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Chitosan and alginate hydrogels are attractive because they are highly biocompatible and suitable for
developing nanomedicine microcapsules. Here we fabricated a polydimethylsiloxane-based droplet
microfluidic reactor to synthesize nanomedicine hydrogel microcapsules using Au@CoFeB-Rg3 as
a nanomedicine model and a mixture of sodium alginate and PEG-g-chitosan crosslinked by genipin as
a hydrogel model. The release kinetics of nanomedicines from the hydrogel were evaluated by
simulating the pH and temperature of the digestive tract during drug transport and those of the target
pathological cell microenvironment. Their pH and temperature-dependent release kinetics were studied
by measuring the mass loss of small pieces of thin films formed by the nanomedicine-encapsulating
hydrogels in buffers of pH 1.2, 7.4, and 5.5, which replicate the pH of the stomach, gut and blood, and
cancer microenvironment, respectively, at 20 °C and 37 °C, corresponding to the storage temperature of
hydrogels before use and normal body temperature. Interestingly, nanomedicine-encapsulating
hydrogels can undergo rapid decomposition at pH 5.5 and are relatively stable at pH 7.4 at 37 °C, which
are desirable qualities for drug delivery, controlled release, and residue elimination after achieving target
effects. These results indicate that the designed nanomedicine hydrogel microcapsule system is suitable
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1. Introduction

Hydrogels are hydrophilic three-dimensional polymer
networks, which can absorb and retain a large amount of water
and swell without dissolving or losing their structural
features."” Hydrogels have high water permeability, they are
suitable for drug delivery systems, and the embedded proteins
or drugs can be released through their porous microstruc-
tures.>” Nanocomposite hydrogels are composed of polymer
networks embedded with functional nanoparticles (NPs) or
nanostructures.® It not only improves mechanical properties,
but also exhibits biological activity. In past decades, nano-
composite hydrogels have achieved unprecedented develop-
ment in various fields of biomedical engineering, including
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drug delivery,”** wound healing,"*** osteogenesis'®** and bio-
sensing.*®*!

Several limitations reduce the efficacy of anticancer drugs
directly administered to tumor tissues, such as short circulation
time and transient high concentration due to uncontrolled drug
release, unstable drug molecules and poor dispersion in the
focal region, and lack of targeting.”>** In 2016, Chan et al.
analyzed the delivery efficiency of nanomedicines (NMs) to
tumor sites in the last decade and found that the delivery effi-
ciency of NMs is low, at an average of 0.7% for solid tumors,
with a particularly low penetration depth.*** To achieve effi-
cient drug delivery and high therapeutic efficiency of anticancer
nanodrugs, nanodrug delivery systems of large specific surface
area, appropriate pore size, and high drug-loading capacity for
controlled release at the desired cell microenvironment are
desirable for enhanced penetration and retention in the focal
region.”*?*® Shi et al® reported a nanocomposite hydrogel
doped with the porous and hollow-like structure of MgSiO; NPs,
which can be loaded with the anticancer drug doxorubicin. The
encapsulated doxorubicin can be rapidly released under the
acidic tumor microenvironment.*®* Therefore, exploring
effective controlled-release methods and related hydrogel
systems is of great significance for developing biocompatible
nanomedicine encapsulation systems.

© 2021 The Author(s). Published by the Royal Society of Chemistry
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Hsing-Wen Sung et al. studied a hydrogel system blended
with chitosan derivatives and sodium alginate using genipin as
a cross-linking agent to control the release of protein drugs.*
Satya Prakash et al. studied the use of microcapsules under this
system for live cell encapsulation and other delivery applica-
tions.”* These studies have shown that genipin cross-linked
sodium alginate and chitosan can show good pH-sensitive
properties, and the construction of this system is feasible. The
natural polymer sodium alginate or chitosan hydrogels have
received great interest owing to their biocompatibility, low
toxicity, and degradability.*>** These types of hydrogels
undergo pH-sensitive swelling and allow diffusion of drugs
through their intrinsic micropores.*® However, sodium alginate
has poor mechanical properties and excessively high water
solubility, so it must be chemically crosslinked to improve its
stability in aqueous media.*” Chitosan can attract negatively
charged proteins via electrostatic interactions, which results in
poor drug release.***° But the low polymer concentration of the
sol results in a hydrogel with poor mechanical strength. Studies
have shown that polyethylene glycol-grafted chitosan (PEG-g-
CS) can improve the mechanical and hydrophilic properties of
chitosan and be conducive to drug release.”*™* So we use
modified chitosan to construct the hydrogel system. Amino and
hydroxyl groups on chitosan can form multiple bonds, but its
depolymerization in acidic media hinders controlled oral
administration.”® Genipin is used in traditional Chinese medi-
cine for certain diseases and can spontaneously react with
amino acids.”””*® So genipin can be used to crosslink sodium
alginate and modified chitosan to prepare oral drug capsules
with pH- and temperature-sensitive characteristics for
controlled release.

Nanomaterials are widely used in information technology,
biomedicine, catalysis and other fields. The two main types of
functional nanoplatforms are plasmonic nanoparticles (mainly
composed of precious metals) and magnetic nanoparticles.*
Nano-hybrid materials composed of precious metals and
magnetic nanoparticles have broad application prospects in
a wide range of fields including medical imaging, energy
conversion, and disease detection due to their unique physical
and chemical properties, dual-mode properties and high
stability.®® Conjugation of nano-drugs to their surface can be
used for future multi-modal diagnosis and cancer therapy.
However, synthesis of nanomedicine requires very precise
reaction conditions, and microfluidic process has been recog-
nized as one of the effective methods.®** The gold nano-
particles synthesized by microfluidics can be the surface
template or substrate for the deposition and growth of CoFeB
shells for the construction of core-shell nanohybrids (Au@Co-
FeB).* Boron doping metal alloy nanoparticles have the effect of
clearing away heat and detoxification. Co and Fe in the
Au@CoFeB are necessary dietary ingredients for humans and
animals (Co can be used for VB12 synthesis; Fe can be used for
heme synthesis).®® They can be used as supplement to nano-
medicine and exhibit synergistic therapeutic effects with other
metal particles. Our previous research results also show that
AuCoFeB-Rg3 can be used in the treatment of cancer cells.

