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ABSTRACT: We have investigated the versatility of a two-step preparation method, without a
detergent, that combines both the inverse Leidenfrost effect and the cryogelation technique by
using the macroporous particles of different kinds of monomers (four vinyl monomers) or a
natural polymer (agarose). First, the precursor of polymers was dropped into liquid nitrogen to
prepare the spherical frozen droplet by the inverse Leidenfrost effect. Second, the frozen droplets
were cryo-polymerized at the frozen temperature; then, cryogel particles were prepared after
thawing. Subsequently, the basic characteristics of the macroporous polymer particles obtained
above were compared, focusing on the appearances, porous morphologies, and mechanical
properties. It was found that the similar polymer particles could be obtained by the two-step
preparation method, while there was a slight difference in their characteristics, depending on the
type of monomers. Especially for the mechanical properties, the cryogel particles of the
hydrophilic polymer exhibited a shape memory function with sponge-like elasticity, whereas the
hydrophobic polymer particles were observed to be cracked after compression (i.e., no shape
memory function). This work provides a versatile method of adopting various kinds of monomers and natural polymers for the
preparation of macroporous particles. Hence, the method possibly has a potential to prepare and design “tailor-made” macroporous
polymer particles for the application purpose.

■ INTRODUCTION
Porous polymer particles are useful materials to apply for
various fields, such as sensor materials, basal particular
materials for separation and purification, culture matrixes for
tissue engineering, and so on.1−5 The porous polymer particles
have a large specific surface area due to porous morphologies
(i.e., macro-porous structures: >50 nm, meso-porous struc-
tures: 2−50 nm, and micro-porous structures: <2 nm), which
could contribute to the efficient diffusion of the target
molecules in the case of separation and purification processes.
Furthermore, it is known that the porous polymer particles
possess some superior physical properties, for instance,
durability, stretchability, and elasticity.6−8 In addition, the
porous polymer particles could also be utilized for the
immobilization of self-assemblies, which usually exist as a
“dispersed” state in water, such as liposomes/vesicles,9,10

colloids,11 and supermolecules,12 resulting in the utilization of
the specific functions of their self-assemblies in a separation
process design. From another point of view, the macro-/micro-
porous polymer particles are expected to be applied as
functional supports for various kinds of separation by
modifying their surface by active and functional molecules.13

In general, an emulsion polymerization method is commonly
adopted for the preparation strategy of porous polymer
particles.14 In general, during the polymerization process,
detergents were required for the stabilization of emulsion in

order to use them as a mold of the particle shape; the detergent
molecules were adsorbed at the interface between the
continuous phase and dispersed phase, and the emulsion
therefore exists stably in the bulk phase during the polymer-
ization process.15 However, there is a concern that detergents
themselves may affect the performance of porous polymer
particles. The remaining detergents retained on the particle
may negatively interfere with the characteristics of the polymer
surface modified with the foreign molecules.
In order to overcome the above-mentioned problem, it is

important to establish a “detergent-free” method for the
preparation of porous polymer particles, which enables us to
prepare a variety of polymer particles regardless of the polymer
characters. Cryogels are a unique porous materials that are
known to have monolithic supermacropores (10−100 μm).16
They are generally produced by polymerization of the polymer
precursor solution at the frozen temperature point of the
solvent (i.e., water).17 During the cryo-polymerization step, a
phase separation occurs between solvent crystals and the
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concentrated polymer precursor (i.e., frozen phase and
unfrozen liquid micro phase).18 As a result, the crystals are
deposited as the porogen, and the cryogel forms large porous
structures after polymerization and thawing.19 Here, the
properties of the cryogel can be easily controlled by the
polymerization condition (e.g., monomer/polymer compo-
nent, polymerization temperature, and amount ratio of the
monomer and solvent). In addition to the beneficial aspect of
various properties of the cryogels being flexibly designed, the
shape of cryogel particles is difficult to be controlled without
the use of a detergent, where the emulsion without any
detergent for the cryo-polymerization at the frozen temper-
ature becomes unstable, and therefore, the colloidal
coalescence occurs.20 We have recently reported the novel
preparation method via a two-step process for cryogel particles
without any detergent, where (1) the inverse-Leidenfrost effect
and (2) the cryo-polymerization method were adopted
stepwisely.21 The polymer particles with spherical shapes can
be easily formed on the liquid nitrogen because the boiling film
coats the surface of the water droplet including polymer
precursors and the included water droplets contribute to the
formation of the macroporous structure in the polymer particle
via cryo-polymerization.
In this study, we investigated the versatility of the two-step

