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Abstract: Here, we report a novel thermo-triggered-releasing microcapsule for liposoluble drug
delivery. Monodisperse microcapsules with a poly(N-isopropylacrylamide-co-methacrylic acid)
hydrogel shell and an oil core were successfully fabricated by a double coaxial microfluidic device.
Fluorescent dye Lumogen Red F300 as a model liposoluble drug was dissolved in the oil core with
controllable loading capacity. The volume phase transition temperature (VPTT) of the microcapsule
was adjusted by copolymerizing with the hydrophilic methacrylic acid. The in vitro release study
demonstrates that the shells shrink, leading to the thermo-triggered release of the model drug from the
microcapsules at the environmental temperature above the VPTT, while the swollen hydrogel shells
can protect the encapsulated drug from leakage and contamination below the VPTT. The proposed
microcapsule is a promising liposoluble drug delivery system with controllable loading and smart
thermo-triggered release.

Keywords: microcapsule; poly(N-isopropylacrylamide-co-methacrylic acid); double coaxial microfluidic
device; thermo-triggered release; liposoluble drug

1. Introduction

Microcapsules have been widely used in the pharmaceutical industry because they can mask
unpleasant drug tastes and odors, control drug release, reduce adverse drug reactions, and prevent
undesirable degradation. Researchers have long been exploring tools to deliver drugs to the target site
in a controllable way. Considerable efforts have been made to design and fabricate stimuli-sensitive
microcapsules or hydrogel microspheres because of their potential applications in the protection of
active species [1–3], drug delivery [4–7], diagnostic imaging [8,9], and confined microreactions [10,11].
Stimuli-sensitive microcapsules can automatically detect changes in the temperature and chemical
environment around the nidus, and thus controllably release drugs.

Poly(N-isopropylacrylamide) (PNIPA) is a well-known thermo-sensitive polymer with a dramatic
phase transition property when the environmental temperature changes across its lower critical
solution temperature. PNIPA microcapsules or hydrogels swell at temperatures lower than its
volume phase transition temperature (VPTT, about 33 ◦C) and shrink at temperatures above
it [12,13]. Moreover, the VPTT of the PNIPA hydrogel can be regulated by copolymerizing with
a hydrophilic monomer such as methacrylic acid (MAA) [14–16], which approaches the physiological
temperature. Due to such fantastic and reversible thermo-sensitive properties, PNIPA microcapsules
have been extensively studied as temperature-triggered systems for the controlled release of drugs and
chemicals [17,18].
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Over the last two decades, emulsion polymerization and macromolecular self-assembly are
prevalent in the preparation of stimuli-sensitive microcapsules or microspheres. Amphiphilic polymers,
which can provide “hydrophobic pockets” for the encapsulation of water-insoluble drugs, and effective
strategies to control the cargo release have attracted considerable attention [19]. Several blocks and random
amphiphilic copolymers were successfully self-assembled into glucose-responsive nanoparticles or
thermo-sensitive micelles for loading insulin or hydrophobic drugs, and in vitro release behaviors
were quantitatively investigated [19–21]. These studies showed that the cargo loading capacity and the
release rates were affected by the copolymer structures and hydrophilic−lipophilic balance.

Microfluidic techniques have been developed in recent years. The fabrication of microcapsules or
microspheres based on microfluidics has many advantages including uniform size, controllable and
diverse morphology, mild preparation condition, and less chemical contamination [22,23]. Xu et al. [6]
fabricated monodisperse drug-loaded microparticles based on biodegradable polymers using a
microfluidic flow-focusing device. They also investigated the release kinetics of a model amphiphilic
drug (bupivacaine). The results showed that the release of the drug from these monodisperse particles
exhibited a significantly lower initial burst that was attributed to the uniform distribution of the drug
inside the particles. Liu et al. [24] used a microfluidic approach to prepare monodisperse core–shell
microcapsules based on a cross-linked chitosan membrane. The microcapsules presented acid-triggered
burst release behaviors that could decompose rapidly and release the encapsulated contents in an
acidic medium (pH 1.5–4.7). Liu et al. [25] designed a thermo-triggered squirting microcapsule for
delivering nanoparticles. The microcapsule was composed of a cross-linked PNIPA hydrogel shell and
water-in-oil (W/O) emulsion core with nanoparticles encapsulated in the water phase. The swollen
and hydrophilic PNIPA hydrogel membrane could protect the encapsulated nanoparticles below the
VPTT and eject them above the VPTT.

