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Description

Technical Field

[0001] The present invention relates to molecule-responsive gel particles, a method of production of the same, and
use thereof, and in particular, to molecule-responsive gel particles which change in volume in response to a target
molecule, a method of production of the same, and use thereof.

Background Art

[0002] Stimuli-responsive gels which change in structure in response to an external change in environment, such as
pH or temperature, are attracting attention as next-generation soft materials which on its own provides a sensor function,
a processor function, and an effector function. Attempt has been made especially in the environment and medical fields
to synthesize a stimuli-responsive gel which swells or shrinks upon recognizing specific molecules (molecule recognition
capability).
[0003] For example, the inventors of the present invention haveso far suggested stimuli-responsive gels which respond
to disease-causing signaling biomolecules and endocrine disrupting chemicals. In these molecule-responsive gels, the
reversible crosslinking sites of the gel formed by bonding with target molecules are exploited. See, for example, non-
patent literatures 1 and 2.
[0004] Particles, especially, nanosize particles, have been vigorously investigated as new materials for sensor, sep-
aration, and adsorption, for example. The stimuli-responsive gel particle which changes in structure in response to an
external change in environment is particularly promising, owing to the large surface area in comparison to the volume,
for future applications in environmental conservation, for example, as a material which adsorbs/removes environmental
contaminates, and in medicine, for example, as a device for use in drug delivery systems. Many species of pH-responsive
gel particles and temperature-responsive gel particles of that nature have been reported. See, for example, patent
literature 1 and non-patent literatures 3 and 4.
[0005] Non-patent literature 3 mentioned above reports a method for synthesizing pH-responsive gel particles by
emulsion polymerization involving no use of emulsifier from 2-(N,N-diethylamino) ethyl methacrylate (DEAEMA) as a
primary monomer in the presence of a dispersion stabilizer and a crosslinking agent.
[0006] Meanwhile, non-patent literature 4 is an up-to-date summary introducing various past and current researches
on stimuli-responsive gel particles which change in size in response to pH, temperature, and other stimuli.
[0007] Patent literature 1 discloses a hollow particle which changes in transmittance in response to changes in at least
one environment condition, such as pH, temperature, or light.

Citation List

[0008]

Patent Literature 1
Published Japanese Translation of PCT Application, Tokuhyo, No. 2003-514650 (Publication Date: April 22, 2003)
Non-patent Literature 1
T. Miyata, N. Asami, T. Uragami, Nature, 399, 766-769 (1999)
Non-patent Literature 2
T. Miyata, M. Jige, T. Nakaminami, T. Uragami, Proc. Natl. Acad. Sci. USA, 103, 1190-1193 (2006)
Non-patent Literature 3
H. Hayashi, M. Iijima, K. Kataoka, Y. Nagasaki, Macromolecules, 37, 5389-5396 (2004)
Non-patent Literature 4
S. Nayak, L. A. Lyon, Angew. Chem. Int. Ed, 44, 7686-7708 (2005)

Summary of Invention

Technical Problem

[0009] As mentioned earlier, stimuli-responsive gels in bulk form which change in volume in response to a specific
molecule are known. It is however expected to synthesize such a stimuli-responsive gel in particle form, not in conventional
bulk form, for applications in the environmental and medical fields.
[0010] Almost every stimuli-responsive gel particle reported so far responds to pH or temperature. Very few reports
have been made about molecule-responsive gel particles which recognize specific molecules and change in size because
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they are difficult to synthesize.
[0011] The polymer gel particle is typically produced by "emulsion polymerization" of a monomer using a low-molecular-
weight surfactant as an emulsion stabilizer. The surfactant used in the production of the molecule-responsive gel particle,
however, can have adverse effect on its response to molecules. Synthesis involving no use of emulsifier is desirable.
[0012] The emulsifier-free emulsion polymerization still requires use of a hydrophilic monomer acting as a dispersion
stabilizer as in non-patent literature 3 because the gel particle has a large surface area, which could have adverse effect
on the response to molecules.
[0013] Furthermore, the molecule-responsive gel particle needs to exhibit a sufficiently large, thus detectable, change
in size in response to a target molecule.
[0014] The present invention, conceived in view of these problems, has an objective of providing a molecule-responsive
gel particle which changes in size in response to a specific molecule and a method of production of such a particle.

Solution to Problem

[0015] The molecule-responsive gel particle in accordance with the present invention is, to address the problems,
characterized in that it is a molecule-responsive gel particle changing in volume in response to a target molecule and
includes: a polymer gel particle having a crosslinked structure; and a plurality of clathrate compound-forming host
molecules fixed to the polymer gel particle.
[0016] According to the arrangement, two or more of the plurality of host molecules clathrate different atomic groups
in the target molecule so that the two or more host molecules and the target molecule form a new crosslink in the
molecule-responsive gel particle, which changes the volume of the molecule-responsive gel particle.
[0017] The molecule-responsive gel particle in accordance with the present invention is adapted so that two or more
of the plurality of host molecules clathrate different atomic groups in the target molecule so that the two or more host
molecules and the target molecule form a crosslink in the molecule-responsive gel particle.
[0018] According to the arrangement, the volume of the molecule-responsive gel particle changes in response to target
molecules each containing two or more atomic groups which can be clathrated by the plurality of host molecules.
[0019] The molecule-responsive gel particle in accordance with the present invention may be defined as a molecule-
responsive gel particle which changes in volume in the presence of target molecules each containing two or more atomic
groups which can be clathrated by the plurality of host molecules.
[0020] The molecule-responsive gel particle in accordance with the present invention may be such that the molecule-
responsive gel particle changes in volume in the presence of target molecules each containing two or more types of
atomic groups which can be clathrated by the plurality of host molecules which is a combination of two or more different
types of host molecules.
[0021] The molecule-responsive gel particle in accordance with the present invention is preferably a hydrogel. Ac-
cording to the arrangement, the particle swells in water or a like hydrophilic medium, bonds with a target molecule, and
shrinks, which changes the size of the particle.
[0022] The plurality of host molecules is preferably at least one or more types of molecules selected from the group
consisting of cyclodextrin, crown compounds, cyclophane, azacyclophane, calixarene, and derivatives thereof.
[0023] According to the arrangement, the volume of the molecule-responsive gel particle changes in response to target
molecules each containing two or more atomic groups which can be clathrated by the plurality of host molecules.
[0024] The polymer gel particle is preferably obtained by emulsion polymerization of a monomer having a single
polymerizable C=C double bond and a hydrophilic crosslinking monomer. The monomer having a single polymerizable
C=C double bond is more preferably a hydrophobic monomer.
[0025] According to the arrangement, molecule-responsive gel particles which recognize specific molecules and
change in size are produced in a suitable manner.
[0026] In addition, letting a net amount of the monomer having a single polymerizable C=C double bond and the
hydrophilic crosslinking monomer be 100 mol%, the crosslinking monomer is preferably used within a range of 0.1 to
50 mol%.
[0027] According to the arrangement, molecule-responsive gel particles which recognize specific molecules and
change in size are produced in a suitable manner. In other words, polymer gel particles which exhibit good dispersion
stability and which do not form precipitates or aggregates in synthesis are produced.
[0028] The hydrophobic monomer is preferably a (meth)acrylate monomer, a vinyl ether monomer, vinyl acetate, or
styrene. In addition, the (meth)acrylate monomer is preferably 2-(N,N-dialkylamino)alkyl(meth)acrylate or 2-hydroxyethyl
(meth)acrylate.
[0029] According to the arrangement, molecule-responsive gel particles which recognize specific molecules and
change in size are produced in a suitable manner.
[0030] The crosslinking monomer is more preferably a compound with two or more polymerizable C=C double bonds
and an alkylene glycol chain of general formula (1)
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-(RO)n- (1)

where R is an alkylene group of a carbon number 1 to 6 and may or may not vary from one RO repeat unit to another,
and n is an integer from 2 to 20. The crosslinking monomer is even more preferably polyalkylene glycol di(meth)
acrylate, polyalkylene glycol tri(meth)acrylate, polyalkylene glycol divinyl ether, or polyalkylene glycol trivinyl ether.

