Based on Protein Stabilizer TMAO.
J. Am. Chem. Soc. 2021, 143 (40), 16786—16795.

(21) Ma, G. L; Ji, F. Q; Lin, W. F.; Chen, S. F. Determination of
non-freezing water in different nonfouling materials by differential
scanning calorimetry. J. Biomat Sci-Polym. E 2022, 33 (8), 1012—
1024.

(22) Wu, J; Lin, W. F; Wang, Z; Chen, S. F; Chang, Y.
Investigation of the Hydration of Nonfouling Material Poly-
(sulfobetaine methacrylate) by Low-Field Nuclear Magnetic Reso-
nance. Langmuir 2012, 28 (19), 7436—7441.

(23) Das Mahanta, D.; Brown, D. R; Pezzotti, S.; Han, S. G.;
Schwaab, G.; Shell, M. S.; Havenith, M. Local solvation structures
govern the mixing thermodynamics of glycerol-water solutions. Chem.
Sci. 2023, 14 (26), 7381—7392.

(24) Brown, D. C. R;; Webber, T. R; Jiao, S.; Mirabal, D. M. R;;
Han, S.; Shell, M. S. Relationships between Molecular Structural
Order Parameters and Equilibrium Water Dynamics in Aqueous
Mixtures. J. Phys. Chem. B 2023, 127 (20), 4577—4594.

(25) Das Mahanta, D.; Robinson-Brown, D.; Webber, T.; Pezzotti,
S.; Schwaab, G.; Han, S.; Shell, M. S.; Havenith, M. Bridging the Gap
in Cryopreservation Mechanism: Unraveling the Interplay between

933

Structure, Dynamics, and Thermodynamics in Cryoprotectant
Aqueous Solutions. J. Phys. Chem. B 2024, 128 (15), 3720—3731.

(26) Franck, J. M.; Han, S. Overhauser Dynamic Nuclear
Polarization for the Study of Hydration Dynamics, Explained.
Biological Nmr, Pt B 2019, 615, 131-175.

(27) Barnes, R;; Sun, S.; Fichou, Y.; Dahlquist, F. W.; Heyden, M.;
Han, S. 1. Spatially Heterogeneous Surface Water Diffusivity around
Structured Protein Surfaces at Equilibrium. J. Am. Chem. Soc. 2017,
139 (49), 17890—17901.

(28) Brown, D. C. R;; Webber, T. R; Casey, T. M.; Franck, J.; Shell,
M. S; Han, S. G. Computation of Overhauser dynamic nuclear
polarization processes reveals fundamental correlation between water
dynamics, structure, and solvent restructuring entropy. Phys. Chem.
Chem. Phys. 2024, 26 (20), 14637—14650.

(29) Franck, J. M; Ding, Y,; Stone, K; Qin, P. Z; Han, S.
Anomalously Rapid Hydration Water Diffusion Dynamics Near DNA
Surfaces. J. Am. Chem. Soc. 2015, 137 (37), 12013—12023.

(30) Pavlova, A.;; McCarney, E. R; Peterson, D. W.; Dahlquist, F.
W.; Lew, J; Han, S. Site-specific dynamic nuclear polarization of
hydration water as a generally applicable approach to monitor protein
aggregation. Phys. Chem. Chem. Phys. 2009, 11 (31), 6833—6839.

(31) Song, J; Han, O. H; Han, S. Nanometer-Scale Water-and
Proton-Diffusion Heterogeneities across Water Channels in Polymer
Electrolyte Membranes. Angew. Chem. Int. Edit 20185, 54 (12), 3615—
3620.

(32) Moon, J. D.; Webber, T. R,; Brown, D. R.; Richardson, P. M.;
Casey, T. M,; Segalman, R. A.; Shell, M. S.; Han, S. G. Nanoscale
water-polymer interactions tune macroscopic diffusivity of water in
aqueous poly(ethylene oxide) solutions. Chem. Sci. 2024, 15 (7),
2495-2508.

(33) DeStefano, A. J.; Nguyen, M.; Fredrickson, G. H.; Han, S. G;
Segalman, R. A. Design of Soft Material Surfaces with Rationally
Tuned Water Diffusivity. Acs Central Sci. 2023, 9 (5), 1019—1024.

(34) DeStefano, A.; Read de Alaniz, J.; Han, S.; Segalman, R. A.
Sequence-defined polymers as a platform to tune catalytic activity.
Submitted, 2024.