Drug molecules can be embedded in microcapsules by physical interactions or chemical bonds.
In this paper, we designed a novel thermo-triggered-releasing microcapsule for tunable drug loading.
The fluorescent dye Lumogen Red F300 was used as a model liposoluble drug. We used a double
coaxial microfluidic device to fabricate monodisperse microcapsules consisting of thermo-sensitive
P(NIPA-co-MAA) hydrogel shells and oil cores with the model drug encapsulated inside. The drug
loading capacity can be easily adjusted by changing the concentration of drugs in the oil core.
The releasing behavior of the model drug depends on the swelling or shrinking of the thermo-sensitive
P(NIPA-co-MAA) hydrogel shell. The state of P(NIPA-co-MAA) microcapsules at different temperatures
was studied, as well as the in vitro release process of the oil core.

2. Experiments

2.1. Materials

N-isopropylacrylamide (NIPA) was purchased from Tokyo Chemical Industry Co., Japan and
purified by recrystallization with a toluene-cyclohexane mixture (60/40, v/v) to remove inhibitor prior
to use. Methacrylic acid (MAA) was purchased from Sinopharm Chemical Reagent Co., Shanghai,
China and purified by vacuum distillation. N,N’-methylene diacrylamide (BIS) and Pluronic F127 were
purchased from Sigma-Aldrich Co., St. Louis, MO, USA. Benzoin dimethyl ether (BDK) and Irgacure
2959 were purchased from Aladdin Chemical Co., Shanghai, China. Polyglycerol polyricinoleate
(PGPR 90, food-grade) was purchased from Danisco Co., Ltd. (Kunshan, China) Glycerol was purchased
from Shanghai Ling Feng Chemical Reagent Co., Shanghai, China. Fluorescent dye Lumogen Red F300
was purchased from Glorious Chemical Co., Baoding, China. Soybean oil (food grade) was purchased
from Yihai Kerry Group, Qinhuangdao, China.

2.2. Preparation of P(NIPA-co-MAA) Microcapsules

According to the literature [26,27], the double coaxial microfluidic device used to fabricate
P(NIPA-co-MAA) microcapsules was assembled by two PDMS connectors, three capillaries, and two
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needles (as shown in Figure 1). The production process of the PDMS connection was as follows. A glass
capillary with an outer diameter of 1 mm was fixed in the middle of a plastic culture dish. A mixture
of PDMS prepolymer and cross-linking agent (mass ratio of 10:1) was poured into the culture dish
and then cured for 2 h at 80 ◦C. After removing the culture dish and the glass capillary, there was a
through-hole in the PDMS cube. Then, a hole was drilled vertically above it to obtain a T-channel,
so the PDMS connector was made.Polymers 2020, 12, x  4 of 12 

 

 
Figure 1. Schematic of P(NIPA-co-MAA) microcapsules fabricated by microfluidic device. 

2.3. Morphology and Size of Emulsion Droplets and Microcapsules 

The morphology and size of the emulsion droplets and the P(NIPA-co-MAA) microcapsules 
dispersed in the collection solution were characterized by an optical microscope (XSP-17C, Shanghai 
Optical Instrument Co., Shanghai, China) equipped with a digital CCD camera. The observations 
were performed at room temperature. The size and size distribution were determined at the same 
time by randomly selecting 30 samples. The monodispersity of the sample was evaluated based on 
the coefficient of variation (CV) defined as the ratio of the standard deviation of size to its arithmetic 
mean (d) [28]. 

𝑑 = 𝑑 𝑛 (1) 

𝐶𝑉 = 100%× {∑ (𝑑 − 𝑑)𝑛 − 1 }𝑑  
(2) 

where di is the diameter of the droplets or microcapsules and n is the total number of the samples 
counted. About 30 samples are counted for obtaining each CV value. 

The P(NIPA-co-MAA) microcapsules were washed with deionized water several times and then 
dispersed in deionized water at 20 °C to reach the swelling equilibrium. The arithmetic mean (d) and 
coefficient of variation (CV) were measured as above. 

The microcapsules were quickly frozen in liquid nitrogen and then freeze-dried at −50 °C for 8 
h. The surface morphology was observed with a scanning electron microscope (SEM, SU8010, Hitachi 
Co.,Tokyo, Japan). 

2.4. Thermo-Responsive Phase Transition Behaviors of Solid P(NIPA-co-MAA) Microspheres 

Thermo-responsive phase transition behaviors of solid P(NIPA-co-MAA) microspheres in 
deionized water (pH = 6.0) were observed by an optical microscope (BX51, Olympus Co., Tokyo, 
Japan) equipped with a digital CCD camera and a thermostatic stage system. At least 30 samples 
were selected to calculate the size of the microspheres, and the thermo-response was characterized 
by the ratio of the microsphere volume at different temperatures to the swelling equilibrium volume 
of microspheres at 25 °C (V/V0). 