© 2021 The Author(s). Published by the Royal Society of Chemistry

View Article Online

RSC Advances

Au@CoFeB@Co,Fe(;_,(OH), nanohybrids (NHs) were
synthesized using a simple programmed sequencing micro-
fluidic process, which can conjugate with the ginsenoside Rg3
to form nanomedicines, namely Au@CoFeB-Rg3.%* These have
been used for multi-modal diagnosis and exhibit excellent
cytotoxicity against various tumors. To enhance their thera-
peutic efficiency and administration safety, a hydrogel system
for encapsulating nanomedicines into microgels should be
developed to promote their oral administration and trans-
portation to the focal area. A droplet microfluidic device was
designed and fabricated for the synthesis of nanomedicine
hydrogel microcapsules by using the soft LIGA process. Based
on this device, nanomedicines were encapsulated into micro-
hydrogels formed by crosslinking sodium alginate and poly-
ethylene glycol (PEG)-g-chitosan with genipin. Their pH- and
temperature-dependent release kinetics were studied by
measuring the mass loss of small pieces of thin films formed by
the nanomedicine-encapsulating hydrogel in buffers with pH
1.2, 7.4, and 5.5, which correspond to the pH levels in the
stomach, gut and blood, and cancer microenvironment,
respectively, at 20 °C and 37 °C, which correspond to the storage
temperature of hydrogels and normal body temperature,
respectively. And we also used ICP-MS spectroscopy to further
study the release kinetics.

2. Experimental
2.1 Synthesis of NHs

Synthesis of Au@CoFeB@Co,Fe(;_(OH), NHs. Core-shell
Au@CoFeB@Co,Fe(; _)(OH), NHs were synthesized using our
sequenced simple programmed microfluidic process through
the metal salt reduction and co-precipitation reaction.* Briefly,
a two-step microfluidic method was used to prepare NHg. First,
a simple programmed microfluidic method was used to prepare
an ultra-small CoFeB NP solution. Then, Au@CoFeB NPs were
synthesized by depositing CoFeB NPs on the surface of Au NPs
through surface coating and epitaxial growth. In the first step,
the metal salt solution and reducing solution were drawn into
syringes (1) and (2) and pumped into the Y-type joint, respec-
tively, which caused a rapid reducing reaction, delayed tran-
sient nucleation, and controlled growth to form ultra-small
CoFeB nanoparticles, as shown in Fig. S1 of the ESL{ Micro-
fluidic synthesis was performed at 120 °C, with a flow rate of 3
mL min~", under the protection of a nitrogen atmosphere,
which helps complete the reduction reaction and enables rapid
nucleation. The solution was collected; the corresponding
proportion of chloroauric acid was weighed and dissolved in the
same volume of N-methyl-2-pyrrolidone (NMP) as the solution.
Then, Au@CoFeB NPs were synthesized through microfluidic
synthesis. Before this step, a certain amount of NaBH, was
dissolved in the product receiver to quench excess reducing
agent. Co and Fe on the surface of NHs are easily oxidized in
aqueous solution and form several hydroxyl ligands (-OH) on
the surface, leading to the generation of Au@CoFeB@Co,-
FE(l,x)(OH)Z NHs.

RSC Adv, 2021, 11, 37814-37823 | 37815
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2.2 Synthesis of nanomedicines

Synthesis of A u@CoFeB@-Rg3 nanomedicines. Au@CoFeB-
Rg3 nanomedicines were synthesized using sequential surface
and ligand modification or activation and in situ coupling.®>®”
Briefly, surface modification and activation of NPs was per-
formed using the amino-silane coupling agent (3-aminopropyl)
trimethoxysilane (APTMS) and the bi-functional amine-active
cross-linker disuccinimidyl suberate (DSS). Then, in situ
conjugation with the pre-modification or activation of the drug
ginsenoside Rg3 was performed using APTMS. Surface hydroxyl
groups on Au@CoFeB@Co,Fe(;_,(OH), NHs were modified to
amino groups by APTMS and then were activated using DSS.
Surface-activated NPs were conjugated in situ using ginsenoside
Rg3 with pre-activated hydroxyl groups by APTMS, thereby
leading to the formation of Au@CoFeB-Rg3 nanomedicine.

2.3 Fabrication of droplet microfluidic devices

Fig. 1 shows a design of the droplet microfluidic device for
hydrogel microcapsule synthesis. These types of poly(-
dimethylsiloxane) (PDMS) devices are fabricated using tradi-
tional soft lithography based on SU-8 (a negative photoresist,
MicroChem) molds.***° To fabricate the microfluidic device, the
SU-8 mold was first prepared on the silicon wafer using UV
photolithography.” Then, the uniform pre-mixed 10 : 1 mixture
of Sylgard 184 PDMS (Dow Corning, Midland, MI, USA) and
cross-linker was poured onto the SU-8 mold and cured in an
oven at 65 °C for more than 2 h after vacuum degassing. PDMS
microdevices were extracted with a metal scalpel and punched
with a 0.75 mm or 1.0 mm biopsy punch (Harris Uni-Core, Ted
Pella, Inc., Redding, CA) to create inlets and outlets. PDMS
microdevices were then bonded to a glass slide after an oxygen-
plasma activation of both surfaces and baked at 65 °C for 1 h.
Finally, the device was functionalized through hydrophobic
treatment using Aquapel (PPG Industries, Pittsburgh, PA, USA)
to render the channel surface hydrophobic.

View Article Online
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Fig. 2 (a) Multi-junction droplet microfluidic reactor for nano-
medicine microcapsule synthesis. (b) Bright-field optical image of
synthesized nanomedicine microcapsules.

2.4 Encapsulation of nanomedicines

Encapsulation of Au@CoFeB-Rg3 nanomedicines. The
nanomedicine-polymer solution for nanomedicine hydrogel
microcapsules was prepared by first dissolving 20 mg Au@Co-
FeB-Rg3 in 4 mL phosphate-buffered saline (PBS). Then, 20 mg
sodium alginate (Sigma-Aldrich, 250 cps for a 2% aqueous
solution at 25 °C) and 20 mg PEG-g-chitosan (Sigma-Aldrich,
=60% [titration] crystalline, degree of polymerization =400)
were added to 4 mL PBS containing Au@CoFeB-Rg3 and mixed
until a uniform solution of 1.0 wt% polymer and 0.5 wt%
nanomedicine was formed. Then, 0.68 mg of the cross-linker

Fig. 1 Microstructure of the droplet microfluidic device for hydrogel microdroplet generation to encapsulate nanomedicines in hydrogel
microcapsules. The diameter of the arrow-shaped channel can be 8—-30 um (8 um in this study).
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Fig. 3
Swelling properties of nano-medicine hydrogels.