[0031] According to the arrangement, molecule-responsive gel particles which recognize specific molecules and
change in size are produced in a suitable manner. In addition, the monomer has also a function as a dispersion stabilizer.
That eliminates the need to separately use a dispersion stabilizer or a hydrophilic monomer acting as a dispersion
stabilizer.
[0032] The plurality of host molecules is preferably used in 0.1 to 40 mol% with respect to a net amount of the plurality
of host molecules and all the feedstock monomers.
[0033] According to the arrangement, molecule-responsive gel particles which recognize specific molecules and
change in size are produced in a suitable manner. In other words, polymer gel particles which exhibit good dispersion
stability and which do not form precipitates or aggregates in synthesis are produced.
[0034] The molecule-responsive gel particle in accordance with the present invention preferably has an average
diameter of 10 nm to 50 mm. According to the arrangement, the molecule-responsive gel particle is preferably used for
sensors and potentially in the environmental, medical, and other various fields because smaller particles show a higher
response rate.
[0035] In addition, the present invention encompasses a dry product obtained by drying the molecule-responsive gel
particles. The dry product, re-dispersed in a liquid, can be used as molecule-responsive gel particles.
[0036] The method of producing molecule-responsive gel particles in accordance with the present invention is, to
address the problems, characterized in that it includes: the reactive-functional-group-introducing step of introducing
reactive functional groups to at least one type of host molecules; and the polymerization step of emulsion polymerizing
a polymer-gel-particle forming monomer in the presence of a crosslinking monomer and the reactive-functional-group-
introduced host molecules obtained in the reactive-functional-group-introducing step so as to obtain molecule-responsive
gel particles.
[0037] According to the arrangement, molecule-responsive gel particles which recognize specific molecules and
change in size are produced in a suitable manner.
[0038] The host molecules are preferably at least one or more types of molecules selected from the group consisting
of cyclodextrin, crown compounds, cyclophane, calixarene, and derivatives thereof.
[0039] Preferably, the polymer-gel-particle forming monomer has a single polymerizable C=C double bond; and the
crosslinking monomer is hydrophilic. The monomer having a single polymerizable C=C double bond is more preferably
a hydrophobic monomer.
[0040] Letting a net amount of the monomer having a single polymerizable C=C double bond and the hydrophilic
crosslinking monomer be 100 mol%, the crosslinking monomer is preferably used within a range of 0.1 to 50 mol%.
[0041] The host molecules preferably account for 0.1 to 40 mol% of a net amount of the host molecules and all the
feedstock monomers.
[0042] The method of detecting a target molecule in accordance with the present invention is characterized in that
it includes the steps of: causing a specimen to contact the molecule-responsive gel particles; and determining whether
or not the specimen contains a target molecule by means of a change in volume of the molecule-responsive gel particles.
In addition, the target molecule detection kit in accordance with the present invention is characterized in that it includes
the molecule-responsive gel particles.
[0043] According to the arrangement, a target molecule is readily detected by detecting a change in volume occurring
in response to specific molecules.
[0044] The target-substance-adsorption/removal material in accordance with the present invention is characterized
in that it includes the molecule-responsive gel particles.
[0045] According to the arrangement, specific molecules are removed by adsorption, and if the adsorption/removal
happens, it is known by means of a change in volume.

Advantageous Effects of Invention

[0046] The molecule-responsive gel particle in accordance with the present invention is, as described in the foregoing,
a molecule-responsive gel particle changing in volume in response to a target molecule and includes: a polymer gel
particle having a crosslinked structure; and a plurality of clathrate compound-forming host molecules fixed to the polymer
gel particle. Hence, two or more of the plurality of host molecules clathrate different atomic groups in the target molecule
so that the two or more host molecules and the target molecule form a new crosslink in the molecule-responsive gel
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particle, which changes the volume of the molecule-responsive gel particle.
[0047] The method of producing molecule-responsive gel particles in accordance with the present invention, as de-
scribed in the foregoing, includes: the reactive-functional-group-introducing step of introducing reactive functional groups
to at least one type of host molecules; and the polymerization step of emulsion polymerizing a polymer-gel-particle
forming monomer in the presence of a crosslinking monomer and the reactive-functional-group-introduced host molecules
obtained in the reactive-functional-group-introducing step so as to obtain molecule-responsive gel particles. Hence,
molecule-responsive gel particles which recognize specific molecules and change in size are produced in a suitable
manner.
[0048] Additional objectives, advantages and novel features of the invention will be set forth in part in the description
which follows.

Brief Description of Drawings

[0049]

Figure 1
Figure 1 is an illustration of a chemical reaction equation for the production of molecule-responsive gel particles in
an example of the invention.
Figure 2
Figure 2 is a graph representing a relationship between the CD content and the average diameter of molecule-
responsive gel particles in an aqueous solution of bisphenol A (BPA).
Figure 3
Figure 3 is a graph representing a relationship between the CD content and the relative change of the average
diameter of molecule-responsive gel particles in an aqueous solution of bisphenol A (BPA).
Figure 4
Figure 4 is a schematic illustration of a molecule-responsive gel particle changing its volume in response to target
molecules.

Description of Embodiments

[0050] The following will describe the present invention in the order of (I) the molecule-responsive gel particles, (II)
the method of production for the molecule-responsive gel particles, and (III) the use of the molecule-responsive gel
particles.