preparation method, without a detergent, that combines both
the inverse Leidenfrost effect and the cryo-gelation technique
by preparing the macroporous particles of different kinds of
monomers (four vinyl monomers that differ in the structure
and physicochemical character) or a natural polymer
(agarose). Subsequently, the prepared cryogel particles were
systematically characterized, focusing on the (i) macroscopic
structures [particle shape and size by using a charge coupled
device (CCD) camera optical microscope], (ii) microscopic
structures (porous and monolithic structures by using a
scanning electron microscope), and (iii) mechanical properties
(elasticity and shape memory by using the CCD and a piston
device). The results obtained were finally compared to discuss
the versatility of the proposed methodology.

■ MATERIALS
Acrylamide (AAm), N,N′-methylenebisacrylamide (MBA), N-
isopropylacrylamide (NIPA), ammonium persulfate (APS),
N,N,N′,N′-tetramethylethylenediamine (TEMED), glutaralde-
hyde solution (25%), gelatin, agarose XP (a low melting point
of ≤ 65 °C and a gelling temperature of ≤ 30 °C), liquid
paraffine, acetic acid, and ethanol were purchased from Wako
Pure Chemical Industry Ltd. (Osaka, Japan). Ultra-pure water
(conductivity 18.2 MΩ cm) was prepared using Direct-Q UV 3
(Merch, Osaka, Japan). Trimethylolpropane trimethacrylate
(Trim), benzoyl peroxide (BPO), and ethyl-4-dimethylamino-
benzoate (EDMAB) were purchased from Tokyo Chemical
Industry Ltd. All materials were used as received without
further treatment.

■ METHOD
Preparation of Cryogel Particles. Briefly, cryogel

particles were prepared harnessing the technique reported in
our previous research. Cryogel particles were synthesized via a
two-step process: (1) preparation of frozen droplets by the
inverse Leidenfrost effect and (2) cryo-gelation by frozen
polymerization. The spherical shape of the cryogel particles
was formed by the inverse Leidenfrost effect. When droplets

approached an extremely cold substrate such as liquid nitrogen
(−196 °C), they were coated by boiling films and formed into
the spherical shape frozen droplets.
Cryogel Particles. Our method for the preparation of

cryogel particles enables easy design/control of their proper-
ties. By combining different types of monomers and cross-
linkers, cryogel particles based on different kinds of monomers
or a natural polymer (agarose) were prepared: (a) AAm, (b)
NIPA, (c) 2-hydroxyethylmethacrylate (HEMA), (d) Trim,
and (e) agarose. The AAm-based cryogel particles were
prepared via the process: 20 mmol AAm and 3.2 mmol MBA
were dissolved in 40 mL of ultra-pure water and degassed with
N2 gas for 15 min. After that, 1 mM APS and 60 μL of
TEMED were added into the solution. Then, the obtained
solution was dropped into liquid nitrogen using a syringe, and
the prepared frozen droplets contained the polymer precursor.
With the same operations, the NIPAm-based cryogel particles
were prepared. 20 mmol NIPAm, 3.2 mmol MBA, 1 mM APS,
and 60 μL of TEMED were used. Next, the Trim-based cryogel
particles were prepared. 29 mmol Trim and 2.4 mmol MBA
were dissolved in 25 mL of acetic acid. After that, 3 mmol BPO
and 2.9 mmol EDMAB were added into the solution. Then,
the obtained solution was dropped into liquid nitrogen using a
syringe. All different types of frozen droplets were transferred
to liquid paraffine (−15 °C), and cryo-polymerization was
started overnight.
Shape of Cryogel Particles. All the different based

cryogel particles were observed using an optical microscope
(BX53, Olympus, Tokyo, Japan), with a ×4 objective lens and
a CCD camera. The particles sizes and sphericities were
measured from optical microscopy images. The sphericity of
cryogel particles (S) is defined in the following eq 1