2.5. Release Behaviors of P(NIPA-co-MAA) Microcapsules 

The release behaviors of the P(NIPA-co-MAA) microcapsules were also observed with a BX51 
optical microscope. First, the microcapsules were dispersed in deionized water (pH = 6.0) at 25 °C to 

Figure 1. Schematic of P(NIPA-co-MAA) microcapsules fabricated by microfluidic device.

A glass capillary with an inner diameter of 500 µm and a 9 gauge needle were inserted into
position (a) and (d) of the left PDMS connector, respectively. Then, a glass capillary with an inner
diameter of 900 µm and another needle were inserted into position (c) and (e) of the right PDMS
connector, respectively. Finally, two PDMS connectors were connected by a glass capillary (b) with an
inner diameter of 300 µm. As shown in Figure 1, three glass capillaries used as the inner injection tube
(a), the transition tube (b), and the collection tube (c) were coaxially aligned, and two needles ((d) and
(e)) were perpendicular to the capillaries for the introduction of fluids.

Three types of solutions were used in this work, including the middle water phase solution, inner
oil phase solution, and outer oil phase solution. The middle water phase solution was composed of
monomers, a cross-linker, an emulsifier, and a photo-initiator. Monomers NIPA (1.5 g) and MAA
(molar percentages in monomers are 0%, 1%, 3%, and 5%, respectively), cross-linker BIS (0.02 g),
and emulsifier Pluronic F127 (0.1 g) were dissolved in deionized water (8 mL). Then, glycerol (0.1 g)
was added into the solution to adjust the viscosity. Finally, water-soluble photo-initiator Irgacure
2959 (0.01 g/mL, 2 mL) was mixed with this solution. The inner oil phase solution was composed of
emulsifier PGPR 90 (3.0 g), Lumogen Red F300 (0.1 g), and soybean oil (100 mL). The outer oil phase
solution was composed of oil-soluble photo-initiator BDK (0.2 g), PGPR 90 (5.0 g), and soybean oil
(100 mL).

The inner oil phase solution, middle water phase solution, and outer oil phase solution were
introduced into the double coaxial microfluidic device separately by syringe pumps (PHD ULTRA,
Harvard Apparatus, Holliston, MA, USA), as shown in Figure 1. Their flow rates were 50, 100,
and 1900 µL/h, respectively. Based on the coaxial co-flow geometry, O/W emulsions were generated
in the transition tube, while O/W/O emulsions were generated in the collection tube. The emulsion
droplets out of the microfluidic chip were put in a collection solution with the same composition as the
outer oil phase solution. The emulsion droplets were irradiated under a UV LED light source (G365-2,
Kunsan Richanghuaxin Co., Kunshan, China) for 30 min to prepare P(NIPA-co-MAA) microcapsules.
The obtained P(NIPA-co-MAA) microcapsules were washed in deionized water many times to remove
surface impurities and unreactive monomers, and then stored in deionized water at 20 ◦C.

To measure the VPTT of the P(NIPA-co-MAA) hydrogel, the water phase solution was introduced
into the inner injection tube rather than the inner oil phase solution; W/O emulsion droplets were
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obtained from the microfluidic chip. The polymerization of the W/O emulsion droplets was then
carried out similarly to prepare solid P(NIPA-co-MAA) microspheres.

The P(NIPA-co-MAA) microspheres were analyzed by FTIR (Nicolet 6700, Thermo Fisher, ATR,
Waltham, MA, USA).

2.3. Morphology and Size of Emulsion Droplets and Microcapsules

The morphology and size of the emulsion droplets and the P(NIPA-co-MAA) microcapsules
dispersed in the collection solution were characterized by an optical microscope (XSP-17C, Shanghai
Optical Instrument Co., Shanghai, China) equipped with a digital CCD camera. The observations were
performed at room temperature. The size and size distribution were determined at the same time
by randomly selecting 30 samples. The monodispersity of the sample was evaluated based on the
coefficient of variation (CV) defined as the ratio of the standard deviation of size to its arithmetic mean
(d) [28].

d =
n∑

i=1

di/n (1)

CV =
100%× {

∑n
i=1

(di−d)2

n−1 }

1
2

d
(2)

where di is the diameter of the droplets or microcapsules and n is the total number of the samples
counted. About 30 samples are counted for obtaining each CV value.

The P(NIPA-co-MAA) microcapsules were washed with deionized water several times and then
dispersed in deionized water at 20 ◦C to reach the swelling equilibrium. The arithmetic mean (d) and
coefficient of variation (CV) were measured as above.

