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Rational design and latest advances of
polysaccharide-based hydrogels for wound
healing

Hao Hu ® * and Fu-Jian Xu @ *P

Acute and chronic wounds cause severe physical trauma to patients and also bring an immense socio-
economic burden. Hydrogels are considered to be effective wound dressings. Polysaccharides possessing
distinctive properties such as biocompatibility, biodegradability, and nontoxicity are promising candidates
to structure hydrogels for wound healing. Polysaccharide-based hydrogels can provide suitable moisture
for the wound and act as a shield against bacteria. Adequate mechanical properties, degradability, and
therapeutic agent controlled release of polysaccharide-based hydrogels have been already characterized
for effective utilization. This review presented several crucial design considerations about hydrogels for
wound healing, and the current state of polysaccharide (chitosan, alginate, hyaluronic acid, cellulose,
dextran, and starch)-based hydrogels as wound dressings was also summarized. The commonly used
crosslinking techniques, including physical, chemical, and enzymatic crosslinking, are discussed in detail.
Finally, we outline the challenges and perspectives about the improvement of polysaccharide-based
hydrogels.

1. Introduction

Timely and effective wound treatment in the wound care
department is of great significance, not only for acute bleeding
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as diabetic foot ulcers, venous leg ulcers, and pressure
ulcers."”” The human body undergoes a coagulation process
which can transform blood into stable and insoluble fibrin to
accomplish hemostasis. However, in some cases such as in
operating rooms or emergencies, it is not enough to rely solely
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on the body’s biological process of hemostasis. Hydrogels are
considered to be effective wound dressings for wound
treatment.>> A microclimate could be formed between the
wound bed and hydrogel which can provide a biocompatible
platform, adequate moisture, and ability to isolate bacteria.®®
Compared with traditional hemostatic materials (e.g., gauze,
bandage), one notable advantage of hydrogels is that they can
be easily removed from the wound due to their limited
adhesion. This will avoid secondary pain for the injured
person and further trauma to the healing tissue.’

Hydrogels have been the material of choice for biomedical
applications because of their desirable biocompatibility, vari-
able structures, flexible methods of synthesis, and desirable
physical characteristics.'® Hydrogels possess three dimen-
sional (3D) crosslinked porous networks and may absorb up to
thousands of times their dry weight in water."" Hydrogels can
swell in fluids due to thermodynamic force but do not
dissolve.”™* The molecular chains forming hydrogels are
linked by chemical or physical crosslinkers. There are different
classifications of hydrogels. For example, depending on
different binding modes, hydrogels can be classified as physi-
cal and chemical hydrogels. Physical hydrogels are formed by
physical actions (ionic interactions,"® hydrogen bonds,"
entanglement of chains,'” etc.). In general, physical hydrogels
are characterized as reversible when being heated or treated
with other stimulations.'®° In contrast, chemical hydrogels
are usually stable due to covalently crosslinked networks.>'
According to the source of materials, hydrogels could be
divided into synthetic hydrogels and natural ones. Synthetic
hydrogels can be roughly classified into five categories
according to their chemical composition: poly(hydroxyalkyl
methacrylates), poly(acrylamide), poly(N-vinyl pyrrolidone),
poly(acrylic acid), and poly(vinyl alcohol)."*** The most
studied natural hydrogels are polysaccharide- and peptide-
based hydrogels.>>” Polysaccharides have abundant sources
and are readily available from renewable sources (marine
organisms and plants).>®** The production process of polysac-
charides is convenient, low cost and feasible for large-scale
production.®® Moreover, the unique physical and chemical pro-
perties of polysaccharides such as biocompatibility, biodegrad-
ability and no immune responses are the premise of their wide
applications in biological materials.*'*

In recent years, polysaccharides have been recognized as
excellent candidates for various biomedical applications such
as drug delivery, gene delivery, and wound dressing.’>>* A
series of controllable polymer-grafted polysaccharides were
designed and prepared by living radical polymerization (LRP),
ring-opening  polymerization (ROP) and self-assembly
(Fig. 1).*»***' The modified polysaccharides (aminated,
PEGylated or zwitterionic dextran, hyaluronic acid or heparin;
supramolecular assemblies which consist of p-cyclodextrin/
adamantane) show excellent therapeutic effects for cancer
therapy or wound healing applications.*>™**> The abundant
pendant functional groups in the structural unit of polysac-
charides provide available reaction sites to form hydrogels, no
matter whether by physical or chemical crosslinking. In
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Fig. 1 Versatile functionalization of polysaccharides via polymer grafts.
Reprinted with permission from ref. 32. Copyright 2017 American
Chemical Society.

addition to the unique properties of polysaccharides them-
selves, polysaccharide-based hydrogels also possess distinctive
abilities such as high water retention capacity. Because of the
tunable structure and network morphology, polysaccharide-
based hydrogels are good for use in the area of controlling
diffusion, wound healing, and biosensors. Fig. 2 shows the
property overview of polysaccharide-based hydrogels for
wound healing. Although some hydrogels for wound manage-
ment have been reviewed,***® these reviews mainly focus on
the properties and applications of hydrogels. Few reviews on
the rational design of polysaccharide-based hydrogels have
been reported to date. The properties required for hydrogels
are complementary. Any weak aspect will affect the healing
process. Therefore, it is important to prepare hydrogels with
appropriate properties for wound healing by rational design.
In this review, we discuss the rational design of polysacchar-
ide-based hydrogels as ideal wound healing materials. The
advantages and drawbacks of the commonly used crosslinking
techniques as well as the scope of their application are dis-
cussed in detail. We also highlight representative research
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Fig. 2 Property overview of polysaccharide-based hydrogels for wound
healing.
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studies about polysaccharide-based hydrogels used for wound
healing in recent years.

2. Design considerations and
required properties of polysaccharide-
based hydrogels for wound healing

Polysaccharides consist of monosaccharides and their deriva-
tives, including p-glucose, p-galactose, p-fructose, p-mannose,
p-xylose, r-galactose, and r-arabinose, which are combined by
glycosidic bonds.** The polysaccharides composed of a single
monosaccharide are defined as homopolysaccharides, such as
starch, cellulose, and glycogen.”” The polysaccharides com-
posed of different monosaccharides are called heteropoly-
saccharides such as hyaluronic acid, chondroitin, and
alginate.”®>° The length and branching degree of molecular
chains are also different according to various polysaccharides.
For instance, starch can be divided into linear amylose and
branched amylopectin, depending on the branching degree.*®
The structures of commonly used polysaccharides in the
preparation of hydrogels are shown in Fig. 3. The polysacchar-
ide-based hydrogels are claimed as being effective candidates
for wound treatment with high water-retaining capacity, renew-
ability, biodegradability, biocompatibility, and nontoxicity.