(35) Franck, J. M.; Pavlova, A.; Scott, J. A,; Han, S. Quantitative cw
Overhauser effect dynamic nuclear polarization for the analysis of
local water dynamics. Prog. Nucl. Mag Res. Sp 2013, 74, 33—56.

(36) Shao, Q.; He, Y,; Jiang, S. Y. Molecular Dynamics Simulation
Study of Ion Interactions with Zwitterions. J. Phys. Chem. B 2011, 115
(25), 8358—8363.

(37) Lowe, A. B; Vamvakaki, M,; Wassall, M. A; Wong, L;
Billingham, N. C.; Armes, S. P.; Lloyd, A. W. Well-defined
sulfobetaine-based statistical copolymers as potential antibioadherent
coatings. J. Biomed Mater. Res. 2000, 52 (1), 88—94.

(38) Zhang, Z.; Chao, T.; Chen, S. F.; Jiang, S. Y. Superlow fouling
sulfobetaine and carboxybetaine polymers on glass slides. Langmuir
2006, 22 (24), 10072—10077.

(39) Grigoras, A. G. Natural and synthetic polymeric antimicrobials
with quaternary ammonium moieties: a review. Environ. Chem. Lett.
2021, 19 (4), 3009—3022.

(40) Hickner, M. A; Herring, A. M,; Coughlin, E. B. Anion
Exchange Membranes: Current Status and Moving Forward. . Polym.
Sci. Pol Phys. 2013, S1 (24), 1727—1735.

(41) Armstrong, B. D,; Han, S. A new model for Overhauser
enhanced nuclear magnetic resonance using nitroxide radicals. J.
Chem. Phys. 2007, DOI: 10.1063/1.2770465.

(42) Armstrong, B. D.; Han, S. G. Overhauser Dynamic Nuclear
Polarization To Study Local Water Dynamics. J. Am. Chem. Soc. 2009,
131 (13), 4641—4647.

(43) Israelachvili, J. N. Intermolecular and surface forces; Academic
Press, 2011.

(44) Collins, K. D.; Neilson, G. W.; Enderby, J. E. Ions in water:
Characterizing the forces that control chemical processes and
biological structure. Biophys Chem. 2007, 128 (2—3), 95—104.

(45) Marcus, Y. Effect of Ions on the Structure of Water: Structure
Making and Breaking. Chem. Rev. 2009, 109 (3), 1346—1370.

https://doi.org/10.1021/acsmacrolett.4c00347
ACS Macro Lett. 2024, 13, 928—-934


https://doi.org/10.1080/08927014.2017.1383983
https://doi.org/10.1080/08927014.2017.1383983
https://doi.org/10.1021/la901957k?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/la901957k?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1016/j.memsci.2022.121253
https://doi.org/10.1016/j.memsci.2022.121253
https://doi.org/10.1016/j.memsci.2022.121253
https://doi.org/10.1021/acsapm.1c00779?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acsapm.1c00779?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acsapm.1c00779?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acsami.3c07745?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acsami.3c07745?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acsami.3c07745?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1039/D3SC01977B
https://doi.org/10.1039/D3SC01977B
https://doi.org/10.1021/jp107272n?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jp107272n?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jp1067654?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jp1067654?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jp3094534?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jp3094534?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/la8013046?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/la8013046?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/la8013046?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.langmuir.3c02971?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.langmuir.3c02971?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.langmuir.3c02971?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acsami.5b05627?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acsami.5b05627?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.langmuir.2c00512?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.langmuir.2c00512?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.langmuir.9b02544?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.langmuir.9b02544?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.langmuir.9b02544?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jacs.1c08280?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jacs.1c08280?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1080/09205063.2022.2034285
https://doi.org/10.1080/09205063.2022.2034285
https://doi.org/10.1080/09205063.2022.2034285
https://doi.org/10.1021/la300394c?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/la300394c?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/la300394c?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1039/D3SC00517H
https://doi.org/10.1039/D3SC00517H
https://doi.org/10.1021/acs.jpcb.3c00826?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.jpcb.3c00826?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.jpcb.3c00826?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.jpcb.4c00264?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.jpcb.4c00264?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.jpcb.4c00264?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.jpcb.4c00264?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1016/bs.mie.2018.09.024
https://doi.org/10.1016/bs.mie.2018.09.024
https://doi.org/10.1021/jacs.7b08606?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jacs.7b08606?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1039/D4CP00030G
https://doi.org/10.1039/D4CP00030G
https://doi.org/10.1039/D4CP00030G
https://doi.org/10.1021/jacs.5b05813?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jacs.5b05813?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1039/b906101k
https://doi.org/10.1039/b906101k
https://doi.org/10.1039/b906101k
https://doi.org/10.1002/anie.201408318
https://doi.org/10.1002/anie.201408318
https://doi.org/10.1002/anie.201408318
https://doi.org/10.1039/D3SC05377F
https://doi.org/10.1039/D3SC05377F
https://doi.org/10.1039/D3SC05377F
https://doi.org/10.1021/acscentsci.3c00208?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acscentsci.3c00208?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1016/j.pnmrs.2013.06.001
https://doi.org/10.1016/j.pnmrs.2013.06.001
https://doi.org/10.1016/j.pnmrs.2013.06.001
https://doi.org/10.1021/jp204046f?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jp204046f?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1002/1097-4636(200010)52:1<88::AID-JBM11>3.0.CO;2-#
https://doi.org/10.1002/1097-4636(200010)52:1<88::AID-JBM11>3.0.CO;2-#
https://doi.org/10.1002/1097-4636(200010)52:1<88::AID-JBM11>3.0.CO;2-#
https://doi.org/10.1021/la062175d?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/la062175d?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1007/s10311-021-01215-w
https://doi.org/10.1007/s10311-021-01215-w
https://doi.org/10.1002/polb.23395
https://doi.org/10.1002/polb.23395
https://doi.org/10.1063/1.2770465
https://doi.org/10.1063/1.2770465
https://doi.org/10.1063/1.2770465?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/ja809259q?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/ja809259q?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1016/j.bpc.2007.03.009
https://doi.org/10.1016/j.bpc.2007.03.009
https://doi.org/10.1016/j.bpc.2007.03.009
https://doi.org/10.1021/cr8003828?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/cr8003828?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
pubs.acs.org/macroletters?ref=pdf
https://doi.org/10.1021/acsmacrolett.4c00347?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as