“Genipin” (0.75 mM) was added to the nanomedicine-polymer
mixture, mixed uniformly, and stored at 4 °C.

Au@CoFeB-Rg3 nanomedicine microcapsules were synthe-
sized using the droplet microfluidic device to form hydrogel
droplets. The procedure to generate hydrogel droplets in an oil
emulsion uses the devices described. The outer phase (channel
III in Fig. 1) is HFE-7500 (3M, MN, USA) with 1.0% surfactant
(perfluorinated  polyethers—polyethyleneglycol, ~RainDance
Technologies, MA, USA) oil. The inner phase (channel Iin Fig. 1)
comprises the nanomedicine-polymer-genipin solution for the
formation of hydrogel droplets. The flow of the inner phase is
sheared by the outer oil phase at the cross-junction (red dotted
circle), forming monodisperse droplets of hydrogel drops in the
end part of channel I connecting to the orifice. The hydrogel
drops are collected in a vial and crosslinked to the nano-
medicine hydrogel at room temperature for more than 2 days.
To confirm crosslinking, drops of PFO (1H, 1H, 2H, 2H,
perfluoro-octanol (CF;3(CF,)s(CH,),OH)) were added to droplets
after crosslinking. If no significant loss of hydrogel droplets
(merging of hydrogel microcapsules) was observed, crosslinking
the hydrogel as microcapsules for oral administration was
considered sufficient. Thereafter, more PFO and some water
were added to the sample vial. The mixture was vortexed and
centrifuged at 800 x g for 1-2 min. The PFE oil at the bottom
was carefully removed using a pipette. More water was added to
the sample; the sample was vortexed and centrifuged to obtain
hydrogel drops. The PFE oil at the bottom was removed using
a pipette. The washing step was repeated three times to ensure
removal of PFE oil and obtain purified hydrogel drops. A drop of
the nanomedicine hydrogel was placed on a glass slide using
a pipette and evaluated through optical microcopy to check the
stability and dispersion of nanomedicine hydrogel microcap-
sules during drying.

2.5 Characterization of the pH-dependent release kinetics of
encapsulated nanomedicines from hydrogels

To study the controlled release of encapsulated nanomedicines
from the nanomedicine hydrogel, we used the weighting
method to investigate the rates of release of nanomedicine from

© 2021 The Author(s). Published by the Royal Society of Chemistry
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the dry thin films formed by nanomedicine hydrogels. This is
because synthesis of an adequate amount of the nanomedicine
hydrogel sample using current single-line droplet microfluidics
was difficult for a precise study. The nanomedicine hydrogel
solution was cast into a Petri dish and dried at 60 °C for more
than 2 days in an air-circulating oven to form 10-20 pm thin
films, which were then cut into 3-10 mm x 3-10 mm pieces for
future use. The dry thin films can be used to study the re-
swelling characteristics of the synthesized microcapsules by
simulating the digestive process after oral administration. In
addition, the cost-effectiveness and long-term storage of nano-
drugs was improved after these capsules were dried, which was
similar to dry food.

Furthermore, 30-50 mg of dry nanomedicine hydrogel thin
films were added to PBS of a certain pH, namely 1.2, 5.5, and
7.4, similar to the pH values of the stomach, microenvironment
of cancer cells, and microenvironment of healthy cells in the gut
and blood, respectively, at a certain temperature (here, 20 °C for
storage and 37 °C for the body temperature of healthy individ-
uals) in a small thermostat; then, placed in a shaker for 5 min,
10 min, 20 min, 30 min, 40 min, 60 min, 90 min, 120 min,
150 min, 180-240 min, 280-360 min, 420 min, or 620 min. Then
the buffer was removed completely with a pipette, the nano-
medicine hydrogel pieces were washed rapidly three times
using nanopure water under shaking at room temperature,
dried at 60 °C in an air-circulating oven for 2 h until constant
weight (almost the same weight at least three times with error
less than £5% for a 10 min drying interval). Then, their release
kinetics were studied by plotting release time-dependent accu-
mulated mass loss at a certain temperature and pH.

We also used ICP-MS spectroscopy (Agilent 7800, Agilent) to
further study the release kinetics. ICP spectroscopy can perform
qualitative, semi-quantitative and quantitative analysis of
a variety of elements in materials. Its qualitative analysis is
usually accurate and reliable, and it is the only method in
atomic spectroscopy that can be used for qualitative analysis.
We placed the nano-medicine hydrogel dry films in solutions
with pH 1.2, 5.5, 7.4, and soaked at 37 °C for 10 min, 20 min,
40 min, 60 min, 120 min, 180 min, 300 min. After soaking for
a period of time, the supernatant was sucked away, and finally

RSC Adv, 2021, 11, 37814-37823 | 37817
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Fig. 4 Polyethylene glycol (PEG)-g-chitosan coupling with genipin.

the metal element content released in the supernatant was
directly measured by ICP-MS spectroscopy to calculate the
release efficiency.
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Fig. 5 Effects of controlled nanomedicine release from hydrogel thin
films in PBS at different pHs and temperatures by simulating the pHs
and temperatures of the stomach (pH = 1.2 at 37 °C), small intestine
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°C) in correlation with the release at an ambient storage temperature
(20 °C) under different pH (1.2 and 7.4) conditions for oral
administration.
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Fig. 6 k simulated by the model (egn (6)) at different m: the simulation
is the diffusion coefficient at different pHs at 37 °C (the corresponding
pH of ky is 7.4, that of k; is 5.5, and that of ks is 1.2).