2.1. Wound healing process

For an ideal hemostatic material, the most important aspect is
to hold blood rapidly and have no negative influence on
wound healing. If hydrogels possess excellent biocompatibility,
biodegradability, and stretchability, their applications will be
further expanded, especially for chronic wound treatments.>"
The wound healing process consists of four typical stages: exu-
dative, inflammatory, proliferative and regenerative, as shown
in Fig. 4."®°° These cellular and biochemical cascades occur in
a sequential but overlapping manner.>® During the exudative
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stage, or called hemostasis, blood vessels contract, and plate-
lets aggregate and form blood clots at the wound site.>*>* The
act of bleeding can wash the damaged tissue and protect the
wound from microbial invasion. To prevent excessive bleeding,
blood vessels contract and platelets aggregate and release clot-
ting factors to form blood clots.>®>® Once the exudative stage
is complete, the inflammatory stage follows. Neutrophils
migrate to the wound site and release cytokines to activate the
phagocytic activity of macrophages. The combined activity of
neutrophils and macrophages will cause inflammatory
responses such as heat and redness, and meanwhile, help to
clear damaged and/or necrotic tissues, particulate contami-
nants, and microorganisms from the wound site.>’° Later in
this stage, neutrophils are eliminated from the wound site by
apoptosis and phagocytosis (by macrophages). Modified
monocyte macrophages start to remove apoptotic cells’®*® and
stimulate angiogenesis and granulation tissue formation.®
The proliferation stage is a stage of tissue formation. The gran-
ulation tissue composed of collagen (type III) and extracellular
matrices is used to fill the wound and epithelialization takes
place around the wound edges.>®> Moreover, in order to
supply enough oxygen and nutrients for the active proliferating
process, new blood capillaries are formed during this
stage.”®> Once the wound has closed, the regeneration
process initiates. Collagen type III fibers are replaced by stron-
ger type I fibers to increase wound strength, and a normal
dermal architecture is restored.”>®* One more issue that needs
to be considered during wound healing is skin and soft tissue
infections (SSTIs).®®> The normal wound healing process would
be compromised if the immune system is not able to remove
the pathogen, when infection occurs and causes the deterio-
ration of the granulation tissue, growth factors and extracellu-
lar matrix components (collagen, elastin, and fibrin).*

As wound dressings, the hydrogel can prevent microbial
invasion into the wound site because of its barrier action
between the wound bed and external environment.
Meanwhile, antimicrobial agents and wound healing drugs
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Fig. 3 Structures of representative polysaccharides.
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Fig. 4 Typical four stages of wound healing: (A) exudative, (B) inflammatory, (C) proliferation, and (D) regenerative stages. Reprinted with permission

from ref. 30. Copyright 2018 Elsevier Ltd.

can be loaded into the hydrogels by being physically encapsu-
lated or covalently crosslinked to avoid the risk of bacterial
contamination and infection, and thereby improving the
healing process.®”*®

2.2. Design considerations

2.2.1. Biocompatibility. Biocompatibility is usually the first
consideration, as long as the materials are for biomedical
applications. The hydrogels should exhibit no or limited dele-
terious immunological, toxic, or foreign body responses since
the gels touch tissues and cells directly for wound healing. If
this requirement cannot be achieved, the safety of wound treat-
ment can be threatened, and the wound may become infected,
difficult to heal, or scarred.®® Polysaccharides are generally
regarded as having superior biocompatibility. However, it is
important to note that the initiators, organic solvents, stabil-
izers, emulsifiers, unreacted monomers and crosslinkers used
in the hydrogel preparation process may be hazardous to host
cells or the whole system. For example, glutaraldehyde, which
is a small molecule crosslinker, has been extensively used to
crosslink various types of biopolymeric tissue scaffolds, hydro-
gels, and composites.”® The aldehyde groups of glutaraldehyde
are toxic for cells and would cause severe inflammation in the

This journal is © The Royal Society of Chemistry 2020

body. Therefore, hazardous chemicals should be removed
thoroughly, which was performed typically by solvent washing
or dialysis.”®”"
for its minimal invasiveness, requires special caution to

Utilizing the technique of in situ gelation, ideal

ensure that all components are safe and reasonably nontoxic.
This indicates one highlight of physical crosslinking. No toxic
chemical crosslinking agents would be introduced into hydro-
gels during the preparation process.

2.2.2. Degradation. In some cases, the degradation pro-
perties of hydrogels need to be considered. The wound dres-
sings for the wounds on the skin surface do not require
degradability necessarily. However, for the chronic wound,
visceral bleeding, and deep fissured wound, biodegradability
is indispensable.”” The degradable hydrogel would progress-
ively eliminate its function and be replaced by new tissue
as degradation progresses. This strategy of avoiding the
removal process after hemostasis is friendly to patients.
Polysaccharides can be degraded gradually in vivo, but at
different rates.”® Therefore, the degradation time can be con-
trolled by altering the component ratios of each component.”*
Cleavable groups or bonds can be introduced into the polymer
backbone to endow the hydrogel with degradability. These
groups or bonds can be cleaved via hydrolysis or external

Biomater. Sci, 2020, 8, 2084-2101 | 2087
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stimulation (thermal-stimulus, pH-stimulus, enzymatic diges-
tion, etc.) to break down the hydrogel.”>”®

2.2.3. Strength, stretchability, and adhesion. Depending
on the type and site of the wound, the mechanical properties
of hydrogels need to be emphasized. To treat the wound of
skin trauma, especially at joints, like ankle, knee, and wrist,
the traditional dressing materials are tied around the extremi-
ties, which makes the patients feel discomfort and is inconve-
nient. In addition, considering the frequent motion and
bending of extremities, the stable adhesion between dressing
materials and the wound site would enhance their reliability
and availability. The mechanical properties of hydrogels can
be controlled by adjusting the crosslinking index or cross-
linking manner. To achieve the balanced mechanical pro-
perties between stiffness and toughness, double-network (DN)
hydrogels were prepared. DN hydrogels were composed of two
interpenetrating networks, wherein the first (brittle and rigid)
network easily ruptures to dissipate energy, and the second
(soft and ductile) network contributes to the stretchability of
hydrogels.”” Wu and coworkers fabricated a series of DN
hydrogels with superior elastic modulus, high tensile strength,
and ultrahigh fracture energy by hybrid noncovalent-covalent
crosslinking."”?” Hydrogel adhesion properties need to be
viewed dialectically. We can use hydrogels that act like glue
instead of sutures to seal the wound. This requires the hydro-
gels to have good adhesive properties to bind the two parts of
the tissue. Lu and coworkers prepared a plant catechol-chem-
istry-based hydrogel with high adhesiveness, toughness, and
cell affinity.”® The continuous generation of catechol groups
endows the hydrogel with long-term and repeatable adhesive-
ness. However, for skin trauma such as bruises, hydrogels are
required to have limited adhesive properties and can be
removed easily after healing. For example, Guo and coworkers
prepared a series of antibacterial adhesive injectable hydrogels
by mixing quaternized chitosan (QCS) and benzaldehyde-ter-
minated Pluronic F127 (PF127-CHO), which exhibited suitable
stretchable and compressive properties and efficient hemo-
static performance (Fig. 5).” The tensile moduli of the pre-
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pared hydrogel dressings matched the moduli of the under-
lying and neighbouring tissues, which made the hydrogel
adhere to skin stably.”