(I) Molecule-responsive Gel Particles

[0051] The molecule-responsive gel particles in accordance with the present invention are molecule-responsive gel
particles changing in volume in response to a target molecule and each include: a polymer gel particle having a crosslinked
structure; and a plurality of clathrate compound-forming host molecules fixed to the polymer gel particle.
[0052] The polymer gel particles are particles made of a polymer compound having a crosslinked structure. The
particles are not limited in any particular manner so long as they have absorbed liquid and swollen.
[0053] The type of crosslinking is not limited in any particular manner so long as the polymer gel particles have a
crosslinked structure. From the stability viewpoint, however, the crosslinked structure of the polymer gel particles is
preferably chemically formed by covalent bonding.
[0054] The molecule-responsive gel particles in accordance with the present invention change their swell, and hence
their volume, in response to a specific molecule, and are a type of stimuli-responsive gel. The stimuli-responsive gel
here refers to a polymer gel which changes its swell, and hence its volume, in response to temperature, pH, ionic strength,
light, electric field, and specific molecules, for example.
[0055] The molecule-responsive gel particles in accordance with the present invention are responsive to specific
molecules when the particles have absorbed liquid and swollen. Therefore, the molecule-responsive gel particles in
accordance with the present invention are preferably swollen by absorption of liquid.
[0056] The liquid is not limited in any particular manner and may be any liquid so long as it does not undesirably affect
the response to target molecules. Examples of the liquid may include water; aqueous buffer solutions, such as a phosphate
buffer solution, a Tris buffer solution, and an acetate buffer solution; alcohols, such as methanol, ethanol, 1-propanol,
2-propanol, 1-butanol, 2-butanol, isobutyl alcohol, and isopentyl alcohol; ketones, such as acetone, 2-butanone, 3-
pentanone, methyl isopropyl ketone, methyl n-propyl ketone, 3-hexanone, and methyl n-butyl ketone; ethers, such as
diethyl ether, diisopropyl ether, tetrahydrofuran, and tetrahydropyran; esters, such as ethyl acetate ester; amides, such
as dimethyl formamide and dimethyl acetoamide; dimethyl sulfoxide; nitriles, such as cetonitrile; propylene carbonate;
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lower saturated hydrocarbons, such as pentane, hexane, and cyclohexane; xylene; toluene; and mixtures of these
substances. Particularly, the liquid is preferably either water or an aqueous buffer solution in view of the stability of the
clathrate compound formed by the bonding of host molecules and a target molecule. In other words, the molecule-
responsive gel particles in accordance with the present invention are preferably a hydrogel.
[0057] The amount of the liquid contained in the polymer gel particles swollen to equilibrium can vary depending on
the crosslink density of the polymer gel particles, the type of the polymer and solvent, temperature, pH, ionic strength,
etc. The amount is preferably not less than 30 wt% and not more than 99.9 wt%, and more preferably not less than 70
wt% and not more than 99 wt%, when expressed in ratio to the net weight of the molecule-responsive gel particles and
the liquid contained in the molecule-responsive gel particles. The ratios in that range, of the liquid contained in the
molecule-responsive gel particles in accordance with the present invention which are swollen to equilibrium, are preferred
because they deliver a gel with suitable strength and a polymer network structure in which target molecules can diffuse
in the gel.
[0058] The molecule-responsive gel particles in accordance with the present invention have absorbed liquid and
swollen. The particles may be dried so that the obtained dry product can be redispersed in liquid to provide molecule-
responsive gel particles for use. Therefore, the dry product also falls within the scope of the present invention.
[0059] The molecule-responsive gel particles in accordance with the present invention have an average diameter of
preferably 10 nm to 50 mm, more preferably 50 nm to 10 mm, and even more preferably 100 nm to 1 mm. The molecule-
responsive gel particles preferably have an average diameter of not less than 10 nm because their dispersion is visually
observable. In addition, the molecule-responsive gel particles preferably have an average diameter of not more than 50
mm because the particles are quick to respond to target molecules and suitable for micrometer-scale applications, for
example, in microchips.
[0060] The molecule-responsive gel particles in accordance with the present invention has a polydispersity index (p.d.)
of preferably less than 0.1 and more preferably less than 0.01. These polydispersity index values are preferred because
the particles have uniform size and produce stable information on response behavior. That in turn yields reliable results
when the particles are used in a sensor, for example.
[0061] In the present invention, the average diameter of the molecule-responsive gel particles refers to the value
obtained by histogram analysis of a scattering intensity distribution that is attributable to particles detected by dynamic
light scattering described in the examples of the invention which will be detailed later. Also, in the present invention, the
polydispersity index (p.d.) of the molecule-responsive gel particles refers to the value obtained by first finding a series
expansion, up to a second-order term, of the exponential part of the auto-correlation function obtained from scattering
intensity that is attributable to particles detected by dynamic light scattering described in the examples of the invention
(will be detailed later) and subsequently standardizing the second-order term coefficient by the square of the first-order
term coefficient. A polydispersity index greater than 0.1 indicates polydispersity (multiple peaks or a single, but broad
peak). A polydispersity index less than or equal to 0.1 indicates monodispersity (presence of a pointed peak).
[0062] In the molecule-responsive gel particle in accordance with the present invention, a plurality of clathrate com-
pound-forming host molecules are fixed inside the crosslinked structure of the polymer gel particle. A host molecule
here is not limited in any particular manner so long as it is a compound capable of clathrating a target molecule (or
atomic groups in a target molecule) in the host molecule, that is, a compound which clathrates a target molecule (or
atomic groups in a target molecule) to form a clathrate compound.
[0063] A clathrate compound here is a compound of two types of molecules formed under appropriate conditions, with
one type (host molecules) including the other type (guest molecules). A guest molecule here is not necessarily a molecule;
it also includes atomic groups in a molecule. Therefore, throughout the rest of the specification, what is referred to by
the term, "guest molecule" is inclusive of atomic groups in a guest molecule, as well as that guest molecule itself.
Molecular interaction occurs between the host molecules including another molecule and the included guest molecule.
It is a vital requirement for the generating of a clathrate compound that the size of a cavity provided by the host molecules
matches the size of the guest molecule to be included.
[0064] The host molecules of such a nature can selectively capture a guest molecule. Furthermore, the host molecules
and the guest molecule can be separated again in the clathrate compound formed by the host molecules capturing the
guest molecule because the two types of molecules are bonded by ionic bonds, van der Waals bonds, hydrogen bonds,
or similar relatively weak bonds. Therefore, the molecule-responsive gel particles in accordance with the present invention
in which the host molecules are fixed to the polymer gel particles can be used repeatedly in selective separation of
substance, sensors, adsorption/ removal, etc.
[0065] The guest-molecule-including structure of the host molecules in the present invention is not limited in any
particular manner and may be, for example, an inclusion type, a tube type, a layer type, a cage type, a package type,
or any other appropriate type.
[0066] The host molecules are not limited in any particular manner so long as they can form the clathrate compound
described above. Examples may include cyclodextrin, crown compounds, cyclophane, azacyclophane, calixarene, and
derivatives thereof. These compounds have a ring structure with an inner hole where specific molecules can be recognized
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and clathrated depending on the size, volume, and shape of the hole.
[0067] Some specific examples of cyclodextrin are α-cyclodextrin; β-cyclodextrin; γ-cyclodextrin; and cyclodextrin
derivatives, such as alkylated derivatives, hydroxyalkylated derivatives, glucosylated derivatives, carboxymethylated
derivatives, and sulfobutyletherified derivatives in which some of the OH groups are replaced, respectively, by alkoxy
groups, -OCH2CH(OH)CH3 or similar groups, -O-glucose or similar groups, -OCH2COOH or similar groups, and -O
(CH2)4SO3Na or similar groups.
[0068] The host molecules are fixed inside the crosslinked structure of the polymer gel particles in the present invention.
Accordingly, two or more of the host molecules clathrate different atomic groups in a target molecule in the presence of
target molecules each containing two or more atomic groups which can be clathrated by the host molecules so that the
two or more host molecules and the target molecule form a new crosslink in the molecule-responsive gel particle.
[0069] For example, the circled schematic in the upper left corner of Figure 4 shows host molecules (represented by
conical trapezoids) being fixed in a crosslinked structure of a polymer gel particle. As the molecule-responsive gel particle
in accordance with the present invention is brought into contact with target molecules (bisphenol A (BPA) in the top of
Figure 4) containing two or more atomic groups (aromatic rings in Figure 4) to be clathrated by the host molecules, the
two or more host molecules clathrate the two atomic groups in the target molecules. The result, shown in the circled
schematic in the upper right corner of Figure 4, is the formation of a crosslinked structure composed of host molecule-
target molecule-host molecule complexes. The black dots in Figure 4 indicate crosslinking sites. The molecule-responsive
gel particle shrinks with the increase of in the number of the crosslinking sites, as it is known that the swell ratio of
polymer gel generally increases with a decrease in crosslink density.
[0070] In contrast, in the presence of molecules each containing a single atomic group which can be clathrated by the
host molecules, the molecule-responsive gel particle in accordance with the present invention clathrates the atomic
group to form bonds as shown in the bottom of Figure 4, but is short of forming a crosslinked structure. Therefore, the
molecule-responsive gel particle does not change in volume.
[0071] All stimuli-responsive gel particles reported conventionally respond to stimuli based on, for example, changes
of dissociable groups or changes in affinity between the solvent and the polymer compound constituting the particles.
It is difficult to impart molecule recognizing capability to the conventional particles which operate by the conventional
mechanisms. The molecule-responsive gel particles in accordance with the present invention operate by a completely
different mechanism from the conventional stimuli-responsive particles: the crosslinking sites increase in the presence
of target molecules, thus causing change in volume. This mechanism imparts molecule recognizing capability to the
particles.
[0072] In addition, large volume change may be available with the molecule-responsive gel particles in accordance
with the present invention, depending on the structural design of the molecule-responsive gel particles, because the
particles employ the mechanism whereby the crosslinking sites increase in number and change the volume in the
presence of target molecules each containing two or more atomic groups which can be clathrated by the host molecules
as described above.
[0073] For the molecule-responsive gel particles in accordance with the present invention, it is not limited in any
particular manner how the host molecules are fixed to the polymer gel particles having a crosslinked structure. Preferred
example methods are chemical bonds including covalent bonds, ionic bonds, and coordinate bonds. Among them,
covalent bonds are the most preferable example. The chemical bonds stably fix the host molecules in the crosslinked
structure of the polymer gel particles. More specifically, the host molecules can be appropriately fixed to the polymer
gel particles having a crosslinked structure by introducing reactive functional groups to the host molecules and reacting
the reactive functional groups with a polymer compound which will form polymer gel particles.
[0074] In the present invention, plural host molecules need to be fixed in the crosslinked structure of the polymer gel
particles. Accordingly, the polymer gel particles can form a crosslinked structure from the host molecules and a target
molecule containing two or more atomic groups which can be clathrated by the host molecules.
[0075] The host molecules here may be of a single type or a combination of two or more types. A choice may be made
according to the target molecule. By combining two or more different types of host molecules, molecule-responsive gel
particles can be produced which respond to molecule each containing two or more types of atomic groups which can
be clathrated by the two or more different types of host molecules.
[0076] The polymer gel particles which may be used to prepare the molecule-responsive gel particles in accordance
with the present invention are not limited in any particular manner so long as they are a polymer compound with a
crosslinked structure and swell in water or an organic solvent. Any polymer compound that is used to synthesize con-
ventional stimuli-responsive gel particles may be preferably used. An example of such polymer gel particles is the polymer
gel particles described in patent literature 1 and non-patent literatures 3 and 4.
[0077] A more preferred example of the polymer gel particles than the conventional polymer gel particles is the particles
obtained by emulsion polymerization of a monomer having a single polymerizable C=C double bond and a hydrophilic
crosslinking monomer. Accordingly, the method has an advantage in that stable gel particles are synthesized without
using an emulsifier.
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[0078] The monomers having a single polymerizable C=C double bond are not limited in any particular manner; any
monomer that can be generally used in a radical polymerization reaction may be used. Examples of the monomer having
a single polymerizable C=C double bond include monomers with vinyl groups, allyl groups, iso propenyl groups, or (meth)
acryloyl groups. More specifically, the monomer having a single polymerizable C=C double bond may be, for example,
a C1 to C18 alkyl(meth)acrylate monomer; a vinyl aromatic monomer, such as styrene, α-methyl styrene, p-methyl
styrene, chlorostyrene, or vinyl toluene; a vinyl ether monomer; a vinyl ester, such as vinyl acetate; or a vinyl-unsaturated
carboxylic acid monomer, such as methacrylic acid, acrylic acid, maleic acid, or itaconic acid.
[0079] The monomer having a single polymerizable C=C double bond is more preferably a hydrophobic monomer.
Specific examples of the hydrophobic monomer include (meth)acrylate monomers, such as 2-(N,N-dialkylamino)alkyl
(meth)acrylate and 2-hydroxyethyl(meth)acrylate; vinyl ether monomers; vinyl acetate; and styrenes.
[0080] Among them, particularly preferred examples of the hydrophobic monomer are 2-(N,N-dialkylamino)alkyl(meth)
acrylate, 2-hydroxyethyl(meth)acrylate, and like (meth)acrylate monomers. A further preferred example is 2-(N,N-di-
alkylamino)alkyl(meth)acrylate.
[0081] The hydrophilic crosslinking monomer used in the present invention is not limited in any particular manner so
long as it is a hydrophilic monomer having two or more polymerizable C=C double bonds. The hydrophilic monomer is
preferably a crosslinking monomer having a solubility of 0.01 g or greater in 100 g of water at 20°C. The hydrophilic
crosslinking monomer may be, for example, polyethylene glycol di(meth)acrylate, polypropylene glycol di(meth)acrylate,
polyethylene glycol tri(meth)acrylate, polypropylene glycol tri(meth)acrylate, methylene bisacrylamide, or polyalkylene
glycol divinyl ether. The use of a hydrophilic crosslinking monomer having two or more polymerizable C=C double bonds
is preferred because gel particles are synthesized which exhibit good disperse stability and a suitable swell ratio with
reversible swell/shrink capability.
[0082] The hydrophilic crosslinking monomer is preferably a compound which has two or more polymerizable C=C
double bonds and a polyalkylene glycol chain. It is more preferable if the polyalkylene glycol chain is an alkylene glycol
chain of general formula (1)