2.6 Morphology and swelling kinetics characterization of
nanomedicine encapsulating hydrogel thin films

After the nanomedicine encapsulating hydrogel thin films were
swelled in deionized water reaching a balance, they were dried
by a freeze dryer and then they are broken across the cross-
section. One piece of the thin film and the cross-section
sample were faced up and fixed on the sample holder, and
then spray-covered with a layer of gold for microstructure
observation vig a scanning electron microscope (Supra 55,
ZEISS). The swelling kinetics of the nano-medicine hydrogel
thin films were tested by the gravimetric method. The dried
hydrogel with a mass of m; was immersed in a PBS buffer with
a pH of 7.4. The hydrogel thin films were taken out at 10, 20, 40,
60, 120, 180, 240 and 300 min. Their surface residue water was
absorbed with a piece of filter paper and their masses (m,) were

© 2021 The Author(s). Published by the Royal Society of Chemistry
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the diffusion coefficient at different pHs at 20 °C (the corresponding
pH of k4 is 7.4 and that of ks is 1.2).

weighed by a balance (ME204, 0.1 mg, METLER TOLEDO). The
formula for calculating the swelling rate is SR = (m, — m,)/m;.

3. Results and discussion

Fig. 2a shows the formation of Au@CoFeB-Rg3 nanomedicine
microhydrogels using droplet microfluidics, observed using
a white light optical microscope. Uniform hydrogel microdrops
are formed at the channel junction between the continuous
outer HFE-7500 oil phase (channel I in Fig. 1) and nano-
medicine-polymer-genipin aqueous buffer phase (channel II in
Fig. 1) subjected to be sheared to droplets by the outer oil phase.
These microcapsules had good stability and dispersion in the
oil phase. Fig. 2b is the optical image of synthesized nano-
medicine microcapsules that were transferred to the aqueous
phase after crosslinking for more than 2 days. They were also
stable and well-dispersed in the aqueous solution, showing
a uniform diameter of ~10 um. The nanomedicine was
successfully encapsulated into each hydrogel microcapsule
(dark dots in each microcapsule: top right magnified image),
although they formed aggregates during the formation of
hydrogel microcapsules and the crosslinking effect owing to
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enhanced local concentration and magnetic dipole effects. The
average diameter of each nanomedicine is 6.6 £+ 0.7 nm, which
can be enriched in tumor tissue through the EPR effect.
Nanoparticles can also autonomously target tumor tissues by
using their special microenvironment.

After the nanomedicine hydrogel was swelled and balanced
in deionized water, the image was observed with SEM. As shown
in Fig. 3a and b, the hydrogel thin films preserve microporous
interpenetrating network, formed by the cross-linking of PEG-g-
chitosan and alginate via genipin. The pore size is statistically
analyzed by more than 200 random selected pores in the cross-
section of the thin films (Fig. 3b), giving a mean diameter of
1.63 pm =+ 0.30 pm (inserted image in Fig. 3b). Fig. 3c is the
swelling rate of the nanomedicine hydrogel thin films. The
swelling rate depends on the degree of cross-linking between
gel materials. The swelling rate of the resulting hydrogel thin
films will be reduced significantly with the increase of the cross-
linking degree of the nanomedicine hydrogel. When the pH is
7.4, the swelling rate of the nanomedicine hydrogel is 23%, and
the loading rate is 33% based on the total dry mass of the
nanomedicine hydrogel.

This result indicates successful formation of well-dispersed
water stable nanomedicine microcapsules through cross-
linking of a mixture of sodium alginate (Na(C¢H,O¢),, see
molecule structure in Fig. S2a in the ESIt) and PEG-g-chitosan
(see molecule structure in Fig. S2b¥) by genipin (C1;H;40s5, My
= 226.2259, see molecule structure in Fig. S2ct). Genipin is
derived from the fruit of Gardenia jasminoides Ellis, which has
sufficient active hydroxyl and carboxyl groups, which can be
used as a natural biocompatible crosslinking reagent, with
a coupling reaction similar to glutaraldehyde.”-” Particularly, it
can be used to crosslink polymers with amine groups, such as
chitosan (Fig. S2dt), and form strong interactions with poly-
mers rich in hydroxyl and carboxyl groups, such as alginate or
PEG, through a combination of hydrogen bonds, ionic bonds,
and van der Waals forces (Fig. S2et).

The hydrogel system in this study was constructed using
crosslinking sodium alginate and PEG-g-chitosan. PEG-g-chito-
san can be crosslinked by genipin through two types of coupling
reactions. The first step is the ring opening reaction that occurs
through the nucleophilic attack of active olefinic carbon in
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genipin by amino groups in PEG-g-chitosan (reaction (1) in
Fig. 4). The second involves an Sy2 nucleophilic substitution
reaction, or the formation of amide bonds between active ester
side groups and amine groups in PEG-g-chitosan (reaction
(2)).”*”” During the coupling reaction, genipin can self-couple to
form dimers and further self-polymerize (reaction (3)), which
provides the chitosan framework with high strength and
intrinsic fluorescence. The high amount of methanol produced
in reaction (2) promotes the self-polymerization of genipin,
leading to the formation of heterocyclic aromatic amines
(reaction (4)) among PEG-g-chitosan.”®”® Particularly, it is suit-
able for encapsulating medicines and biological agents, which
cannot be treated at a high temperature, as well as organic
solvents, because all crosslinking reactions can be completed
under ambient temperatures in aqueous solution.

In addition, genipin can react with hydroxyl groups in
sodium alginate and PEG-g-chitosan/alginate (reaction (5)),
further increasing the degree of crosslinking. The resulted
interpenetrating microporous network can enhance the chem-
ical stability, mechanical strength, and biocompatibility of
hydrogel microcapsules, thereby favoring to the drug-loading
capacity and transportation safety.

Oral administration is a common and convenient route for
drug administration. Oral controlled-release preparations are
often restricted by the gastrointestinal environment. During
transportation, drugs enter the weakly alkaline intestine from
the strongly acidic stomach.* Only by ensuring that the drugs
are not released or scarcely released under the strongly acidic
conditions of the stomach, can drugs be absorbed by intestinal
capillaries and transported through the blood to the liver or
other lesions. During transport in the blood (pH = 7.4, T = 37
°C), drugs should be released as slowly as possible to reduce
drug wastage and circumvent destruction by macrophages.
Then, they undergo accelerated release after reaching the
lesion. Therefore, we simulated the temperature and pH envi-
ronment of the stomach, intestine, blood, and tumor site
during oral administration. Simultaneously, we studied
whether the medicine could be accumulated in the patient for
a period after administration of the medicine with room-
temperature water. We also investigated the slow-release effect
in an environment that simulated stomach and blood pH at
room temperature. Our simulated temperature values were
37 °C (body temperature) and 20 °C (room temperature), and
simulated pH values were 7.4 (intestine and blood), 5.5 (tumor
site), and 1.2 (stomach).