[ ] = ×S r R% / 100 (1)

where R and r represent the maximum and minimum
diameters of cryogel particles, respectively. The particles sizes
are measured from r.
Morphology of Cryogel Particles. The porous structure

of cryogel particles was observed using a scanning electron
microscope, operated at 20 keV. As a pretreatment, all cryogel
particles were dried by lyophilization and coated with gold for
30 s by spattering. The surface section and cross-section of
cryogel particles were observed as shown in Figure S1. The
porosity of cryogel particles were calculated from scanning
electron microscopy (SEM) images by using Image J software.
Mechanical Compression Test. Mechanical properties of

cryogel particles were confirmed by a mechanical compres-
sion−release cycle. The experimental setup shown in Figure S2
was prepared. The obtained cryogel particle was inserted into a
microsyringe (Hamilton, 500 μL). Subsequently, the shape of
the particle in the microsyringe was observed using an optical
microscope with a ×4 objective lens. While the particle in
Figure 2 shows an elliptical shape due to the refraction on the
surface of a cylindrical shape of the microsyringe, we confirmed
that the shape of the particle is spherical before and after the
particles were placed in the syringe without compression.

■ RESULTS AND DISCUSSION
The properties of polymer materials are known to be
dependent on the type of physicochemical natures of their
building block. Hence, the choice of the monomers for the
synthetic polymer and cross-linker and the natural polymer
itself is a key factor in obtaining the appropriate materials for
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their specific application. We prepared five kinds of cryogel
particles by selecting four synthetic polymers with different

monomers and a natural polymer as case studies in order to
prove the versatility of our previous method including the two-

Table 1. Summary of Experimental Conditions of the Preparation of Different Polymer Particles and Their Physical
Characteristics

monomer (cross-linker) (a) AAm (MBA) (b) NIPA (MBA) (c) HEMA (MBA) (d) Trim (MBA) (e) agarose (gelatin)

1. name acrylamide NIPA 2-hydroxyethyl-methacrylate Trim agarose
2. cross-linking chemical cross-linking chemical cross-linking chemical cross-linking chemical cross-linking physical cross-linking
3. hydrophilicity hydrophilic hydrophilic hydrophilic hydrophobic hydrophilic
4. porogen ice crystals ice crystals ice crystals acetic acid crystals ice crystals/acetic acid
5. particle size [μm] 1807.3 1682.8 1490.4 1599.5 2721.5
6. sphericity [%] 95.2 96.0 92.9 93.4 96.5
7. porosity [%] 88.4 79.2 82.3 74.3 81.0
8. elasticity positive positive positive negative positive

Figure 1. Structures of polymer particles obtained by cryo-polymerization technique combined with the inverse Leidenfrost effect. (a1−a4)
Chemical structure of different monomers and (a5) basal unit structure of agarose. (b1−b5) CCD images of obtained polymer particles. (c1−c5)
Microscopic images of obtained polymers particles. (d1−d5) SEM images of the surface section of the polymer particles. (e1−e5) SEM images of
the cross-section of the polymer particles.
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step preparation process.21 All the experimental conditions and
results for the polymer particles are summarized in Table 1 and
Figures 1 and 2, together with the Supporting Information.
The chemical structures and natures of the monomers and

polymers used here are summarized in the top lines (first to
third lines) of Table 1 and Figure 1(a1−a5). In relation to the
synthetic polymers, hydrophilic monomers, such as (a) AAm
and (b) NIPA, are used for the polymer particle preparation,
where AAm has a primary amide group (−COONH2) and
NIPA has an amide group (−CO−NH−) as the branched
group. NIPA also has an isopropyl group [−CH(CH3)2]. (c)
HEMA monomer is also selected as a “hydrophilic” monomer
that possesses a hydroxyethyl functional group (−CH2−CH2−
OH), an ester group (−COO−), and an acrylic functional
group. (d) Trim is selected because of its “hydrophobic”
nature. There are only a few reports on the preparation of
hydrophobic cryogels.22 Trim has three hydrophobic meth-
acrylic groups that are conjugated with the “hydrophobic” and
“branched” trimethyl propanyl group in its monomer structure,
and mechanically tough polymer materials are known to be
obtained after its polymerization. (e) Agarose is known as a
natural polymer. The chemical structure of a minimal unit of
agarose is a disaccharide, and the unit of alternating 1−4 linked
3,6-anhydro-α-L-galactropyranose and 1,3-linked β-D-galactro-
pyranose is repeated in a polymer.23 The properties of polymer
materials are also varied depending on the type of cross-linking
(i.e., chemical and physical cross-linking). The synthesized
polymer of cryogel particles based on AAm, NIPA, HEMA,
and Trim were cross-linked with MBA via chemical cross-
linking, whereas the cryogel particles of a natural polymer,
agarose, were cross-linked with gelatin via physical cross-
linking. The role of the porogen is important in preparing
porous materials. During the cryo-polymerization, the frozen
region (solvent crystals) and the non-frozen region (con-
centrated precursor) are formed as a result of the phase
separation. The type of the porogen is shown in the fourth line
of Table 1. The solvents such as water and acetic acid used for