-(RO)n- (1)

where in general formula (1), R is an alkylene group of carbon number 1 to 6 and may or may not vary from one
RO repeat unit to another, and n is an integer from 2 to 20. It has been discovered that a hydrophilic crosslinking
monomer having such a polyalkylene glycol chain and two or more polymerizable C=C double bonds has an additional
dispersion stabilizer function. This property enables production of molecule-responsive gel particles with excellent
molecule recognizing capability without need to add a dispersion stabilizer which may have adverse effect on the
molecule recognizing capability of the produced molecule-responsive gel particles. The crosslinking monomer may
be, for example, polyethylene glycol di(meth)acrylate, polypropylene glycol di(meth)acrylate, polyethylene glycol tri
(meth)acrylate, polypropylene glycol tri(meth)acrylate, or polyalkylene glycol divinyl ether. In the present invention,
it is preferable to use the crosslinking monomer which has an additional dispersion stabilizer function and use no
dispersion stabilizer. The invention however does not prohibit the use of dispersion stabilizer.

[0083] The hydrophilic crosslinking monomer is preferably a polyalkylene glycol di(meth)acrylate having an alkylene
glycol chain with the repetition of RO units, i.e. "n" in general formula (1), being two or greater, and more preferably with
the repetition of RO units being 2, 3, 4, 9, or 13. Examples of the polyalkylene glycol di(meth)acrylate include polyethylene
glycol dimethacrylate, polyethylene glycol diacrylate, polypropylene glycol dimethacrylate, polypropylene glycol diacr-
ylate, polytetraethylene glycol dimethacrylate, polytetramethylene glycol diacrylate, poly(ethylene glycol-tetramethylene
glycol) di(meth)acrylate, poly(propylene glycol-tetramethylene glycol) di(meth)acrylate, and polyethylene glycol-polypro-
pylene glycol-polyethylene glycol di(meth)acrylate.
[0084] The term "(meth)acrylic" is used to mean both "acrylic" and "methacrylic" throughout the specification.
[0085] Only one of these crosslinking monomers may be used. Alternatively, two or more of them may be used in
combination. The same applies to the monomer having a single polymerizable C=C double bond.
[0086] Other monomers may also be used together provided that they do not have adverse effect on the response to
molecules of the produced molecule-responsive gel particles.
[0087] The crosslinking monomer is used preferably in 0.1 to 50 mol%, more preferably in 1 to 50 mol%, and even
more preferably in 10 to 30 mol%, with respect to the net amount of the monomer having a single polymerizable C=C
double bond and the hydrophilic crosslinking monomer. The use of the crosslinking monomer in 0.1 mol% or more is
preferred because the dispersion stabilizer effect improves the disperse stability of the particles. The use of the crosslink-
ing monomer in 50 mol% or less is preferred because gel particles are synthesized which have such a suitable crosslink
density that the particles can show a large change in size in response to target molecules.
[0088] The host molecules are used preferably in 0.1 to 40 mol%, more preferably in 1 to 40 mol%, and even more
preferably in 5 to 20 mol%, with respect to the net amount of the host molecules and all the feedstock monomers. The
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use of the host molecules in 0.1 mol% or more is preferred because the host molecules form relatively large numbers
of crosslinks by clathrating target molecules, showing a large response to the target molecules. The use of the host
molecules in 40 mol% or less is preferred because gel particles with suitable stability are readily synthesized. All the
feedstock monomers here refers to the sum of the monomer having a single polymerizable C=C double bond and the
hydrophilic crosslinking monomer if these monomers are only used. If other monomers are used together, the term refers
to all the feedstock monomers including those additional monomers.
[0089] The molecule-responsive gel particles in accordance with the present invention, when they are swollen, can
recognize target molecules containing two or more atomic groups which can be clathrated by the host molecules.
Furthermore, the molecule-responsive gel particles in accordance with the present invention change in volume in re-
sponse to target molecules containing two or more atomic groups which can be clathrated by the host molecules. The
liquid absorbed when the molecule-responsive gel particles in accordance with the present invention change in volume
is not limited in any particular manner; the liquid may be water, an aqueous buffer solution, or an organic solvent. The
liquid may be a liquid which the molecule-responsive gel particles absorb and swell. Specific examples of the liquid
include water; an aqueous buffer solutions, such as a phosphate buffer solution, a Tris buffer solution, and an acetate
buffer solution; alcohols, such as methanol, ethanol, 1-propanol, 2-propanol, 1-butanol, 2-butanol, isobutyl alcohol, and
isopentyl alcohol; ketones, such as acetone, 2-butanone, 3-pentanone, methyl isopropyl ketone, methyl n-propyl ketone,
3-hexanone, and methyl n-butyl ketone; ether, such as diethyl ether, diisopropyl ether, tetrahydrofuran, and tetrahydro-
pyran; esters, such as ethyl acetate ester; amides, such as dimethyl formamide and dimethyl acetoamide; dimethyl
sulfoxide; nitriles, such as acetonitrile; propylene carbonate; lower saturated hydrocarbons, such as pentane, hexane,
and cyclohexane; xylene; toluene; and mixtures of two or more of these substances. Especially preferred among the
examples are water and aqueous buffer solutions in view of the stability of the clathrate compound formed by the host
molecules bonding to a target molecule.
[0090] The molecule-responsive gel particles in accordance with the present invention, when swollen to equilibrium,
can better recognize target molecules containing two or more atomic groups which can be clathrated by the host mol-
ecules.
[0091] The magnitude of the change in volume when the molecule-responsive gel particles in accordance with the
present invention change in volume in response to target molecules is not limited in any particular manner. The ratio of
particle diameters before and after the change in volume, or the ratio of the average particle diameter after the change
in volume to the average particle diameter before the change in volume, is preferably 0.8 or less, more preferably 0.5
or less, and even more preferably 0.2 or less. Smaller particle diameter ratios are preferred because the particles shrink
more and show improved sensitivity. The typical particle diameter ratio of the molecule-responsive gel particles in
accordance with the present invention is about 0.5 although it can vary depending on the number of crosslinks introduced
in the crosslinked structure, the type of the polymer compound and the solvent, the condition of the dissociable groups
in the polymer chain, and possibly other factors.
[0092] The molecule-responsive gel particles in accordance with the present invention may also be labelled, for ex-
ample, with silica or other particles, color material, or molecules containing fluorescent chromophores. The use of the
molecule-responsive gel particles enables simple and convenient detection of the change in volume of the molecule-
responsive gel particles either visually or by using a device, such as a spectroscope or a fluorescence microscope.