2.2.4. Injectable and self-healing properties. An injectable
hydrogel, which can be injected using an injector system, is a
kind of low viscosity fluid before the injection. After injection,
the sol state transfers to the gel state in situ by crosslinking.
The most obvious advantage of injectable hydrogels is that
they are suitable for filling irregular wounds with minimal
invasiveness and pain.®® Also, therapeutic drugs or cells can be
loaded into the hydrogel in the sol state, and then delivered
into the body for controlled release or to repair the wound.
Given that the injectable hydrogel usually would not be
removed from the body after the treatment, the injectable
hydrogel needs to be biodegradable and the degradable seg-
ments should be biocompatible. Self-healing ability could
prolong the service time of hydrogels via repairing the defor-
mation or damage automatically, especially for the hydrogels
with weak elasticity, such as most injectable hydrogels.®">

2.2.5. Therapeutic agent encapsulation. Different kinds of
therapeutic agents were encapsulated into hydrogels to aid the
wound healing process, especially for chronic wounds.®* %
Diabetic wound is a significant cause of diabetes-related
amputations. Mechanisms underlying the poor healing of dia-
betic wounds may involve hypoxia, impaired angiogenesis,
damage from reactive oxygen species (ROS), and neuropathy.”
Stem cells and secretome have been proven to positively
impact on wound healing by direct and indirect actions includ-
ing residing cell stimulation, biomolecule release, inflam-
mation control and extracellular matrix remodelling.*” Mao
and coworkers prepared a multifunctional hydrogel, which
was composed of Pluronic F127, oxidative hyaluronic acid, and
poly-e-t-lysine, to deliver adipose-derived mesenchymal stem
cell exosomes for synergistically enhancing chronic wound
healing and complete skin regeneration. The diabetic full-
thickness cutaneous wounds exhibited enhanced wound
closure rates, fast angiogenesis, re-epithelialization and col-
lagen deposition within the wound site after being treated
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=

Fig. 5 (A) The original, bending, compression, stretching, twisting and knotting shapes of the quaternized chitosan (QCS)/Pluronic F127 (PF) hydro-
gel. (B) Photograph of the curcumin loaded QCS/PF (Cur-QCS/PF) hydrogels that were applied on the human elbow. Reprinted with permission

from ref. 7. Copyright 2018 Elsevier Ltd.
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with the exosome-loaded hydrogel.®® In order to release the
cargo in a controlled manner, the rate of degradation/break-
down of hydrogels should be rationally designed. Poor biode-
gradability may cause the drug to be released too slowly and
extend the detention time of gels in the body.

2.2.6. Antibacterial activity. Excessive inflammation may
lead to a systemic infection. It is easy for bacteria to settle and
breed on the infected wounds.® Although hydrogels can be
used as a barrier to avoid microorganism proliferation and
invasion, the antibacterial ability would be further improved
by incorporating antibacterial agents into the dressings or
directly using materials with inherent antibacterial
activities.®>°° In the work reported by Guo et al., a series of
antibacterial hydrogels based on quaternized chitosan were
developed.”® Jayakumar et al. prepared a tigecycline loaded
chitosan hydrogel for the treatment of S. aureus infected
wounds. This hydrogel was an effective medium for antibiotic
delivery and prevented skin infections effectively.”!

The properties of hydrogels discussed above or not mentioned
are interrelated. For example, the environmental sensitivity (pH-
sensitive, temperature-sensitive, etc.) would affect the degradation
rate which in turn may affect the controlled release and mechani-
cal properties. Therefore, all aspects need to be fully considered
when designing hydrogels, though it is highly challenging to
obtain an all-in-one hydrogel system as a wound dressing. One
more thing is that the risk of batch-to-batch variation may occur
because the raw materials as polysaccharides are mostly from
natural sources.”” Thus, a permanent supplier of raw materials is
suggested to maintain the stability of raw materials.

3. Preparation of polysaccharide-
based hydrogels

The crosslinking techniques of hydrogels can be categorized
into physical and chemical crosslinking methods. Chemical

View Article Online
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crosslinking is achieved by forming strong chemical bonds.
These strong bonds could enhance the mechanical properties
of hydrogels, but have negative effects on the degradability
and biocompatibility.”® Physical crosslinking is not as strong
as chemical crosslinking. However, the weak interactions (e.g.,
hydrogen bonds, ionic interactions) endow the hydrogels with
self-healing and injectable properties. The weak interactions
are usually reversible and could act as sacrificial portions
when subjected to external forces. These sacrificial bonds
could bear the stress or stretch at small deformation and pre-
ferentially rupture with original networks sustained, resulting
in an efficient energy dissipation mechanism and improved
mechanical performance.’* Besides, good biocompatibility is a
great strength of physical crosslinking. The advantages and
disadvantages of these methods are shown in Table 1.

In addition to the hydroxyl groups of polysaccharide
chains, other functional groups, such as amide, amino, car-
boxyl, and hydroxyl, also provide versatile reaction sites for
physical and chemical crosslinkings. The different types of
crosslinkages and crosslinking methods would determine the
physicochemical properties of hydrogels.

3.1. Physical crosslinking

Physically crosslinked 3D networks by physical interactions
such as hydrogen bonding, ionic interactions, crystallization,
entanglement of chains, and hydrophobic interactions can be
achieved by heating or cooling of polymer solutions, freeze-
thawing, lowering pH, and selection of anionic and cationic
polymers.”>°® The significant advantage of physical cross-
linking techniques is that no additional crosslinkers are
required in the preparation of hydrogels. This avoids the
potential toxicity of chemical crosslinking agents. The semi-
permanent crosslinked points would stabilize the 3D network
and avoid the dissolution of the hydrogel. However, physically
crosslinked hydrogels are not always ideal in terms of mechan-

Table 1 Advantages and disadvantages of physical, chemical, and enzymatic crosslinking methods. Reprinted with permission from ref. 93.