resolving monomers/natural polymers in an aqueous solution
become solvent crystals under the frozen condition and act as
the porogen. Hence, the ice crystals were the porogen of
hydrophilic cryogel particles, whereby the acetic acid crystals
were the ones for the preparation of “hydrophobic” cryogel
particles.
Physical characters of the polymer particles obtained above

are summarized in Figure 1. The appearance of cryogel
particles prepared via our preparation method were observed
by using a CCD camera, as shown in the images [Figure 1(c1−
c5)]. All the particles based on different monomers were
opaque, implying that cryogel particles have a porous structure
and the light was scattered.24 The pAAm, pNIPA, pHEMA,
and pTrim cryogel particles were white in color, whereas
agarose cryogel particles were yellow. Subsequently, the shapes
and sizes of the cryogel particle were observed by using an
optical microscope, as shown in the images (the sixth line,
Table 1). Average diameters of the particle were around 1600−
1800 μm with high sphericities (93.4−96.0%) (the seventh
line, Table 1). Herewith, only agarose cryogel particles have a
relatively large diameter. In this preparation process, the
diameter of the particles was dependent on droplet volume
(V), and it was calculated from eq 2.25

=V d g/0 (2)

where d0 is the needle’s interior diameter, σ and ρ represent
the surface tension and the density of the solution, respectively,
and g is the gravitational force. Herein, the agarose solution
during the preparation process has high viscosity as compared
to the other type of monomer solution. As a result, the σ value
increases and the V becomes large, resulting in the diameter of
the agarose cryogel becoming larger. Moreover, according to
eq 2, the diameter of particles is possibly controlled by the
needle’s interior diameter (data not shown).
The cryogel is known to have a unique porous structure

called as the “supermacroporous structure” in the range of 10−
200 μm pore size. The morphologies were observed by using

Figure 2. Mechanical properties of cryogel particles under compression and release of the polymer particles in a microsyringe. Optical microscopy
images of cryogel particles: before compression (a1−a5), during compression (b1−b5), and after compression(c1−c5).
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SEM on surfaces and cross-sections of cryogel particles. The
obtained images of the surface of the polymer particles are
summarized in Figure 1(d1−d5). It was found that the large
pores were distributed on the surface section of almost all
cryogel particles, except for agarose cryogel particles [Figure
1(d5)]. Subsequently, the cross-section of cryogel particles was
also observed by SEM [Figure 1 (e1−e5)], indicating that all
the cryogel particles have a supermacroporous structure with
high porosity. Interestingly, the porous structure of the agarose
cryogel particle was found to be different between the surface
and cross-section; the surface is smooth with less pores, and on
the other hand, the interior still maintains its porous structure.
The formation of this difference in the porous morphology
between the surface and internal region was due to the high
viscosity of the precursor.23 The shear stress works at the fluid
interface.26 During the preparation process, when the polymer
precursor droplet was coated with a boiling film of liquid
nitrogen by the inverse Leidenfrost effect, the shear stress
would work at the interface between the droplet and nitrogen
gas. As a result, agarose cryogel particles have a specific surface
texture with a smooth appearance. However, there is a
limitation for shear stress to reach deep inside the particles
due to the high viscosity of the precursor, and the
macroporous structure could be maintained at the interior.
In contrast, the solutions of other polymer precursors (i.e.,
AAm, NIPA, HEMA, and Trim) have low viscosity as
compared with the agarose precursor solution; therefore,
these systems would not experience shear stress on the surface
of the droplet, which results in the porous structure being
uniform throughout the particle.
The mechanical properties of materials are an important