To simulate the presence of the drug in the stomach, the
drug was released at a controlled pH of 1.2 at 37 °C. As seen in
Fig. 5, the release efficiency of the nanodrug only reached 15%
in 30 min. Fig. 6 shows the changing trend of the diffusion
coefficient with the change of mass at 37 °C. The rate of change
of mass with time is equal to the negative value of the change of
diffusion flux with distance, which is consistent with Fick's
second law, as shown in eqn (6):

am?
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where m is the quantity of the product (kg), and x is the distance
to which the drug is released (m).

To simulate the presence of the drug in the blood and
tissues, the drug was released at a controlled pH of 7.4 at 37 °C.
The release efficiency was as high as 55% in 30 min. The entire
process conformed to Fick's second law. Simultaneously, when
the drug reached the tumor site, the pH value was 5.5. The
release efficiency was as high as 95%, which favors the prepa-
ration of orally administered nanomedicine microcapsules. The
residence time of the drug in the stomach was approximately
30 min. Comparing the release rate of the previous 30 min
revealed that a very small amount of the drug was released into
the stomach. Therefore, the drug can pass through the small
intestine, reach the tumor site, and be released in large quan-
tities. Interestingly, the release percentage at 37 °C was higher
than 100% after 1 h when the pH was 5.5 because hydrogels
start decomposing at this pH, thereby leading to the dissocia-
tion of crosslinked networks into soluble species (non-
crosslinked alginate and/or PEG-g-chitosan molecules) as the
drug is released. The free alginate and/or PEG-g-chitosan chains
redissolve into the aqueous buffer solution, thereby increasing
the amount of overall released materials to more than the total
nanomedicine mixed into the hydrogels. This results in an
accumulated release percentage of more than 100%. The drug
gradually turned gray, and eventually the buffer solution floc-
culated. This phenomenon was desirable, because rapid
degradation of the hydrogels accelerates the release of nano-
medicines into the tumor microenvironment and increases
their concentration around the tumor cells as well as their
general utilization efficiency.

When the drug reaches the pH environment of the stomach
and small intestine at a simulated room temperature of 20 °C,
the entire release process matches Fick's second law as shown
in Fig. 7. After the drug released, the drug concentration grad-
ually decreased. And under the influence of the non-physical
effect of the hydrogel and the drug, the later diffusion tended to
be stable. So the nanomedicine can only be released into the
solution when the hydrogel is degraded. In the first 200 min, the
release rate is decreased at the reduced temperature (20 °C),
which is less than 10% at pH 1.2 and less than 15% at pH 7.4.
Compared to 37 °C, the release efficiency is much lower. This is
based on the relationship between diffusion coefficient and
temperature as eqn (7):

k = A exp(E./RT) (7)

According to eqn (7), the activation energy required for nano-
medicine is estimated to be 2.26 x 10* ] mol ' based on the
current data, which signifies that the more the activation energy
required, the slower the drug release. From this result, it can be
deduced that the drug can be stored in ambient conditions with
little loss of the crosslinking even in high-humidity conditions.
Therefore, by using genipin as a crosslinking agent, nano-
medicines can be safely encapsulated in the crosslinked algi-
nate/PEG-g-chitosan to form relatively stable nanomedicine
microcapsules, which are desirable for oral administration.

© 2021 The Author(s). Published by the Royal Society of Chemistry


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d1ra05207a

Open Access Article. Published on 23 November 2021. Downloaded on 12/7/2025 12:30:10 AM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Paper

We also used ICP spectroscopy to directly measure the metal
release efficiency of the nanomedicine hydrogel. As shown in
Fig. 8, the release efficiency trend of the metal in the hydrogel
under different pH conditions is similar to the previous test
results. Our nanoparticles have a core-shell structure, and Au
components are wrapped inside, so compared to CoFeB alloy
components, the release efficiency of Au is lower at the early 50
min. The general trend of metal particles is that the release
efficiency is the highest when the pH is 5.5, and the release
efficiency is the lowest when the pH is 1.2. This proves once
again that our nano-medicine hydrogel microcapsules can
successfully pass through the stomach, pass through the
intestine, and finally reach the tumor site for mass release.

One key reason for genipin used here is that genipin is a kind
of natural crosslinking agents of highly biocompatibility and
varieties of biofunctions, such as inhibition of uncoupling
protein 2 (UCP2), modulating proteins, antitumors, anti-
inflammatory, immunosuppressive effects, antithrombotic
effects and protection of hippocampal neurons.”*”* Cytochrome
c content increases significantly in the cytosol of genipin-
treated FaO cells.” Activation of caspase-3 and caspase-7 leads
to genipin-induced apoptosis in hepatoma cells. ROS level
notably increased in Hep3B cells treated with 200 M genipin.
Genipin is both anti-tumorigenic and anti-thrombogenic.”
Particularly, it is of great value for reducing infection and
thrombosis caused by cell necrosis. Therefore, genipin can not
only be used as a cross-linking agent for nano-medicine
hydrogels, but also is expected to increase the biological
features of the synthesized nano-medicine microcapsules.

4. Conclusions

In summary, a type of nanomedicine-encapsulating hydrogel
for preparing nanodrug microcapsules was designed using
Au@CoFeB-Rg3 as a type of nanomedicine model and a mixture
of sodium alginate and PEG-g-chitosan crosslinked by genipin
as a type of hydrogel model that combines the advantages of
both chitosan and alginate. This type of nanomedicine-
encapsulating hydrogel exhibits desirable pH- and
temperature-dependent releasing kinetics that are particularly
suitable for oral administration: with the lowest release rate at
pH 1.2 (the normal pH in stomach) and the highest release rate
and rapid decomposition rate at pH 5.5 (the normal pH in the
microenvironment of solid tumors) at 37 °C. This hydrogel also
exhibits a relatively lower releasing rate and a stronger capacity
to maintain the stable microstructures at pH 7.4 (the trans-
portation microenvironment, such that as in the blood) than at
pH 5.5 at 37 °C. Furthermore, a droplet PDMS microfluidic
device was successfully developed using traditional soft lithog-
raphy based on SU-8, which exhibits a remarkable ability in
preparing uniform nanomedicine hydrogel microcapsules with
controlled sizes for orally administrated nanomedicines with
high efficiency. These nanomedicine hydrogels and synthesized
microcapsules can be orally administrated effectively for safe
passage through the acidic stomach, following which they will
be absorbed into the blood stream through the gut system and
be circulated into the tumor microenvironment, where they will

© 2021 The Author(s). Published by the Royal Society of Chemistry
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release the encapsulated nanomedicines and self-decompose
rapidly, fulfilling their therapeutic effects. These characteristics
of the drug indicate that our drug is an autonomously targeted
drug, which autonomously targets the tumor microenviron-
ment through pH and temperature. At the same time, our drug
is a polymer interpenetrating network system of highly
biocompatibility, which lays on the foundation for the future as
a perspective carrier of cancer drugs.