Copyright 2017 Elsevier B.V

Crosslinking
method Advantages Disadvantages
Physical 1. Safe 1. Bonds are far weaker than the chemical
crosslinkers
2. Less toxic for cells than chemical agents 2. May alter the properties of the materials
3. Inexpensive 3. Needs more time for crosslinking
4. Minimum tissue reaction after crosslinking process 4. Lack of control over the reaction kinetics of
crosslinking
5. Lower degrees of crosslinking
Chemical 1. Forming very strong bonds 1. Almost toxic for the cells
2. Needs washing to remove the residual
cross-linker
3. More expensive than physical crosslinker
Enzymatic 1. Unlike many chemical agents, enzymes are most active under mild 1. The most expensive crosslinkers

aqueous reaction conditions

2. Crosslinking process can often be controlled by modifying temperature,

PH, or ionic strength

This journal is © The Royal Society of Chemistry 2020
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Fig. 6 Typical interactions of physical crosslinkings.

ical strength. Fig. 6 shows the typical interactions of physical
crosslinking.

3.1.1. Hydrogen bonding between chains. Hydrogen
bonding plays a crucial role in the fabrication of polysacchar-
ide-based hydrogels. Plenty of hydrogen donors and acceptors
(e.g., -OH, -COOH, -NH,) in polysaccharides provide the con-
ditions for the formation of hydrogen bonds. The hydrogen
bonding is a weak interaction. Dynamic destruction and recon-
struction of hydrogen bonds occur in response to the change
in temperature, pH, or solvent. The hydrogels crosslinked by
hydrogen bonding alone usually cannot meet the mechanical
strength requirements for wound healing. Therefore, it is a
good choice to combine with other types of crosslinking to
enhance the properties of hydrogels. In the work reported by
Han et al., the hydrogels reinforced with cellulose nanocrystals
were fabricated from xanthan solutions and chitosan through
electrostatic and hydrogen bonding interactions.”” A kind of
polysaccharide-templated hydrogel, composed of oxidized
sodium alginate (OSA) and poly(acrylamide) (PAM), exhibited
excellent self-healing properties due to the presence of
dynamic Schiff-base and hydrogen bonding interactions.’®
Fig. 7 shows the possible schematic explanation for the
different mechanical properties of the OSA-PAM hydrogels.

OSA chains

SN~
PAM chains

....... Hydrogen bonds

=== Schiff-base bonds

Fig. 7 A possible schematic explanation for the different mechanical
properties of oxidized sodium alginate (OSA)—poly(acrylamide) (PAM)
hydrogels based on the (A) random coil model and (B) polysaccharide-
template model. Reprinted with permission from ref. 98. Copyright 2017
Elsevier B.V.
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3.1.2. Ionic interactions. There are two main kinds of ionic
interactions used to prepare hydrogels, (1) ionic interaction
between polyanionic polymers and metal ions; (2) polyelectro-
lyte complexation of polyanions with polycations.”*™*°* The
ionic interaction strategy is the most useful method to cross-
link sodium alginate. Sodium alginate can form join points
upon contact with divalent ions (e.g., Ca*>*, Cu®") which has
been described as an “egg box structure” between four G resi-
dues.'® A series of N-carboxymethyl chitosan- and alginate-
based hydrogels were prepared via both electrostatic inter-
action and divalent chelation with an epidermal growth factor
(EGF) payload to promote the cell proliferation and wound
healing (Fig. 8)."> The hydrogels crosslinked via divalent chela-
tion alone probably cannot provide sufficient swelling capacity
or mechanical properties for wound healing due to the leaking
of the divalent ions from the hydrogel into the surrounding
medium."'*?

3.1.3. Crystallization. Microcrystals can act as join points
to form 3D networks. The freeze-thaw technique is a common
method to obtain microcrystals. As shown in Fig. 9, phase sep-

+” -000 oM -ooc ok oo¢ o N
> HO. o
> HO.
; C 0 -
e C00 H toor HO
C

a“ on ooc Ca? on a
.
d
c

\

|

|

W o W ., YOO |

00C e ooc LdAd” oW ‘\

= o=

oH C |

%'/gg\’%i oH w%:\g; H
C

€ soor

5 coo coo” |

I

OH
P00 OH OH

Divalent chelation /

H O H

Fig. 8 Schematic illustration of the N-carboxymethyl chitosan—alginate
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(CMC-ALG-EGF) via ionic interactions. Reprinted with permission from
ref. 42. Copyright 2018 WILEY-VCH Verlag GmbH & Co. KGaA,
Weinheim.
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Fig. 9 The main process of forming hydrogels by a freeze—thaw technique. Reprinted with permission from ref. 104. Copyright 2013 Elsevier Ltd.

aration is caused by the freezing of water during the freeze—
thaw process, which results in the formation of microcrys-
tals.'** Repeated freeze-thaw cycles would strengthen the exist-
ing crystals in the structure and provide higher crystallinity
and stability.’®® Polysaccharide-based hydrogels can be fabri-
cated using either polysaccharides alone or with other poly-
mers such as polyvinyl alcohol (PVA). Xiao et al. prepared a
series of complex hydrogels of PVA and sodium carboxymethyl
cellulose where PVA crystalline regions served as physical cross-
links; the interaction between carboxymethyl cellulose and
PVA resulted in intramolecular entanglements.'®® Almost all
polysaccharides can form gels by a freeze-thaw technique.
This method is simple to operate, but time-consuming.
Besides, the crosslinking degree and the crosslinking distri-
bution are closely related to freezing temperature, time of the
freezing period and freeze-thaw cycles.

3.1.4. Hydrophobic interactions. The amphiphilic polymer
from hydrophobic interaction self-assembles into gels in
aqueous solution due to the thermodynamic incompatibility
of hydrophilic and hydrophobic moieties. Two main methods
were involved in the preparation of hydrogels by hydrophobic
interaction. The first one is to utilize micelles as crosslinkers.
Micelles can be loaded with hydrophobic drugs while serving
as crosslinking points. The loading capacity and dispersion of
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hydrophobic drugs in hydrogels could be significantly
increased via this approach. Yan and coworkers used simvasta-
tin (a hydrophobic drug for bone regeneration) loaded alde-
hyde modified micelles as crosslinkers to fix the polysacchar-
ide network (Fig. 10).'” The gelation time could be easily
adjusted by controlling the oxidation degree of maltodextrin.
The second method is to graft hydrophobic moieties onto the
hydrophilic precursor. Bhuniya et al. synthesized a nontoxic
hydrogel by grafting a hydrophobic moiety dioctylamine onto
a hydrophilic precursor carboxymethyl cellulose through an
amide bond formation.'®® The incorporation of hydrophobic
groups onto hydrophilic polysaccharide chains provides
amphiphilic polysaccharides with adaptive properties.