factor for application such as separation and purification
technologies. Herein, the mechanical property of cryogel
particles was investigated with the compression and release
operation in a microsyringe. The images of “before
compression” “during compression”, and “after compression”
could be used to discuss the shape memory properties. The
obtained results are summarized in Figure 2. The cryogel
particles of pAAm, pNIPA, and pHEMA were confirmed to
show sponge-like elasticity (eighth line in Table 1). After the
shape of these particles was deformed during compression, it
was restored rapidly after the release of the mechanical force
[from (a) to (c) for each polymer particle in Figure 1]. On the
contrary, the hydrophobic cryogel particle of pTrim indicated a
different mechanical behavior: mechanical compression was
not reversible (13th line). The pTrim cryogel particle was
cracked, and after the release of the mechanical force, it was
not restored to the original shape. This is possibly because part
of the three acrylic groups of Trim could work as a cross-linker
and, then, a high-density polymer wall could be formed,
resulting in the mechanical property of the polymer being kept
tough. Hence, the decrease of entropic elasticity was probably
caused by the side groups of the polymer backbone, showing
that the particle is revealed to be tough and does not have
sponge-like elasticity. This is the first report on the preparation
of hydrophobic cryogel particles of pTrim. As shown in (a5),
(b5), and (c5) in Figure 2, the agarose cryogel particle was
found to show an interesting mechanical behavior. Although
agarose cryogel particles exhibited an elastic property, their
mechanical property was different from that of other
hydrophilic cryogel particles. The particle was slightly hard
as compared with synthetic polymers, and after the release of
mechanical compression, it took several minutes to restore the

shape (data not shown). Furthermore, the particle was cracked
upon a strong mechanical impact. This property is considered
to be caused by the gradient porosity of agarose cryogel
particles. Since the surface of agarose cryogel particles does not
have well-distributed pores, water diffusion into the interior of
the particles is low. Hence, it takes a relatively longer time for
the particles to restore their shape after compression. The
structure of agarose cryogel particles can be expected to be
applicable as functional particles that enable us to control
sustain-released materials.

■ CONCLUSIONS
Five types of cryogel particles, which differ in physicochemical
properties of polymers, were successfully prepared by using our
previous method, without the use of a detergent, which
combines the (i) inverse Leidenfrost effect method for the
preparation of frozen droplets containing the precursor and
(ii) cryo-polymerization method for polymerization at the
frozen temperature. In all cases of hydrophilic and hydro-
phobic polymers, spherical polymer particles with macro-
porous structures were found to be successfully prepared, while
there are some slight differences in the detailed characters. The
hydrophilic polymer particles prepared, such as pAAm, pNIPA,
pHEMA, and agarose, show shape memory properties, while
hydrophobic polymer particles of pTrim do not. As a whole,
this method was found to be versatile and could possibly be
beneficial for the “tailor-made” preparation of porous polymer
particles because there are no limitation caused by detergents
for emulsion formation and could also be applied in chemical
engineering (i.e., separation materials) and biomedical
engineering (i.e., tissue engineering matrix).

■ ASSOCIATED CONTENT
*sı Supporting Information
The Supporting Information is available free of charge at
https://pubs.acs.org/doi/10.1021/acsomega.2c06197.

Schematic illustration of the SEM observation position
for the surface and cross-section of the cryogel particle
and schematic illustration of the mechanical compres-
sion test for cryogel particles in a microsyringe, including
the state before the compression, state during the
compression, and state after the compression (PDF)

■ AUTHOR INFORMATION
Corresponding Author

Hiroshi Umakoshi − Division of Chemical Engineering,
Graduate School of Engineering Science, Osaka University,
Toyonaka, Osaka 560-8531, Japan; orcid.org/0000-
0002-9241-853X; Phone: +81-6-6850-6286; Email: b-
ice@cheng.es.osaka-u.ac.jp; Fax: +81-6-68550-6286

Authors
Hayato Takase − Division of Chemical Engineering, Graduate
School of Engineering Science, Osaka University, Toyonaka,
Osaka 560-8531, Japan

Nozomi Watanabe − Division of Chemical Engineering,
Graduate School of Engineering Science, Osaka University,
Toyonaka, Osaka 560-8531, Japan; orcid.org/0000-
0002-3461-3660

Koichiro Shiomori − Department of Applied Chemistry,
University of Miyazaki, Miyazaki 899-2192, Japan;
orcid.org/0000-0002-9584-3267