Conflicts of interest

There are no conflicts to declare.

Acknowledgements

This study was financially supported by the National Natural
Science Foundation of China (no. 51971029), National S&T
Major Project of China (no. 2018ZX10301201), the BRICS STI
Framework Programmed by NSFC (no. 51861145309), the China
Scholarship Council (awarded to Y. S. for one and a half years’
study abroad at Harvard University, no. 201706465051), the
“1125” Zhihui Zhengzhou Talent Project of Henan province
(fund no. in USTB: 39080070), and the development of a highly
sensitive magneto-optical biomolecular sensor experimental
prototype (fund no. in USTB: 2019-0649) was funded by Zhe-
jiang Key Laboratory for Pulsed Power Translational Medicine
through Hangzhou Ruidi Biotechnology Co., Ltd.

References

1 C. Chang, L. Zhang, J. Zhou, L. Zhang and ]. F. Kennedy,
Carbohydr. Polym., 2010, 82, 122-127.
2 Y. F. Tang, Y. M. Du, X. W. Hu, X. W. Shi and J. F. Kennedy,
Carbohydr. Polym., 2007, 67, 491-499.
3 E. S. Dragan and M. V. Dinu, Carbohydr. Polym., 2019, 225,
115210.
4 S. A. Agnihotri and T. M. Aminabhavi, Int. J. Pharm., 2006,
324, 103-115.
5 K. Chaturvedi, K. Ganguly, M. N. Nadagouda and
T. M. Aminabhavi, J. Controlled Release, 2013, 165, 129-138.
6 K. Ganguly, K. Chaturvedi, U. A. More, M. N. Na Da Gou Da
and T. M. Aminabhavi, J. Controlled Release, 2014, 193, 162—
173.
7 R. C. Mundargi, V. Rangaswamy and T. M. Aminabhavi, J.
Microencapsulation, 2011, 28, 384-394.
8 W. Yuan, Z. Li, X. Xie, Z. Y. Zhang and L. Bian, Bioact. Mater.,
2020, 5, 819-831.
9 N. Hanafy, S. Leporatti and M. A. El-Kemary, Appl. Sci., 2019,
9, 825.
10 Y. Hu and C. M. Niemeyer, J. Mater. Chem. B, 2020, 8, 2250-
2255.
11 C. Liu, J. Han, Y. Pei and J. Du, Appl. Sci., 2018, 8, 1941.
12 H. Deng, Z. Yu, S. Chen, L. Fei, Q. Sha, N. Zhou, Z. T. Chen
and C. Xu, Carbohydr. Polym., 2020, 230, 115565.
13 K. Dharmalingam, D. Bordoloi, A. B. Ku Nn Umakkara and
R. J. Anandalakshmi, Appl. Polym. Sci., 2020, 137, 49216.

RSC Adv, 2021, 11, 37814-37823 | 37821


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d1ra05207a

Open Access Article. Published on 23 November 2021. Downloaded on 12/7/2025 12:30:10 AM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

RSC Advances

14 A. GhavamiNejad, C. H. Park and C. S.
Biomacromolecules, 2016, 17, 1213-1223.

15 A. Olad, M. Eslamzadeh, F. Katiraee and A. Mirmohseni, J.
Polym. Res., 2020, 27, 100.

16 N. Cui, H. Kai, M. Li, J. Wang and ]. Qian, Biomed. Mater.,
2019, 15, 025004.

17 P. Mak Va Ndi, G. W. Ali, F. D. Sala, W. 1. Abdel-Fattah and
A. Borzacchiello, Mater. Sci. Eng., C, 2020, 107, 110195.1-
110195.10.

18 Y. H. Zhang, M. J. Chen, Z. B. Dai, H. L. Cao, J. Li and
W. A. Zhang, Biomater. Sci., 2020, 8, 682-693.

19 Y. Zhou, Z. Gu, J. Liu, K. Huang and ]J. Wu, Carbohydr.
Polym., 2019, 230, 115640.

20 F. N. Muya, P. Baker and E. I. Iwuoha, Electrocatalysis, 2020,
1-9.

21 N. Singh, M. A. Ali, P. Rai, I. Ghori, A. Sharma, B. D. Malhotra
and R. John, Lab Chip, 2020, 20, 760-777.

22 Q. Cao, K. Chen, X. Chen, I. H. Da, C. Da vis, Z. Liu and
S. Sherlock, Cancer Res., 2008, 68, 6652-6660.

23 J. Zhuang, C. H. Kuo, L. Y. Chou, D. Y. Liu, E. Weerapana and
C. K. Tsung, ACS Nano, 2014, 8, 2812-28109.

24 S. Wilhelm, A. J. Tavares and W. Chan, Nat. Rev. Mater., 2016,
1, 16074.

25 F. Peng, M. L. Setyawati, J. K. Tee, X. Ding, J. Wang, M. E. Nga,
H. K. Ho and D. T. Leong, Nat. Nanotechnol., 2019, 14, 279-
286.

26 Y. Wu, X. Y. Zhang, H. Q. Li, P. F. Deng, H. R. Li, T. Q. He,
J. H. Rong, J. H. Zhao and Z. Liu, J. Mater. Chem., 2018, B6,
6646-6659.

27 J. L. Wy, X. Y. He, B. Y. Liu, M. Q. Gong, R. X. Zhuo and
S. X. Cheng, J. Mater. Chem., 2017, B5, 4697-4704.

28 W. Cai, C. Chu, G. Liu and Y. J. Wang, Small, 2015, 11, 4806—
4822.

29 L. Luo, F. Xu, H. Peng, Y. Luo, X. Tian, G. Battaglia, H. Zhang,
Q. Gong, Z. Gu and K. Luo, J. Controlled Release, 2019, 318,
124-135.