The microcapsules were quickly frozen in liquid nitrogen and then freeze-dried at −50 ◦C for 8 h.
The surface morphology was observed with a scanning electron microscope (SEM, SU8010, Hitachi
Co., Tokyo, Japan).

2.4. Thermo-Responsive Phase Transition Behaviors of Solid P(NIPA-co-MAA) Microspheres

Thermo-responsive phase transition behaviors of solid P(NIPA-co-MAA) microspheres in
deionized water (pH = 6.0) were observed by an optical microscope (BX51, Olympus Co., Tokyo,
Japan) equipped with a digital CCD camera and a thermostatic stage system. At least 30 samples
were selected to calculate the size of the microspheres, and the thermo-response was characterized by
the ratio of the microsphere volume at different temperatures to the swelling equilibrium volume of
microspheres at 25 ◦C (V/V0).

2.5. Release Behaviors of P(NIPA-co-MAA) Microcapsules

The release behaviors of the P(NIPA-co-MAA) microcapsules were also observed with a BX51
optical microscope. First, the microcapsules were dispersed in deionized water (pH = 6.0) at 25 ◦C
to reach their swelling equilibrium. Then, the solution was heated to different temperatures by the
thermostatic stage system of the BX51 optical microscope. Each temperature was held constant for
20 min before taking the photographs.

3. Results and Discussion

3.1. Fabrication of Monodisperse P(NIPA-co-MAA) Microcapsules

(I) Formation of O/W/O emulsion droplets on the chip, (II) UV-initiated polymerization of collected
O/W/O emulsion droplets to form P(NIPA-co-MAA) microcapsules, and (III) thermo-triggered release
behaviors of P(NIPA-co-MAA) microcapsules.
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The P(NIPA-co-MAA) microcapsules were prepared by a double coaxial microfluidic device.
There were two stages in this process, namely, formation of the O/W/O emulsion droplets on the chip
and free radical polymerization reaction of the monomers off the chip. Figure 1 shows that the inner
oil phase solution and the middle water phase solution were separately pumped into the microfluidic
device. When they met in the transition tube, O/W emulsion droplets were formed under the shear
force. The interior of the droplets was an oil phase containing the food-grade emulsifier PGPR 90,
fluorescent dye Lumogen Red F300 (a model of liposoluble drug), and soybean oil. The droplets
were surrounded by an aqueous solution composed of monomer NIPA and MAA, cross-linker BIS,
water-soluble photo-initiator Irgacure 2959, emulsifier Pluronic F127, and glycerol. The O/W emulsion
droplets subsequently flowed into the collection tube and were emulsified in the outer oil phase
solution to form O/W/O emulsion droplets.

The second stage was polymerization of the monomers in the emulsion droplets. The emulsion
droplets eluting from the microfluidic chip were placed in a collection solution composed of the
oil-soluble photo-initiator BDK, PGPR 90, and soybean oil. The water-soluble photo-initiator Irgacure
2959 initiated the free radical polymerization of monomers NIPA and MAA under ultraviolet light.
Simultaneously, the photo-initiator BDK in the collection solution initiated the polymerization of the
monomers on the droplet surfaces—this enhanced the reaction speed and controlled the morphology.
The monomers in the droplets were gradually polymerized and cross-linked under the combined action
of the two initiators. As a result, the uniform core–shell microcapsules with soybean oil as the core and
P(NIPA-co-MAA) hydrogel as the shell were successfully fabricated. The obtained microcapsules are
stable in deionized water, indicating that cross-linking network structures of the P(NIPA-co-MAA)
shells have been formed via the polymerization reaction.

Lumogen Red F300, a model of liposoluble drugs, was dissolved in the inner core layer. To observe
the internal structure of the microcapsule clearly, the dye concentration was set to 100 mg/100 mL. In fact,
in the P(NIPA-co-MAA) microcapsules prepared by the microfluidic method, the drug loading capacity
only depends on its saturated solubility in the core solution. As liposoluble drugs cannot diffuse into
the hydrophilic shell, all the dissolved drugs can be encapsulated in microcapsules. This means that
loading efficiency is almost 100%. The cargo is only exposed to the edible oil and the food-grade
emulsifier in the microfluidic preparation process, which prevents chemical contamination.

The P(NIPA-co-MAA) microcapsules were characterized by FTIR. As shown in Figure 2, the spectra
exhibit main peaks at 1645 and 1538 cm−1 corresponding to the characteristic peaks for amide I and
amide II, respectively. There is also a characteristic peak at 1719 cm−1 for the carbonyl group of MAA,
although it is not obvious, due to the low MMA content. The FTIR analysis indicates the successful
formation of P(NIPA-co-MAA).