(II) Method of Producing Molecule-responsive Gel Particles

[0093] The method of producing molecule-responsive gel particles in accordance with the present invention is not
limited in any particular manner and may be any method so long as the host molecules can be fixed in the crosslinked
structure of the polymer gel particles.
[0094] The method of producing molecule-responsive gel particles in accordance with the present invention may be,
for example, a method of production involving: the reactive-functional-group-introducing step of introducing reactive
functional groups to at least one type of host molecules; and the polymerization step of emulsion polymerizing a polymer-
gel-particle forming monomer in the presence of a crosslinking monomer and the reactive-functional-group-introduced
host molecules obtained in the reactive-functional-group-introducing step so as to obtain molecule-responsive gel par-
ticles.
[0095] The host molecules have been already described earlier in (I), which is not repeated here. The reactive functional
groups used in the reactive-functional-group-introducing step are not limited in any particular manner so long as they
can be incorporated into a polymer compound constituting the crosslinked structure of the polymer gel particles through
emulsion polymerization. Examples include polymerizable functional groups, such as (meth)acryloyl groups and vinyl
groups. The method of introducing the reactive functional groups is not limited in any particular manner; any publicly
known, conventional method may be used.
[0096] In the polymerization step, a polymer-gel-particle forming monomer is polymerized in the presence of a crosslink-
ing monomer and reactive-functional-group-introduced host molecules to obtain molecule-responsive gel particles.
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[0097] The polymerization method here, although not limited in any particular manner, is preferably emulsion polym-
erization. Accordingly, a molecule-responsive gel can be obtained in the form of particles. The solvent used in the
polymerization is preferably, for example, water, a phosphate buffer solution, a Tris buffer solution, an acetate buffer
solution, methanol, or ethanol.
[0098] More preferably, the polymerization is carried out by emulsion polymerization involving no use of emulsifier (no
surfactant). The solvent in the emulsifier-free emulsion polymerization is preferably, for example, water, a phosphate
buffer solution, a Tris buffer solution, or an acetate buffer solution.
[0099] In the emulsion polymerization and the emulsifier-free emulsion polymerization, a reaction solution containing
the polymer-gel-particle forming monomer, the reactive-functional-group-introduced host molecules, and the crosslinking
monomer may be stirred with ultrasonic waves prior to the polymerization.
[0100] The monomer used in the production of the molecule-responsive gel particles in accordance with the present
invention has been already described earlier in (I), which is not repeated here.
[0101] The polymerization initiator is not limited in any particular manner. Preferred examples include persulfuric acid
salts, such as ammonium persulfate and sodium persulfate; hydrogen peroxide; peroxides, such as t-butylhydroperoxide
and cumene hydroperoxide; azobisisobutyronitrile; and benzoyl peroxide. Among these polymerization initiators, oxida-
tive initiators, especially, persulfuric acid salts and peroxides, may also be used in combination with, for example, sodium
hydrogen sulfite or N,N,N’,N’-tetramethyl ethylenediamine as a redox initiator.
[0102] Polymerization temperature, although not limited in any particular manner, is preferably 5 to 90°C, and more
preferably 20 to 40°C. At polymerization temperature in these ranges, the polymerization does not require heating.
Molecules that could be denatured depending on temperature can be used. Polymerization time is not limited in any
particular manner either; it is typically 4 to 12 hours.
[0103] The concentrations of the monomers and crosslinking agent during the polymerization is not limited in any
particular manner so long as the polymer gel particles are obtained. The concentration of the polymerization initiator is
not limited in any particular manner either; it may be determined appropriately.
[0104] Furthermore, the host molecules may be copolymerized not only with the polymer-gel-particle forming monomer
and the crosslinking monomer, but also with another monomer, in the polymerization step. The other monomer is not
limited in any particular manner so long as the monomer does not have adverse effect on the performance of the obtained
molecule-responsive gel particles.
[0105] The method of producing molecule-responsive gel particles in accordance with the present invention more
preferably further includes the step of removing unreacted monomer, unreacted crosslinking monomer, etc. from the
obtained reaction mixture in the polymerization step. The method of removing unreacted monomer, crosslinking agent,
etc. is not limited in any particular manner; they may be removed by, for example, dialysis or centrifugation. The molecule-
responsive gel particles in accordance with the present invention are preferably a hydrogel or an organogel, and may
be in dry state. The molecule-responsive gel particles in accordance with the present invention in dry state can be
obtained by, for example, removing solvent from washed molecule-responsive gel particles and freeze drying the particles.
[0106] The method of producing molecule-responsive gel particles in accordance with the present invention is pref-
erably one of the methods described above. An alternative example is to polymerize the monomers to synthesize polymer
gel particles and subsequently bond two or more host molecules in the crosslinked structure of the polymer gel particles.

(III) Use of Molecule-responsive Gel Particles

(III-1) Method of Detecting Target Molecules Using Molecule-responsive Gel Particles

[0107] The host molecules are fixed inside the crosslinked structure of the polymer gel particles in the present invention.
Accordingly, two or more of the host molecules clathrate different atomic groups in a target molecule in the presence of
target molecules each containing two or more atomic groups which can be clathrated by the host molecules so that the
two or more host molecules and the target molecule form a new crosslink in the molecule-responsive gel particle, which
shrinks the molecule-responsive gel particle. Therefore, The molecule-responsive gel particles in accordance with the
present invention can be used to detect target molecules. Therefore, the present invention encompasses methods of
detecting target molecules using the molecule-responsive gel particles in accordance with the present invention. The
target molecule, throughout the specification, refers to a molecule which contains two or more atomic groups which can
be clathrated by the host molecules fixed to the molecule-responsive gel particles in accordance with the present invention
and in response to which the molecule-responsive gel particles in accordance with the present invention change in volume.
[0108] The method of detecting a target molecule in accordance with the present invention may include the steps of:
causing a specimen to contact the molecule-responsive gel particles in accordance with the present invention; and
determining whether or not the specimen contains a target molecule by means of a change in volume of the molecule-
responsive gel particles.
[0109] The target molecule contained in the specimen is a molecule containing two or more atomic groups which can
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be clathrated by the host molecules fixed to the molecule-responsive gel particles in accordance with the present invention,
so as to form a clathrate compound. Some preferred combinations of the host molecules and the target molecules are
cyclodextrin and a compound having two or more aromatic rings; crown ether and a compound having two or more
amino groups; and cyclophane and a compound having two or more aromatic rings. Therefore, the detection method in
accordance with the present invention is capable of properly detecting, for example, endocrine disrupting chemicals,
such as bisphenol A with two aromatic rings, biphenyl compounds, and phenol derivatives, and toxic substances, such
as dioxin.
[0110] The specimen is by no means limited to an aqueous or buffer solution of target molecules so long as the target
molecule can be detected using the molecule-responsive gel particles in accordance with the present invention.
[0111] The molecule-responsive gel particles which contact the specimen are preferably used, for example, in the
form of dispersion liquid in which the molecule-responsive gel particles are dispersed in a dispersion medium. The
dispersion medium here may be, for example, water, a phosphate buffer solution, a Tris buffer solution, an acetate buffer
solution, methanol, or ethanol. The quantity of the molecule-responsive gel particles, dispersed in the dispersion liquid,
which contact the specimen is not limited in any particular manner and preferably 0.01 to 10 g/L and more preferably
0.01 to 0.1 g/L. Controlling the quantity of the molecule-responsive gel particles in the dispersion substance within these
ranges is preferred because the dispersion is visually observable and synthesis cost is reduced.
[0112] The method of determining whether or not the specimen contains a target molecule by means of a change in
volume of the molecule-responsive gel particles may be any publicly known, conventional method of detecting change
in volume of a stimuli-responsive gel and is not limited in any particular manner. Examples of such a method include
repetitive measurements of the diameters of the molecule-responsive gel particles in the liquid by dynamic scattering
or a like technique, microscopic observation of the change in volume, measurement of changes in wavelength and
intensity of the structural color produced by regular arrangement of silica or like particles in the molecule-responsive gel
particles, measurement of light transmittance by the molecule-responsive gel particles when a color material is dispersed
in the particles, and measurement of fluorescence power of molecules or a like substance, containing fluorescent chromo-
phores, which is introduced to the molecule-responsive gel particles.

(III-2) Target Molecule Detection Kit

[0113] The present invention, related to use of the molecule-responsive gel particles, encompasses not only the
method of detecting target molecules described above, but also target molecule detection kits with which the detection
method is carried out. Specifically, the target molecule detection kit in accordance with the present invention includes
at least the molecule-responsive gel particles in accordance with the present invention. The detection kit may further
include various buffers and diluents.
[0114] By using the target molecule detection kit, the method of detecting target molecules in accordance with the
present invention can be carried out easily and simply. That in turn enables the present invention to be used in the
environmental examination, clinical test, and pharmaceutical fields on an industrial scale.

(III-3) Target-Substance-Adsorption/Removal Material

[0115] The host molecules are fixed inside the crosslinked structure of the polymer gel particles in the present invention.
Accordingly, two or more of the host molecules clathrate different atomic groups in a target molecule in the presence of
target molecules each containing two or more atomic groups which can be clathrated by the host molecules so that the
two or more host molecules and the target molecule form a new crosslink in the molecule-responsive gel particle, which
shrinks the molecule-responsive gel particle. Therefore, the molecule-responsive gel particles in accordance with the
present invention can be used as target-molecule-adsorption/ removal material. Therefore, the present invention also
encompasses target-substance-removal material prepared using the molecule-responsive gel particles in accordance
with the present invention.
[0116] The target-substance-adsorption/removal material in accordance with the present invention is capable of not
only adsorbing and removing target molecules, but also changing in volume upon the adsorption/removal of the target
substances. Therefore, the adsorption/removal of the target molecules can be simultaneously confirmed.