3.2. Chemical crosslinking

Chemical crosslinking agents and techniques were utilized to
enhance the morphological and biomechanical characteristics
of polysaccharide-based hydrogels. Hydrogels with permanent
covalent linkages usually exhibit high mechanical strength,
but the stretchability and self-healing ability are limited.
Chemical crosslinking would be achieved by chemical reac-
tions of complementary groups, radiation techniques, and
enzyme mediated crosslinking.

Fig. 10 Schematic illustration for the preparation of simvastatin-loaded micelle crosslinked carboxymethyl chitosan (CMCS)/maltodextrin (MDex)
hydrogel. Reprinted with permission from ref. 107. Copyright 2018 American Chemical Society.

This journal is © The Royal Society of Chemistry 2020
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3.2.1. Crosslinking by chemical reactions of complemen-
tary groups. The functional groups like -OH, -COOH, and
-NH, on the backbone of polysaccharides could be utilized to
structure the network of hydrogels. The complementary
groups can be on the chains of another component, or the
additional small molecule crosslinkers were used. 3D networks
would be formed via the chemical reactions of the comp-
lementary reactions, such as the -NH,/~COOH reaction, -OH/-
NH, reaction, and Schiff-base formation.'®® The Schiff-base
reaction is the most commonly used method to fabricate chito-
san-based hydrogels."'”""" Schiff-base (imine) linkages would
be hydrolyzed under acidic conditions which relates to the
degradation of hydrogels and the controlled release of drugs.
It should be noted that aldehyde groups are toxic for cells and
would cause severe inflammation in the body. If small mole-
cule crosslinking agents (e.g., glutaraldehyde) containing an
aldehyde group are introduced during the preparation process,
the residual crosslinking agents should be removed
thoroughly. The carboxyl groups on hyaluronic acid could be
crosslinked via condensation reactions between -COOH/-OH
or -COOH/-NH,. Ester or amide bonds act as linkages to cross-
link hyaluronic acid chains."** The hyaluronic acid could also
be modified in advance to form other chemically reactive
groups. For instance, dopamine could be grafted onto hyaluro-
nic acid in the presence of 1-(3-dimethylaminopropyl)-3-ethyl-
carbodiimide hydrochloride (EDC) and N-hydroxysuccinimide
(NHS) converting part of carboxy groups to catechol groups.'*?
Alginate is commonly crosslinked by ionic interactions, but
the carboxyl group on its backbone can also be modified."**
Cellulose, dextran, and starch are crosslinked mainly by the
reaction of hydroxyl groups. The vicinal glycols in dextran
could be specifically oxidized by periodate to form aldehyde
groups that could subsequently react with amine groups.'*

3.2.2. Radiation crosslinking. Radiation crosslinking could
be carried out in two main ways, ultraviolet (UV) light
irradiation"'®'"”  and  high energy radiation (e.g,
y-irradiation and electron beam'*"). On exposure to radi-
ation, radicals may be produced on polymer chains which
could initiate the polymerization of unsaturated bonds, or
inert groups are converted to other active groups. The radiation
technique is a green approach to fabricate hydrogels since it is
additive-free, and gel formation and sterilization occur simul-
taneously. Note that radiation can cause damage to or dena-
turation of polysaccharides. The balance between radiation-
induced denaturation and radiation-induced crosslinking is a
critical factor in the preparation of polysaccharide-based
hydrogels.”® A significant advantage of the radiation technique
in preparing wound dressings is controllable and rapid gela-
tion. For example, Ouyang et al. designed a hyaluronic acid/
gelatin-based hydrogel that can undergo rapid gelling and fix-
ation to adhere and seal bleeding arteries and cardiac walls
after UV light irradiation.""” Nevertheless, high cost and equip-
ment requirements limit the widespread use of this technique.

3.2.3. Enzyme mediated crosslinking. As an efficient
method, enzymatic crosslinking has been used for the prepa-
ration of polysaccharide-based hydrogels under mild reaction
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conditions.""'** However, high cost and substrate specificity
limit the application of the enzymatic crosslinking strategy.
Horseradish peroxidase (HRP) can catalyze the coupling of
phenol or aniline derivatives via the decomposition of hydro-
gen peroxide."”® Microbial transglutaminase (MTGase) cata-
lyzes an acyl-transfer reaction between the y-carbonyl group of
a glutamine residue and the e-amino group of a lysine
residue.'*® Polysaccharides need to be modified first to suit
the substrate requirements of specific enzymes.

It is clear that just using one type of crosslinking method is
difficult to meet the performance requirements of wound dres-
sings. The combined utilization of two or more types of cross-
linking methods may achieve complementary advantages of
each other. For example, chemical and physical linkages could
be assigned into one hydrogel where chemical linkages are
responsible for the stiffness of the hydrogel, and the physical
linkages are responsible for toughness. A delicate equilibrium
between each interaction requires precise regulation. In recent
years, double-network hydrogels, which consist of two types of
polymer components with opposite physical natures, were
proposed.'**™'*° The minor components as the first network are
crosslinked rigid skeletons, and the major components as the
second network are poorly cross-linked ductile substances.””"**”
New techniques make it possible for hydrogels to exhibit both
mechanically robust and versatile performance.