3.2. Morphology and Size Distribution of O/W/O Emulsion Droplets and P(NIPA-co-MAA) Microcapsules

Optical microscopy photographs of the O/W/O emulsion droplets and the P(NIPA-co-MAA)
microcapsules in the collection solution are shown in Figure 3. Figure 3a,b show the morphology of
the O/W/O emulsion droplets. The core–shell structure can be seen based on the fluorescent dyes in
the core. The size of the O/W/O emulsion droplets is homogeneous. The mean diameters of the core
and shell of O/W/O emulsion droplets are 334.7 and 634.4 µm, respectively. The CV values for the core
and shell are 1.01% and 2.32%, indicating that monodisperse emulsion droplets were obtained by the
microfluidic method.

The morphology of the P(NIPA-co-MAA) microcapsules in the collection solution can be found
in Figure 3c,d. The mean diameters of the core and shell of the microcapsules are 391.9 and 626.4
µm; their CV values are 3.01% and 3.63%, respectively. Versus the O/W/O emulsion droplets, the core
size of the microcapsules increased, and the shell size was slightly reduced. The inner oil cores also
deformed somewhat. The free radical polymerization of monomers in the shell was exothermic, which
probably led to shrinkage of the thermo-sensitive P(NIPA-co-MAA) hydrogel shell—this squeezed the
inner oil cores.
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The surface and internal morphologies of the P(NIPA-co-MAA) hydrogel shells were also observed
by SEM. The hydrogel shell has an interconnected porous structure (Figure 3e,f). The pore sizes are
heterogeneous ranging from hundreds of nanometers to several micrometers, which further confirms
the formation of a typical cross-linked hydrogel network.
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Polymers 2020, 12, 2200 7 of 11

3.3. Thermo-Responsive Phase Transition Behavior of Microcapsules

The volume transition temperature (VPTT) refers to the temperature at which the hydrogel
rapidly shrinks or swells. Solid P(NIPA-co-MAA) hydrogel microspheres were prepared to evaluate
the VPTT of the microcapsules. Figure 4 shows the effect of temperature on the volume ratio of solid
P(NIPA-co-MAA) microspheres with different MAA contents. The most obvious change in the volume
ratio is the VPTT; the VPTT of the P(NIPA-co-MAA) hydrogel microspheres enhances as the molar
percentages of MAA increase. For example, the VPTT of PNIPA microspheres is 33 ◦C, but rises to
37 ◦C when the MAA content is 3 mol.%. Below the VPTT, the relaxed P(NIPAM-co-MAA) chains
allow the microcapsules to swell. Once the temperature is above VPTT, P(NIPAM-co-MAA) chains
pass through the coil-to-globule transition and the network shrinks. The VPTT of microcapsules can be
adjusted around the physiological temperature, so it can be used as a temperature-triggered system to
control drug release.Polymers 2020, 12, x  8 of 12 
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Figure 4. Effect of temperature on the volume ratio of solid P(NIPA-co-MAA) hydrogel microspheres
with different MAA molar percentages.

Figure 5 shows optical microscopy photographs of the P(NIPA-co-MAA) microcapsules in
deionized water at 20 ◦C. The mean diameters of the inner core and outer shell are 439.4 and 778.9 µm,
and their CV values are 1.82% and 2.33%, respectively. The microcapsule size in the deionized water
increases distinctly versus the microcapsule in the collection solution. In deionized water at 20 ◦C
(lower than VPTT), the P(NIPA-co-MAA) hydrogel shell can absorb water and swell, increasing in
microcapsule size. By contrast, the microcapsules do not change their volume in the oil collection
solution, because of the hydrophilic and oleophobic nature of the P(NIPA-co-MAA) hydrogel shell.

3.4. Thermo-Triggered Release Behaviors of P(NIPA-co-MAA) Microcapsules

P(NIPA-co-MAA) microcapsules have thermo-sensitive hydrogel shells: Their swelling and
shrinking behaviors rely on the temperature. The core is soybean oil loaded with the fluorescent dye
Lumogen Red as a model liposoluble drug. The incompatibility of the liposoluble substances with
the hydrophilic P(NIPA-co-MAA) hydrogel shell makes it impossible for the liposoluble substances to
pass through the hydrophilic shell via diffusion or solution even if there is a concentration gradient.
This ensures that the liposoluble drugs encapsulated in these microcapsules will not be leaked or
contaminated during storage or transportation when the temperature is below the VPTT of the
P(NIPA-co-MAA) hydrogel shell. However, the shells of the microcapsules will shrink once the
environmental temperature rises above the VPTT, and the cargo will release.