Examples

[0117] The following will describe the present invention more specifically by way of examples. The present invention
is nonetheless by no means limited by the examples.
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Example 1: Production of Molecule-responsive Gel Particles

[0118] Polymerizable functional groups were introduced to cyclodextrin (CD) which as a host molecule recognizes,
for example, an aromatic ring. The CD into which polymerizable functional groups had been introduced were copolym-
erized with 2-(N,N-diethylamino) ethyl methacrylate (DEAEMA) by emulsifier-free emulsion polymerization by using
polyethylene glycol dimethacrylate (PEGDMA) as a hydrophilic crosslinking agent and particle stabilizer, to synthesize
gel particles into which the CD were introduced. Gel particles with different CD contents were also synthesized. The
respond behavior of these gels were examined in detail.

Synthesis of Host Molecules to Which Acryloyl Groups are Introduced

[0119] First, acryloyl-β-cyclodextrin (acryloyl-CD) was synthesized by the process shown in Figure 1(a). β-cyclodextrin
("CD" in Figure 1(a); manufactured by Wako Pure Chemical Ind., 11.5 g) and toluenesulfonic anhydride (Ts2O, 4.9 g)
were added to water (250 mL) and stirred at room temperature for 2 hours, to prepare a suspension. A 0.1-g/mL aqueous
solution of sodium hydroxide (50 mL) was added and stirred intensely for 10 minutes. Thereafter, unreacted Ts2O was
quickly filtered out. The filtrate was neutralized using concentrated hydrochloric acid and subsequently left to sit in a
refrigerator overnight to precipitate tosylated CD (TsO-CD). Next, TsO-CD (4.7 g) and azidated sodium (3.0 g) were
added to 80°C water (50 mL) and stirred at 80°C for 5 hours to run reaction. The reaction solution was cooled down to
room temperature and added to acetone (300 mL) to precipitate N3-CD which was then sucked up, filtered, and dried
under reduced pressure. The obtained N3-CD (3.0 g) and triphenyl phosphine (1.5 g) were dissolved in N,N-dimethyl
formamide (50 mL). A 25% aqueous solution of ammonia (10 mL) was then added to the solution and stirred at room
temperature for 4 hours. The resultant solution was added to acetone (300 mL) to precipitation NH2-CD which was then
sucked up, filtered, and dried under reduced pressure, to obtain 6-amino-6-deoxy-cyclodextrin (NH2-CD). Next, the
NH2-CD (3.4 g) was added to carbonate buffer solution (50 mL, pH 11), and acryloyl chloride (2.7 g) was added dropwise
to the solution. The resultant solution was stirred for 2 hours in an ice bath to run reaction. The solution was added to
acetone (300 mL) to precipitate products which were sucked up, filtered, and dried under reduced pressure, to synthesize
acryloyl-6-amino-6-deoxy-cyclodextrin (acryloyl-CD).

Production of Molecule-responsive Gel Particles

[0120] As illustrated in Figure 1(b), the synthesized acryloyl-CD, 2-(N,N-diethylamino) ethyl methacrylate (DEAEMA),
polyethylene glycol dimethacrylate (PEGDMA) with 4 EO repeat units, and distilled water were placed in a sample tube
in such amounts as to achieve the compositions shown in Table 1 below and stirred by ultrasonic wave for 30 minutes.
Thereafter, 5 mL was removed from the sample tube and put in a test tube where the sample was stirred with a stirring
bar at 500 rpm. To the resultant sample, ammonium persulfate/tetramethyl ethylenediamine (APS/TEMED) was added
as a redox initiator, and the mixture was reacted at 50°C for 8 hours to synthesize molecule-responsive gel particles.
Table 1 shows monomer compositions for the synthesis of molecule-responsive gel particles and the particle diameter
and polydispersity index of the obtained particles.

[0121] The dispersion liquid of the obtained molecule-responsive gel particles was stable and had opaque white color.
The particle diameter of the molecule-responsive gel particles was determined by dynamic light scattering as follows.
[0122] The dispersion liquid was diluted with ion exchanged water so that the concentration of the solid content of the
molecule-responsive gel particles was 0.001%. The content was dispersed in an ultrasonic washing machine for 30
minutes. Scattering intensity was then measured with a light scattering spectrophotometer (DLS-7000 K manufactured
by Otsuka Electronics Co. Ltd., liquid temperature 25°C, a 12φ cylindrical cell used). The average particle diameter was

[Table 1]

Acryloyl-CD Content 
(mol%)

Monomer Mixture (mg) Water (g) Particle Diameter (nm) p.d.

Acryloyl-CD DEAEMA PEGDMA

0 0.00 12.04 5.70 50.00 193.9 0.03082
1 0.77 11.92 5.70 50.00 286.5 0.00100
3 2.31 11.67 5.70 50.00 298.7 0.00276

5 3.85 11.44 5.70 50.00 316.9 0.01726
7 5.39 11.20 5.70 50.00 300.3 0.08461
9 6.93 10.95 5.70 50.00 327.6 0.01504
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obtained by histogram analysis from a scattering intensity distribution attributable to the detected particles. The polydis-
persity index (p.d.) was similarly obtained by finding a series expansion, up to a second-order term, of the exponential
part of the auto-correlation function obtained from scattering intensity and standardizing the second-order term coefficient
by the square of the first-order term coefficient. A polydispersity index greater than 0.1 indicates polydispersity (multiple
peaks or a single, but broad peak). A polydispersity index less than or equal to 0.1 indicates monodispersity (presence
of a pointed peak).
[0123] Results show that the molecule-responsive gel particles synthesized as above, regardless of their compositions,
had diameters of a few hundreds of nanometers (see Table 1). The results also show a trend where the diameters of
the molecule-responsive gel particles increased with increasing CD content. This is presumably because the gel swelled
and its particle diameter increased with the increasing acryloyl-CD content which had greater hydrophilicity than DEAEMA.
Table 1 also shows that the gel particles, regardless of their compositions, had polydispersity indices (p.d.) of less than
0.1. These index values indicate that relatively uniform gel particles with narrow particle diameter distributions were
synthesized. In this example, the CD content (in mol%) is the proportion of the quantity of acryloyl-CD used to the sum
of the monomer (acryloyl-CD, 2-(N,N-diethylamino) ethyl methacrylate (DEAEMA), and polyethylene glycol dimethacr-
ylate (PEGDMA)).

Example 2: Measurement of Swelling of Molecule-responsive Gel Particles

[0124] The reaction solution containing the obtained molecule-responsive gel particles were removed from the glass
tube and dialyzed to remove unreacted monomer and other components.
[0125] Next, the relationship between the average diameter and the CD content of the molecule-responsive gel particles
in an aqueous solution of bisphenol A (BPA) was examined.
[0126] Figure 2 shows results. In Figure 2, the vertical axis indicates the average diameter (in nanometers) of the
molecule-responsive gel particles, and the horizontal axis indicates the CD content (in mol%). The black dots indicate
measurements in an aqueous solution of bisphenol A (BPA).
[0127] Figure 3 shows the relationship between relative change in the average diameter and the CD content of the
molecule-responsive gel particles in an aqueous solution of bisphenol A (BPA). In Figure 3, the vertical axis indicates
the relative change (d/do) in the average diameter of the molecule-responsive gel particles, and the horizontal axis
indicates the CD content (in mol%). Here, do is the average diameter in nanometers of the molecule-responsive gel
particles in water, and d is the average diameter in nanometers of the molecule-responsive gel particles in an aqueous
solution of bisphenol A (BPA) or in comparative example 1 (detailed later), 2-phenyl ethyl acetate (PEA). The black dots
in Figure 3 indicate measurements in an aqueous solution of bisphenol A (BPA).
[0128] Results of the present example and comparative example 1 (detailed later) given in Figures 2 and 3 show that
the diameter of the molecule-responsive gel particles containing no CD did not exhibit much change whether they were
in water or in the BPA aqueous solution, whilst the average diameter of the CD-introduced molecule-responsive gel
particles was smaller in the BPA aqueous solution than in water.
[0129] The decrease is presumably because the CD in the polymer chain constituting the CD-introduced molecule-
responsive gel particles recognized the two aromatic rings of BPA, forming a crosslinked structure of a CD-BPA-CD
complex and shrinking the swell layer (see the top of Figure 4).
[0130] Meanwhile, the diameter of the CD-introduced molecule-responsive gel particles did not exhibit much change
whether they were in the PEA aqueous solution or in water. PEA was probably recognized by the CD in the CD-introduced
molecule-responsive gel particles, forming a CD-PEA complex. The PEA, however, had one aromatic ring and is unable
to form crosslinked structure. As a result, the particles did not shrink (see the bottom of Figure 4).
[0131] These results establish that the CD-introduced molecule-responsive gel particles distinguish BPA from PEA,
specifically recognizing only BPA and decreasing their particle size.