ACS Omega http://pubs.acs.org/journal/acsodf Article

https://doi.org/10.1021/acsomega.2c06197
ACS Omega 2023, 8, 829−834

833

https://pubs.acs.org/doi/10.1021/acsomega.2c06197?goto=supporting-info
https://pubs.acs.org/doi/suppl/10.1021/acsomega.2c06197/suppl_file/ao2c06197_si_001.pdf
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Hiroshi+Umakoshi"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0002-9241-853X
https://orcid.org/0000-0002-9241-853X
mailto:b-ice@cheng.es.osaka-u.ac.jp
mailto:b-ice@cheng.es.osaka-u.ac.jp
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Hayato+Takase"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Nozomi+Watanabe"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0002-3461-3660
https://orcid.org/0000-0002-3461-3660
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Koichiro+Shiomori"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0002-9584-3267
https://orcid.org/0000-0002-9584-3267
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Yukihiro+Okamoto"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
http://pubs.acs.org/journal/acsodf?ref=pdf
https://doi.org/10.1021/acsomega.2c06197?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as


Yukihiro Okamoto − Division of Chemical Engineering,
Graduate School of Engineering Science, Osaka University,
Toyonaka, Osaka 560-8531, Japan; orcid.org/0000-
0001-6511-4162

Hideki Matsune − Department of Applied Chemistry,
University of Miyazaki, Miyazaki 899-2192, Japan;
orcid.org/0000-0002-3758-4260

Complete contact information is available at:
https://pubs.acs.org/10.1021/acsomega.2c06197

Author Contributions
The manuscript was written through contributions of all
authors. All authors have given approval to the final version of
the manuscript.
Notes
The authors declare no competing financial interest.

■ ACKNOWLEDGMENTS
This work was primarily supported by the Japan Society for the
Promotion of Science (JSPS) KAKENHI grant-in-Aids for
Scientific Research (A) (26249116 and 21H04628), grant-in-
Aids for Scientific Research (B) (18H02005), grant-in-Aids for
Scientific Research (C) (20K05198), and JST SPRING
(JPMJSP2138).

■ REFERENCES
(1) Dhamecha, D.; Le, D.; Movsas, R.; Gonsalves, A.; Menon, J. U.
Porous Polymeric Microspheres With Controllable Pore Diameters
for Tissue Engineered Lung Tumor Model Development. Front.
Bioeng. Biotechnol. 2020, 8, 799.
(2) Shiomori, K.; Matsune, H.; Kiyoyama, S.; Takei, T.; Yoshida, M.;
Umakoshi, H. Recent Developments of Microcapsules and Polymer
Particles for Separation Medium. J. Phys.: Conf. Ser. 2021, 1763,
012011.
(3) Chen, W.; Wang, T.; Dou, Z.; Xie, X. Self-Driven Pretreatment
and Room-Temperature Storage of Water Samples for Virus
Detection Using Enhanced Porous Superabsorbent Polymer Beads.
Environ. Sci. Technol. 2021, 55, 14059−14068.
(4) Pandey, R.; Lu, Y.; Osman, E.; Saxena, S.; Zhang, Z.; Qian, S.;
Pollinzi, A.; Smieja, M.; Li, Y.; Soleymani, L.; Hoare, T. DNAzyme-
Immobilizing Microgel Magnetic Beads Enable Rapid, Specific,
Culture-Free, and Wash-Free Electrochemical Quantification of
Bacteria in Untreated Urine. ACS Sens. 2022, 7, 985−994.
(5) Saeed, A.; Maya, F.; Xiao, D. J.; Najam-ul-Haq, M.; Svec, F.;
Britt, D. K. Growth of a Highly Porous Coordination Polymer on a
Macroporous Polymer Monolith Support for Enhanced Immobilized
Metal Ion Affinity Chromatographic Enrichment of Phosphopeptides.
Adv. Funct. Mater. 2014, 24, 5790−5797.
(6) Mi, H. Y.; Jing, X.; Liu, Y.; Li, L.; Li, H.; Peng, X. F.; Zhou, H.
Highly Durable Superhydrophobic Polymer Foams Fabricated by
Extrusion and Supercritical CO2 Foaming for Selective Oil
Absorption. ACS Appl. Mater. Interfaces 2019, 11, 7479−7487.
(7) Hashmi, S. M.; Dufresne, E. R. Mechanical Properties of
Individual Microgel Particles through the Deswelling Transition. Soft
Matter 2009, 5, 3682−3688.
(8) do Nascimento, D. F.; Avendaño, J. A.; Mehl, A.; Moura, M. J.
B.; Carvalho, M. S.; Duncanson, W. J. Flow of Tunable Elastic
Microcapsules through Constrictions. Sci. Rep. 2017, 7, 11898−7.
(9) Watanabe, N.; Suga, K.; Slotte, J. P.; Nyholm, T. K. M.;
Umakoshi, H. Lipid-Surrounding Water Molecules Probed by Time-
Resolved Emission Spectra of Laurdan. Langmuir 2019, 35, 6762−
6770.
(10) Izza, N.; Watanabe, N.; Okamoto, Y.; Suga, K.; Wibisono, Y.;
Kajimura, N.; Mitsuoka, K.; Umakoshi, H. Dependence of the Core-
Shell Structure on the Lipid Composition of Nanostructured Lipid