ACS Macro Letters pubs.acs.org/macroletters

(46) Vaisocherovi, H.; Zhang, Z.; Yang, W.; Cao, Z. Q; Cheng, G,;
Taylor, A. D.; Piliarik, M.; Homola, J.; Jiang, S. Y. Functionalizable
surface platform with reduced nonspecific protein adsorption from full
blood plasma-Material selection and protein immobilization opti-
mization. Biosens Bioelectron 2009, 24 (7), 1924—1930.

(47) Jiang, S. Y.; Cao, Z. Q. Ultralow-Fouling, Functionalizable, and
Hydrolyzable Zwitterionic Materials and Their Derivatives for
Biological Applications. Adv. Mater. 2010, 22 (9), 920—932.

(48) Leng, C.; Han, X. F,; Shao, Q;; Zhu, Y. H,; Li, Y. T.; Jiang, S. Y.;
Chen, Z. In Situ Probing of the Surface Hydration of Zwitterionic
Polymer Brushes: Structural and Environmental Effects. J. Phys. Chem.
C 2014, 118 (29), 15840—15845.

(49) Mengel, S.; Guo, W.; Wu, G.; Finlay, J.; Allen, P.; Clare, A. S,;
Medhi, R.; Chen, Z.; Ober, C. K; Segalman, R. A. Diffusely Charged
Polymeric Zwitterions as Loosely Hydrated Marine Antifouling
Coatings. Langmuir 2024, 40 (1), 282—290.

(50) Gregory, K. P.; Elliott, G. R; Robertson, H,; Kumar, A;
Wanless, E. J.; Webber, G. B.; Craig, V. S. J.; Andersson, G. G.; Page,
A. J. Understanding specific ion effects and the Hofmeister series.
Phys. Chem. Chem. Phys. 2022, 24 (21), 12682—12718.

934

https://doi.org/10.1021/acsmacrolett.4c00347
ACS Macro Lett. 2024, 13, 928—-934


https://doi.org/10.1016/j.bios.2008.09.035
https://doi.org/10.1016/j.bios.2008.09.035
https://doi.org/10.1016/j.bios.2008.09.035
https://doi.org/10.1016/j.bios.2008.09.035
https://doi.org/10.1002/adma.200901407
https://doi.org/10.1002/adma.200901407
https://doi.org/10.1002/adma.200901407
https://doi.org/10.1021/jp504293r?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jp504293r?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.langmuir.3c02492?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.langmuir.3c02492?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.langmuir.3c02492?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1039/D2CP00847E
pubs.acs.org/macroletters?ref=pdf
https://doi.org/10.1021/acsmacrolett.4c00347?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as