Comparative Example 1: Measurement of Swell Ratio of Molecule-responsive Gel Particles

[0132] The relationship between the average diameter and the CD content of the molecule-responsive gel particles
in an aqueous solution of 2-phenyl ethyl acetate (PEA) and in water was examined.
[0133] Figure 2 shows results. In Figure 2, the white circles indicate measurements in water, and the black squares
indicate measurements in an aqueous solution of 2-phenyl ethyl acetate (PEA).
[0134] Figure 3 shows the relationship between relative change in the average diameter and the CD content of the
molecule-responsive gel particles in an aqueous solution of 2-phenyl ethyl acetate (PEA). In Figure 3, the black squares
indicate measurements in an aqueous solution of 2-phenyl ethyl acetate (PEA).
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Industrial Applicability

[0135] The molecule-responsive gel particles in accordance with the present invention, as described in the foregoing,
each contain a plurality of clathrate compound-forming host molecules fixed in a crosslinked structure of a polymer gel
particle. Two or more of the host molecules clathrate different atomic groups in a target molecule so that the two or more
host molecules and the target molecule form a new crosslink in the molecule-responsive gel particle, which changes
the volume of the molecule-responsive gel particle. These molecule-responsive gel particles which respond to specific
molecules can find wide range of applications, for example, as sensor elements or adsorption materials in the environment
field. The invention also enables the synthesis of molecule-responsive gel particles which respond to a biomolecule
serving as a signal in relation to a disease by changing their particle size. The particles can be used as medical materials
for DDSs and diagnosis sensors. The invention can therefore be applicable and very useful in the environment exami-
nation, clinical test, pharmaceutical, industrial chemical production, and various other chemical industries, as well as
medical industries.

Claims

1. A molecule-responsive gel particle changing in volume in response to a target molecule, comprising:

a polymer gel particle; and
a plurality of clathrate compound-forming host molecules fixed to the polymer gel particle
the polymer gel particle being obtained by emulsion polymerization of a monomer having a single polymerizable
C=C double bond and a hydrophilic crosslinking monomer having two or more polymerizable C=C double bonds
and an alkylene glycol chain of general formula (1)

-(RO)n- (1)

where R is an alkylene group of a carbon number 1 to 6 and may or may not vary from one RO repeat unit
to another, and n is an integer from 2 to 20.

2. The molecule-responsive gel particle as set forth in claim 1, wherein n is an integer from 2 to 13.

3. The molecule-responsive gel particle as set forth in claim 1 or 2, wherein two or more of the plurality of host molecules
clathrate different atomic groups in the target molecule so that the two or more host molecules and the target
molecule form a crosslink in the molecule-responsive gel particle.

4. The molecule-responsive gel particle as set forth in any one of claims 1 to 3, wherein the molecule-responsive gel
particle changes in volume in the presence of target molecules each containing two or more atomic groups which
can be clathrated by the plurality of host molecules.

5. The molecule-responsive gel particle as set forth in any one of claims 1 to 4, wherein the molecule-responsive gel
particle is a hydrogel.

6. The molecule-responsive gel particle as set forth in any one of claims 1 to 5, wherein the plurality of host molecules
is at least one or more types of molecules selected from the group consisting of cyclodextrin, crown compounds,
cyclophane, azacyclophane, calixarene, and derivatives thereof.

7. The molecule-responsive gel particle as set forth in any one of claims 1 to 6, wherein letting a net amount of the
monomer having a single polymerizable C=C double bond and the hydrophilic crosslinking monomer be 100 mol%,
the crosslinking monomer is used within a range of 0.1 to 50 mol%.

8. The molecule-responsive gel particle as set forth in any one of claims 1 to 7, wherein:

the monomer having a single polymerizable C=C double bond is a (meth)acrylate monomer, a vinyl ether
monomer, vinyl acetate, or styrenes; and
the crosslinking monomer is polyalkylene glycol di(meth)acrylate, polyalkylene glycol tri(meth)acrylate, poly-
alkylene glycol divinyl ether, or polyalkylene glycol trivinyl ether.
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9. The molecule-responsive gel particle as set forth in any one of claims 1 to 8, wherein the plurality of host molecules
is used in 0.1 to 40 mol% with respect to anet amount of the plurality of host molecules and all the feedstock monomers.

10. The molecule-responsive gel particle as set forth in any one of claims 1 to 9, wherein the molecule-responsive gel
particle has an average diameter of 10 nm to 50 mm.

11. A dry product obtained by drying the molecule-responsive gel particles as set forth in any one of claims 1 to 10.

12. A method of producing molecule-responsive gel particles, comprising:

the reactive-functional-group-introducing step of introducing reactive functional groups to at least one type of
host molecules; and
the polymerization step of emulsion polymerizing a polymer-gel-fine-particle forming monomer having a single
polymerizable C=C double bond in the presence of a hydrophilic crosslinking monomer and the reactive-func-
tional-group-introduced host molecules obtained in the reactive-functional-group-introducing step so as to obtain
molecule-responsive gel particles,
the hydrophilic crosslinking monomer having two or more polymerizable C=C double bonds and an alkylene
glycol chain of general formula (1)

-(RO)n- (1)

where R is an alkylene group of a carbon number 1 to 6 and may or may not vary from one RO repeat unit
to another, and n is an integer from 2 to 20, preferably from 2 to 13.

13. The method as set forth in claim 12, wherein the host molecules are at least one or more types of molecules selected
from the group consisting of cyclodextrin, crown compounds, cyclophane, calixarene, and derivatives thereof.

14. The method as set forth in either one of claims 12 and 13, wherein letting a net amount of the monomer having a
single polymerizable C=C double bond and the hydrophilic crosslinking monomer be 100 mol%the crosslinking
monomer is used within a range of 0.1 to 50 mol%.

15. A target molecule detection kit, comprising the molecule-responsive gel particles as set forth in any one of claims
1 to 10.

16. A target-substance-adsorption/removal material, comprising the molecule-responsive gel particles as set forth in
any one of claims 1 to 10.

Patentansprüche

1. Teilchen aus Molekül-responsivem Gel, das sein Volumen als Reaktion auf ein Zielmolekül verändert, umfassend:

ein Polymergelteilchen; und
mehrere Clathratverbindung-bildende Wirtsmoleküle, die an das Polymergelgelteilchen gebunden sind,
wobei das Polymergelteilchen erhalten wird durch Emulsionspolymerisation eines Monomers mit einer einzelnen
polymerisierbaren C=C-Doppelbindung und eines hydrophilen quervernetzenden Monomers mit zwei oder mehr
polymerisierbaren C=C-Doppelbindungen und einer Alkylenglykolkette der allgemeinen Formel (1)

-(RO)n- (1)

worin R eine Alkylengruppe mit einer Kohlenstoffanzahl von 1 bis 6 ist und gegebenenfalls von einer RO-
Wiederholungseinheit zur anderen variieren kann und n eine ganze Zahl von 2 bis 20 ist.

2. Teilchen aus Molekül-responsivem Gel nach Anspruch 1, worin n eine ganze Zahl von 2 bis 13 ist.

3. Teilchen aus Molekül-responsivem Gel nach Anspruch 1 oder 2, worin zwei oder mehrere der mehreren Wirtsmo-
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leküle ein Clathrat mit verschiedenen Atomgruppen in dem Zielmolekül bilden, so dass die zwei oder mehrere
Wirtsmoleküle und das Zielmolekül eine Quervernetzung in dem Molekül-responsiven Gel bilden.

4. Teilchen aus Molekül-responsivem Gel nach einem der Ansprüche 1 bis 3, worin das Teilchen aus Molekül-respon-
sivem Gel sein Volumen in der Gegenwart von Zielmolekülen verändert, wobei jedes zwei oder mehrere Atomgrup-
pen enthält, die ein Clathrat mit den mehreren Wirtsmolekülen bilden können.

5. Teilchen aus Molekül-responsivem Gel nach einem der Ansprüche 1 bis 4, worin das Teilchen aus Molekül-respon-
sivem Gel ein Hydrogel ist.

6. Teilchen aus Molekül-responsivem Gel nach einem der Ansprüche 1 bis 5, worin die mehreren Wirtsmoleküle
mindestens einer oder mehrere Typen von Molekülen sind, ausgewählt aus der Gruppe, bestehend aus Cyclodextrin,
Kronenverbindungen, Cyclophan, Azacyclophan, Calixaren und Derivaten davon.

7. Teilchen aus Molekül-responsivem Gel nach einem der Ansprüche 1 bis 6, worin bei einer Nettomenge des Monomers
mit einer einzelnen polymerisierbaren C=C-Doppelbindung und des hydrophilen quervernetzenden Monomers von
100 mol-% das quervernetzende Monomer in einem Bereich von 0,1 bis 50 mol-% verwendet wird.