Carriers: Implications for Drug Carrier Design. ACS Appl. Nano
Mater. 2022, 5, 9958−9969.
(11) Grundy, L. S.; Lee, V. E.; Li, N.; Sosa, C.; Mulhearn, W. D.;
Liu, R.; Register, R. A.; Nikoubashman, A.; Prud’homme, R. K.;
Panagiotopoulos, A. Z.; Priestley, R. D. Rapid Production of Internally
Structured Colloids by Flash Nanoprecipitation of Block Copolymer
Blends. ACS Nano 2018, 12, 4660−4668.
(12) Qian, Z.; Feng, H.; Yang, W.; Bi, S. Theoretical Investigation of
Water Exchange on the Nanometer-Sized Polyoxocation AlO4Al12-
(OH)24(H2O)127+ (Keggin-Al13) in Aqueous Solution. J. Am.
Chem. Soc. 2008, 130, 14402−14403.
(13) Takase, H.; Suga, K.; Matsune, H.; Umakoshi, H.; Shiomori, K.
Preferential Adsorption of L-Tryptophan by L-Phospholipid Coated
Porous Polymer Particles. Colloids Surf., B 2022, 216, 112535.
(14) Gokmen, M. T.; Du Prez, F. E. Porous polymer particles-A
comprehensive guide to synthesis, characterization, functionalization
and applications. Prog. Polym. Sci. 2012, 37, 365−405.
(15) McClements, D. J.; Jafari, S. M. Improving Emulsion
Formation, Stability and Performance Using Mixed Emulsifiers: A
Review. Adv. Colloid Interface Sci. 2018, 251, 55−79.
(16) Kumari, J.; Kumar, A. Development of Polymer Based Cryogel
Matrix for Transportation and Storage of Mammalian Cells. Sci. Rep.
2017, 7, 41551.
(17) Milakin, K. A.; Trchová, M.; Acharya, U.; Breitenbach, S.;
Unterweger, C.; Hodan, J.; Hromádková, J.; Pfleger, J.; Stejskal, J.;
Bober, P. Effect of Initial Freezing Temperature and Comonomer
Concentration on the Properties of Poly(Aniline-Co-m-Phenylenedi-
amine) Cryogels Supported by Poly(Vinyl Alcohol). Colloid Polym.
Sci. 2020, 298, 293−301.
(18) Kirsebom, H.; Rata, G.; Topgaard, D.; Mattiasson, B.; Galaev, I.
Y. Mechanism of Cryopolymerization: Diffusion-Controlled Polymer-
ization in a Nonfrozen Microphase. An NMR Study. Macromolecules
2009, 42, 5208−5214.
(19) Kumar, A.; Mishra, R.; Reinwald, Y.; Bhat, S. C. Cryogels:
Freezing unveiled by thawing. Mater. Today 2010, 13, 42−44.
(20) Xu, X.; Liu, L.; Geng, H.; Wang, J.; Zhou, J.; Jiang, Y.; Doi, M.
Directional Freezing of Binary Colloidal Suspensions: A Model for
Size Fractionation of Graphene Oxide. Soft Matter 2019, 15, 243−
251.
(21) Takase, H.; Shiomori, K.; Okamoto, Y.; Watanabe, N.;
Matsune, H.; Umakoshi, H. Micro Sponge Balls: Preparation and
Characterization of Sponge-like Cryogel Particles of Poly(2-
hydroxyethyl methacrylate) via the Inverse Leidenfrost Effect. ACS
Appl. Polym. Mater. 2022, 4, 7081−7089.
(22) Chen, X.; Sui, W.; Ren, D.; Ding, Y.; Zhu, X.; Chen, Z.
Synthesis of Hydrophobic Polymeric Cryogels with Supermacropo-
rous Structure. Macromol. Mater. Eng. 2016, 301, 659−664.
(23) Tripathi, A.; Kathuria, N.; Kumar, A. Elastic and Macroporous
Agarose-Gelatin Cryogels with Isotropic and Anisotropic Porosity for
Tissue Engineering. J. Biomed. Mater. Res., Part A 2009, 90A, 680−
694.
(24) Kirsebom, H.; Topgaard, D.; Galaev, I. Y.; Mattiasson, B.
Modulating the Porosity of Cryogels by Influencing the Nonfrozen
Liquid Phase through the Addition of Inert Solutes. Langmuir 2010,
26, 16129−16133.
(25) Erber, M.; Lee, G. Production and Characterization of Rapidly
Dissolving Cryopellets. J. Pharm. Sci. 2015, 104, 1668−1676.
(26) Pourali, M.; Kröger, M.; Vermant, J.; Anderson, P. D.; Jaensson,
N. O. Drag on a Spherical Particle at the Air-Liquid Interface:
Interplay between Compressibility, Marangoni Flow, and Surface
Viscosities. Phys. Fluids 2021, 33, 062103.