30 C. Auria-Soro, T. Nesma, P. Juanes-Velasco, A. Landeira-
Vinuela, H. Fidalgo-Gomez, V. Acebes-Fernandez,
R. Gongora, P. M. Almendral, R. Manzano-Roman and
M. Fuentes, Nanomaterials, 2019, 9, 1365-1385.

31 S. Gupta, Y. Pathak, M. K. Gupta and S. P. Vyas, Artif. Cells,
Nanomed., Biotechnol., 2019, 47, 4066-4088.

32 M. An, M. Li, J. Xi and H. Liu, ACS Appl. Mater. Interfaces,
2017, 9, 23466-23475.

33 H. Namazi and A. Heydari, Polym. Int., 2014, 63, 1447-1455.

34 H. Namazi and A. Kanani, J. Bioact. Compat. Polym., 2017, 22,
77-88.

35 C. M. Serre, M. Papillard, P. Chavassieux, J. C. Voegel and
G. Boivin, J. Biomed. Mater. Res., 1998, 42, 626-633.

36 H. M. Wong, P. K. Chu, F. K. L. Leung, K. M. C. Cheung,
K. D. K. Luk and K. W. K. Yeung, Prog. Nat. Sci.: Mater.
Int., 2014, 24, 561-567.

37 L. Shi, Y. Han, J. Hilborn and D. Ossipov, Chem. Commun.,
2016, 52, 11151-11154.

38 K. Y. Zhang, Z. F. Jia, B. G. Yang, Q. Feng, X. Xu, W. H. Yuan,
X.F.Li, X. Y. Chen, L. Duan, D. P. Wang and L. M. Bian, Adv.
Sci., 2018, 5, 1800875.

Kim,

37822 | RSC Adv, 2021, N, 37814-37823

View Article Online

Paper

39 S. V. Bheemidi, J. Nanomed. Nanotechnol., 2012, 02, 07.

40 S. C. Chen, Y. C. Wu, F. L. Mi, Y. H. Lin, L. C. Yu and
H. W. Sung, J. Controlled Release, 2004, 96(2), 285-300.

41 H. Chen, W. Ouyang, B. Lawuyi and S. Prakash,
Biomacromolecules, 2006, 7(7), 2091-2098.

42 N. Bhattarai, J. Gunn and M. Zhang, Adv. Drug Delivery Rev.,
2010, 62, 83-99.

43 R. Jin, L. Teixeira, P. J. Dijkstra, M. Karperien, C. Blitterswijk,
Z.Y. Zhong and ]. Feijen, Biomaterials, 2009, 30, 2544-2551.

44 A. K. Azab, B. Orkin, V. Doviner, A. Nissan, M. Klein,
M. Srebnik and A. Rubinstein, J. Controlled Release, 2006,
111, 281-289.

45 Y. Wang, M. Chen, X. Li, Y. Huang and W. Liang, J. Biomater.
Sci., Polym. Ed., 2008, 19, 1239-1247.

46 A. M. Vargason, A. C. Anselmo and S. Mitragotri, Nat.
Biomed. Eng., 2021, 5, 951-967.

47 M. Y. Cao, Z. J. Chen, K. H. Tu, L. Wang and H. Jiang, Hans J.
Nanotechnol., 2009, 05, 1157-1161.

48 X. Z. Shu and K. J. Zhu, Int. J. Pharm., 2002, 233(1-2), 217-
225.

49 S. Tosatti, S. M. De Paul, A. Askendal, J. A. Hubbell,
P. Tengvall and M. Textor, Biomaterials, 2003, 24, 4949-4958.

50 C. D. Hoemann, J. Sun, A. Légaré, M. Mckee and
M. Buschmann, Osteoarthritis and Cartilage, 2005, 13, 318-
329.

51 H.Jiang, D. Fang, B. Hsiao, B. Chu and W. Chen, J. Biomater.
Sci., Polym. Ed., 2004, 15, 279-296.

52 P. Kolhe and R. M. Kannan, Biomacromolecules, 2003, 4, 173—
180.

53 N. Bhattarai, H. R. Ramay, J. Gunn, F. A. Matsen and
M. Q. Zhang, J. Controlled Release, 2005, 103, 609-624.

54 N. Bhattarai, F. A. Matsen and M. Zhang, Macromol. Biosci.,
2005, 5, 107-111.

55 Y. Liang, L. Deng, C. Chen, J. Zhang, R. Zhou, X. Li, R. Hu
and A. Dong, Carbohydr. Polym., 2011, 83, 1828-1833.

56 S. Abraham, D. Rajamanick and B. Srinivasan, Sci. Int., 2018,
6, 18-30.

57 P. W. Li, G. Wang, Z. M. Yang, W. Duan, Z. Peng, L. X. Kong
and Q. H. Wang, Drug Delivery, 2016, 23, 30-35.

58 H. Peng, H. Xiong, J. Li, M. Xie, Y. Liu, C. Bai and L. Chen,
Food Chem., 2010, 121, 23-28.

59 E. A. Kwizera, E. Chaffin, Y. Wang and X. Huang, RSC Adv.,
2017, 7, 17137-17153.

60 S. D. Anderson, V. V. Gwenin and C. D. Gwenin, Nanoscale
Res. Lett., 2019, 14(1), 188-194.

61 Z. Wang, H. Fan, H. Liang, J. Ma, S. Li, Y. Song, et al.,
Electrochim. Acta, 2017, 230, 245-254.

62 H. Liang, Z. Wang, J. Wang, D. Huang, Y. Zhu and Y. Song,
Mater. Chem. Phys., 2017, 201, 156-164.

63 X. Zhao, H. Liang, Y. Chen, X. Chen and Y. Song, J. Mater.
Chem. C, 2021, 9, 4619-4627.

64 W. Zhang, X. Zhao, Y. Yuan, F. Miao, W. Li, S. Ji, X. Huang,
X. T. Chen, T. Jiang, D. A. Weitz and Y. Song, Chem. Mater.,
2020, 32, 5044-5056.

65 J. Riquelme, K. Neira, J. F. Marco, P. Hermosilla-Ibaez,
W. Orellana, J. H. Zagal, et al., Electrochim. Acta, 2018, 547-
555.