Figure 6 shows microscopy photographs of the P(NIPA-co-MAA) microcapsules in aqueous
solution at different temperatures. The red dye was encapsulated in the inner oil core at temperatures
lower than the VPTT of shell hydrogels. Raising the temperature to the VPTT, the microcapsules
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began to shrink due to their thermo-sensitivity, and the inner oil core was squeezed into an ellipsoidal
shape. When further increasing the temperature, the liquid pressure inside the microcapsules kept
increasing because of the incompatibility between the oil core and the hydrophilic shell. The hydrogel
shell ruptured suddenly when the internal pressure exceeded a critical value; thus, the oil cores were
ejected from the microcapsules [25]. As liposoluble drugs were dissolved in the oil solution, it could be
inferred that almost 100% drugs released from the microcapsules along with the oil cores.
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It is also clearly seen that the release temperature of the oil core is closely related to the VPTT
of P(NIPA-co-MAA) shells, which depends on the MAA contents. For example, the oil core started
to squeeze out of the PNIPA microcapsule at 33 ◦C, while rising to 37 ◦C for the P(NIPA-co-MAA)
shells with 3% MAA. It is conducive for avoiding rapid release of the drug from microcapsules after
entering the body. It is also possible to release the drug in a target site, which can be induced by
increased temperature.

4. Conclusions

Monodisperse microcapsules with a thermo-sensitive P(NIPA-co-MAA) hydrogel shell and oil
core were successfully fabricated by a double coaxial microfluidic device. The oil core can be used to
encapsulate lipophilic drug molecules. The advantage is that the drug loading capacity in the core can
be easily regulated to achieve ideal drug entrapment efficiencies. The VPTT values of P(NIPA-co-MAA)
microspheres can be adjusted by copolymerization with a MAA monomer. The VPTT increases to
37 ◦C when the MAA content is 3 mol.%. The release behaviors of a model of lipophilic drugs in the
inner core depend on the swelling and shrinking of the P(NIPA-co-MAA) hydrogel shell. The swollen
and hydrophilic hydrogel shell of the microcapsule can protect the encapsulated drug when the
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environmental temperature is below the VPTT. Increasing the temperature above the VPTT causes the
shell to rapidly shrink, which leads to thermo-triggered drug release from the microcapsule.

Author Contributions: Conceptualization, J.M. and Y.W.; methodology, J.M.; Y.W. and J.G.; investigation, Y.W.;
Y.L. and J.M.; writing—original draft preparation, Y.W. and Y.L.; writing—review and editing, J.M.; supervision,
J.M. All authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Acknowledgments: The work was supported by the State Key Laboratory for Modification of Chemical Fibers
and Polymer Materials.

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Yu, L.; Grist, S.M.; Nasseri, S.S.; Cheng, E.; Hwang, Y.; Ni, C.; Cheung, K. Core-shell hydrogel beads with
extracellular matrix for tumor spheroid formation. Biomicrofluidics 2015, 9, 507–519. [CrossRef] [PubMed]

2. Fan, R.; Naqvi, K.; Patel, K.; Sun, J.; Wan, J. Evaporation-based microfluidic production of oil-free
cell-containing hydrogel particles. Biomicrofluidics 2015, 9, 149–156. [CrossRef] [PubMed]

3. Cha, C.; Oh, J.; Kim, K.; Qiu, Y.; Joh, M.; Shin, S.; Wang, X.; Camci-Unal, G.; Wan, K.; Liao, R.; et al.
Microfluidics-assisted fabrication of gelatin-silica core-shell microgels for injectable tissue constructs.
Biomacromolecules 2014, 15, 283–290. [CrossRef] [PubMed]

4. Ge, X.; Huang, J.; Xu, J.; Luo, G. Controlled stimulation-burst targeted release by smart decentered core-shell
microcapsules in gravity and magnetic field. Lab Chip 2014, 14, 4451–4454. [CrossRef] [PubMed]

5. Ma, L.; Liu, M.; Liu, H.; Chen, J.; Cui, D. In vitro cytotoxicity and drug release properties of pH-and
temperature-sensitive core-shell hydrogel microspheres. Int. J. Pharm. 2010, 385, 86–91. [CrossRef]

6. Xu, Q.; Hashimoto, M.; Dang, T.; Hoare, T.; Kohane, D.S.; Whitesides, G.M.; Langer, R.; Anderson, D.G.
Preparation of monodisperse biodegradable polymer microparticles using a microfluidic flow-focusing
device for controlled drug delivery. Small 2009, 5, 1575–1581. [CrossRef]