ACS Omega http://pubs.acs.org/journal/acsodf Article

https://doi.org/10.1021/acsomega.2c06197
ACS Omega 2023, 8, 829−834

834

https://orcid.org/0000-0001-6511-4162
https://orcid.org/0000-0001-6511-4162
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Hideki+Matsune"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0002-3758-4260
https://orcid.org/0000-0002-3758-4260
https://pubs.acs.org/doi/10.1021/acsomega.2c06197?ref=pdf
https://doi.org/10.3389/fbioe.2020.00799
https://doi.org/10.3389/fbioe.2020.00799
https://doi.org/10.1088/1742-6596/1763/1/012011
https://doi.org/10.1088/1742-6596/1763/1/012011
https://doi.org/10.1021/acs.est.1c03414?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.est.1c03414?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.est.1c03414?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acssensors.1c02440?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acssensors.1c02440?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acssensors.1c02440?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acssensors.1c02440?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1002/adfm.201400116
https://doi.org/10.1002/adfm.201400116
https://doi.org/10.1002/adfm.201400116
https://doi.org/10.1021/acsami.8b21858?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acsami.8b21858?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acsami.8b21858?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1039/b906051k
https://doi.org/10.1039/b906051k
https://doi.org/10.1038/s41598-017-11950-2
https://doi.org/10.1038/s41598-017-11950-2
https://doi.org/10.1021/acs.langmuir.9b00303?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.langmuir.9b00303?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acsanm.2c02214?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acsanm.2c02214?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acsanm.2c02214?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acsnano.8b01260?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acsnano.8b01260?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acsnano.8b01260?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/ja805503t?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/ja805503t?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/ja805503t?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1016/j.colsurfb.2022.112535
https://doi.org/10.1016/j.colsurfb.2022.112535
https://doi.org/10.1016/j.progpolymsci.2011.07.006
https://doi.org/10.1016/j.progpolymsci.2011.07.006
https://doi.org/10.1016/j.progpolymsci.2011.07.006
https://doi.org/10.1016/j.cis.2017.12.001
https://doi.org/10.1016/j.cis.2017.12.001
https://doi.org/10.1016/j.cis.2017.12.001
https://doi.org/10.1038/srep41551
https://doi.org/10.1038/srep41551
https://doi.org/10.1007/s00396-020-04608-5
https://doi.org/10.1007/s00396-020-04608-5
https://doi.org/10.1007/s00396-020-04608-5
https://doi.org/10.1021/ma900566d?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/ma900566d?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1016/s1369-7021(10)70202-9
https://doi.org/10.1016/s1369-7021(10)70202-9
https://doi.org/10.1039/c8sm01626g
https://doi.org/10.1039/c8sm01626g
https://doi.org/10.1021/acsapm.2c01013?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acsapm.2c01013?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acsapm.2c01013?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1002/mame.201500454
https://doi.org/10.1002/mame.201500454
https://doi.org/10.1002/jbm.a.32127
https://doi.org/10.1002/jbm.a.32127
https://doi.org/10.1002/jbm.a.32127
https://doi.org/10.1021/la102917c?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/la102917c?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1002/jps.24371
https://doi.org/10.1002/jps.24371
https://doi.org/10.1063/5.0050936
https://doi.org/10.1063/5.0050936
https://doi.org/10.1063/5.0050936
http://pubs.acs.org/journal/acsodf?ref=pdf
https://doi.org/10.1021/acsomega.2c06197?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as