© 2021 The Author(s). Published by the Royal Society of Chemistry


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d1ra05207a

Open Access Article. Published on 23 November 2021. Downloaded on 12/7/2025 12:30:10 AM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Paper

66 X. Zhao, J. Wang, Y. J. Song and X. Chen, Drug Dev. Ind.
Pharm., 2018, 1-30.

67 Z. Ren, X. Chen, L. Hong, X. Zhao, G. Cui, A. Li, Y. Liu,
L. Zhou, R. Sun, S. Shen, J. Li, J. Lou, H. Zhou, J. Wang,
G. Xu, Z. Yu, Y. Song and X. Chen, Small, 2020, 16, 1905233.

68 Y. Xia and G. M. Whitesides, Annu. Rev. Mater. Sci., 1998, 28,
153-184.

69 L. Zhang, K. Chen, H. Zhang, P. Bo and D. A. Weitz, Small,
2018, 14, 1702955-1702963.

70 Y. Song, C. Kumar and J. Hormes, J. Nanosci. Nanotechnol.,
2004, 4, 788-793.

71 C.].Ma, A. F. Nie, Z. J. Zhang, Z. G. Zhang, L. Du and X. Y. Li,
J. Endocrinol., 2013, 216(3), 353-362.

72 B. C. Kim, H. G. Kim, S. A. Lee, S. Lim, E. H. Park, S. J. Kim
and C. J. Lim, Biochem. Pharmacol., 2005, 70, 1398-1407.

73 D. Ye, L. Zhang, W. Fan, X. Zhang and E. Dong, Epigenetics,
2018, 01-22.

© 2021 The Author(s). Published by the Royal Society of Chemistry

View Article Online

RSC Advances

74 J. Shoda, T. Miura, H. Utsunomiya, K. Oda, M. Yamamoto,
M. Kano, T. Ikegami, N. Tanaka, H. Akita, K. Ito, H. Suzuki
and Y. Sugiyama, Hepatology, 2004, 39, 167-178.

75 S. Zhong, B. Wu, X. Wang, D. Sun and Y. Chen, Mol. Med.
Rep., 2019, 20, 3.

76 M. T. Nickerson, J. Patel, D. V. Heyd, D. Rousseau and
A. T. Paulson, Int. J. Biol. Macromol., 2006, 39(4-5), 298-302.

77 H. W. Sung, Y. Chang, C. T. Chiu, C. N. Chen and
H. C. Liang, Biomaterials, 1999, 20, 1759-1772.

78 N. Vo, L. Huang, H. Lemos, A. Mellor and K. Novakovic, J.
Appl. Polym. Sci., 2020, 137, 49259.

79 B. C. Thanoo, M. C. Sunny and A. Jayakrishnan, J. Pharm.
Pharmacol., 2011, 45, 21-24.

80 H. Santos, F. Veiga, M. Pina, F. Podczeck and J. Sousa, Int. J.
Pharm., 2002, 246, 153-169.

RSC Adv, 2021, 11, 37814-37823 | 37823


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d1ra05207a

	Synthesis of nanomedicine hydrogel microcapsules by droplet microfluidic process and their pH and temperature dependent releaseElectronic supplementary information (ESI) available. See DOI: 10.1039/d1ra05207a
	Synthesis of nanomedicine hydrogel microcapsules by droplet microfluidic process and their pH and temperature dependent releaseElectronic supplementary information (ESI) available. See DOI: 10.1039/d1ra05207a
	Synthesis of nanomedicine hydrogel microcapsules by droplet microfluidic process and their pH and temperature dependent releaseElectronic supplementary information (ESI) available. See DOI: 10.1039/d1ra05207a
	Synthesis of nanomedicine hydrogel microcapsules by droplet microfluidic process and their pH and temperature dependent releaseElectronic supplementary information (ESI) available. See DOI: 10.1039/d1ra05207a
	Synthesis of nanomedicine hydrogel microcapsules by droplet microfluidic process and their pH and temperature dependent releaseElectronic supplementary information (ESI) available. See DOI: 10.1039/d1ra05207a
	Synthesis of nanomedicine hydrogel microcapsules by droplet microfluidic process and their pH and temperature dependent releaseElectronic supplementary information (ESI) available. See DOI: 10.1039/d1ra05207a
	Synthesis of nanomedicine hydrogel microcapsules by droplet microfluidic process and their pH and temperature dependent releaseElectronic supplementary information (ESI) available. See DOI: 10.1039/d1ra05207a
	Synthesis of nanomedicine hydrogel microcapsules by droplet microfluidic process and their pH and temperature dependent releaseElectronic supplementary information (ESI) available. See DOI: 10.1039/d1ra05207a
	Synthesis of nanomedicine hydrogel microcapsules by droplet microfluidic process and their pH and temperature dependent releaseElectronic supplementary information (ESI) available. See DOI: 10.1039/d1ra05207a
	Synthesis of nanomedicine hydrogel microcapsules by droplet microfluidic process and their pH and temperature dependent releaseElectronic supplementary information (ESI) available. See DOI: 10.1039/d1ra05207a
	Synthesis of nanomedicine hydrogel microcapsules by droplet microfluidic process and their pH and temperature dependent releaseElectronic supplementary information (ESI) available. See DOI: 10.1039/d1ra05207a
	Synthesis of nanomedicine hydrogel microcapsules by droplet microfluidic process and their pH and temperature dependent releaseElectronic supplementary information (ESI) available. See DOI: 10.1039/d1ra05207a

	Synthesis of nanomedicine hydrogel microcapsules by droplet microfluidic process and their pH and temperature dependent releaseElectronic supplementary information (ESI) available. See DOI: 10.1039/d1ra05207a
	Synthesis of nanomedicine hydrogel microcapsules by droplet microfluidic process and their pH and temperature dependent releaseElectronic supplementary information (ESI) available. See DOI: 10.1039/d1ra05207a
	Synthesis of nanomedicine hydrogel microcapsules by droplet microfluidic process and their pH and temperature dependent releaseElectronic supplementary information (ESI) available. See DOI: 10.1039/d1ra05207a
	Synthesis of nanomedicine hydrogel microcapsules by droplet microfluidic process and their pH and temperature dependent releaseElectronic supplementary information (ESI) available. See DOI: 10.1039/d1ra05207a