7. Husseiny, R.A.; Abu Lila, A.S.; Abdallah, M.H.; Hamed, E.E.; Elghamry, H.A. Design in vitro/in vivo
evaluation of meclizine HCl-loaded floating microspheres targeting pregnancy-related nausea and vomiting.
J. Drug Deliv. Sci. Technol. 2018, 47, 395–403. [CrossRef]

8. Kim, G.; Moon, J.H.; Moh, C.Y.; Lim, J.G. A microfluidic nano-biosensor for the detection of pathogenic
Salmonella. Biosens. Bioelectron. 2015, 67, 243–247. [CrossRef]

9. Martínez-Calvo, M.; Kotova, O.; Möbius, M.E.; Bell, A.P.; Mccabe, T.; Boland, J.J.; Gunnlaugsson, T. Healable
luminescent self-assembly supramolecular metallogels possessing Lanthanide (Eu/Tb) dependent rheological
and morphological properties. J. Am. Chem. Soc. 2015, 137, 1983–1992. [CrossRef]

10. Liu, Y.; Ju, X.; Xin, Y.; Zheng, W.; Wang, W.; Wei, J.; Xie, R.; Liu, Z.; Chu, L. A novel smart microsphere with
magnetic core and ion-recognizable shell for Pb2+ adsorption and separation. ACS Appl. Mat. Inter. 2014, 6,
9530–9542. [CrossRef]

11. Zhang, Q.; Zhu, L.; Feng, H.; Ang, S.; Chau, F.; Liu, W. Microbial detection in microfluidic devices through
dual staining of quantum dots-labeled immunoassay and RNA hybridization. Anal. Chim. Acta 2006, 556,
171–177. [CrossRef] [PubMed]

12. Schild, H.G. Poly (N-Isopropylacrylamide)-experiment, theory and application. Prog. Polym. Sci. 1992, 17,
163–249. [CrossRef]

13. Marchetti, M.; Prager, S.; Cussler, E.L. Thermodynamic Predictions of Volume Changes in
Temperature-Sensitive Gels. 2. Experiments. Macromolecules 1990, 23, 3445–3450. [CrossRef]

14. Qiu, H.; Cui, B.; Zhao, W.; Chen, P.; Peng, H.; Wang, Y. A novel microwave stimulus remote controlled
anticancer drug release system based on Fe3O4@ZnO@mGd2O3:Eu@P (NIPAm-co-MAA) multifunctional
nanocarriers. J. Mater. Chem. B 2015, 3, 6919–6927. [CrossRef]

15. Jo, S.; Lee, H.; Kim, J. Glucose-sensitivity of liposomes incorporating conjugates of glucose oxidase and poly
(N-isopropylacrylamide-co-methacrylic acid-co-octadecylacrylate). Int. J. Biol. Macromol. 2009, 45, 421–426.
[CrossRef]

http://dx.doi.org/10.1063/1.4918754
http://www.ncbi.nlm.nih.gov/pubmed/25945144
http://dx.doi.org/10.1063/1.4916508
http://www.ncbi.nlm.nih.gov/pubmed/25825624
http://dx.doi.org/10.1021/bm401533y
http://www.ncbi.nlm.nih.gov/pubmed/24344625
http://dx.doi.org/10.1039/C4LC00645C
http://www.ncbi.nlm.nih.gov/pubmed/25231221
http://dx.doi.org/10.1016/j.ijpharm.2009.10.037
http://dx.doi.org/10.1002/smll.200801855
http://dx.doi.org/10.1016/j.jddst.2018.08.012
http://dx.doi.org/10.1016/j.bios.2014.08.023
http://dx.doi.org/10.1021/ja511799n
http://dx.doi.org/10.1021/am501919j
http://dx.doi.org/10.1016/j.aca.2005.07.003
http://www.ncbi.nlm.nih.gov/pubmed/17723345
http://dx.doi.org/10.1016/0079-6700(92)90023-R
http://dx.doi.org/10.1021/ma00216a010
http://dx.doi.org/10.1039/C5TB00915D
http://dx.doi.org/10.1016/j.ijbiomac.2009.06.008


Polymers 2020, 12, 2200 11 of 11

16. Lo, C.; Lin, K.; Hsiue, G. Preparation and characterization of intelligent core-shell nanoparticles based on
poly (D,L-lactide)-g-poly (N-isopropyl acrylamide-co-methacrylic acid). J. Control. Release 2005, 104, 477–488.
[CrossRef]

17. Coughlan, D.C.; Quilty, F.P.; Corrigan, O.I. Effect of drug physicochemical properties on swelling/deswelling
kinetics and pulsatile drug release from thermoresponsive poly(N-isopropylacrylamide) hydrogels. J. Control.
Release 2004, 98, 97–114. [CrossRef]