4. Polysaccharide-based hydrogels in
wound healing
4.1. Chitosan-based hydrogels

Chitosan, which is widely found in the exoskeleton of crus-
taceans, is derived from the deacetylation of chitin which is a
linear polymer of N-acetylglucosamine. Chitosan, the only
basic polysaccharide among natural polysaccharides, is posi-
tively charged because of a large number of amino groups
along the molecular chains. Considering its unique properties,
such as antimicrobial activity and non-antigenicity, chitosan
has been widely studied for drug delivery, anti-bacteria, and
tissue engineering.'*®'*® The antibacterial properties of chito-
san are an advantage that can make the hydrogel multi-func-
tional. Traditional dressings often encapsulate antibacterial
agents to achieve antibacterial ability. Compared with dres-
sings with releasable antibacterial agents, chitosan-based dres-
sings with inherent antibacterial activity may present persist-
ent antibacterial activity and reduced cytotoxicity to tissues.
Ma and coworkers reported an injectable antibacterial conduc-
tive hydrogel based on glycidyl methacrylate functionalized
quaternized chitosan (QCSG) and carbon nanotubes (CNTs)
for lethal noncompressible hemorrhage hemostasis and
wound healing (Fig. 11A). The as-prepared hydrogel presented
robust mechanical strength, rapid blood-triggered shape recov-
ery and absorption speed, and high blood uptake capacity.*°
Tao and Wang proposed that the hydrogels constructed
through dynamic chemical linkages (Schiff-base, disulfide,
acetal, hydrazine, ester, efc.) can automatically change the

This journal is © The Royal Society of Chemistry 2020
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Fig. 11 (A) Schematic representation of quaternized chitosan (QCSG)/carbon nanotube (CNT) cryogel synthesis. (a) Synthesis of the QCSG copoly-
mer. (b) Synthesis of the PF127-DA copolymer. (c) Preparation of the QCSG/CNT cryogel. (d) Scheme representation of the hemostatic application of
the injectable shape memory cryogel hemostatic in a deep and irregularly shaped wound model. Reprinted with permission from ref. 130. Copyright
2018 Springer Nature. (B) A self-healing hydrogel that is constructed through dynamic chemical linkages. (a) Illustration of the enhanced wound-
healing by a self-adapting hydrogel. (b) Schematic illustration of the fluid properties of the solid hydrogel. (c) Photographs and microscopic evalu-
ation of rat liver laceration with different treatments. (c1) The cross-shaped incision wound. (c2, c2') Wound-healing after 7 days by the treatment of
the CPT hydrogel. Reprinted with permission from ref. 131. Copyright 2018 American Chemical Society.

shape without external stimuli, only following the natural
forces of surface tension and gravity. A self-healing hydrogel
based on chitosan (CP) and telechelic difunctional poly(ethyl-
ene glycol) (DF-PEG) was prepared as shown in Fig. 11B. In a
healing process of the rat-liver laceration, the liver capsule
treated with a thrombin-loaded hydrogel (CPT) appeared with
a smooth surface and healthy color, suggesting this self-adapt-
ing hydrogel as an excellent drug carrier for in vivo wound
treatment.”" Yao et al. used thermo-sensitive chitosan-based
hydrogels to deliver exogenous recombinant human stromal
cell-derived factor-1 alpha (SDF-1 alpha) for injured eyes. This
therapeutic strategy accelerated the reconstitution of the
corneal epithelium, giving it more natural structural and func-
tional properties, and increased local expression of growth
factors critical to corneal epithelial repair."*>

4.2. Alginate-based hydrogels

Alginate, extracted from seaweed, is a linear polysaccharide
with homopolymeric blocks of a-L-guluronate (G) and f-p-man-
nuronate (M) residues. Alginate has been widely used as hydro-
gels for wound healing due to biocompatibility and flexible
modifiability."*® The most important characteristic of alginate
used to prepare hydrogels is that the G-blocks can be cross-
linked with divalent cations (e.g., Ca**, Mg>*, and Ba**) to form
hydrogels."*® Therefore, the M/G ratio, G-block length,
sequence, and molecular weight are crucial to the physical pro-

This journal is © The Royal Society of Chemistry 2020

perties of alginate-based hydrogels. Chang and coworkers
reported a bioglass (BG)/oxidized sodium alginate (OSA) com-
posite hydrogel with adipic acid dihydrazide (ADH)-modified
y-polyglutamic acid (y-PGA) as the cross-linking agent. As
shown in Fig. 12, this hydrogel realizes wound closure and
wound healing in three ways: (a) the release of alkaline ions
from BG could facilitate imine linkage formation between the
hydrogel and the tissues, (b) the release of Ca>* from BG could
promote adhesion between the hydrogel and implantable bio-
materials via chelation between the carboxyl groups in the algi-
nate structure, and (c) the released Si ions would accelerate
vascularization in the wound area.'® Sui and coworkers fabri-
cated a nanoporous, ultrastrong, and gradient chitosan/
sodium alginate complex hydrogel film driven by diffusing low
molecular weight chitosan into high molecular weight sodium
alginate solution. The as-prepared film can provide superfast
temperature, ionic strength, and pH-triggered programmable
deformations.'®" Hytonen et al described a nanocellulose
reinforced alginate-based hydrogel suitable for 3D printing.
This hydrogel can well avoid collapsing of the printing paste to
produce shape fidelity of the print pattern. The 3D printable
hydrogel is a novel platform for wound healing."*® Doping
different ions in alginate-based hydrogels can endow them
with a variety of properties. The antibacterial properties of algi-
nate-based hydrogels were investigated where Rb*, Cu®*, Zn*",
and Sr** were doped in gels."*”'?®

Biomater. Sci,, 2020, 8, 2084-2101 | 2093


https://doi.org/10.1039/d0bm00055h

Published on 13 de febrer 2020. Downloaded on 17/10/2025 17:01:17.

Review

olants B > <
é \\&{/':_.’/

Wound closure

- \ ey

,V\) :

=53 \
\ B ! Si 5
1 - 4 /] - [} 1

ol S 00 \ |1 & ' [
\ et et e ! @ '
‘\ /NH /NH? /ﬂ,’ \ 7 \ » J

\ - 4
b, SRE00Cat ot BN ' %
—— P N e ~ -

Tissue Adhesion

Material Adhesion Vascularization

Fig. 12 Dual-adhesive and bioactive bioglass (BG)/oxidized sodium
alginate (OSA) hydrogels. (A) The rapid ion exchange on the BG surface
makes an alkaline environment to promote imine linkage formation
between the tissues and the hydrogel. (B) The BG promotes adhesion
between the hydrogel and materials via chelation between the carboxyl
groups and Ca®* released from BG. (C) The released Si ions promote
vascularization in the wound area. Reprinted with permission from ref.
135. Copyright 2019, Springer Nature.