8. Teilchen aus Molekül-responsivem Gel nach einem der Ansprüche 1 bis 7, worin:

das Monomer mit einer einzelnen polymerisierbaren C=C-Doppelbindung ein Meth(acrylat)-Monomer, ein Viny-
lether-Monomer, Vinylacetat oder Styrol ist; und
das quervernetzende Monomer Polyalkylenglykol-di(meth)acrylat, Polyalkylenglykol-tri(meth)acrylat, Polyalky-
lenglykol-divinylether oder Polyalkylenglykol-trivinylether ist.

9. Teilchen aus Molekül-responsivem Gel nach einem der Ansprüche 1 bis 8, worin die mehreren Wirtsmoleküle
verwendet werden in 0,1 bis 40 Mol-% bezüglich einer Nettomenge der mehreren Wirtsmoleküle und aller Aus-
gangsmonomere.

10. Teilchen aus Molekül-responsivem Gel nach einem der Ansprüche 1 bis 9, worin das Teilchen aus Molekül-respon-
sivem Gel einen mittleren Durchmesser von 10 nm bis 50 mm aufweist.

11. Trockenprodukt, erhalten durch Trocknen der Teilchen aus Molekülresponsivem Gel nach einem der Ansprüche 1
bis 10.

12. Verfahren zum Herstellen von Teilchen aus Molekül-responsivem Gel, umfassend:

den Schritt zum Einführen einer reaktiven funktionellen Gruppe zum Einführen reaktiver funktioneller Gruppen
an mindestens einem Typ von Wirtsmolekülen; und
den Polymerisationsschritt des Emulsionspolymerisierens eines Monomers mit einer einzelnen polymerisier-
baren C=C-Doppelbindung, das feine Polymergelteilchen bildet, in der Gegenwart eines hydrophilen querver-
netzenden Monomers und der Wirtsmoleküle mit eingeführter reaktiver funktioneller Gruppe, erhalten in dem
Schritt zum Einführen der reaktiven funktionellen Gruppe, um Teilchen aus Molekül-responsivem Gel zu erhal-
ten,
worin das hydrophile quervernetzende Monomer zwei oder mehrere polymerisierbare C=C-Doppelbindungen
und eine Alkylenglykolkette der allgemeinen Formel (1)

-(RO)n- (1)

aufweist, worin R eine Alkylengruppe mit einer Kohlenstoffanzahl von 1 bis 6 ist und gegebenenfalls von
einer RO-Wiederholungseinheit zur anderen variieren kann und n eine ganze Zahl von 2 bis 20, vorzugs-
weise von 2 bis 13 ist.

13. Verfahren nach Anspruch 12, worin die Wirtsmoleküle mindestens einer oder mehrere Typen von Molekülen sind,
ausgewählt aus der Gruppe, bestehend aus Cyclodextrin, Kronenverbindungen, Cyclophan, Calixaren und Derivaten
davon.
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14. Verfahren nach einem der Ansprüche 12 und 13, worin bei einer Nettomenge des Monomers mit einer einzelnen
polymerisierbaren C=C-Doppelbindung und des hydrophilen quervernetzenden Monomers von 100 mol-% das
quervernetzende Polymer in einem Bereich von 0,1 bis 50 mol-% verwendet wird.

15. Zielmolekül-Nachweiskit, umfassend Teilchen aus Molekül-responsivem Gel nach einem der Ansprüche 1 bis 10.

16. Zielsubstanz-Adsorptions-/Entfernungsmaterial, umfassend die Teilchen aus Molekül-responsivem Gel nach einem
der Ansprüche 1 bis 10.

Revendications

1. Particule de gel sensible à des molécules changeant de volume en réponse à une molécule cible, comprenant :

une particule de gel de polymère ; et
une pluralité de molécules hôtes formant un composé clathrate fixées à la particule de gel de polymère,
la particule de gel de polymère étant obtenue par polymérisation en émulsion d’un monomère comprenant une
seule double liaison C=C polymérisable et d’un monomère de réticulation hydrophile comprenant deux doubles
liaisons C=C polymérisables ou plus et une chaîne alkylène glycol de formule générale (1)

-(RO)n- (1)

où R est un groupe alkylène comportant de 1 à 6 atomes de carbone et il peut ou non varier d’un motif
récurrent RO à l’autre, et n est un nombre entier de 2 à 20.

2. Particule de gel sensible à des molécules selon la revendication 1, dans laquelle n est un nombre entier de 2 à 13.

3. Particule de gel sensible à des molécules selon la revendication 1 ou 2, dans laquelle deux parmi la pluralité des
molécules hôtes ou plus réalisent une clathration de différents groupes atomiques dans la molécule cible de sorte
que deux molécules hôtes ou plus et la molécule cible forment une réticulation dans la particule de gel sensible à
des molécules.

4. Particule de gel sensible à des molécules selon l’une quelconque des revendications 1 à 3, dans laquelle la particule
de gel sensible à des molécules change de volume en présence de molécules cibles contenant chacune deux
groupes atomiques ou plus qui peuvent subir une clathration par la pluralité de molécules hôtes.

5. Particule de gel sensible à des molécules selon l’une quelconque des revendications 1 à 4, dans laquelle la particule
de gel sensible à des molécules est un hydrogel.

6. Particule de gel sensible à des molécules selon l’une quelconque des revendications 1 à 5, dans laquelle la pluralité
de molécules hôtes est au moins un ou plusieurs types de molécules choisies dans le groupe constitué de la
cyclodextrine, des composés couronne, du cyclophane, de l’azacyclophane, du calixarène et des dérivés de ceux-ci.

7. Particule de gel sensible à des molécules selon l’une quelconque des revendications 1 à 6, dans laquelle si la
quantité nette de monomère comprenant une seule double liaison C=C polymérisable et de monomère de réticulation
hydrophile représente 100 % en moles, le monomère de réticulation est utilisé dans une plage de 0,1 à 50 % en moles.

8. Particule de gel sensible à des molécules selon l’une quelconque des revendications 1 à 7, dans laquelle :

le monomère comprenant une seule double liaison C=C polymérisable est un monomère (méth)acrylate, un
monomère vinyléther, l’acétate de vinyle ou le styrène ; et
le monomère de réticulation est le di(méth)acrylate de polyalkylène glycol, le tri(méth)acrylate de polyalkylène
glycol, le divinyléther de polyalkylène glycol ou le trivinyléther de polyalkylèneglycol.

9. Particule de gel sensible à des molécules selon l’une quelconque des revendications 1 à 8, dans laquelle la pluralité
de molécules hôtes est utilisée à raison de 0,1 à 40 % en moles par rapport à la quantité nette de la pluralité de
molécules hôtes et de tous les monomères de la charge.
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10. Particule de gel sensible à des molécules selon l’une quelconque des revendications 1 à 9, dans laquelle la particule
de gel sensible à des molécules a un diamètre moyen de 10 nm à 50 mm.

11. Produit sec obtenu par séchage des particules de gel sensibles à des molécules selon l’une quelconque des re-
vendications 1 à 10.

12. Procédé de production de particules de gel sensibles à des molécules, comprenant :

l’étape d’introduction de groupes fonctionnels réactifs consistant à introduire des groupes fonctionnels réactifs
dans au moins un type de molécules hôtes ; et
l’étape de polymérisation consistant à polymériser en émulsion un monomère formant de fines particules de
gel de polymère comprenant une seule double liaison C=C polymérisable en présence d’un monomère de
réticulation hydrophile et des molécules hôtes à groupes fonctionnels réactifs introduits obtenues dans l’étape
d’introduction de groupes fonctionnels réactifs de façon à obtenir des particules de gel sensibles à des molécules,
le monomère de réticulation hydrophile comprenant deux doubles liaisons C=C polymérisables ou plus et une
chaîne alkylène glycol de formule générale (1)

-(RO)n- (1)

où R est un groupe alkylène comportant de 1 à 6 atomes de carbone et il peut ou non varier d’un motif
récurrent RO à l’autre, et n est un nombre entier de 2 à 20, de préférence de 2 à 13.

13. Procédé selon la revendication 12, dans lequel les molécules hôtes sont au moins un ou plusieurs types de molécules
choisies dans le groupe constitué de la cyclodextrine, des composés couronne, du cyclophane, du calixarène et
des dérivés de ceux-ci.

14. Procédé selon l’une quelconque des revendications 12 et 13, dans lequel si la quantité nette de monomère com-
prenant une seule double liaison C=C polymérisable et de monomère de réticulation hydrophile représente 100 %
en moles, le monomère de réticulation est utilisé dans une plage de 0,1 à 50 % en moles.

15. Kit de détection d’une molécule cible, comprenant les particules de gel sensibles à des molécules selon l’une
quelconque des revendications 1 à 10.

16. Matériau d’adsorption/élimination d’une substance cible, comprenant les particules de gel sensibles à des molécules
selon l’une quelconque des revendications 1 à 10.
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