18. Osman, A.; Oner, E.T.; Eroglu, M.S. Novel levan and pNIPA temperature sensitive hydrogels for 5-ASA
controlled release. Carbohydr. Polym. 2017, 165, 61–70. [CrossRef]

19. Jiang, Z.W.; Liu, H.X.; He, H.; Ribbe, A.E.; Thayumanavan, S. Blended assemblies of amphiphilic random
and block copolymers for tunable encapsulation and release of hydrophobic guest molecules. Macromolecules
2020, 53, 2713–2723. [CrossRef]

20. Guo, Q.Q.; Zhang, T.Q.; An, J.X.; Wu, Z.M.; Zhao, Y.; Dai, X.M.; Zhang, X.G.; Li, C.X. Block versus random
amphiphilic glycopolymer nanopaticles as glucose-responsive vehicles. Biomacromolecules 2015, 16, 3345–3356.
[CrossRef]

21. Shao, Y.; Jia, Y.G.; Shi, C.Y.; Luo, J.T.; Zhu, X.X. Block and random copolymers bearing cholic acid and
oligo(ethylene glycol) pendant groups: Aggregation, thermosensitivity, and drug loading. Biomacromolecules
2014, 15, 1837–1844. [PubMed]

22. Peng, H.; Shi, Z.; Wang, W.; Chen, S.; Zhang, Z.; Xu, Z.; Dong, S.; Chen, Y.; Li, B.; Ge, L. An easily assembled
double T-shape for the preparation of submillimeter-sized hollow polyacrylonitrile (PAN) microcapsules for
inertialconfinement fusion (ICF) project. Colloids Surf. A 2015, 482, 58–67.

23. Wang, W.; Zhang, M.; Chu, L. Functional polymeric microparticles engineered from controllable microfluidic
emulsions. Acc. Chem. Res. 2013, 47, 373–384. [PubMed]

24. Liu, L.; Yang, J.; Ju, X.; Xie, R.; Liu, Y.; Wang, W.; Zhang, J.; Niu, C.; Chu, L. Monodisperse core-shell chitosan
microcapsules for pH-responsive burst release of hydrophobic drugs. Soft Matter 2011, 7, 4821–4827.

25. Liu, L.; Wang, W.; Ju, X.; Xie, R.; Chu, L. Smart thermo-triggered squirting capsules for nanoparticle delivery.
Soft Matter 2010, 6, 3759–3763.

26. Jeong, W.; Kim, J.; Kim, S.; Lee, S.; Mensing, G.; Beebe, D.J. Hydrodynamic microfabrication via “on the fly”
photopolymerization of microscale fibers and tubes. Lab Chip 2004, 4, 576–580.

27. Jeong, W.; Kim, J.; Choo, J.; Lee, E.; Han, C.; Beebe, D.J.; Seong, G.; Lee, S. Continuous fabrication of
biocatalyst immobilized microparticles using photopolymerization and immiscible liquids in microfluidic
systems. Langmuir 2005, 21, 3738–3741.

28. Mou, C.L.; He, X.H.; Ju, X.J.; Xie, R.; Liu, Z.; Liu, L.; Zhang, Z.B.; Chu, L.Y. Change in size and structure of
monodisperse poly(N-isopropylacrylamide) microcapsules in response to varying temperature and ethyl
gallate concentration. Chem. Eng. J. 2012, 210, 212–219.

© 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1016/j.jconrel.2005.03.004
http://dx.doi.org/10.1016/j.jconrel.2004.04.014
http://dx.doi.org/10.1016/j.carbpol.2017.01.097
http://dx.doi.org/10.1021/acs.macromol.9b02595
http://dx.doi.org/10.1021/acs.biomac.5b01020
http://www.ncbi.nlm.nih.gov/pubmed/24725005
http://www.ncbi.nlm.nih.gov/pubmed/24199893
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Experiments 
	Materials 
	Preparation of P(NIPA-co-MAA) Microcapsules 
	Morphology and Size of Emulsion Droplets and Microcapsules 
	Thermo-Responsive Phase Transition Behaviors of Solid P(NIPA-co-MAA) Microspheres 
	Release Behaviors of P(NIPA-co-MAA) Microcapsules 

	Results and Discussion 
	Fabrication of Monodisperse P(NIPA-co-MAA) Microcapsules 
	Morphology and Size Distribution of O/W/O Emulsion Droplets and P(NIPA-co-MAA) Microcapsules 
	Thermo-Responsive Phase Transition Behavior of Microcapsules 
	Thermo-Triggered Release Behaviors of P(NIPA-co-MAA) Microcapsules 

	Conclusions 
	References