4.3. Hyaluronic acid-based hydrogels

Hyaluronic acid is composed of alternating units of N-acetyl-p-
glucosamine and p-glucuronic acid linked by p-1,4- and p-1,3-
glucosidic bonds. Hyaluronic acid is the main component of
connective tissues such as the extracellular matrix and synovial
fluid, which play an important physiological function of retain-
ing water, maintaining extracellular space, adjusting osmotic
pressure and lubricating.*® A large number of carboxyl and
hydroxyl groups are contained in hyaluronic acid, which
makes it ready to form intramolecular and intermolecular
hydrogen bonds in aqueous solution. Hyaluronic acid-based
hydrogels are considered as a wonderful platform for wound
healing due to their biodegradability, biocompatibility, non-
toxicity, non-immunogenicity and non-inflammatory pro-
perties. For instance, Cho et al. developed a hyaluronic acid-
based hydrogel patch as a ready-to-use tissue tape for versatile
biomedical applications (Fig. 13)."*° As reported by Li et al.,
the hydrazine conjugated on the hyaluronic acid chain via the
reaction of carboxyl and amino groups. Then, hydrazine-modi-
fied hyaluronic acid reacted with benzaldehyde modified F127
to form micelle containing acylhydrazone bonds. The hydrogel
was formed utilizing dynamic acylhydrazone bonding and
micellization crosslinking.'*® Ossipov et al. designed a kind of
moldable hyaluronic acid-based hydrogel enabled by dynamic
metal-bisphosphonate coordination chemistry for wound
healing. Hyaluronic acid was modified with pendant bispho-
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sphonate (BP) ligands first. After the addition of silver (Ag")
ions to the modified hyaluronic acid solution, the hydrogel
was formed immediately owing to coordination crosslinking
between Ag" ions and BP groups linked to the hyaluronic acid
backbone. The hydrogel exhibited excellent antimicrobial pro-
perties to both Gram-positive and Gram-negative bacterial
strains, enabling the prevention of infections in wound
care.’*! Hyaluronic acid-based hydrogels can also be functio-
nalized by loading drugs, factors, or cells. A pH controllable
H,S donor, JK1 (synthesized from phenylphosphonothioic
dichloride'*?), was encapsulated in hyaluronic acid-based
hydrogels for wound repair via in situ polarization of
M2 macrophages. The in vivo studies on dermal wounds
showed that the hyaluronic acid/JK1 hybrid hydrogel signifi-
cantly accelerated the wound regeneration process through
enhanced re-epithelialization, collagen deposition, angio-
genesis, and cell proliferation.'*® An injectable hydrogel was
fabricated from hyperbranched multi-acrylated poly(ethylene
glycol) macromers (HP-PEGs) and thiolated hyaluronic acid
(HA-SH) for a stem cell delivery and retention platform.'**
Thornton et al. reported a redox-responsive hyaluronic acid-
based hydrogel by selecting aminoethyl disulfide (AED) as a
glutathione (GSH)-sensitive crosslinker. The redox-responsive
hydrogel offers a very low-cost method for the visual detection
of a target analyte that varies and is dependent on the status
of cells and tissues (wound detection)."*?

4.4. Cellulose-based hydrogels

Cellulose, the most abundant renewable polymer on the Earth,
consists of p-glucopyranose polymerized through the p-1,4-glu-
cosidic bond. Cellulose and its derivatives have been widely
used as medical materials whether for the laboratory study or
clinical application due to their biocompatibility, biodegrad-
ability, low toxicity and relatively low cost."*®'*” As shown in
Fig. 14A, Mansur et al. synthesized a series of eco-friendly
hydrogels based on carboxymethyl-functionalized cellulose
derivatives chemically crosslinked by citric acid (CA) and modi-
fied with PEG using a green aqueous process.'*® Tan et al.
reported a kind of pH-sensitive chitosan-cellulose composite
hydrogel for drug delivery and wound dressing. The adjacent
hydroxyl groups on carboxymethyl cellulose were oxidized to
aldehyde groups in advance. Then the aldehyde groups reacted
with amine groups on carboxymethyl chitosan via the Schift-
base reaction to form gels. Silver sulfadiazine, an anti-
microbial model drug, was loaded into the hydrogels and
undergo controlled release in both pH 5.5 and pH 9.5."*° A
quaternized hydroxyethyl cellulose/mesocellular silica foam
(MCF) hydrogel sponge (QHM) was prepared via one-pot
radical graft copolymerization. The hydrogel sponge could be
expanded instantly triggered by water to thereby accelerate
blood component concentration. Additionally, the QHM
(amount of MCF, 9.8%) could activate the coagulation factors
to facilitate hemostasis and wound healing."*° Cellulose-based
hydrogels are also a great carrier. A bacterial cellulose/acrylic
acid (BC/AA) hydrogel was loaded with human epidermal kera-
tinocytes and human dermal fibroblasts for burn wound
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Copyright 2019 WILEY-VCH Verlag GmbH & Co. KGaA, Weinheim.

healing."®" The role of nanocellulose in hydrogel preparation

is remarkable as well. When cellulose fibers were hydrolyzed,
the fibers produced defect-free, rod-like crystalline residues
which were named cellulose nanocrystals (CNs). CNs have
physical and chemical properties such as high tensile strength
and elastic modulus (130-150 GPa), high specific surface area
(up to several hundreds of m* g™*), low density (1.6 g cm™),
reactive surfaces, and unique morphology.””"*> The quintes-
sential properties qualify CNs as excellent reinforcing agents
while acting as crosslinking agents to structure hydrogels.
Chen et al. designed a CN reinforced hydrogel crosslinked by

This journal is © The Royal Society of Chemistry 2020

dynamic Schiff-base linkages between amines from water-
soluble carboxymethyl chitosan (CMC) and aldehydes from
rigid rod-like dialdehyde-modified cellulose nanocrystals
(DACNC, Fig. 14B). DACNC, on one hand, served as active junc-
tions which can be readily broken and reformed, allowing the
hydrogel to rapidly self-heal. On the other hand, DACNC acted
as reinforcing fillers to improve the hydrogel strength.'>*

4.5. Dextran-based hydrogels

Dextran consists primarily of a-1,6-linked p-glucopyranose resi-
dues with a few percent of o-1,2-, a-1,3- or a-1,4-linked side
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chains.*”*

Like other polysaccharides, dextran has good bio-
compatibility and plenty of pendant hydroxyl groups which
could be easily modified. It is a promising candidate for bio-
medical applications.">>*® Dextran-based hydrogels have
been verified to facilitate neovascularization and skin regener-
ation remarkably in vivo.">>'®® To benefit tissue infiltration,
neovascularization, and hydrogel degradation, Gerecht et al.
developed a dextran-based hydrogel by controlling the ratio of
dextran-allyl isocyanate-ethylamine (Dex-AE)/polyethylene
glycol diacrylate (PEGDA) (Fig. 15A). As shown in Fig. 15B, a
3-week comparative study indicated that the as-prepared
hydrogel (Dex-AE/PEGDA = 80/20) promoted dermal regener-
ation with complete skin appendages.'*® An ingenious method
was used to load resveratrol (Res) and vascular endothelial
growth factor (VEGF) plasmid into a chemically modified
dextran (Dex)/hyaluronic acid (HA)/p-cyclodextrin (p-CD) com-
pound hydrogel. Res, an anti-inflammatory substance, was
embedded into the lipophilic central cavity of p-CD and
plasmid DNA encoded with vascular endothelial growth factor
(pDNA-VEGF) condensing by polyethyleneimine (PEI) was
doped in the hydrogel. The sophisticated hydrogel speeded the
burn wound healing, particularly by inhibiting inflammation
response and promoting microvascular formation.'®" Different
kinds of antibacterial dextran-based hydrogels were prepared
to load Ag nanoparticles'®® or sanguinarine,'®® respectively. A
series of antibacterial hydrogels were also obtained by combin-
ing dextran with polyamines."'®*

4.6. Starch-based hydrogels

Starch is the second most abundant biomass material in
nature. It consists of two glucosidic macromolecules: amylose

2096 | Biomater. Sci,, 2020, 8, 2084-2101

and branched amylopectin. Only o-1,4-glycosidic bonds are
participating in forming the amylose, but both «-1,4-glycosidic
bonds and a-1,6-glycosidic bonds are there in amylopectin.*®
Starch, especially modified starch, has been widely applied as
1.1%%1¢ starch-based hemostatic powder has been
used for hemostasis in clinical practice. However, to fabricate

a biomateria

hydrogels, starch is not as popular as the polysaccharides men-
tioned above. This may be since starch itself has no unique
properties other than good biocompatibility. Usually, starch is
blended with other polymers to develop hydrogels for wound
healing. Polyvinyl alcohol is a good partner to form hydrogels
due to good hydrophilicity, biocompatibility, and easy
modification.’®”*°® Functional components can be encapsu-
lated in starch-based hydrogels to achieve multifunctional
hydrogels. For example, antibacterial ingredients like copper
nanoparticles,'”® Ag nanoparticles,'®® zeolite nanoparticles,"”*
and turmeric'®” have been loaded into the starch-based hydro-
gel to endow wound dressings with antibacterial activity.

The commonly used polysaccharides to prepare hydrogels
for wound healing in recent years are summarized above.
Generally, single-component hydrogels cannot meet the
requirements of wound treatment. Composite hydrogels would
achieve complementary advantages of each component and
improve the overall performance of hydrogels. Polysaccharides
with distinctive properties are more likely to be studied, such
as chitosan, which has antibacterial properties, and alginate,
which is easily crosslinked with divalent cations. According to
the specific wound site and the required properties of the
wound dressing, it is necessary to choose suitable polysacchar-
ides as raw materials to design the desired hydrogel in a suit-
able manner.

This journal is © The Royal Society of Chemistry 2020
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5. Conclusions and perspectives

Acute and chronic wounds not only cause severe physical
trauma to patients, but also bring an immense socio-economic
burden. Although a series of wound dressings are commer-
cially available, some issues concerning biological safety,
therapeutic efficacy, and high cost limit their wide use.
Hydrogels being used for wound healing should be capable of
holding blood rapidly, promoting tissue regeneration, and they
exhibit specific performances depending on the type of
wound. Polysaccharides possess distinctive properties such as
biocompatibility, biodegradability, and nontoxicity, and can be
easily modified to subjoin versatile properties. Polysaccharide-
based hydrogels as advanced wound dressings have exhibited
excellent hemostatic and wound healing effects. Plenty of poly-
saccharide-based hydrogels are available on the market today,
aiming at promoting wound healing. They include Restore®
Hydrogels and Regenecare® HA (hyaluronic acid-based hydro-
gels by Hollister Wound Care and BioTime Inc., respectively),
Intrasite® Gel and Regranex® Gel (carboxymethyl cellulose-
based hydrogels by Smith & Nephew Inc.), Purilon® Gel and
Nu-Gel™ Hydrogel with alginate (alginate-based hydrogels by
Coloplast Ltd and Systagenix Wound Management Ltd,

This journal is © The Royal Society of Chemistry 2020

respectively) and Woulgan® (a glucan-based hydrogel by
Biotec BetaGlucans). In light of the evidence from clinical
applications of proprietary polysaccharide-based hydrogels
products in acute and chronic wound management, it can be
concluded that polysaccharide-based hydrogels are outstand-
ing candidates for wound healing.

This review presented several design considerations about
hydrogels for wound healing and described the current state
of polysaccharide-based hydrogels as wound dressings. The
commonly used crosslinking techniques, including physical,
chemical, and enzymatic crosslinking, are discussed in detail.
Polysaccharide-based hydrogels can provide suitable moisture
for wounds and act as a shield against bacteria. Adaptable
mechanical properties, degradability, and therapeutic agent
controlled release of polysaccharide-based hydrogels have
already been designed and prepared for effective utilization.
Even so, there are still some obstacles needed to be overcome.
Because the raw materials for polysaccharides are mostly from
natural sources, enough attention should be paid to the poten-
tial risk of batch-to-batch variation. Besides, some properties
are contradictory to the requirements of crosslinking tech-
niques. Therefore, to meet the requirements of all aspects, a
delicate equilibrium between each interaction requires precise
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regulation. Furthermore, in some cases, in order to improve
the performance of hydrogels, the usage of crosslinking agents
or other additives is unavoidable. We need to make sure that
all introduced components are not toxic and the degraded
components of hydrogel dressings have no negative influence
on the system.

For future exploration, further improving the comprehen-
sive properties of polysaccharide-based hydrogels is the first
issue to be addressed. This development will rely on new cross-
linking techniques and modification strategies of polysacchar-
ides. Cooperation with other research areas, such as molecular
biology, stem cell science, bioelectrochemistry, and angio-
genesis, could be an effective way to design smart hydrogels
that meet the current clinical desires.

Based on laboratory research, there are many alternative
ways to prepare hydrogels with ideal performance, and hydro-
gels can be endowed with plenty of functions through a variety
of methods. However, taking into account industrial pro-
duction, how to reduce manufacturing costs and simplify the
production process with minimal pollution also needs to be
considered. All the properties mentioned above are comp-
lementary, called the bucket effect. Any weak factor will affect
the treatment of wound dressings. Therefore, the design of
hydrogels for wound healing should be considered holistically.
It is conceivable that polysaccharide-based hydrogels with
promising performance and therapeutic effects which are fab-
ricated in green and effective techniques will be soon applied
in clinics.
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